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Disclaimer

The recommendations in this guideline represent the view of NICE, arrived at after careful
consideration of the evidence available. When exercising their judgement, professionals are
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mandatory and the guideline does not override the responsibility of healthcare professionals
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with the patient and/or their carer or guardian.
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applied when individual health professionals and their patients or service users wish to use it.
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services, and in light of their duties to have due regard to the need to eliminate unlawful
discrimination, to advance equality of opportunity and to reduce health inequalities. Nothing
in this guideline should be interpreted in a way that would be inconsistent with compliance
with those duties.
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Management options for mild to moderate acne — pairwise comparisons

Summary of review questions covered in
this report

A single review protocol and literature search was used to identify randomised trials of
treatments for acne vulgaris to address 9 review questions covering topical or oral
pharmacological treatments and physical treatments, shown below. Outcomes were
prioritised for either pairwise or network meta-analysis (NMA) and the evidence was divided
according to the severity of acne into mild to moderate and moderate to severe categories.
NMA was employed to assess comparative efficacy, acceptability and tolerability of
treatments, which are outcomes commonly reported in the literature for the majority of
treatments. Pairwise meta-analysis was used to synthesise outcomes for which evidence
was more limited across treatments or was treatment-specific. The evidence was then
summarised in four separate reviews covering the treatment of:

e mild to moderate acne (NMA)

e mild to moderate acne (pairwise meta-analysis)

e moderate to severe acne (NMA)

e moderate to severe acne (pairwise meta-analysis)

This evidence review contains information on the pairwise meta-analyses conducted to
assess treatments for people with mild to moderate acne vulgaris. NMA has been the main
method of analysis to inform these questions (see evidence review E1). This review reports
the associated pairwise meta-analysis for outcomes not covered in the NMA. Information on
the NMAs and pairwise meta-analyses conducted to assess treatments for people with

moderate to severe acne vulgaris are contained in the evidence reports F1 and F2,
respectively.

1. What is the effectiveness of topical treatments individually or in combination in the
treatment of acne vulgaris, for example:

e benzoyl peroxide

¢ antibiotics

e antiseptics

¢ retinoids and retinoid-like agents (for example, tretinoin, adapalene, trifarotene)
¢ azelaic acid

e nicotinamide

e combination of antibiotic and retinoid or retinoid-like agent

e combination of benzoyl peroxide and retinoid or retinoid-like agent

e combination of antibiotic and benzoyl peroxide?

2. What is the effectiveness of oral antibiotic treatments individually or in combination in the
treatment of acne vulgaris, for example:

e tetracyclines (for example oxytetracycline, doxycycline, minocycline, tetracycline,
lymecycline)

¢ macrolide antibiotics (for example, erythromycin and azithromycin)

o trimethoprim?

3. What is the effectiveness of an oral antibiotic with a topical agent compared to oral
antibiotic alone in the treatment of acne vulgaris?

Acne vulgaris: evidence reviews for management options for mild to moderate acne —
pairwise comparisons FINAL (June 2021)
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Management options for mild to moderate acne — pairwise comparisons

4. What is the optimal duration of antibiotic treatments (topical and systemic) for acne
vulgaris?

5. What is the effectiveness of hormonal contraceptives in the treatment of acne vulgaris?
6. What is the effectiveness of spironolactone in the treatment of acne vulgaris?

7. What is the effectiveness of metformin in the treatment of acne vulgaris?

8. What is the effectiveness of oral isotretinoin in the treatment of acne vulgaris?

9. What is the effectiveness of physical treatments for acne vulgaris, for example
e comedone extraction

e chemical peels (for example, glycolic acid, lactic acid, salicylic acid)

¢ intralesional steroids

¢ light devices (for example, intense pulsed light, photopneumatic therapy and
photodynamic therapy)?

Acne vulgaris: evidence reviews for management options for mild to moderate acne —
pairwise comparisons FINAL (June 2021)
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Management options for mild to moderate
acne — pairwise comparisons

Review question

What is the effectiveness and acceptability of interventions for the treatment of mild to
moderate acne vulgaris (side effects and participant reported improvement)?

Introduction

Mild to moderate acne is very common with a wide range of treatment modalities available
including over the counter products. Management options should be effective and acceptable
to the individual, taking into consideration potential side effects and contraindications. This
evidence review therefore aims to find the most effective treatment option for people with
mild to moderate acne.

Summary of the protocol

Please see Table 1 for a summary of the Population, Intervention, Comparison and Outcome
(PICO) characteristics of this review.

Table 1: Summary of the protocol
People with acne vulgaris, of all ages who have mild to moderate acne

Interventions will be categorised into the following classes (and, if relevant,
subclasses):

» TOPICAL TREATMENTS
Abrasive/cleaning agents
e Aluminium oxide [own class]
Anthelmintics
e Cysticide (praziquantel) [own class]
o Class of avermectins: ivermectin
Antibacterials
e Class of triclocarban and triclozan
Antibiotics
e Class of sulphones (dapsone)
e Fucidic acid (sodium fusidate) [own class]
e Class of lincosamides (for example clindamycin)
e Class of macrolides (for example clarithromycin, erythromycin with zinc
acetate dihydrate)
Class of nitroimidazoles (metronidazole)
Class of carboxylic acids (mupirocin)
e Class of penicillins
o Sub-class of natural (for example almecillin)
o Sub-class of aminopenicillins (for example ampicillin)
o Sub-class of B-lactamase-resistant (for example methicillin)
o Sub-class of carboxypenicillins (for example ticarcillin)
o Sub-class of ureidopenicillins (for example azlocillin)
o Sub-class of other penicillins (mecillinam, pivmecillinam hydrochloride)
e Class of pleuromutilins (for example retapamulin)
Antiseptics
e Benzoyl peroxide (trade: Acnecide, Brevoxyl, Panoxyl) [own class]
o Chlorhexidine gluconate (trade: Acnemed, Cepton) or digluconate [own class]
Dicarboxylic acids

Acne vulgaris: evidence reviews for management options for mild to moderate acne —
pairwise comparisons FINAL (June 2021)
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Azelaic acid [own class]

Vitamin B3

Nicotinamide (niacinamide) [own class]

Retinoids or retinoid-like agents

Class of retinoids or retinoid-like agents (adapalene, isotretinoin, retinol,
tazarotene, tretinoin, trifarotene)

Combined interventions

Benzoyl peroxide & potassium hydroxyguinoline sulfate [own class]

Class of benzoyl peroxide & retinoid (benzoyl peroxide + adapalene)
Class of benzoyl peroxide & lincosamide (benzoyl peroxide + clindamycin)
Class of lincosamides & retinoid (clindamycin + tretinoin)

Class of macrolides & retinoid (erythomycin + retinoid) [topical]
Germolene (phenol 1.2% + chlorhexidine diculconate [own class]

ORAL ANTIBIOTICS

Class of carbapenems (for example imipenem, meropenem)

Class of carbapenems with cilastatin (imipenem with cilastatin)

Class of carbapenems with b lactamase inhibitor (meropenem with

vaborbactam)

Class of cephamycins/cephalosporins

o Sub-class of 1st-generation (for example cefadroxil)

o Sub-class of 2"d-generation (for example cefaclore)

o Sub-class of 3-generation (for example cefdinir)

o Sub-class of 4th-generation (for example cefozopran)

o Sub-class of 5"-generation (for example ceftolozane)

Class of cephamycins/cephalosporins with B-lactamase inhibitor (for example

ceftraroline or ceftazidime with avibactam, cefoperazone with sulbactam,

ceftolozane with tazobactam)

Class of sulphones (dapsone)

Fucidic acid (sodium fusidate) [own class]

Class of lincosamides (for example clindamycin)

Class of macrolides (for example clarithromycin, erythromycin)

Class of monobactams (aztreonam)

Class of monobactams with B-lactamase inhibitor (aztreonam with avibactam)

Class of penicillins

o Sub-class of natural (for example almecillin)

o Sub-class of aminopenicillins (for example ampicillin)

o Sub-class of B-lactamase-resistant (for example methicillin)

o Sub-class of carboxypenicillins (for example ticarcillin)

o Sub-class of ureidopenicillins (for example azlocillin)

o Sub-class of other penicillins (mecillinam, pivmecillinam hydrochloride)
Class of penicillin with B-lactamase inhibitor (for example co-amoxiclav
[amoxicillin with clavulanic acid], piperacillin with tazobactam, ticaricillin with
clavulanic acid, sultamicillin [ampicillin with sulbactam])

Class of penicillin with flucloxacilin (co-fluampicil [ampicillin + flucloxacilin])
Class of pleuromutilins (for example retapamulin)

Class of quinolones

o Sub-class of 1si-generation (for example rosoxacin)

o Sub-class of 2M-generation (for example ofloxacin)

o Sub-class of 3rd-generation (for example temafloxacin)

o Sub-class of 4t-generation (for example sitafloxacin)

Class of tetracyclines (for example doxycycline, oxytetracycline)
Trimethoprim [own class]

Co-trimoxazole (trimethoprim-sulfamethoxazole; TMP-SMX) [own class]

TOPICAL TREATMENTS COMBINED WITH ORAL ANTIBIOTICS

ORAL HORMONAL CONTRACEPTIVES AND HORMONE-MODIFYING
AGENTS

Co-cyprindiol (ethinylestradiol + cyproterone acetate) [own class of combined

Acne vulgaris: evidence reviews for management options for mild to moderate acne —
pairwise comparisons FINAL (June 2021)
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oral contraceptive]

Class of combined oral contraceptives

o Sub-class of 2" generation (oestrogen, for example ethinylestradiol or
estradiol or mestranol combined with levonorgestrel or norethisterone)

o Sub-class of 3™ generation (oestrogen, for example ethinylestradiol
combined with desogestrel or gestodene or norgestimate)

o Sub-class of 4t generation (oestrogen, for example ethinylestradiol or
estradiol combined with dienogest or drospirenone or nomegestrol acetate)

Monophasic and phasic combined oral contraceptives containing the same
hormones will be analysed as separate interventions within their sub-class.

Class of progestogen-only oral contraceptives

o Sub-class of 15t generation (for example medroxyprogesterone acetate)

o Sub-class of 2" generation (for example levonorgestrel, norethisterone/
norethindrone)

o Sub-class of 3 generation (for example desogestrel, norgestimate,
gestodene)

o Sub-class of 4t generation (for example dienogest, drospirenone,
nomegestrol acetate)

Class of selective aldosterone receptor antagonists (for example

spironolactone alone or combined with furosemide or hydroflumethiazide [co-

flumactone], eplerenone, canrenone)

Class of 5a-reductase inhibitors (dutasteride, finasteride, tamsulosin with

dutasteride)

Class of other non-steroidal anti-androgens (for example abiraterone acetate,

apalutamide, bicalutamide, cyproterone acetate, clormadinone acetate,

enzalutamide, flutamide)

Metformin [own class]

> ORAL ISOTRETINOIN

Class of oral retinoid and total cumulative dose = 120mg/kg (single course)

o Sub-class of daily dosing (dose 20.5mg/kg/day or <0.5mg/kg/day)

o Sub-class of alternate day dosing (dose 20.5mg/kg/day or <0.5mg/kg/day)

o Sub-class of less frequent or other dosing (dose =0.5mg/kg/day or
<0.5mg/kg/day)

Class of oral retinoid and total cumulative dose < 120mg/kg (single course)

o Sub-class of daily dosing (dose =0.5mg/kg/day or <0.5mg/kg/day)

o Sub-class of alternate day dosing (dose =20.5mg/kg/day or <0.5mg/kg/day)

o Sub-class of less frequent or other dosing (dose =0.5mg/kg/day or
<0.5mg/kg/day)

PHYSICAL TREATMENTS
Class of chemical peels

o Sub-class of superficial peels

o Sub-class of moderate peels

o Sub-class of deep peels
for example amino fruit acid, glycolic acid, Jessner’s peel, lactic acid, salicylic
acid, trichloroacetic acid [TCA]; these will be categorised into different sub-
classes as reported in the included studies, according to the concentration of
their active ingredient and treatment duration.
Comedone extraction [own class]
Class of photothermal therapy (for example fractional erbium glass laser)
Class of photochemical therapy (for example blue or red light and their
combination)
Class of photochemical and photothermal therapy (for example potassium
titanyul phosphate laser, Intense Pulsed Light [IPL], Pulsed Dye Laser)
Class of photodynamic therapy (for example 5-aminolevuliniv acid [ALA],
liposomal methylene blue gel, methylaminolevulinate [MAL])

Acne vulgaris: evidence reviews for management options for mild to moderate acne —
pairwise comparisons FINAL (June 2021)
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¢ Smoothbeam™ laser [own class]
e Photopneumatic therapy (for example intense pulsed light + vacuum)
e Radiofrequency (for example fractional microneedling, bipolar)

o No treatment

o Waiting list

o Pill placebo

o Other active intervention
o Sham physical treatment
Important

o Specific short-term side effects for comparisons of treatments within the same
class or those that involve an inactive arm

o topical non-retinoid treatments:
— skin irritation
o topical retinoid treatments:
— skin irritation
— light sensitivity
o oral antibiotics:
— skin irritation
— gastrointestinal
— thrush/candidiasis
o oral hormonal contraceptives and hormone-modifying agents:
— breast tenderness
— neurological
— sexual dysfunction
— hepatobillary effects
— mood disturbance
— breakthrough bleeding
o oral isotretinoin:
mucosal / cutaneous changes (for example new chelitis)
change in mood
new psychiatric diagnosis
— suicidality
o physical treatments:
— chemical peels:
- skin irritation
- skin redness (erythema)
- changes in pigmentation
- infection of treated area
— energy based treatments (light/laser):
- skin irritation
- skin redness (erythema)
- changes in pigmentation
o Participant reported improvement

For further details see the review protocol in appendix A.

Methods and process

This evidence review was developed using the methods and process described in
Developing NICE guidelines: the manual. Methods specific to this review question are

Acne vulgaris: evidence reviews for management options for mild to moderate ache —
pairwise comparisons FINAL (June 2021)
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described in the review protocol in appendix A and the methods document (supplementary
document 1).

Declarations of interest were recorded according to NICE’s conflicts of interest policy.

Clinical evidence

Included studies

Overall 62 studies were included in this pairwise review. These are divided into the following
categories of interventions: topical non-retinoids and retinoids, own class topicals, topical
antibiotics, topical antiseptics, topical acids, oral antibiotics and combinations with other
topicals, oral hormonal contraceptives and hormone-modifying agents, oral isotretinoin and
physical treatments.

Topical non-retinoids and retinoids

Eighteen parallel group design RCTs (Adhikary 2014, Babaeinejad 2013, Berger 2007a,
Chalker 1987, Dubey 2016, Gollnick 2009, Guerra-Tapia 2012, Hughes 1992, Iftikhar 2009,
Langner 2000, Marazzi 2002a, Shwetha 2014, Stinco 2007, Thiboutout 2006, Tirado-
Sanchez 2013, Trifu 2011, Tu 2001, Webster 2001) reported side effects of topical retinoid
treatments or topical treatment combinations including a retinoid treatment in people with
mild to moderate acne. Skin irritation was reported by the vast majority of studies.

Four parallel group design RCTs (Babayeva 2011, Berger 2007a, Berger 2007b, Marazzi
2002a) mentioned participants reported improvement of acne.

Four studies were conducted in the USA (Berger 2007a, Berger 2007b, Chalker 1987,
Webster 2001), 3 studies in India (Adhikary 2014, Dubey 2016, Shwetha 2014), 2 studies in
the UK (Hughes 1992, Marazzi 2002a), 1 study in China (Tu 2001), Italy (Stinco 2007), Iran
(Babaeinejad 2013), Pakistan (Iftikhar 2009), Poland (Langner 2000), Mexico (Tirado-
Sanchez 2013), Romania (Trifu 2011), Spain (Guerra-Tapia 2012), Turkey (Babayeva 2011);
2 studies were collaborations studies from North America/Europe (Gollnick 2009) and North
America (Thiboutout 2006).

Own class topicals

Four parallel group design RCTs (Charakida 2007, Hanstead 1985, Katsambas 1989,
Pazoki-Toroudi 2010) reported skin irritation as a side effect of treatment with Acnicare,
topical azelaic acid and topical fucidic acid.

One study was conducted in Denmark (Hanstead 1985), Greece (Katsambas 1989), Iran
(Pazoki-Toroudi 2010) and the UK (Charakida 2007).

Topical antibiotics

Fourteen parallel group design RCTs (Alirezai 2005, Carey 1996, Cunliffe 2002b, Eichenfield
2016, Hajheydari 2011, Jain 1998, Khanna 1990, Leyden 1987, Pazoki-Toroudi 2010,
Pazoki-Toroudi 2011, Schaller 2016, Shalita 2005, Stein Gold 2016, Xu 2016) reported skin
irritation as a side effect of treatment with topical antibiotics. Carey 1996 and Pazoki-Toroudi
2010 also mentioned participant reported improvement of acne.

Three studies were conducted in Iran (Hajheydari 2011, Pazoki-Toroudi 2010, Pazoki-
Toroudi 2011) and the USA (Leyden 1987, Shalita 2005, Stein Gold 2016), 2 studies in India
(Jain 1998, Khanna 1990), 1 study in Canada (Carey 1996), China (Xu 2016), Germany
(Schaller 2016) and the UK (Cunliffe 2002b); 2 studies were collaboration studies from
Europe (Alirezai 2005) and North America (Eichenfield 2016).

Topical antiseptics

Acne vulgaris: evidence reviews for management options for mild to moderate acne —
pairwise comparisons FINAL (June 2021)
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Five parallel group design RCTs (Gollnick 2009, Hughes 1992, Milani 2003, Smith 1980b,
Stoughton 1987) reported skin irritation as a side effects of treatment with topical antiseptics
in people with mild to moderate acne.

Two studies were conducted in the USA (Smith 1980b-USA, Stoughton 1987), 1 in Italy
(Milani 2003) and in the UK (Hughes 1992); 1 study was a collaboration study from
Europe/North America (Gollnick 2009).

Topical acids

One parallel group design RCT (Boutli 2003) reported skin irritation and light sensitivity as
side effects of treatment with topical acids. Three parallel group RCTs (Akarsu 2012, Poli
2005, Shalita 1981) mentioned participant reported improvement of acne.

One study was conducted in Greece (Boutli 2003), France (Poli 2005), Turkey (Akarsu 2012)
and the USA (Shalita 1981).

Oral antibiotics and combinations with other topicals

Four parallel group design RCTs (Bleeker 1983, Maleszka 2011, Ozolins 2004, Rassai 2013)
reported side effects of treatment with oral antibiotics or oral antibiotics in combination with
topical antibiotics in people with mild to moderate acne. Ozolins 2004 and Rassai 2013 also
mentioned participant reported improvement of acne.

One study was conducted in Iran (Rassai 2013), Poland (Maleszka 2011), Sweden (Bleeker
1983) and the UK (Ozolins 2004).

Oral hormonal contraceptives and hormone-modifying agents

Seven parallel group design RCTs (Alora Palli 2013, Jaisamrarn 2014, Jaisamrarn 2018,
Leyden 2002, Palombo-Kinne 2009, Plewig 2009, Thorneycroft 2004) reported side effects of
treatment with oral hormonal contraceptives and hormone-modifying agents in women with
mild to moderate acne. Most often reported side effects were breast tenderness,
breakthrough bleeding and neurological side effects. Plewig 2009 also mentioned participant
reported improvement of acne.

Two studies were conducted in the USA (Alora Palli 2013, Leyden 2002), 2 studies in
Thailand (Jaisamrarn 2014, Jaisamrarn 2018) and 1 study in Germany (Thorneycroft 2004);
2 studies were collaboration studies from Europe (Palombo-Kinne 2009-Europe, Plewig
2009).

Oral isotretinoin

One parallel group design RCT (Rademaker 2014, New Zealand) reported
mucosal/cutaneous changes as a side effect of treatment with oral isotretinoin in people with
mild to moderate acne.

Physical treatments
Chemical peels

Three parallel group design RCT (Dayal 2017, Dayal 2020, Sarkar 2019) reported side
effects of treatments with chemical peels in people with mild to moderate acne. The most
often reported side effects were erythema and changes in pigmentation. All 3 studies were
conducted in India.

Energy based treatments (light/laser)

Three parallel group design RCTs (Papageorgiou 2000a, Ragab 2014, Seaton 2003)
reported side effects of energy based treatments in people with mild to moderate acne. Most

Acne vulgaris: evidence reviews for management options for mild to moderate acne —
pairwise comparisons FINAL (June 2021)
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often reported side effects were skin irritation and erythema. Ragab 2014 also mentioned
participant reported improvement of acne.

Two studies were conducted in the UK (Papageorgiou 2000a, Seaton 2003) and 1 study in
Egypt (Ragab 2014).

See the literature search strategy in appendix B and study selection flow chart in appendix C.

Excluded studies

Studies not included in this review with reasons for their exclusion are provided in appendix
K.

Summary of included studies

Summaries of the studies that were included in this review are presented in Table 2. The
evidence table in appendix D lists all relevant outcomes including those extracted for the
network meta-analysis (clinician reported improvement, discontinuation due for any reason
and discontinuation due to adverse events). Only the relevant outcomes for the pairwise
analysis are listed below.

Table 2: Summary of included studies.

Study

Adhikary 2014
Country: India
Study type: RCT

Akarsu 2012
Country: Turkey
Study type: RCT

Alirezai 2005
Country: Europe
Study type: RCT

Population

N=200

Sex: mixed

Number randomised:
arm 1: n=100
Number randomised:
arm 2: n=100
Inclusion details:
Age at least 10 years,
grade | to grade Il acne
vulgaris of face, on the
Indian grading scale.
N=50

Sex: mixed

Number randomised:
arm 1: n=25

Number randomised:
arm 2: n=25
Inclusion details:
Mild to moderate AV,
between the ages of 18
and 35 years, and with
between 10-50 IL and
10-100 NIL above the
mandibular line at
baseline.

N=592

Sex: mixed

Number randomised:
arm 1: n=265
Number randomised:
arm 2: n=261

Number randomised:
arm 3: n=66

Interventions

Intervention: arm 1:
topical Isotretinoin gel
0.05 % once daily at night
and topical Clindamycin
phosphate 1% lotion in
the morning
Intervention: arm 2:
Adapalene 0.1 % gel once
daily at night and topical
Clindamycin phosphate
1% lotion in the morning.

Intervention: arm 1: SAL
3% + CLIND-topical 1% +
BPO-topical 5%
Intervention: arm 2:
CLIND-topical 1% + BPO-
topical 5%

Intervention: arm 1:
CLIND-topical 1% gel
Intervention: arm 2:
CLIND-topical 1% topical
solution

Intervention: arm 3:
Vehicle gel

Outcomes
e Skin irritation

o Participant
reported
improvement

e Skin irritation

Acne vulgaris: evidence reviews for management options for mild to moderate acne —
pairwise comparisons FINAL (June 2021)
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Study

Alora Palli 2013

Country: United
States

Study type: RCT

Babaeinejad 2013
Country: Iran
Study type: RCT

Babayeva 2011
Country: Turkey
Study type: RCT

Berger 2007a

Country: United
States

Study type: RCT

Population
Inclusion details:

At least age 12, acne
vulgaris on face
(severity grade of 2 to 5
on the Leeds revised
scale), and 15-50
inflammatory facial
lesions.

N=30
Sex: female

Number randomised:
arm 1: n=16

Number randomised:
arm 2: n=14

Inclusion details:
Female, age 18 to 45
years, who achieved
spontaneous menarche,
desired contraception
and had a diagnosis of
truncal acne of 10 to 50
inflammatory lesions on
the back and chest
combined with not more
than 5 nodules.

N=60

Sex: mixed

Number randomised:
arm 1: n=30

Number randomised:
arm 2: n=30
Inclusion details:
Mild acne vulgaris
(Evaluator Global
Severity Score, EGSS,
of 2).

N=46

Sex: mixed

Number randomised:
arm 1: n=23

Number randomised:
arm 2: n=23
Inclusion details:

18 and 35 years of age,
with 10-50
inflammatory lesions
and 10-100 non-
Inflammatory lesions
above the mandibular
line at baseline.

N=156

Sex: mixed

Number randomised:
arm 1: n=78

Number randomised:
arm 2: n=78

Interventions

Intervention: arm 1: EE-
oral 0.02 mg + DROS-oral
3mg od

Intervention: arm 2:
PLC-oral

Intervention: arm 1: BPO
2.5% gel

Intervention: arm 2:
ADAP 0.1% gel

Intervention: arm 1: SAL
3% + CLIND-topical 1%
Intervention: arm 2:
TRET-topical 0.05% +
CLIND-topical 1%

Intervention: arm 1:
TRET-topical 0.04%
Intervention: arm 2:
TRET-topical 0.1%

Outcomes

¢ Neurological side
effects

e Change in mood

¢ Breakthrough
bleeding

e Skin irritation

o Participant
reported
improvement

o Skin irritation

¢ Light sensitivity

o Participant
reported
improvement

Acne vulgaris: evidence reviews for management options for mild to moderate acne —
pairwise comparisons FINAL (June 2021)
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Study

Berger 2007b

Country: United
States

Study type: RCT

Bleeker 1983
Country: Sweden
Study type: RCT

Boutli 2003
Country: Greece
Study type: RCT

Carey 1996
Country: Canada
Study type: RCT

Population
Inclusion details:
Ages 12 to 40 years, in

good health, with mild to

moderate acne vulgaris
defined as 20 to 150
total facial lesions. Of
these lesions, 10 to 100
were to be comedones
(open and closed), and
10 to 50 were to be
inflammatory lesions
(papules and pustules).
No more than 2 were to
be nodules (defined as
deep inflammatory
lesions of 1 cm or
greater).

N=178

Sex: mixed

Number randomised:
arm 1: n=88

Number randomised:
arm 2: n=90

Inclusion details:

19 and 45 years of age
with mild to moderate
acne vulgaris - between
15 and 80 total facial
lesions that consisted of
10 to 40 inflammatory
lesions and no more
than 2 nodules.

N=40

Sex: mixed

Number randomised:
arm 1: n=20

Number randomised:
arm 2: n=20

Inclusion details:

Mild to moderate
papulopustular acne.
N=37

Sex: mixed

Number randomised:
arm 1: n=19

Number randomised:
arm 2: n=18

Inclusion details:

Age 13-25, moderate
acne (grade 11,
Pilsbury and Kligman),
20-50 comedones and
20-40 papulopustules.
N=499

Sex: mixed

Number randomised:

Interventions

Intervention: arm 1:
TRET-topical 0.04%

Intervention: arm 2:
Vehicle gel

Intervention: arm 1:
Erythromycin stearate
capsules 500mg b.d.
Intervention: arm 2:
Erythromycin base
capsules 500mg b.d.

Intervention: arm 1:
Topical benzoil peroxide
5% gel

Intervention: arm 2:
Topical Nisal cream
(chloroxylenol 0.5% +
salicylic acid 2%)

Intervention: arm 1:
Topical fucidic acid 2%

Intervention: arm 2:

Outcomes

¢ Participant
reported
improvement

e Gl side effects

o Skin irritation
e Light sensitivity

e Skin irritation

o Participant
reported

Acne vulgaris: evidence reviews for management options for mild to moderate acne —
pairwise comparisons FINAL (June 2021)
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Study

Chalker 1987

Country: United
States

Study type: RCT

Charakida 2007
Country: United
Kingdom

Study type: RCT

Cunliffe 2002b
Country: United
Kingdom

Study type: RCT

Population

arm 1: n=249

Number randomised:
arm 2: n=250
Inclusion details:
Under 25 years, 15 - 75
inflamed lesions on the
face.

N=313

Sex: mixed

Number randomised:
arm 1: n=156

Number randomised:
arm 2: n=157

Inclusion details:

Acne vulgaris with a
minimum of 12
inflammatory lesions
and 12 noninflammatory
lesions and a maximum
of 3 facial nodulocystic
lesions, aged 13-30.
N=40

Sex: mixed

Number randomised:
arm 1: n=20

Number randomised:
arm 2: n=20

Inclusion details:
Participants aged
between 16 and 45
years with mild to
moderate facial
inflammatory acne
defined as the presence
of at least 10 acne
papules or pustules
between the brow and
jaw line and an acne
severity score of
between 2 and 7 on the
Leeds revised acne
grading system.

N=79

Sex: mixed

Number randomised:
arm 1: n=40

Number randomised:
arm 2: n=39

Inclusion details:
Acne vulgaris, aged 13
to 30. Baseline or
screening P acnes
counts on facial skin
(cheek or forehead) had
to be at least 104
colony-forming units

Outcomes
improvement

Interventions
Topical erythromycin 2%

Intervention: arm 1:
Topical ISO 0.05% gel
b.d.

Intervention: arm 2:
Vehicle b.d.

e Skin irritation

Intervention: arm 1:
ACNICARE (triethyl
citrate + ethyl linoleate)
topical b.d.
Intervention: arm 2:
Vehicle topical b.d.

e Skin irritation

Intervention: arm 1:
topical clindamycin 1% /
BPO 5% gel b.d.
Intervention: arm 2:
topical clindamycin 1%

e Skin irritation

Acne vulgaris: evidence reviews for management options for mild to moderate acne —
pairwise comparisons FINAL (June 2021)
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Study Population Interventions Outcomes

(CFUs) per square
centimetre, of which no
more than 104 CFU/cm
2 could be erythromycin
or clindamycin resistant.
Eligible patients also
had to have 15 to 100
inflammatory lesions, 15
to 100 comedones, and
<2 nodules/cysts on the
face. Sexually active
female patients were
required to use
contraception for 28
days before the start
and for the duration of
the study.

N=40

Sex: mixed

Number randomised:
arm 1: n=20

Number randomised:
arm 2: n=20

Inclusion details:
Mild-to-moderate (grade
| and grade Il) facial
acne vulgaris, graded
using a system taking
into account the
predominant lesions
present: Grade 1 (mild):
comedones, occasional
papules. Grade 2
(moderate): papules,
comedones, few
pustules. Grade 3
(severe): predominant
pustules, nodules,
abscesses. Grade 4
(cystic): mainly cysts,
abscesses, widespread

Dayal 2017
Country: India
Study type: RCT

Intervention: arm 1:
salicylic acid 30%
Intervention: arm 2:
Jessner's peel

e Skin redness
¢ Pigment changes

scarring.
Dayal 2020 N=50 Intervention: arm 1: 30% e Skin redness
Country: India Sex: mixed salicylic acid peel e Pigment changes
Study type: RCT Number randomised:  Intervention: arm 2: 45%

arm 1: n=25 mandelic acid peel

Number randomised:

arm 2: n=25

Inclusion details:
Mild-to-moderate (grade
| and grade Il) facial
acne vulgaris on the
Vaishampayan grading

system.
Dubey 2016 N=100 Intervention: arm 1: o Skin irritation
Country: India Sex: mixed adapalene (0.1%) o.d.

Study type: RCT

Number randomised:

Intervention: arm 2:

Acne vulgaris: evidence reviews for management options for mild to moderate acne —
pairwise comparisons FINAL (June 2021)
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Study Population

arm 1: n=50

Number randomised:
arm 2: n=50
Inclusion details:

Male and non-pregnant
participants aged
between 12 and 30
years. Participants with
mild to moderate acne
vulgaris; based on
simple acne grading
scale (grade 1 to grade
4). Participants with
only comedones as
noninflammatory
lesions, and papules
and pustules as
inflammatory lesions
were included in the
study (mild to moderate
acne vulgaris- grades 1

and 2).

Eichenfield 2016 N=2238

Country: North Sex: mixed

America Number randomised:

Study type: RCT arm 1: n=1118
Number randomised:
arm 2: n=1120

Inclusion details:

At least 12 years of age,

with a diagnosis of
acne, with 20-50 facial
inflammatory lesions
(papules and pustules)
and 30-100 facial

noninflammatory lesions

(open and closed
comedones), and with
an acne grade of 3
(indicating moderate
severity) on the Global
Acne Assessment
Score (GAAS) at
screening and at
baseline.

N=1670
Sex: mixed

Number randomised:
arm 1: n=419

Number randomised:
arm 2: n=418

Number randomised:
arm 3: n=415

Number randomised:
arm 4: n=418

Inclusion details:
12 years of age or older

Gollnick 2009

Country: North
America/Europe

Study type: RCT

Interventions

benzoyl peroxide (2.5%)
clindamycin (1%)
combination o.d.

Intervention: arm 1:
Topical dapsone 7.5% gel
o.d.

Intervention: arm 2:
Topical vehicle o.d.

Intervention: arm 1:
Adapalene 0.1%-BPO
2.5% fixed combination
topical gel o.d.
Intervention: arm 2:
Adapalene 0.1% topical
gel o.d.

Intervention: arm 3: BPO
2.5% topical gel o.d.
Intervention: arm 4:
Vehicle topical o.d.

Outcomes

e Skin irritation

e Skin irritation

Acne vulgaris: evidence reviews for management options for mild to moderate acne —

pairwise comparisons FINAL (June 2021)
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Study

Guerra-Tapia 2012
Country: Spain
Study type: RCT

Hajheydari 2011
Country: Iran
Study type: RCT

Hanstead 1985
Country: Denmark
Study type: RCT

Hughes 1992
Country: United
Kingdom

Study type: RCT

Population

with acne vulgaris,
having on the face 20—
50 inflammatory lesions,
30-100
noninflammatory lesions
and an Investigator’s
Global Assessment
(IGA) score of 3,
corresponding to
moderate acne.

N=168

Sex: mixed

Number randomised:
arm 1: n=83

Number randomised:
arm 2: n=85
Inclusion details:
Aged 12 to 39 years,
with = 15 inflammatory
lesions and/ or non-
inflammatory lesions but
= 3 nodulocystic lesions
and an acne grade of =
2.0 and < 7.0 on the
Leeds Revised Acne
Grading System.
N=96

Sex: mixed

Number randomised:
arm 1: n=32

Number randomised:
arm 2: n=32

Number randomised:
arm 3: n=32
Inclusion details:
Aged 12-28 years with
mild to moderate acne
vulgaris.

N=79

Sex: mixed

Number randomised:
arm 1: n=40

Number randomised:
arm 2: n=39
Inclusion details:
Mild to moderate acne
vulgaris.

N=77

Sex: mixed

Number randomised:
arm 1: n=25

Number randomised:
arm 2: n=26

Number randomised:
arm 3: n=26

Interventions

Intervention: arm 1:
topical BPO % + CLIND
1% o.d.

Intervention: arm 2:
Adapalene 0.1% topical
gel o.d.

Intervention: arm 1:
Topical azithromycin 2%
b.d.

Intervention: arm 2:
Topical erythromycin 2%
b.d.

Intervention: arm 3:
Topical clindamycin 2%
b.d.

Intervention: arm 1:
Topical fucidin cream 2%
Intervention: arm 2:
Topical placebo cream

Intervention: arm 1:
Topical isotretinoin 0.05%
b.d.

Intervention: arm 2:
Topical BPO 5% b.d.
Intervention: arm 3:
Vehicle b.d.

Outcomes

e Skin irritation

e Skin irritation

e Skin irritation

e Skin irritation

Acne vulgaris: evidence reviews for management options for mild to moderate acne —
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Study

Iftikhar 2009
Country: Pakistan
Study type: RCT

Jain 1998
Country: India
Study type: RCT

Jaisamrarn 2014
Country: Thailand
Study type: RCT

Jaisamrarn 2018
Country: Thailand

Population

Inclusion details:
15-100 inflamed and/or
15-100 non-inflamed
lesions but no more
than three nodulocystic
lesions on the face.
N=200

Sex: mixed

Number randomised:
arm 1: na, n=100
completed

Number randomised:
arm 2: na, n=100
completed

Inclusion details:

More than 13 years of
age, with mild to
moderate acne
(comedones,
papulopustules and few
nodules with no
scarring) and free of
intercurrent illness.

N=40
Sex: Mixed

Number randomised:
arm 1: n=20

Number randomised:
arm 2: n=20
Inclusion details:
Moderately severe
acne, with lesions on
the face.

N=201
Sex: female

Number randomised:
arm 1: n=100

Number randomised:
arm 2: n=101
Inclusion details:
Healthy females aged
between 18 and 45
years with mild to
moderate acne vulgaris
- defined as having no
more than 5 comedones
or papules and no
pustule while moderate
acne vulgaris was
defined as 6-15
comedones or papules
and/or a maximum of
three pustules.

N=180
Sex: female
Number randomised:

Interventions

Intervention: arm 1:
0.1% ADAP topical o.d.

Intervention: arm 2: 4%
BPO topical o.d.

Intervention: arm 1: 5%
benzoyl peroxide topical
and 1% metronidazole gel
o.d.

Intervention: arm 2: 5%
benzoyl peroxide topical
and 1% clindamycin gel

o.d.

Intervention: arm 1:
triphasic EE/NGM
treatment at the dosage of
0.035/0.18,

0.035/0.215 and
0.035/0.25mg on days 1—
7, 8-14 and 15-21,
respectively, and took
inactive tablets for 7 days
before starting the next
treatment cycle

Intervention: arm 2:
biphasic EE/DSG
treatment at the dosage of
0.04/0.025 and
0.03/0.125mg on days 1—
7 and 8-22 of each cycle,
respectively, and
discontinued treatment for
6 days before starting the
next treatment cycle.

Intervention: arm 1:
EE/CMA at the dosage of
30 mcg/2 mg once daily;

Outcomes

e Skin irritation

e Skin irritation

e Breast
tenderness

¢ Neurological side
effects

¢ Breakthrough
bleeding

e Breast
tenderness

¢ Neurological side

Acne vulgaris: evidence reviews for management options for mild to moderate acne —
pairwise comparisons FINAL (June 2021)

21



FINAL

Management options for mild to moderate acne — pairwise comparisons

Study
Study type: RCT

Katsambas 1989;
Trial 1

Country: Greece
Study type: RCT

Khanna 1990
Country: India
Study type: RCT

Langner 2000
Country: Poland
Study type: RCT

Population

arm 1: n=90

Number randomised:
arm 2: n=90

Inclusion details:
Healthy women
between the ages of 18
to 45 years with mild to
moderate acne vulgaris
and who had
dysmenorrhea of any
degree of severity. Mild
acne vulgaris was
defined as having
comedones as the main
type of acne lesion with
< 10 papules and
pustules. Moderate
acne was defined as
having 10—40 papules
and pustules, 10—-40
comedones, and/or mild
truncal disease.

N=92
Sex: mixed

Number randomised:
arm 1: n=43

Number randomised:
arm 2: n=49
Inclusion details:
Papulo-pustular acne
(degree ll/lll of Plewig-
Kligmann).

N=26
Sex: Mixed

Number randomised:
arm 1: na, n=12
completed

Number randomised:
arm 2: na, n=14
completed

Inclusion details:
Moderately severe acne
- defined as the
presence, on the face
(above the jawline) of
the subject, of 5-15
inflammatory lesions
(IN) but no more than 5
nodulocystic lesions
and / or more than 50
non-inflammatory (NI)
acne lesions.

N=127
Sex: Mixed

Number randomised:
arm 1: n=43
Number randomised:

Interventions

treatment was for 21
consecutive days, starting
on the first day of the
menstruation, followed by
7 days of medication free
before starting the next
cycle of treatment.
Intervention: arm 2:
received EE/DRSP at the
dosage of 30 mcg/3 mg
once daily; treatment was
for 21 consecutive days,
starting on the first day of
the menstruation, followed
by 7 days of medication
free before starting the
next cycle of treatment.

Intervention: arm 1: 20%
azelaic acid cream
Intervention: arm 2:
vehicle

Intervention: arm 1:
topical clindamycin
hydrochloride 1% twice a
day

Intervention: arm 2:
hydro-alcoholic vehicle
twice a day

Intervention: arm 1:
isotretinoin 0.05%w/w
cream formulated with
standard sunscreen

Intervention: arm 2:

Outcomes
effects

¢ Breakthrough
bleeding

e Skin irritation

e Skin irritation

e Skin irritation

Acne vulgaris: evidence reviews for management options for mild to moderate acne —
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Study

Leyden 1987

Country: United
States

Study type: RCT

Leyden 2002

Country: United
States

Study type: RCT

Population

arm 2: n=42

Number randomised:
arm 3: n=42
Inclusion details:

Acne vulgaris of the
face (15-100
inflammatory lesions
and/or 15-100 non-
inflammatory lesions,
but not more than three
nodulocystic lesions).

N=109

Sex: Mixed

Number randomised:
arm 1: n=55

Number randomised:
arm 2: n=54
Inclusion details:

At least 14 years of age
and had to have a
minimum of ten but no
more than sixty facial
papules and pustules,
and no more than six
facial nodular cystic
lesions.

N=371

Sex: Female

Number randomised:
arm 1: n=185

Number randomised:
arm 2: n=186

Inclusion details:
Healthy women, at least
14 years of age, with
regular menstrual
cycles and moderate
facial acne. Moderate
facial acne was defined
as a total facial count of
6 to 200
noninflammatory
comedones, 10 to 75
inflammatory lesions
(papules and pustules),
and 5 or fewer nodules.
Also required a normal
Papanicolaou test result
within the past 6 months
or a low-grade
abnormal Papanicolaou
test result under
medical evaluation, a
negative pregnancy test
result, and agreement
to use a nonhormonal
method of contraception

Interventions Outcomes
isotretinoin (0.10%w/w)

cream formulated with

standard sunscreen

Intervention: arm 3:

placebo vehicle

sunscreen cream

Intervention: arm 1: 2%
erythromycin gel
Intervention: arm 2:
clindamycin phosphate
1% solution

e Skin irritation

Intervention: arm 1:
tablets containing 20g of
EE and 100g of LNG in a
28-day blister pack with
21 days of active
medication followed by 7
days of placebo
Intervention: arm 2:
Placebo oral

¢ Breakthrough
bleeding
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Study

Maleszka 2011
Country: Poland
Study type: RCT

Marazzi 2002a
Country: United
Kingdom

Study type: RCT

Milani 2003
Country: Italy
Study type: RCT

Ozolins 2004
Country: United
Kingdom

Study type: RCT

Population

if at risk for pregnancy.
N=240

Sex: mixed

Number randomised:
arm 1: n=120
Number randomised:
arm 2: n=120
Inclusion details: 14
years or older with a
clinical diagnosis of
moderate acne vulgaris.

N=188
Sex: Mixed

Number randomised:
arm 1: n=95

Number randomised:
arm 2: n=93

Inclusion details:
Facial acne vulgaris
having 15-100
inflammatory lesions
and/or 15—-100 non-
inflammatory lesions,
but not more than three
nodulocystic lesions.
N=60

Sex: Mixed

Number randomised:
arm 1: n=30

Number randomised:
arm 2: n=30

Inclusion details:
15-35 years with mild to
moderate acne vulgaris,
defined as at least 10
inflammatory lesions
and 10 non-inflamatory
lesions, and no more
than two nodulo-cystic
lesions.

N=649

Sex: mixed

Number randomised:
arm 1: n=131

Number randomised:
arm 2: n=130

Number randomised:
arm 3: n=130

Number randomised:
arm 4: n=127

Interventions

Intervention: arm 1:
Azithromycin 500mg o.d.
for 3 days in the first
week, followed by 500-mg
tablets weekly to
complete 10 weeks of
treatment.

Intervention: arm 2:
Doxycycline (Hiramicin)
100-mg capsules twice a
day on the first day of the
treatment, followed by
doxycycline 100-mg
capsules once a day
during 12 weeks of
treatment.

Intervention: arm 1: gel
containing isotretinoin
0.1%w/w and
erythromycin 4.0%w/w in
a vehicle of butylated
hydroxytoluene,
hydroxypropylcellulose
and ethanol
Intervention: arm 2:
comparator gel contained
benzoyl peroxide
5.0%w/w and
erythromycin 3.0%w/w

Intervention: arm 1:
Hydrogen peroxide gel
(Crystacide 1%)
Intervention: arm 2:
Benzoyl peroxide gel
(PanOxyl 4%)

Intervention: arm 1:
OXYTETRA-oral 500mg
b.d. + PLC-topical
Intervention: arm 2:
MINO-oral 100mg + PLC-
topical

Intervention: arm 3:
BPO- topical 5% + PLC-
oral

Intervention: arm 4:
Combined formulation of

Outcomes

e Gl side effects

e Skin irritation

o Participant
reported
improvement

e Skin irritation

e Skin irritation
¢ Gl side effects

¢ Participant
reported
improvement

Acne vulgaris: evidence reviews for management options for mild to moderate acne —
pairwise comparisons FINAL (June 2021)



FINAL

Management options for mild to moderate acne — pairwise comparisons

Study

Palombo-Kinne
2009

Country: Europe
Study type: RCT

Papageorgiou 2000a
Country: United
Kingdom

Study type: RCT

Population Interventions
Number randomised: BPO- topical 5%/ERYTH-
arm 5: n=131 topical 3%+ PLC-oral

Intervention: arm 5:
BPO-topical 5% +
ERYTH-topical 2% +
PLC-oral

Inclusion details:

Mild to moderate acne
vulgaris (acne grade 3-0
or less) and at least 15
inflamed and 15 non-
inflamed lesions on the

face.

N=1338 Intervention: arm 1: EE-
Sex: female oral 0.030mg + DNG-oral
Number randomised: ~ 2M9

arm 1: n=530 Intervention: arm 2:
Number randomised: =~ CPA-oral (2mg) + EE-oral
arm 2: n=541 (0.035mg)

Number randomised:  Intervention: arm 3:

arm 3: n=267 PLC-oral

Inclusion details:
Female patients
between 16 and 45
years old with mild to
moderate
papulopustular acne
and without
contraindications to
COC use. Mild to
moderate facial
papulopustular acne
was defined as 10-50
comedones (non-
inflammatory lesions),
10-50 papules and
pustules together
(inflammatory lesions)
and not more than three
small nodules
(inflammatory lesions);
a normal Papanicolaou
test result within the
past 6 months; use of a
non-hormonal method
of contraception for
sexually active patients.

N=107 Intervention: arm 1:
Sex: mixed BLU-PT 415nm

Number randomised: Intervention: arm 2: BR-
arm 1: n=27 LED 415 and 660nm
Number randomised: Intervention: arm 3:
arm 2: n=30 White light control
Number randomised:  Intervention: arm 4:
arm 3: n=25 BPO-topical 5%

Number randomised:

arm 4: n=25

Inclusion details:
Mild to moderate acne,

age ranging from 14 to
50 years, otherwise

Outcomes

e Breast
tenderness

¢ Neurological side
effects

o Breakthrough
bleeding

e Skin irritation
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Study

Pazoki-Toroudi 2010
Country: Iran
Study type: RCT

Pazoki-Toroudi 2011
Country: Iran
Study type: RCT

Plewig 2009
Country: Europe
Study type: RCT

Poli 2005
Country: France
Study type: RCT

Population
healthy.
N=126
Sex: mixed

Number randomised:
arm 1: na, n=35
completed

Number randomised:
arm 2: na, n=31
completed

Number randomised:
arm 3: na, n=40
completed

Number randomised:
arm 4: n=20
Inclusion details:

Age between 14 and 40
years, mild-to-moderate
forms of acne vulgaris
with at least 10
inflammatory lesions on
the face (with a
maximum of three
nodules).

N=150

Sex: mixed

Number randomised:
arm 1: n=50

Number randomised:
arm 2: n=50

Number randomised:
arm 3: n=50

Inclusion details:

Age between 14 and 40
years, mild-to-moderate
forms of acne vulgaris
with at least 10

inflammatory lesions on
the face .

N=377

Sex: women

Number randomised:
arm 1: n=251

Number randomised:
arm 2: n=126
Inclusion details:
Women with moderate
papulopustular acne of
the face (8- 75 papules
and/or pustules) aged
between 18 and 40

years (smokers up to 30

years).

N=81

Sex: mixed

Number randomised:

Interventions

Intervention: arm 1:
Azelaic acid 5% gel
Intervention: arm 2:
Erythromycin 2% gel
Intervention: arm 3:
Azelaic acid 5% +
Erythromycin 2% gel
Intervention: arm 4:
Placebo

Intervention: arm 1:
Azelaic acid 5% gel
Intervention: arm 2:
Clindamycin 2% gel
Intervention: arm 3:
Azelaic acid +
Clindamycin gel

Intervention: arm 1:

Ethinyl estradiol 0.03mg +
chlormadinone acetate

2mg
Intervention: arm 2:
Placebo

Intervention: arm 1:
Diacneal (0.1%
retinaldehyde and 6%
glycolic acid)

Outcomes

e Skin irritation

¢ Participant
reported
improvement

e Skin irritation

e Breast
tenderness

¢ Neurological side
effects

e Change in mood
¢ Breakthrough
bleeding

¢ Participant
reported
improvement

¢ Participant
reported
improvement

Acne vulgaris: evidence reviews for management options for mild to moderate acne —
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Study

Rademaker 2014

Country: New
Zealand

Study type: RCT

Ragab 2014
Country: Egypt
Study type: RCT

Rassai 2013
Country: Iran
Study type: RCT

Population

arm 1: n=42

Number randomised:
arm 2: n=39

Inclusion details:
Greasy or normal or
combination skin type,
with phototypes II-1V,
presenting with
inflammatory (7-15
lesions) and retentional
(15-30 lesions) mild to
moderate acne vulgaris.
N=58

Sex: mixed

Number randomised:
arm 1: n=29

Number randomised:
arm 2: n=29

Inclusion details:
25-55 years of age,
with low-grade adult
acne - defined as three
or more acne lesions/
month on the face, for
at least the last 3
months.

N=25

Sex: mixed

Number randomised:
arm 1: n=15

Number randomised:
arm 2: n=10

Inclusion details:
Participants aged 14
years or over.
Participants with mild to
moderate acne vulgaris;
determined by
Evaluator Global
Severity score.Score of
2 or 3 on scale before
treatment.

N=144

Sex: mixed

Number randomised:
arm 1: na, n=74
completed

Number randomised:
arm 2: na, n=74
completed

Inclusion details:
Inflammatory acne
vulgaris, at least 20
comedones, or with
nodules or cysts
disregarding the

Interventions

Intervention: arm 2:
Vehicle

Intervention: arm 1: 5mg
isotretinoin once daily
Intervention: arm 2: No
treatment for 16 weeks

Intervention: arm 1: PDT
using 5-aminolevulinic
acid (ALA) with intense
pulsed light (IPL)
Intervention: arm 2: IPL
alone

Intervention: arm 1:
500mg azithromycin/day,
3 days a week + oral
levamisole 150mg/day, 2
days a week
Intervention: arm 2:
500mg azithromycin/day,
3 days a week

Outcomes

e Mucosal or
cutaneous
changes

e Skin redness
¢ Pigment changes

o Participant
reported
improvement

e Skin irritation
e Gl side effects

o Participant
reported
improvement

Acne vulgaris: evidence reviews for management options for mild to moderate acne —
pairwise comparisons FINAL (June 2021)
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Study Population

number of comedones.
N=45
Sex: mixed

Number randomised:
arm 1: n=15

Number randomised:
arm 2: n=15

Number randomised:
arm 3: n=15
Inclusion details:
Patients with acne
(grade 1 and 2) with
postacne
hyperpigmentation.
Patients aged >12
years.

N=217

Sex: mixed

Number randomised:
arm 1: n=108
Number randomised:
arm 2: n=109

Inclusion details:

12-45 years old, having
facial acne vulgaris
(defined as having 17—
60 inflammatory lesions
[papules and pustules],
=1 facial nodular cystic
lesion, 20—125 non-
inflammatory facial
lesions and an
Investigator’'s Static
Global Assessment
[ISGA] score of ‘mild’ or

Sarkar 2019
Country: India
Study type: RCT

Schaller 2016
Country: Germany
Study type: RCT

‘moderate’).
Seaton 2003 N=41
Country: United Sex: mixed
Kingdom Number randomised:
Study type: RCT arm 1: n=31
Number randomised:
arm 2: n=10

Inclusion details:
Aged between 18 and
45 years with mild-to-
moderate facial
inflammatory acne

defined as the presence

of at least ten acne
papules or pustules
between the brow and
jawline and an acne
severity score of
between 2 and 7 on the
Leeds revised acne
grading system.

Interventions

Intervention: arm 1: 35%
glycolic acid peel
Intervention: arm 2: 20%
salicylic acid-10%
mandelic acid
Intervention: arm 3:
Phytic acid

Intervention: arm 1:
Benzoyl peroxide 3% +
clindamycin 1% QD
Intervention: arm 2:
Azelaic acid 20% BID

Intervention: arm 1:
Pulsed dye laser
Intervention: arm 2:
Sham laser

Outcomes

e Skin redness

e Skin irritation

e Skin redness
e Skin irritation

Acne vulgaris: evidence reviews for management options for mild to moderate acne —

pairwise comparisons FINAL (June 2021)
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Study
Shalita 1981

Country: United
States

Study type: RCT

Shalita 2005

Country: United
States

Study type: RCT

Shwetha 2014
Country: India
Study type: RCT

Population

N=49

Sex: mixed

Number randomised:
arm 1: n=25

Number randomised:
arm 2: n=24
Inclusion details:
Teenagers (12 to 20)
with mild to moderate
acne vulgaris, classed
by Pillsbury, Shelly and
Kligman grades | or I,
with at least fifteen
comedones and no
more than ten
inflammatory lesions.

N=1026
Sex: mixed

Number randomised:
arm 1: n=386

Number randomised:
arm 2: n=127

Number randomised:
arm 3: n=385

Number randomised:
arm 4: n=128

Inclusion details:

12 years of age or older

with mild to moderate

facial acne vulgaris and

an Investigator's Static
Global Assessment
(ISGA) score of 2 or

Interventions Outcomes
Intervention: arm 1: o Participant
0.5% salicylic acid (Stri- reported

Dex medicated pads) improvement

Intervention: arm 2:
Placebo

Intervention: arm 1:
Clindamycin foam o.d.
Intervention: arm 2:
Vehicle foam o.d.
Intervention: arm 3:
Clindamycin gel 1% o.d.
Intervention: arm 4:
Vehicle gel o.d.

e Skin irritation

greater at baseline. Also

a minimum of 17 but no

more than 40 facial
inflammatory lesions,
including nasal lesions,
and a minimum of 20,
but no more than 150

facial non-inflammatory
lesions, excluding nasal

lesions.

N=120

Sex: mixed

Number randomised:
arm 1: n=60

Number randomised:
arm 2: n=60
Inclusion details:
Mild to moderate acne
on face as per Indian
Acne Alliance Grading
for Severity of acne,
aged between 12 to 25
years.

Intervention: arm 1:
topical 1% clindamycin +
0.1% adapalene
Intervention: arm 2:
topical 1% clindamycin +
2.5% benzoyl peroxide

e Skin irritation

Acne vulgaris: evidence reviews for management options for mild to moderate acne —
pairwise comparisons FINAL (June 2021)
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Study Population
Smith 1980b N=59
Country: United Sex: mixed
States Number randomised:
Study type: RCT arm 1: n=29
Number randomised:
arm 2: n=30
Inclusion details:
At least ten

inflammatory papules
and/or pustules and no
more than three
nodulocystic lesions on
the face, otherwise in

good health.
Stein Gold 2016 N=2102
Country: United Sex: mixed.
States Number randomised:
Study type: RCT arm 1: 1044
Number randomised:
arm 2: 1058

Inclusion details:
Moderate acne, with 20
to 50 inflammatory
lesions (papules and

pustules) and 30 to 100

Interventions

Intervention: arm 1: 20%
Benzoyl-peroxide b.d.
Intervention: arm 2:
Vehicle b.d.

Intervention: arm 1:
Dapsone gel 7.5%.
Intervention: arm 2:
Vehicle

noninflammatory lesions

(open and closed
comedones) on the

face. Patients were also

required to have an
acne grade of 3
(indicating moderate
acne) on the Global
Acne Assessment
Score. Males and
females.

N=65

Sex: mixed

Number randomised:
arm 1: n=25

Number randomised:
arm 2: n=20

Number randomised:
arm 3: n=20
Inclusion details:

Mild or moderate
comedonic or
papulopustular acne,
localized on the face.
each patient had a
minimum of 20 facial
non-inflammatory
lesions (open and

Stinco 2007
Country: Italy
Study type: RCT

closed comedones) and

10 inflamed lesions.
Also required to be in
good health and have

Intervention: arm 1:
Azelaic acid o.d.
Intervention: arm 2:
Benzoyl peroxide o.d.
Intervention: arm 3:
Adapalene o.d.

Outcomes
e Skin irritation

e Skin irritation

e Skin irritation

Acne vulgaris: evidence reviews for management options for mild to moderate acne —
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Study

Stoughton 1987

Country: United
States

Study type: RCT

Thiboutot 2006

Country: North
America

Study type: RCT

Thorneycroft 2004
Country: Germany
Study type: RCT

Population

not received any oral or
topical anti-acne
therapy in the 8 weeks
prior the study.

N=110

Sex: mixed

Number randomised:
arm 1: n=55

Number randomised:
arm 2: n=55
Inclusion details:
Helathy participants
aged between 12 and
35 years and with a
minimum of 10
erythematous facial
papules and pustules.

N=653

Sex: mixed

Number randomised:
arm 1: n=261
Number randomised:
arm 2: n=258
Number randomised:
arm 3: n=134

Inclusion details:

Participants 12 years or
older, with 20 to 100
noninflammatory facial
lesions, 20 to 50
inflammatory facial
lesions, and no nodules
or cysts; specified
washout periods were
required for participants
taking certain

topical and systemic
treatments.

N=1154
Sex: female

Number randomised:
arm 1: n=568
Number randomised:
arm 2: n=586
Inclusion details:
Otherwise healthy
female subjects ranging
in age from 15 to 40
years without
contraindications for
combined oral
contraceptive use with
mild to moderate acne
vulgaris, having 6 to
100 comedones
(noninflammatory

Interventions Outcomes

Intervention: arm 1:
Chlorhexidine gluconate
skin solution
Intervention: arm 2:
vehicle

e Skin irritation

Intervention: arm 1:
Adapalene 0.1% gel

Intervention: arm 2:
Adapalene 0.3% gel
Intervention: arm 2:
Vehicle

e Skin irritation

Intervention: arm 1: o Breast
30micrograms ethinyl tenderness
estradiol + 3milligrams « Neurological side
drospirenone effects

Intervention: arm 2:
35micrograms ethinyl
estradiol + 0.18, 0.215,
0.25mg norgestimate

Acne vulgaris: evidence reviews for management options for mild to moderate acne —
pairwise comparisons FINAL (June 2021)
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Study Population

lesions), 10 to 50
papules or pustules
together, and not more
than 5 nodules on the
face (inflammatory
lesions). Normal
gynecologic
examination and
cervical smear within
the last 6 months;
negative pregnancy
test; 3 spontaneous
withdrawal bleedings
following delivery,
abortion, or lactation;
and avoidance of
comedogenic cosmetics
or sunscreens, sex
hormone preparations,
and antiacne therapy.
N=171

Sex: mixed

Number randomised:
arm 1: n=43

Number randomised:
arm 2: n=43

Number randomised:
arm 3: n=45

Number randomised:
arm 4: n=40

Inclusion details:

18 years or older with at
least ten
noninflammatory acne
lesions and <30
inflammatory lesions on
the entire face. Patients
with childbearing
potential were required
to use birth control and
to have a negative
pregnancy test result at
the beginning of the
study.

N=47

Sex: men

Number randomised:
arm 1: n=32

Number randomised:
arm 2: n=15

Inclusion details:
White-skinned men with
acne vulgaris of the
face of mild-to-
moderate severity, with
a score of 2 or 3 on
IGA, and with TLC
between 20 and 100,

Tirado-Sanchez
2013

Country: Mexico
Study type: RCT

Trifu 2011
Country: Romania
Study type: RCT

Interventions

Intervention: arm 1:
Adapalene 0.1% gel
Intervention: arm 2:
Adapalene 0,3% gel
Intervention: arm 3:
Tretinoin 0.05% gel
Intervention: arm 4:
Placebo gel

Intervention: arm 1:
Tretinoin 0.05% cream

Intervention: arm 2:
Vehicle

Outcomes

e Skin irritation

e Skin irritation

Acne vulgaris: evidence reviews for management options for mild to moderate acne —

pairwise comparisons FINAL (June 2021)

392



FINAL

Management options for mild to moderate acne — pairwise comparisons

Study Population
and ILC between 10

and 50.
N=150
Sex: mixed

Number randomised:
arm 1: n=75

Number randomised:
arm 2: n=75
Inclusion details:
Grade Il-lIl acne
vulgaris

N=143

Sex: Mixed

Number randomised:
arm 1: n=72

Number randomised:
arm 2: n=71
Inclusion details:

At least 12 years old
with mild to moderate
facial acne vulgaris,
defined as 10 to 60
facial inflammatory
lesions, 10 to 200 facial
noninflammatory
lesions, and no more
than 2 facial nodular
cystic lesions (none
more than 5mm in
diameter).

N=1016
Sex: Mixed

Number randomised:
arm 1: n=500

Number randomised:
arm 2: n=516
Inclusion details:
Aged 12-45 years
(inclusive) diagnosed
with mild to moderate
acne, with at least 17,
but not more than 60
facial inflammatory
lesions (papules plus
pustules), at least 20
but not more than 125
facial non-inflammatory
lesions (open and
closed comedones), no
more than 1 facial
nodular lesion with no
cystic lesions, and who
had a baseline
Investigator’'s Static
Global Assessment
(ISGA) score of 2 or 3.

Tu 2001
Country: China
Study type: RCT

Webster 2001

Country: United
States

Study type: RCT

Xu 2016
Country: China
Study type: RCT

Interventions Outcomes

Intervention: arm 1:
Adapalene gel 0.1%
Intervention: arm 2:
Tretinoin gel 0.025%

e Skin irritation

Intervention: arm 1:
once-daily application of
tazarotene 0.1% gel
Intervention: arm 2:
tretinoin 0.025% gel

e Skin irritation

Intervention: arm 1:
topical clindamycin
1%/benzoyl peroxide 5%
once-daily gel
Intervention: arm 2:
clindamycin 1% twice-
daily gel

e Skin irritation

Acne vulgaris: evidence reviews for management options for mild to moderate acne —

pairwise comparisons FINAL (June 2021)
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Abbreviations: AZE + SAL peel: azelaic acid and salicylic acid peel; 1319-LSR: 1319 nm laser photochemical
therapy; 589-LSR: 589 nm laser photochemical therapy; 5ALA: 5-aminolevulinic acid withunspecified light
source; S5ALA-IPL-PDT: 5 aminolevulinic acid using intense pulsed light; SALA-KTP-PDT: 5-aminolevulinic acid
using KTP (potassium titanyl phosphate) laser; SALA-PDL-PDT: 5-aminolevulinic acid using pulsed dye laser;
SALA-RED-PDT: 5-aminolevulinic acid using red light; 5ARI: 5-alpha-reductase inhibitors; ACTINAC: Actinac (4%
chloramphenicol, 4% hydrocortisone acetate, 2.4% butoxyethyl nicotinate, 2.4% allantoin, 32% precipitated
sulphur); ADAP + BPO: adapalene + benzoyl peroxide; ADAP: adapalene; AFA peel: amino fruit acid (available in
creams, pads, lotions); AZE: azelaic acid; AZITH:azithromycin;, BIFON: bifonazole; BiRF: bipolar radiofrequency;
BLU-PT: blue light emitting diode therapy (LED) photochemical therapy; BPO + CLIND: benzoyl peroxide
5%/clindamycin 1%, BPO: benzoyl peroxide; BR-LED: blue + red light; BUTEN: butenifine; CD271: CD 271
alcoholic gel; CHLOR: chlorhexidine gluconate/digluconate; CIPRO: ciprofloxacine; CLIND: clindamycin; CLIND +
TRET: clindamycin 1% + tretioin 0.025%, CLIND+ ZINC: clindamycin with zinc acetatedihydrate; CMA:
chlormadinone acetate; COZ2: fractional CO2 laser; CPA + EE: co-cyprindiol (ethinylestradiol with cyproterone
acetate); CPA: cyproterone acetate; DAPS: dapsone; DEM: demeclocycline; DOXY: doxycycline; DRSP:
drospirenone; EE + DNG: estradiol (valerate) + dienogest; EE + DROS: ethinylestradiol + drospirenone; EE +
LNG: ethinylestradiol+levonorgestrel; EE: ethinylestradiol, EE+DSGethinylestradiol+ desogestrel; EE+NGM:
ethinylestradiol+norgestimate; ERYTH + ZINC: erythromycin with zinc acetate dihydrate; ERYTH:erythromycin;
FCA: fucidic acid (sodium fusidate); FMR: fractional microneedling radiofrequency; GLY peel: glycolic acid;
GOLDMP: gold microparticles; HPS: hydrogen peroxide; IPL: intense pulsed light; IPL+VAC: intense pulsed light
+ vacuum; IRL: near infrared light; ISO<120.Alt<0.5: isotretinoin 20.5mg/kg/every other day total cumulative dose
< 120mg/kg; 1ISO<120.Altz0.5: isotretinoin <0.6mg/kg/every other day total cumulative dose < 120mg/kg;
1SO<120.Daily<0.5: isotretinoin 20.5mg/kg/day total cumulative dose < 120mg/kg, ISO<120.Daily=0.5:
isotretinoin<0.5mg/kg/day total cumulative dose < 120mg/kg; 1ISO<120.0ther<0.5: isotretinoinz0.5mg/kg/less
frequently total cumulative dose < 120mg/kg; 1ISO<120.0ther=0.5: isotretinoin<0.5mg/kg/less frequently total
cumulative dose < 120mg/kg; ISO=120.Alt<0.5: isotretinoin=0.5mg/kg/every other day total cumulative dose >=
120mg/kg; 1ISO=120.Alt=0.5: isotretinoin<0.5mg/kg/every other day total cumulative dose >= 120mg/kg;
1SO=120.Daily<0.5: ISOisotretinoin 20.5mg/kg/day total cumulative dose >= 120mg/kg; 1ISO=120.Daily=0.5:
isotretinoin<0.5mg/kg/day total cumulative dose >= 120mg/kg; ISO=120.0ther<0.5: isotretinoin=0.5mg/kg/less
frequently total cumulative dose >= 120mg/kg; ISO2120.0therz0.5: isotretinoin<0.5mg/kg/less frequently total
cumulative dose >= 120mg/kg; ISO: isotretinoin;, JES peel: Jessner’s peel; KTP: potassium titanyl phosphate
laser; LEVA: levamisole; LNG: levonorgestrel; LYME: lymecycline; MAL with occlusion: methyl aminolevulinate ;
MAL without occlusion: methylaminolevulinate ; MAL-DL-PDT: methyl aminolevulinate using daylight; MAL-IPL-
PDT: methyl aminolevulinate using intense pulsed light; MAL-KTP-PDT: methyl aminolevulinate using potassium
titanyl phosphate (KTP) laser; MAL-RED-PDT: methyl aminolevulinate using red light; MD: microdermabrasion;
METF: metformin; MET: metronidazole; MICO: miconazole nitrate; MINO: minocycline; MOT:motretinide; n:
number of participants randomised/completed to/in each trial arm; NAD:nadifloxacin;, NAFL: fractional
erbiumglass laser; NBUVB: nearband ultraviolet light; Nd:YAG: long-pulse neodymium-doped yttrium aluminum
garnet laser; NELS: Nels Cream (chloroxylenol + zinc oxide); NICO: nicotinamide (NIACINAMID); no!no!: no!no!
skin device (broad spectrum light of 450-2000nm, 6 J/cm-2); NOR + EE:norethisterone + ethinylestradiol;
OXYTETRA: oxytetracycline; PBBL: pneumatic broadband light therapy; PDL: pulsed dye laser; PLC: placebo;
PLC-physical: sham physical treatment; PRED.prednisolone; PYA peel: pyruvic acid; RED: red light; RETINOL:
retinol (vitamin A); ROXI: roxithromycin; SAL peel: salicylic acid; SARE:sarecyclin; SOS: superoxidised solution
(an electrochemically processed aqueous solution manufactured from pure water and sodium chloride); SPIRO:
spironolactone; TAZ:tazarotene; TCA peel: trichloroaecetic acid; TETRA: tetracycline; TRET: tretinoin (retin A, all-
trans reinoic acid); TRIC: triclozan;; ZINCG: zinc gluconate.

See the full evidence tables in appendix D and the forest plots in appendix E.

Quality assessment of included studies in the evidence review

See the evidence profiles in appendix F.

Economic evidence

Included studies

A single economic search was undertaken for all topics included in the scope of this
guideline but no economic studies were identified which were applicable to this review
question. See the literature search strategy in appendix B and economic study selection flow
chart in appendix G.

Acne vulgaris: evidence reviews for management options for mild to moderate acne —
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1 Excluded studies
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40

Economic studies not included in this review are listed, and reasons for their exclusion are
provided in appendix K.

Economic model

The economic model associated with these review questions was based on the NMA results
(see evidence report E1).

The committee’s discussion of the evidence

The pairwise analysis was supplementary to the network meta-analysis so evidence from
both of these were discussed when recommendations were drafted. For the discussion of the
evidence that supported the recommendations see evidence report E1.

Recommendations supported by this evidence review

Evidence review underpinning recommendations 1.5.1, 1.5.2 and 1.5.5 to 1.5.14 (excluding
1.5.6 which is underpinned by evidence report L, 1.5.10 and bullet points 2 and 3 of
recommendation 1.5.12 which are underpinned by evidence report F1) and 3 research
recommendations on the effectiveness of chemical peels, the effectiveness of physical
modalities and the effectiveness of hormone-modifying agents. Other evidence supporting
these recommendations as well as the committee’s discussion of the evidence can be found
in the evidence review on mild to moderate acne network meta-analysis (evidence report
E1).
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Appendices

Appendix A - Review protocol

Review protocol for review question: For people with mild to moderate acne vulgaris what are the best treatment options
of those covered in 9 review questions?

A single review protocol and literature search was used to identify randomised trials of treatments for acne. Outcomes were prioritised for either
pairwise or network meta-analysis (NMA) and the evidence was divided according to the severity of acne into mild to moderate and moderate
to severe categories. The evidence was then summarised in four separate reviews covering the treatment of:

mild to moderate acne (NMA)

mild to moderate acne (pairwise meta-analysis)
moderate to severe acne (NMA)

moderate to severe acne (pairwise meta-analysis)

Table 3: Review protocol

Field Content

PROSPERQO registration CRD42020154100

number

Review title Comparative effectiveness, acceptability and tolerability of topical or oral pharmacological and physical interventions in the

treatment of acne vulgaris: a systematic review using network and pairwise meta-analysis
Review question 2.1 What is the effectiveness of topical treatments individually or in combination in the treatment of acne vulgaris?
3.1 What is the effectiveness of oral antibiotic treatments in the treatment of acne vulgaris?

4.1 What is the effectiveness of combining an oral antibiotic with a topical agent compared to an oral antibiotic alone in the
treatment of acne vulgaris?

5.1 What is the optimal duration of antibiotic treatments (topical and systemic) for acne vulgaris?
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Field Content

6.1 What is the effectiveness of oral hormonal contraceptives in the treatment of acne vulgaris?

6.2 What is the effectiveness of non- hormonal contraceptive anti-androgens (including spironolactone) in the treatment of acne
vulgaris?

6.3 What is the effectiveness of metformin in the treatment of acne vulgaris?

8.1 What is the effectiveness of oral isotretinoin in the treatment of acne vulgaris?

9.1 What is the effectiveness of physical treatments for acne vulgaris?

Objective The objective of this review is to establish which topical or oral pharmacological and physical interventions are effective,
acceptable and tolerable in the treatment of acne vulgaris.

Searches .
(]
]
]

The following databases will be searched:

Cochrane Central Register of Controlled Trials (CENTRAL)
Cochrane Database of Systematic Reviews (CDSR)
Embase

MEDLINE

Searches will be restricted by:

Date: No restriction
Language of publication: English language only

Publication status: Conference abstracts will be excluded because these do not typically provide sufficient information to
fully assess risk of bias. Unpublished data will also be excluded.

Standard exclusions filter (animal studies/low level publication types) will be applied

For each search, the principal database search strategy is quality assured by a second information specialist using an
adaption of the PRESS 2015 Guideline Evidence-Based Checklist

Other search methods will involve scanning the reference lists of all eligible systematic reviews for published studies meeting
inclusion criteria.
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Field Content

Condition or domain being  Acne vulgaris

studied

Population Inclusion: People with acne vulgaris, of all ages and levels of symptom severity. Studies need to provide data specific to people
with mild to moderate acne, and/or people with moderate to severe acne. See under ‘Analysis of sub-groups’ for the approach
followed in order to categorise population in the studies into mild to moderate acne or moderate to severe acne.

All settings (community, primary, secondary, and tertiary health care) will be considered.

Exclusions:

e Neonatal acne

e People with post-inflammatory dyspigmentation

e Trials recruiting specifically people with acne vulgaris and polycystic ovary syndrome (PCOS)

e Trials of maintenance treatment (‘relapse prevention’ trials), which recruit people currently in remission or people who have
responded to treatment or who have had successful treatment or who are reported to have received primary or ‘acute’
treatment immediately prior to randomisation to maintenance treatment.

e Trials that have specifically recruited people who have not responded to previous treatment (refractory or resistant acne) for
the same episode of acne; however, trials of people with recurrent or persistent acne, who are treated for a new episode of
acne, will be included

e Trials that include all ranges of severity

e Trials with indirect population: Where studies with a mixed population (i.e. include people with acne vulgaris and another
condition, e.g. hirsutism) are identified, those with <66% of the relevant population will be excluded, unless subgroup
analysis for acne vulgaris is reported.

Intervention Interventions will be categorised into the following classes, and, if relevant, subclasses (the list is non-exhaustive):

> TOPICAL TREATMENTS

Abrasive/cleaning agents

Aluminium oxide [own class]
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Field Content

Anthelmintics

Cysticide (praziquantel) [own class]

Class of avermectins: ivermectin

Antibacterials

Class of triclocarban and triclozan

Antibiotics

Class of sulphones (dapsone)

Fusidic acid (sodium fusidate) [own class]

Class of lincosamides (for example clindamycin)

Class of macrolides (for example clarithromycin, erythromycin with zinc acetate dihydrate)
Class of nitroimidazoles (metronidazole)

Class of carboxylic acids (mupirocin)

Class of penicillins

o Sub-class of natural (for example almecillin)

o Sub-class of aminopenicillins (for example ampicillin)

o Sub-class of B-lactamase-resistant (for example methicillin)

o Sub-class of carboxypenicillins (for example ticarcillin)

o Sub-class of ureidopenicillins (for example azlocillin)

o Sub-class of other penicillins (mecillinam, pivmecillinam hydrochloride)

Class of pleuromutilins (for example retapamulin)

Antiseptics

Benzoyl peroxide (trade: Acnecide, Brevoxyl, Panoxyl) [own class]
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Field Content
e Chlorhexidine gluconate (trade: Acnemed, Cepton) or digluconate [own class]
Dicarboxylic acids
e Azelaic acid [own class]
Vitamin B3
¢ Nicotinamide (niacinamide) [own class]
Retinoids or retinoid-like agents
e Class of retinoids or retinoid-like agents (adapalene, isotretinoin, retinol, tazarotene, tretinoin)
Combined interventions
e Benzoyl peroxide & potassium hydroxyguinoline sulfate [own class]
e Class of benzoyl peroxide & retinoid (benzoyl peroxide + adapalene)
e Class of benzoyl peroxide & lincosamide (benzoyl peroxide + clindamycin)
e Class of lincosamides & retinoid (clindamycin + tretinoin)
e Class of macrolides & retinoid (erythomycin + retinoid) [topical]

e Germolene (phenol 1.2% + chlorhexidine diculconate [own class]

> ORAL ANTIBIOTICS
e Class of carbapenems (for example imipenem, meropenem)
e Class of carbapenems with cilastatin (imipenem with cilastatin)
e Class of carbapenems with b lactamase inhibitor (meropenem with vaborbactam)
e Class of cephamycins/cephalosporins
o Sub-class of 1st-generation (for example cefadroxil)

o Sub-class of 2"d-generation (for example cefaclore)
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Field Content
o Sub-class of 39-generation (for example cefdinir)
o Sub-class of 4th-generation (for example cefozopran)
o Sub-class of 5h-generation (for example ceftolozane)

e Class of cephamycins/cephalosporins with B-lactamase inhibitor (for example ceftraroline or ceftazidime with avibactam,
cefoperazone with sulbactam, ceftolozane with tazobactam)

e Class of sulphones (dapsone)
e Fusidic acid (sodium fusidate) [own class]
e Class of lincosamides (for example clindamycin)
e Class of macrolides (for example clarithromycin, erythromycin)
e Class of monobactams (aztreonam)
e Class of monobactams with B-lactamase inhibitor (aztreonam with avibactam)
e Class of penicillins
o Sub-class of natural (for example almecillin)
o Sub-class of aminopenicillins (for example ampicillin)
o Sub-class of B-lactamase-resistant (for example methicillin)
o Sub-class of carboxypenicillins (for example ticarcillin)
o Sub-class of ureidopenicillins (for example azlocillin)
o Sub-class of other penicillins (mecillinam, pivmecillinam hydrochloride)

e Class of penicillin with B-lactamase inhibitor (for example co-amoxiclav [amoxicillin with clavulanic acid], piperacillin with
tazobactam, ticaricillin with clavulanic acid, sultamicillin [ampicillin with sulbactam])

e Class of penicillin with flucloxacilin (co-fluampicil [ampicillin + flucloxacilin])

e Class of pleuromutilins (for example retapamulin)
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Field Content

e Class of quinolones

o Sub-class of 1si-generation (for example rosoxacin)

o Sub-class of 2"9-generation (for example ofloxacin)

o Sub-class of 31-generation (for example temafloxacin)

o Sub-class of 4"-generation (for example sitafloxacin)
o Class of tetracyclines (for example doxycycline, oxytetracycline)
e Trimethoprim [own class]

e Co-trimoxazole (trimethoprim-sulfamethoxazole; TMP-SMX) [own class]

> TOPICAL TREATMENTS COMBINED WITH ORAL ANTIBIOTICS

» ORAL HORMONAL CONTRACEPTIVES AND HORMONE-MODIFYING AGENTS
e Co-cyprindiol (ethinylestradiol + cyproterone acetate) [own class of combined oral contraceptive]
e Class of combined oral contraceptives

o Sub-class of 2" generation (oestrogen, for example ethinylestradiol or estradiol or mestranol combined with levonorgestrel
or norethisterone)

o Sub-class of 3™ generation (oestrogen, for example ethinylestradiol combined with desogestrel or gestodene or
norgestimate)

o Sub-class of 41 generation (oestrogen, for example ethinylestradiol or estradiol combined with dienogest or drospirenone
or nomegestrol acetate)

Monophasic and phasic combined oral contraceptives containing the same hormones will be analysed as separate interventions
within their sub-class.

o Class of progestogen-only oral contraceptives
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o Sub-class of 1st generation (for example medroxyprogesterone acetate)
o Sub-class of 2 generation (for example levonorgestrel, norethisterone/ norethindrone)
o Sub-class of 3™ generation (for example desogestrel, norgestimate, gestodene)
o Sub-class of 4t generation (for example dienogest, drospirenone, nomegestrol acetate)

o Class of selective aldosterone receptor antagonists (for example spironolactone alone or combined with furosemide or
hydroflumethiazide [co-flumactone], eplerenone, canrenone)

o Class of 5a-reductase inhibitors (dutasteride, finasteride, tamsulosin with dutasteride)

o Class of other non-steroidal anti-androgens (for example abiraterone acetate, apalutamide, bicalutamide, cyproterone
acetate, clormadinone acetate, enzalutamide, flutamide)

e Metformin [own class]

» ORAL ISOTRETINOIN
e Class of oral retinoid and total cumulative dose = 120mg/kg (single course)

o Sub-class of daily dosing (dose 20.5mg/kg/day or <0.5mg/kg/day)

o Sub-class of alternate day dosing (dose =0.5mg/kg/day or <0.5mg/kg/day)

o Sub-class of less frequent or other dosing (dose =0.5mg/kg/day or <0.5mg/kg/day)
e Class of oral retinoid and total cumulative dose < 120mg/kg (single course)

o Sub-class of daily dosing (dose =0.5mg/kg/day or <0.5mg/kg/day)

o Sub-class of alternate day dosing (dose =20.5mg/kg/day or <0.5mg/kg/day)

o Sub-class of less frequent or other dosing (dose =20.5mg/kg/day or <0.5mg/kg/day)

> PHYSICAL TREATMENTS
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Class of chemical peels
o Sub-class of superficial peels
o Sub-class of moderate peels
o Sub-class of deep peels

for example amino fruit acid, glycolic acid, Jessner’s peel, lactic acid, salicylic acid, trichloroacetic acid [TCA]; these will be
categorised into different sub-classes as reported in the included studies, according to the concentration of their active
ingredient and treatment duration.

Comedone extraction [own class]
Class of photothermal therapy (for example fractional erbium glass laser)
Class of photochemical therapy (for example blue or red light and their combination)

Class of photochemical and photothermal therapy (for example potassium titanyul phosphate laser, Intense Pulsed Light
[IPL], Pulsed Dye Laser)

Class of photodynamic therapy (for example 5-aminolevuliniv acid [ALA], liposomal methylene blue gel,
methylaminolevulinate [MAL])

Smoothbeam™ l|aser [own class]
Photopneumatic therapy (for example intense pulsed light + vacuum)

Radiofrequency (for example fractional microneedling, bipolar)

Combined interventions within and across classes will be considered.

Only drug classes available in the UK will be considered. To estimate class effects, we will consider any intervention belonging to
a class, irrespective of its availability in the UK. However, we will only report individual drug effects for interventions that are
currently (or soon expected to be) available in the UK. These may include pharmacological interventions that are (or soon
expected to be) licensed in the UK for the treatment of acne or another condition. If existing evidence is not adequate to allow
estimation of individual drug effects within each class, we will exclude drugs that are not available in the UK.

We will include pharmacological interventions listed above, alone or in combinations, administered in fixed or flexible doses within
the therapeutic range recommended by the British National Formulary (BNF), or, if not available in the UK, recommended by the
US Food and Drug Administration (FDA). The only exception will be oral isotretinoin, for which we will allow lower doses to be
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Comparator

Types of study to be
included

Content
considered, as there is indication that these are efficacious while the rate of isotretinoin-related side effects is lower.

Trial arms evaluating a class or sub-class of pharmacological interventions that is of interest, as determined above (for example a
mixture of oral macrolides, a mixture of COC), rather than an individual drug, will be included as separate nodes within the class.
However, trial arms evaluating broad types of interventions that are wider than classes as defined above (for example oral
antibiotics) will be excluded from consideration.

We will consider substantially different durations of treatment within the same class/drug as different interventions, that is as
different network nodes, as duration of treatment may impact on its effects. We will consider the following durations of treatment:
0 to <6 weeks; 26 to <12 weeks, 212 to <24 weeks, 224 weeks.

We will not consider in the NMA interventions that do not meet inclusion criteria, unless they act as the sole connectors of the
interventions of interest in the network. In this case, interventions not meeting inclusion criteria will be included in the NMA but
will not form part of the decision problem.

A network diagram for all outcomes of interest will be constructed to explore whether all interventions are connected to the
network. If more than one networks are formed, then separate NMAs will be conducted for each network, as long as the network
contains at least 3 interventions that are part of the decision problem. If pairs of interventions are not connected to a network,
they will be analysed in pairwise meta-analysis.

We assume that any individual that meets all inclusion criteria is, in principle, equally likely to be randomized to any of the
interventions in the synthesis comparator set.

¢ No treatment

o Waiting list

¢ Pill placebo

e Other active intervention

e Sham physical treatment

Included study designs:

e Systematic reviews/meta-analyses of randomised controlled trials (RCTs)

e RCTs (individual or cluster); this includes RCTs of topical or physical treatments that randomise different parts of body (for
example left-right side of face/body) in each participant
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Other exclusion criteria

Context

Primary outcomes (critical
outcomes)

Content

Excluded study designs:

e Quasi-randomised or non-randomised controlled trials
e Case-control studies

e Cohort studies

e Cross-sectional studies

e Epidemiological reviews or reviews on associations

e Non-comparative studies

Note: For further details, see the algorithm in appendix H, Developing NICE guidelines: the manual.

e Trials with <50% completion data (drop-out of = 50%)

Recommendations will apply to those receiving care in any healthcare setting (for example community, primary care, secondary
care, tertiary care). For antibiotics, the committee will consider the evidence in conjunction with considerations regarding
antimicrobial resistance patterns (for example ESPAUR report), the safety of the specific antibiotic as determined by any
relevant MHRA Drug Safety Update (https://www.gov.uk/drug-safety-update) and Summary of Product characteristics
(https://www.medicines.org.uk/emc), and the principle that the use of antibiotics should be limited or optimised where possible.

Only the short-term safety of interventions in the treatment of acne vulgaris will be covered. For the long-term safety of
interventions, see BNF and MHRA. Relevant legislation and national policy will also inform the guideline [see ‘Developing NICE
guidelines: the manual’ (p. 102)].

Critical outcomes

Efficacy
e Clinician-rated improvement at treatment endpoint

o % change in acne lesion count
o change or final score on a validated acne severity scale

We will prioritise for extraction and analysis the mean of the % change in acne lesion count, where reported together with a
standard error (or a standard error can be derived). If this is not reported, mean change in lesion counts from baseline will be
prioritised, as long as it is reported with a standard error and also mean and standard error of counts at baseline. If this is not
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reported, the mean counts and standard error at baseline and treatment endpoint will be prioritised, accounting for correlations
between baseline and final counts, exploring such correlations from studies reporting change, baseline and final scores.

In studies where such data on lesion counts are not reported, we will extract data on validated acne severity scale scores, if the
latter are available. We will prioritise mean % change in scale if it is reported with a standard error, followed by mean change
from baseline if it is reported with a standard error, and baseline mean score and standard error are available. If neither of these
are reported we will extract mean scores at baseline and treatment endpoint, accounting for correlations between baseline and
final scores using a correlation based on studies that report all of change, baseline and final scores.

These two types of data will be synthesised, where appropriate (as explained below), to jointly estimate treatment effects on the
two outcomes, to estimate a single clinician-rated measure of outcome, expressing mean % of improvement of ache symptoms.

Regarding mean % change in acne lesion count:

If summaries for total lesion count are reported, these will be extracted and used in the analysis. In studies that do not report
total lesion count, but do report count of different types of lesions, we will estimate the change in total lesion count from reported
data, where this is possible. If this is not possible, we will extract the change in lesion count for the following types of lesions in
this hierarchy, as a proxy for total lesion count:

e Allinflammatory lesions (pustules, papules, nodules, cysts)

e Sum of any of the types of inflammatory lesions, according to data availability

e Pustules
e Papules
¢ Nodules
e Cysts

¢ Non-inflammatory lesions (comedones)

Regarding data on validated acne severity scale scores:

We will compare the relative effects on mean % change in acne scale scores and mean % change in acne lesion score in
studies that report both. This will be achieved by visual inspection of a scatter plot of relative effect on the scale vs count, by
scale, and also by weighted linear regression. Only scales with a sufficiently good visual fit and model fit in the regression will be
included.
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Secondary outcomes
(important outcomes)

Content

For scales where these relative effects are found to be sufficiently linearly related, we will include the respective extracted scale
score data in the NMA from studies reporting only this type of outcome, using a bivariate NMA model.

For scales where relative effects measured using the two types of outcomes are not sufficiently linearly related, the extracted
data will not be considered in the NMA and studies reporting only symptom scale scores on those scales (and not acne lesion
count) will be excluded from the analysis.

Only one acne symptom scale will be used per study. If a study reports data on more than one scale, we will prioritise data from
scales according to the extent of the strength of the linear relationship between their relative effects and the relative effects
obtained from change in acne lesion count.

Correlations between counts of different types of acne lesions and between acne lesions and acne symptom scales will also be
sought in published literature (for example Allen & Smith, 1982).

e Participant-reported improvement at treatment endpoint

o Change in acne severity or symptoms (e.g. assessed using global acne score)

e Prevention of scarring at any follow-up
o Final / change in number of scars from baseline

o Incidence of scarring

Reference:
Allen BS, Smith JG Jr. Various parameters for grading acne vulgaris. Archives of Dermatology 1982; 118(1): 23-5.

Important outcomes

Acceptability

e Treatment discontinuation for any reason (numbers of trial participants “leaving the study early”, “leaving the study before
treatment completion” or “loss to follow-up”) by treatment endpoint

Tolerability
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Data extraction (selection
and coding)

Content

e Treatment discontinuation due to side effects by treatment endpoint

Relapse
¢ Relapse after treatment at follow-up

Side effects

The following specific short-term side effects will be assessed for comparisons of treatments within the same class or those that
involve an inactive arm (e.g. placebo, no or sham treatment):

- Topical treatments, oral antibiotics or combination treatments: skin irritation (e.g. burning or tingling, dryness/irritation, swelling)
- Topical retinoids: sensitivity to light

- Oral antibiotics: gastrointestinal side effects; thrush candidiasis

- Hormonal contraceptives and hormone-modifying agents: breast tenderness; neurological side effects (headache/migraine,
mood disturbance, nausea); sexual dysfunction

- Hormonal contraceptives: breakthrough bleeding; mood disturbance

- Hormone-modifying agents: hepatobiliary side effects. For aldosterone receptor antagonists: renal side effects

- Metformin: gastrointestinal side effects

- Oral isotretinoin: change in mucosal and/or cutaneous condition (e.g. new chelitis); change in participant’s mood (as assessed
by score on validated scale); diagnosis of any psychiatric disorder (e.g. depressive disorder); suicidality

- Physical treatments: persistent skin redness of ‘treated’ area; changes in pigmentation (e.g. hypopigmentation)

- Chemical peels: heart, kidney or liver damage; infection of ‘treated’ area

- Comedone extraction: infection of ‘treated’ area; pain of ‘treated’ area

- Energy-based devices: skin irritation

All references identified by the searches and from other sources will be uploaded into STAR and de-duplicated. As the review
question was selected as high priority for health economic analysis, it will be subject to dual weeding and study selection; any
discrepancies above 10% of the dual weeded resources will be resolved through discussion between the first and second
reviewers or by reference to a third person. The full text of potentially eligible studies will be retrieved and will be assessed in line
with the criteria outlined above. A standardised form will be used to extract data from studies (see Developing NICE guidelines:
the manual section 6.4). All data extraction will quality assured by a senior reviewer.

Draft excluded studies and evidence tables will be circulated to the Topic Group for their comments. Resolution of disputes will
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Risk of bias (quality)
assessment

Strategy for data synthesis

Content
be by discussion between the senior reviewer, Topic Advisor and Chair.

An intention-to-treat (ITT) approach will be taken and where possible ITT data will be extracted; if both ITT and completer data
are reported, the former will be preferred; completer data will be used only if ITT data are not reported.

Risk of bias of individual studies will be assessed using the relevant version of the Cochrane RoB tool, v2. checklist (i.e. for
parallel group or individually-randomised cross-over trials), as described in Developing NICE guidelines: the manual.

Method of analysis

Network meta-analysis

Network meta-analysis (NMAs) will be used to synthesise clinician-rated improvement, prevention of scarring, acceptability and
tolerability for all eligible interventions that are connected to one or more networks of at least 3 interventions.

NMA will be conducted within a Bayesian framework using Markov Chain Monte Carlo simulation techniques implemented in
WinBUGS 1.4.3 (Lunn 2000; Spiegelhalter 2003). Non-informative priors will be initially used, but if the data are sparse or there
are convergence problems, then we will use evidence-based priors for the between studies standard deviation (Turner 2015,
Rhodes 2015). To test whether prior estimates have an impact on the results, two chains with different initial values will be run
simultaneously for each analysis. Convergence will be assessed by visually inspecting the mixing of the two chains in the history
plots and the Brooks Gelman-Rubin diagram in WinBUGS (Brooks 1998).

For the synthesis of dichotomous outcomes (discontinuation due to any reason; discontinuation due to side effects) a binomial
likelihood and logit link model will be used (Dias 2013a). The output of this analysis will be expressed as log-odds ratios (LORs)
with 95% credible intervals (95% Crl) between all pairs of treatments assessed.

For the synthesis of rate data (incidence of scarring) a Poisson likelihood and log link will be used. The output of this analysis will
be expressed as log-rate ratios (LRRs) with 95% Crls between all pairs of treatments assessed.

For the synthesis of continuous data (mean of the % change in the total lesion count) a normal likelihood will be used with an
identity link for the proportionate reduction in counts at treatment endpoint relative to baseline. The output of this analysis will be
expressed, for each treatment relative to the reference treatment, as the difference in the mean percentage reduction in total
lesions between baseline and treatment endpoint.

If some studies do not report data on total lesion counts, a bivariate NMA model will be fitted which relates the treatment effects
on a clinician-related acne symptom scale to treatment effects on the mean proportionate reduction from baseline.

We will also evaluate the ranking of each treatment and 95% Crl in each analysis, where a rank of 1 indicates best treatment.

The goodness of fit of each model will be tested by comparing the posterior mean of the residual deviance, which measures the
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magnitude of the differences between the observed data and the model predictions of the data, with the number of data points in
the model (Dempster 1997). Smaller values of the residual deviance are preferred, and in a well-fitting model the posterior mean
residual deviance should be close to the number of data points in the analysis (each study arm contributes one data point)
(Spiegelhalter 2002). Models will also be compared using the deviance information criterion (DIC), a measure of model fit that is
equal to the sum of the posterior mean deviance and the effective number of parameters, thus penalising model fit for model
complexity; lower values are preferred and typically differences of at least 3 points are considered meaningful (Dias 2013a;
Spiegelhalter 2002). The posterior median between-study standard deviation, which measures the heterogeneity of treatment
effects estimated by trials within contrasts, will also be used to compare models.

Inconsistency between direct and indirect evidence will be explored by comparing the fit of a model assuming consistency with a
model which allowed for inconsistency (also known as an unrelated mean effects model (Dias 2013b). Deviance plots, in which
the posterior mean deviance of the individual data points in the inconsistency model are plotted against their posterior mean
deviance in the consistency model, will be inspected in order to identify studies which may have contributed to loops of evidence
where inconsistency may be present. If these analyses identify potential inconsistency, further checks will be conducted using a
node-split approach implemented in R using the gemtc package in R. This method permits the direct and indirect evidence
contributing to an estimate of a relative effect to be split and compared (Dias 2013b; van Valkenhoef & Kuiper, 2016).

If we find evidence of inconsistency, studies contributing to loops of evidence where there may be inconsistency will be checked
for data accuracy and assessment of study inclusion will be revisited against inclusion/exclusion criteria. Baseline characteristics
will be checked to identify any differences in effect modifiers across studies in loops identified as potentially inconsistent.
Analyses will be repeated if corrections in the data extraction or study inclusion are made. If an important effect modifier is
identified, then this may be explored in subgroup analyses if sufficient evidence is available. However, if evidence of
inconsistency is still present following data corrections, revisiting inclusion criteria, exploring effect modification, no further
studies will be excluded from the analysis, as their results cannot be considered as less valid than those of other studies solely
because of the inconsistency findings. The presence of inconsistency in the NMA will be highlighted and results will be
interpreted accordingly.

Sensitivity analysis: If there is sufficient evidence, we will explore bias adjustment models, where evidence from studies at high
or unclear risk of bias will be down-weighted (Dias 2010; Welton 2009).

Appraisal of methodological quality of the NMA: To test the robustness of the treatment recommendations based on the NMA to
potential biases or sampling variation in the included evidence, we will undertake threshold analyses (Phillippo 2019). These will
be carried out at two levels: (i) at a study level, assessing the influence of individual study estimates on the conclusion of the
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analysis and (ii) at a contrast level, where the influence of the combined evidence on each treatment contrast is considered
(Caldwell 2016; Phillippo 2018; Phillippo 2019).

Pairwise meta-analysis

Pairwise meta-analysis will be used for all outcomes not included in NMA, i.e. participant-reported improvement, relapse and
side effects. A fixed effect meta-analysis will be conducted and data will be presented as risk ratios or odds ratios for
dichotomous outcomes, and mean differences or standardised mean differences for continuous outcomes. Heterogeneity in
the effect estimates of the individual studies will be assessed using the 12 statistic. |2 values of greater than 50% and 80% will
be considered as significant and very significant heterogeneity, respectively. Heterogeneity will be explored as appropriate
using sensitivity analyses and pre-specified subgroup analyses. If heterogeneity cannot be explained through subgroup
analysis then a random effects model will be used for meta-analysis, or the data will not be pooled.

The confidence in the findings across all available evidence will be evaluated for each outcome using an adaptation of the
‘Grading of Recommendations Assessment, Development and Evaluation (GRADE) toolbox’ developed by the international
GRADE working group: http://www.gradeworkinggroup.org/.
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Analysis of sub-groups

Content

Severity
For all outcomes, we will conduct separate analyses for people with

e mild to moderate acne vulgaris

e moderate to severe acne vulgaris.

We will categorise studies according to level of severity as defined in each study. The committee will be consulted to classify a
study to the appropriate network/analysis if acne severity of included participants is described as moderate or it is unclear (for
example it includes participants on basis of lesion counts). The committee agreed the following criteria to categorise studies into
one of two severity groups, when the study population is described as having moderate acne or if the level of severity is unclear:

e If the number of nodules in every study participant is at least 3, the study population will be categorised as having moderate to
severe acne.

o If study participants have only non-inflammatory lesions (regardless of their number) and no inflammatory lesions, the study
population will be categorised as having mild to moderate acne.

o If all study participants have fewer than 35 inflammatory lesions each, the study population will be categorised as having mild
to moderate acne.

o If all study participants have = 35 inflammatory lesions each, the study population will be categorised as having moderate to
severe acne.

e If the number of inflammatory lesions varies across the study participants, and the mean number of inflammatory lesions at
baseline is
o < 30, the study population will be categorised as having mild to moderate acne
o 240, the study population will be categorised as having moderate to severe acne
o above 30 but below 40, the study will be excluded as the population is not possible to assign to a mild to moderate or

moderate to severe level.
e If a study does not report the mean number of inflammatory lesions at baseline, it will be excluded.

e If a study includes all ranges of severity, from mild to severe, without providing sub-group analyses by level of acne severity, it
will be excluded.

Sex

Separate NMAs will be run for decisions regarding the male and female populations, in accordance with data reported in the
included studies, where only appropriate interventions for each sex are included in the network (for example, excluding hormonal
contraceptives for males). We assume there is no interaction between sex and treatment effects for interventions that are
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Country

Content
suitable for both sexes.

Age
If possible, a random effects meta-regression according to age will be conducted for NMA of efficacy (% change in acne lesion
count), to specify outcomes for people <25 years of age and those >25 years of age.

In order to include studies that do not report results by age-group, we will need to estimate proportion of participants
below/above 25 years of age in studies of mixed population that don’t report results by age. If this is not reported, proportions in
age group can be approximated if the study reports age ranges, mean age and standard deviation, median age and quartile
range, etc. This requires an assumption as to the distribution of age in the study population, which can be based on inspection of
the reported summaries (normal if evidence of symmetry or log-normal if skewed).

We will perform this analysis by age only if at least 90% of the studies meeting inclusion criteria provide sufficient information
that would allow us to estimate the proportion of participants >25 and <25 years of age. If we are able to follow this approach, we
will exclude the remaining studies that do not provide this information.

If <90% of studies meeting inclusion criteria provide relevant information on age, then we will include all studies, irrespective of
the age of their population, in the NMA of efficacy (% change in acne lesion count), but will not perform meta-regression.

Intervention
Diagnostic
Prognostic
Qualitative
Epidemiologic

Service Delivery

O o oo o o

Other (please specify)

English
England
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Anticipated or actual start  After protocol registered on PROSPERO

date

Anticipated completion 13 January 2021

date

Stage of review at time of ~ Review stage Started Completed

this submission —
Preliminary searches v v
Piloting of the study selection process -
Formal screening of search results against eligibility criteria v v
Data extraction v v
Risk of bias (quality) assessment v v
Data analysis v v

Named contact 5a. Named contact
National Guideline Alliance
5b. Named contact e-mail
AcneManagement@nice.org.uk
5e. Organisational affiliation of the review
National Institute for Health and Care Excellence (NICE) and National Guideline Alliance

Review team members National Guideline Alliance

Funding sources/sponsor  This systematic review is being completed by the National Guideline Alliance, which is funded by NICE and hosted by the Royal
College of Obstetricians and Gynaecologists. NICE funds the National Guideline Alliance to develop guidelines for those working
in the NHS, public health, and social care in England.
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Field

Conflicts of interest

Collaborators

Other registration details

Reference/URL for
published protocol

Dissemination plans

Keywords

Details of existing review
of same topic by same

Content

All guideline committee members and anyone who has direct input into NICE guidelines (including the evidence review team and
expert witnesses) must declare any potential conflicts of interest in line with NICE's code of practice for declaring and dealing
with conflicts of interest. Any relevant interests, or changes to interests, will also be declared publicly at the start of each
guideline committee meeting. Before each meeting, any potential conflicts of interest will be considered by the guideline
committee Chair and a senior member of the development team. Any decisions to exclude a person from all or part of a meeting
will be documented. Any changes to a member's declaration of interests will be recorded in the minutes of the meeting.
Declarations of interests will be published with the final guideline.

Development of this systematic review will be overseen by an advisory committee who will use the review to inform the
development of evidence-based recommendations in line with section 3 of Developing NICE guidelines: the manual. Members of
the guideline committee are available on the NICE website: http://www.nice.org.uk/quidance/NG198/history

NICE Guidelines Technical Support Unit:

Professor Nicky J Welton, NICE Guidelines Technical Support Unit, Department of Population Health Sciences, Bristol Medical
School

Miss Caitlin Daly, NICE Guidelines Technical Support Unit, Department of Population Health Sciences, Bristol Medical School
Not applicable
https://www.crd.york.ac.uk/prospero/display_record.php?RecordID=154100

NICE may use a range of different methods to raise awareness of the guideline. These include standard approaches such as:
e notifying registered stakeholders of publication
¢ publicising the guideline through NICE's newsletter and alerts

e issuing a press release or briefing as appropriate, posting news articles on the NICE website, using social media channels,
and publicising the guideline within NICE.

e Peer-reviewed publications
Acne; acne severity; chemical peels; energy-based devices; hormone therapy; isotretinoin; laser therapy; light therapy;
management; network meta-analysis; oral antibiotics; physical; systematic review; topical antibiotics; topical retinoids; treatment.

Not applicable
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authors
Current review status Ongoing
O Completed but not
published
O Completed and published
O Completed, published

and being updated

O Discontinued

Additional information

Details of final publication =~ www.nice.org.uk

Crl: credibility interval; NICE: National Institute for Health and Care Excellence; NMA: network meta-analysis; RCT: randomised controlled trial
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Appendix B - Literature search strategies

Literature search strategies for review question: What is the effectiveness and
acceptability of interventions for the treatment of mild to moderate acne (side
effects and participant reported improvement)?

Clinical search

Topical interventions (including topical retinoids)
Date of initial search: 07/08/2019

Additional terms added and searched: 10/09/2019
Last searched: 07/05/2020

Database(s): Embase ClassictEmbase 1947 to 2020 May 06, Ovid MEDLINE(R) and Epub
Ahead of Print, In-Process & Other Non-Indexed Citations and Daily 1946 to May 06, 2020

Multifile database codes: emczd = Embase ClassictEmbase; ppez= MEDLINE(R) and Epub Ahead of
Print, In-Process & Other Non-Indexed Citations and Daily

# Searches

1 exp Acne Vulgaris/ use ppez

2 exp acne/ use emczd

3 acne.tw.

4 or/1-3

5 exp topical antiinfective agent/ use emczd
6 exp Anti-Infective Agents, Local/ use ppez
7 50r6

8 exp antibiotic agent/ use emczd

9 exp Anti-Bacterial Agents/ use ppez

10 exp anthelmintic agent/ use emczd

11 exp Anthelmintics/ use ppez

12 (antibiotic* or anti biotic* or anti bacteri* or antibacteri* or bacteriocid*).tw.
13 (anthelminti* or antihelmint?i* or anti-helmint?i* or antiparasit* or anti-parasit* or vermifug*).tw.
14 adapalene/

15 aluminum oxide/ use emczd

16 amoxicillin/

17 ampicillin/

18 avermectin/ use emczd

19 azelaic acid/

20 benzoyl peroxide plus clindamycin/ use emczd
21 benzoyl peroxide/

22 (Benzoyl Peroxide/ and Clindamycin/) use ppez
23 cefaclor/

24 cefadroxil/

25 cefalexin/ use emczd

26 Cephalexin/ use ppez

27 cefixime/

28 cefotaxime/

29 cefradine/ use emczd

30 Cephradine/ use ppez

31 ceftaroline/ use emczd

32 ceftazidime/

33 ceftriaxone/

34 cefuroxime/

35 chlorhexidine gluconate/

36 clarithromycin/

37 clindamycin/

38 dapsone/

39 doxycycline/

40 erythromycin/

41 erythromycin plus isotretinoin/ use emczd
42 flucloxacillin/ use emczd

43 Floxacillin/ use ppez

44 fusidic acid/
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45
46
47
48
49
50
51
52
53
54
55
56
57
58
59
60

62
63
64
65
66
67
68
69
70
71
72
73
74
75
76
7
78
79

80
81

83
84
85
86
87
88
89
90
91
92

94
95
96
97

99

100
101
102
103
104
105

Searches

isotretinoin/

isotretinoin/ and clindamycin/

ivermectin/

lymecycline/

metronidazole/

minocycline/

nadifloxacin/

nicotinamide/ use emczd

Niacinamide/ use ppez

nitroimidazole/ use emczd

ozenoxacin/

oxytetracycline/

penicillin G/

penicillin V/

(phenol/ and chlorhexidine digluconate/) use emczd

(phenol/ and chlorhexidine/) use ppez

piperacillin/

(pleuromutilin/ or pleuromutilin antibiotic agent/) use emczd

praziquantel/

pseudomonic acid/ use emczd

Mupirocin/ use ppez

retapamulin/ use emczd

retinol/ use emczd

Vitamin A/ use ppez

tetracycline/

ticarcillin/

retinoic acid/ use emczd

tazarotene/ use emczd

temocillin/ use emczd

tretinoin/ use ppez

triclocarban/ use emczd

triclosan/

trimethoprim/

zinc acetate/

(adapalene or aluminum oxide or ampicillin or amoxicillin or avermectin or az?laic acid or benzylpenicillin or benzyl
penicillin or benzoyl peroxide or cefaclor or cefadroxil or cefalexin or cephalexin or cefixime or cefotaxime or
cefradine or ceftaroline or ceftazidime or ceftriaxone or cefuroxime or cephalexin or cephalosporin® or cephamycin*
or cephradine or chlorhexidine digluconate or chlorhexidine gluconate or clarithromycin or clindamycin or dapsone or
diaminodiphenyl sulfone or doxycyclin* or erythromycin or floxacillin or flucloxacillin or fucidin or fusidic acid or
fusidate sodium or sodium fusidate or germolene or isotretinoi* or ivermectin or lincosamide* or lymecycline or
macrolide* or metronidazole or minocycline or nadifloxacin or niacinamide or nicotinamide or nitroimidazole or
ozenoxacin or oxytetracyline or penicillin® or phenol or phenoxymethylpenicillin or piperacillin or pleuromutilin or
praziquantel or cysticide or pseudomonic acid or mupirocin or quinoderm or quinolon* or retapamulin or retinoi* or
retinol or tazarotene or temocillin or tetracyclin® or ticarcillin or tretinoin or triclocarban or triclosan or triclozan or
trimethoprim or vitamin a or vitamin b3 or zinc acetate).tw.

or/7-79

(topical or topically or cream? or emulsi* or gel? or foam? or ointment™ or solution? or lotion? or pad?).tw.
(ointment/ or exp gel/) use emczd

(Ointments/ or exp Gels/) use ppez

skin cream/

(cutaneous drug administration/ or topical drug administration/) use emczd

(Administration, Topical/ or Administration, Cutaneous/) use ppez

topical drug administration.fs.

(cutaneous or dermal or skin or transcutaneous or transdermal or percutaneous).tw.

or/81-88

4 and 80 and 89

limit 90 to english language

Letter/ use ppez

letter.pt. or letter/ use emczd

note.pt.

editorial.pt.

Editorial/ use ppez

News/ use ppez

exp Historical Article/ use ppez

Anecdotes as Topic/ use ppez

Comment/ use ppez

Case Report/ use ppez

case report/ or case study/ use emczd

(letter or comment*).ti.

or/92-103

randomized controlled trial/ use ppez
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#

106
107
108
109
110
111
112
113
114
115
116
117
118
119
120
121
122
123
124

125
126

127
128

129
130
131
132
133
134
135
136
137
138
139
140
141
142

143
144
145
146
147
148
149
150
151
152
153

Searches

randomized controlled trial/ use emczd

random®*.ti,ab.

or/105-107

104 not 108

animals/ not humans/ use ppez

animal/ not human/ use emczd

nonhuman/ use emczd

exp Animals, Laboratory/ use ppez

exp Animal Experimentation/ use ppez

exp Animal Experiment/ use emczd

exp Experimental Animal/ use emczd

exp Models, Animal/ use ppez

animal model/ use emczd

exp Rodentia/ use ppez

exp Rodent/ use emczd

(rat or rats or mouse or mice).ti.

or/109-121

91 not 122

clinical Trials as topic.sh. or (controlled clinical trial or pragmatic clinical trial or randomized controlled trial).pt. or
(placebo or randomi#ed or randomly).ab. or trial.ti.

124 use ppez

(controlled clinical trial or pragmatic clinical trial or randomized controlled trial).pt. or drug therapy.fs. or (groups or
placebo or randomi#ed or randomly or trial).ab.

126 use ppez

crossover procedure/ or double blind procedure/ or randomized controlled trial/ or single blind procedure/ or (assign*®
or allocat* or crossover* or cross over* or ((doubl* or singl*) adj blind*) or factorial* or placebo* or random* or
volunteer®).ti,ab.

128 use emczd

125 or 127

129 or 130

Meta-Analysis/

exp Meta-Analysis as Topic/

systematic review/

meta-analysis/

(meta analy* or metanaly* or metaanaly*).ti,ab.

((systematic or evidence) adj2 (review* or overview®)).ti,ab.

((systematic* or evidence*) adj2 (review* or overview*)).ti,ab.

(reference list* or bibliograph* or hand search* or manual search* or relevant journals).ab.
(search strategy or search criteria or systematic search or study selection or data extraction).ab.
(search* adj4 literature).ab.

(medline or pubmed or cochrane or embase or psychlit or psyclit or psychinfo or psycinfo or cinahl or science citation
index or bids or cancerlit).ab.

cochrane.jw.

((pool* or combined) adj2 (data or trials or studies or results)).ab.

(or/132-134,136,138-143) use ppez

(or/134-137,139-144) use emczd

or/145-146

network meta-analysis/

((network adj (MA or MAs)) or (NMA or NMAs)).tw.

((indirect or mixed or multiple or multi-treatment* or simultaneous) adj1 comparison*).tw.
or/148-150

131 or 147 or 151

123 and 152

Database(s): The Cochrane Library: Cochrane Database of Systematic Reviews, Issue 5 of
12, May 2020; Cochrane Central Register of Controlled Trials, Issue 5 of 12, May 2020
#

Searches

#1 MeSH descriptor: [Acne Vulgaris] explode all trees

#2 acne:ti,ab

#3 #1 or #2

#4 (topical or topically or cream or creams or emulsi* gel or gels or foam or foams or ointment* or solution or solutions
or lotion or lotions or pad or pads):i,ab

#5 MeSH descriptor: [Ointments] this term only

#6 MeSH descriptor: [Gels] explode all trees

#7 MeSH descriptor: [Skin Cream] this term only

#8 MeSH descriptor: [Administration, Topical] this term only

#9 MeSH descriptor: [Administration, Cutaneous] this term only

#10 (cutaneous or dermal or skin or transcutaneous or transdermal or percutaneous):ti,ab

#11 {or #4-#10}

#12 MeSH descriptor: [Anti-Bacterial Agents] explode all trees
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#13
#14
#15

#16
#17
#18
#19
#20
#21
#22
#23
#24
#25
#26
#27
#28
#29
#30
#31
#32
#33
#34
#35
#36
#37
#38
#39
#40
#41
#42
#43
#44
#45
#46
#AT
#48
#49
#50
#51
#52
#53
#54
#55

#56
#57

Searches

MeSH descriptor: [Anthelmintics] explode all trees

(antibiotic* or "anti biotic*" or "anti bacteri*" or antibacteri* or bacteriocid*):ti,ab

(anthelminti* or antihelminthi* or antithelminti* or anti-helminthi* or anti-helminti* or antiparasit* or anti-parasit* or
vermifug*):ti,ab

MeSH descriptor: [Adapalene] this term only

MeSH descriptor: [Aluminum Oxide] this term only

MeSH descriptor: [Amoxicillin] this term only

MeSH descriptor: [Ampicillin] this term only

MeSH descriptor: [Benzoyl Peroxide] this term only

MeSH descriptor: [Cefaclor] this term only

MeSH descriptor: [Cefadroxil] this term only

MeSH descriptor: [Cephalexin] this term only

MeSH descriptor: [Cefixime] this term only

MeSH descriptor: [Cefotaxime] this term only

MeSH descriptor: [Cephradine] this term only

MeSH descriptor: [Ceftazidime] this term only

MeSH descriptor: [Ceftriaxone] this term only

MeSH descriptor: [Cefuroxime] this term only

MeSH descriptor: [Clarithromycin] this term only

MeSH descriptor: [Clindamycin] this term only

MeSH descriptor: [Dapsone] this term only

MeSH descriptor: [Doxycycline] this term only

MeSH descriptor: [Erythromycin] this term only

MeSH descriptor: [Floxacillin] this term only

MeSH descriptor: [Fusidic Acid] this term only

MeSH descriptor: [Isotretinoin] this term only

MeSH descriptor: [lvermectin] this term only

MeSH descriptor: [Lymecycline] this term only

MeSH descriptor: [Minocycline] this term only

MeSH descriptor: [Mupirocin] this term only

MeSH descriptor: [Niacinamide] this term only

MeSH descriptor: [Oxytetracycline] this term only

MeSH descriptor: [Penicillin G] this term only

MeSH descriptor: [Penicillin V] this term only

MeSH descriptor: [Phenol] this term only

MeSH descriptor: [Piperacillin] this term only

MeSH descriptor: [Praziquantel] this term only

MeSH descriptor: [Vitamin A] this term only

MeSH descriptor: [Tetracycline] this term only

MeSH descriptor: [Ticarcillin] this term only

MeSH descriptor: [Tretinoin] this term only

MeSH descriptor: [Trimethoprim] this term only

MeSH descriptor: [Zinc Acetate] this term only

(adapalene or aluminum oxide or ampicillin or amoxicillin or avermectin or azaelaic acid or azelaic acid or
benzylpenicillin or benzyl penicillin or benzoyl peroxide or cefaclor or cefadroxil or cefalexin or cephalexin or
cephalosporin* or cephamycin® or cefixime or cefotaxime or cefradine or ceftaroline or ceftazidime or ceftriaxone or
cefuroxime or cephalexin or cephradine or chlorhexidine digluconate or chlorhexidine gluconate or clarithromycin
or clindamycin or dapsone or diaminodiphenyl sulfone or doxycyclin* or erythromycin or floxacillin or flucloxacillin or
fucidin or fusidic acid or fusidate sodium or sodium fusidate or germolene or isotretinoi* or ivermectin or
lincosamide™ or lymecycline or macrolide* or minocycline or mupirocin or pseudomonic acid or nadifloxacin or
niacinamide or nicotinamide or nitroimidazole or ozenoxacin or oxytetracyline or penicillin® or phenol or
phenoxymethylpenicillin or piperacillin or pleuromutilin or praziquantel or cysticide or quinoderm or quinolone* or
retapamulin or retino* or retinol or temocillin or tetracyclin* or ticarcillin or tretinoin or trimethoprim or vitamin a or
zinc acetate):ti,ab

{or #12-#55}

#3 and #11 and #56

Oral antibiotics and oral isotretinoin

Database(s): Embase Classic+tEmbase 1947 to 2020 May 06, Ovid MEDLINE(R) and Epub
Ahead of Print, In-Process & Other Non-Indexed Citations and Daily 1946 to May 06, 2020

Multifile database codes: emczd = Embase ClassictEmbase; ppez= MEDLINE(R) and Epub Ahead of
Print, In-Process & Other Non-Indexed Citations and Daily

a b wWN -

Searches

exp Acne Vulgaris/ use ppez
exp acne/ use emczd

acne.tw.

or/1-3

exp antibiotic agent/ use emczd
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32
33

34
35

36
37

38

39

40
41

43
44
45
46
47
48
49
50
51
52
53
54
55
56
57

Searches

exp Anti-Bacterial Agents/ use ppez

(antibiotic* or anti biotic* or anti bacteri* or antibacteri* or bacteriocid*).tw.

exp carbapenem derivative/ use emczd

exp Carbapenems/ use ppez

exp cephalosporin derivative/ use emczd

exp Cephalosporins/ use ppez

exp cephamycin derivative/ use emczd

exp Cephamycins/ use ppez

dapsone/

exp lincosamide/ use emczd

exp Lincosamide/ use ppez

exp macrolide/ use emczd

exp Macrolides/ use ppez

exp monobactam derivative/ use emczd

exp Monobactams/ use ppez

exp penicillin derivative/ use emczd

exp Penicillins/ use ppez

exp quinoline derived antiinfective agent/ use emczd

exp Quinolones/ use ppez

exp retinoid/ use emczd

exp Retinoids/ use ppez

exp tetracycline derivative/ use emczd

exp Tetracyclines/ use ppez

trimethoprim/

(carbapenem™ or biapenem or doripenem or ertapenem or imipenem or meropenem or panipenem or betamipron or
tebipenem).tw.

(cephamycin* or cephalosporin* or carbacephem or loracarbef or cefacetrile or cefaclor or cefadroxil or cefalexin or
cefaloglycin or cefalonium or cefaloridine or cefalotin or cefamandole or cefapirin or cefatrizine or cefazaflur or
cefazedone or cefazolin or cefbuperazone or cefcapene or cefdaloxime or cefdinir or cefditoren or cefepime or
cefetamet or cefixime or cefmenoxime or cefmetazole or cefminox or cefodizime or cefonicid or cefoperazone or
cefoperazone or ceforanide or cefotaxime or cefotetan or cefotiam or cefozopran or cefpiramide or cefpirome or
cefpodoxime or cefprozil or cefquinome or cefradine or cefroxadine or cefsulodin or ceftaroline fosamile or
ceftazidime or ceftazidime or cefteram or ceftezole or ceftibiprole or ceftibuten or ceftiolene or ceftolozane or
ceftolozane or ceftraroline or ceftriaxone or cefuroxime or cefuzonam or cephamycin or depfimizole or flomoxef or
latamoxef or oxacephem).tw.

dapsone.tw.

(isotretinoi* or iso tretinoin or isoretinoin or isotren or isotrex* or accutane or roaccutan* or roaccuttan* or roacuttan*
or roacutan® or retinoic acid).tw.

(lincosamide* or clindamycin or lincomycine or linkomycine).tw.

(macrolide* or azithromycin or carbomycin a or clarithromycin or erythromycin or fidaxomicin or josamycin or
kitasamycin or midecamycin or oleandomycin or roxithromycin or solithromycin or spiramycin or telithromycin or
troleandomycin).tw.

(monobactam* or mono- bactam* or aztreonam).tw.

(penicillin* or almecillin or amoxicillin or ampicillin or azlocillin or bacampicillin or benzathine benzylpenicillin or
benzylpenicillin sodium or carbenicillin or carindacillin or cloxacillin or co-amoxiclav or co-fluampicil or co-trimoxazole
or dicloxacillin or epicillin or flucloxacillin or hetacillin or mecillinam or metampicillin or methicillin or mezlocillin or
nafcillin or oxacillin or phenoxymethylpenicillin or piperacillin or pivampicillin or pivmecillinam hydrochloride or
procaine benzylpenicillin or sultamicillin or talampicillin or temocillin or ticarcillin).tw.

(quinolone* or balofloxacin or besifloxacin or ciprofloxacine or clinafloxacin or delafloxacin or enoxacin or fleroxacin
or gatifloxacin or gemifloxacin or grepafloxacin or levofloxacin or lomefloxacin or moxifloxacin or nadifloxacin or
norfloxacin or ofloxacin or oxolinic acid or ozenoxacin or pazufloxacin or pefloxacin or prulifloxacin or rosoxacin or
rufloxacin or sitafloxacin or sparfloxacin or temafloxacin or tosufloxacin).tw.

(tetracylcline* or chlortetracycline or demeclocycline or doxycycline or eravacycline or lymecycline or methacycline
or minocycline or omadacycline or oxytetracycline or rolitetracycline or sarecycline or tetracycline or tigecycline).tw.
trimethoprim.tw.

or/5-40

oral drug administration/ use emczd

Administration, Oral/ use ppez

oral drug administration.fs.

(oral* or per 0s).tw.

or/42-45

4 and 41 and 46

Letter/ use ppez

letter.pt. or letter/ use emczd

note.pt.

editorial.pt.

Editorial/ use ppez

News/ use ppez

exp Historical Article/ use ppez

Anecdotes as Topic/ use ppez

Comment/ use ppez

Case Report/ use ppez
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#

58
59
60
61
62
63
64
65
66
67
68
69
70
71
72
73
74
75
76
7
78
79
80
81

82
83

84
85

86
87
88
89
90
91
92
93
94
95
96
97
98
99

100
101
102
103
104
105
106
107
108
109
110

Searches

case report/ or case study/ use emczd

(letter or comment*).ti.

or/48-59

randomized controlled trial/ use ppez

randomized controlled trial/ use emczd

random*.ti,ab.

or/61-63

60 not 64

animals/ not humans/ use ppez

animal/ not human/ use emczd

nonhuman/ use emczd

exp Animals, Laboratory/ use ppez

exp Animal Experimentation/ use ppez

exp Animal Experiment/ use emczd

exp Experimental Animal/ use emczd

exp Models, Animal/ use ppez

animal model/ use emczd

exp Rodentia/ use ppez

exp Rodent/ use emczd

(rat or rats or mouse or mice).ti.

or/65-77

47 not 78

limit 79 to english language

clinical Trials as topic.sh. or (controlled clinical trial or pragmatic clinical trial or randomized controlled trial).pt. or
(placebo or randomi#ed or randomly).ab. or trial.ti.

81 use ppez

(controlled clinical trial or pragmatic clinical trial or randomized controlled trial).pt. or drug therapy.fs. or (groups or
placebo or randomi#ed or randomly or trial).ab.

83 use ppez

crossover procedure/ or double blind procedure/ or randomized controlled trial/ or single blind procedure/ or (assign®
or allocat* or crossover* or cross over* or ((doubl* or singl*) adj blind*) or factorial* or placebo* or random* or
volunteer®).ti,ab.

85 use emczd

82 or 84

86 or 87

Meta-Analysis/

exp Meta-Analysis as Topic/

systematic review/

meta-analysis/

(meta analy* or metanaly* or metaanaly*).ti,ab.

((systematic or evidence) adj2 (review* or overview*)).ti,ab.

((systematic* or evidence*) adj2 (review* or overview*)).ti,ab.

(reference list* or bibliograph* or hand search* or manual search* or relevant journals).ab.
(search strategy or search criteria or systematic search or study selection or data extraction).ab.
(search* adj4 literature).ab.

(medline or pubmed or cochrane or embase or psychlit or psyclit or psychinfo or psycinfo or cinahl or science citation
index or bids or cancerlit).ab.

cochrane.jw.

((pool* or combined) adj2 (data or trials or studies or results)).ab.

(or/89-91,93,95-100) use ppez

(or/91-94,96-101) use emczd

or/102-103

network meta-analysis/

((network adj (MA or MAs)) or (NMA or NMAs)).tw.

((indirect or mixed or multiple or multi-treatment* or simultaneous) adj1 comparison*).tw.
or/105-107

88 or 104 or 108

80 and 109

Database(s): The Cochrane Library: Cochrane Database of Systematic Reviews, Issue 5 of

12, Ma
#

#1
#2
#3
#4
#5
#6
#7
#8

Acnhe v

y 2020; Cochrane Central Register of Controlled Trials, Issue 5 of 12, May 2020
Searches

MeSH descriptor: [Acne Vulgaris] explode all trees

acne:ti,ab

#1 or #2

MeSH descriptor: [Anti-Bacterial Agents] explode all trees

(antibiotic* or "anti biotic*" or "anti bacteri*" or antibacteri* or bacteriocid*):ti,ab

MeSH descriptor: [Amoxicillin] this term only

MeSH descriptor: [Ampicillin] this term only

MeSH descriptor: [Azithromycin] this term only
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#9

#10
#11
#12
#13
#14
#15
#16
#17
#18
#19
#20
#21
#22
#23
#24
#25
#26

#27
#28
#29
#30
#31
#32
#33
#34
#35

#36
#37
#38
#39
#40
#41
#42
#43
#44
#45
#46
#HA7

#48
#49
#50
#51
#52
#53
#54
#55
#56
#57
#58
#59
#60
#61
#62
#63
#64

#65
#66
#67
#68
#69

Searches

MeSH descriptor: [Azlocillin] this term only

MeSH descriptor: [Penicillin G] this term only

MeSH descriptor: [Carbenicillin] this term only

MeSH descriptor: [Cefaclor] this term only

MeSH descriptor: [Cefadroxil] this term only

MeSH descriptor: [Cephalexin] this term only

MeSH descriptor: [Cefixime] this term only

MeSH descriptor: [Cefotaxime] this term only

MeSH descriptor: [Cephradine] this term only

MeSH descriptor: [Ceftazidime] this term only

MeSH descriptor: [Ceftriaxone] this term only

MeSH descriptor: [Chlortetracycline] this term only

MeSH descriptor: [Clarithromycin] this term only

MeSH descriptor: [Clindamycin] this term only

MeSH descriptor: [Cloxacillin] this term only

MeSH descriptor: [Amoxicillin-Potassium Clavulanate Combination] this term only

MeSH descriptor: [Trimethoprim, Sulfamethoxazole Drug Combination] this term only

(amoxicillin or ampicillin or azithromycin or azlocillin or bacampicillin or benzylpenicillin sodium or "penicillin g" or
biapenem or carbenicillin or carbomycin or cefaclor or cefadroxil or cefalexin or cephalexin or cefixime or cefotaxime
or cephotaxim* or cefradine or cephradine or ceftaroline or ceftazidime or ceftriaxone or cefuroxime or
chlortetracyline or clarithromycin or clindamycin or cloxacillin or co amoxiclav or coamoxiclav or co fluampcil or
cofluampcil or co trimoxazole or cotrimoxazole):ti,ab

MeSH descriptor: [Demeclocycline] this term only

MeSH descriptor: [Dicloxacillin] this term only

MeSH descriptor: [Doripenem] this term only

MeSH descriptor: [Doxycycline] this term only

MeSH descriptor: [Ertapenem] this term only

MeSH descriptor: [Erythromycin] this term only

MeSH descriptor: [Fidaxomicin] this term only

MeSH descriptor: [Floxacillin] this term only

(demeclocycline or dicloxacillin or doripenem or doxycycline or epicillin or eravacycline or ertapenem or
erythromycin or fidaxomicin or floxacillin or flucloxacillin):ti,ab

MeSH descriptor: [Imipenem] this term only

MeSH descriptor: [Cilastatin, Imipenem Drug Combination] this term only

MeSH descriptor: [Josamycin] this term only

MeSH descriptor: [Kitasamycin] this term only

MeSH descriptor: [Lymecycline] this term only

MeSH descriptor: [Meropenem] this term only

MeSH descriptor: [Methacycline] this term only

MeSH descriptor: [Methicillin] this term only

MeSH descriptor: [Mezlocillin] this term only

MeSH descriptor: [Miocamycin] this term only

MeSH descriptor: [Nafcillin] this term only

(hetacillin or imipenem or isotretinoi* or josamycin* or kitasamycin or leucomycin or lymecycline or meropenem or
metampicillin or methampicillin or metacycline or methacycline or methicillin or mezlocillin or midecamycin or
minocycline or miocamycin* or miokamycin* or nafcillin):ti,ab

MeSH descriptor: [Oleandomycin] this term only

MeSH descriptor: [Oxacillin] this term only

MeSH descriptor: [Oxytetracycline] this term only

MeSH descriptor: [Penicillin V] this term only

MeSH descriptor: [Piperacillin] this term only

MeSH descriptor: [Piperacillin, Tazobactam Drug Combination] this term only

MeSH descriptor: [Amdinocillin Pivoxil] this term only

MeSH descriptor: [Rolitetracycline] this term only

MeSH descriptor: [Roxithromycin] this term only

MeSH descriptor: [Spiramycin] this term only

MeSH descriptor: [Talampicillin] this term only

MeSH descriptor: [Tetracycline] this term only

MeSH descriptor: [Ticarcillin] this term only

MeSH descriptor: [Tigecycline] this term only

MeSH descriptor: [Trimethoprim] this term only

MeSH descriptor: [Troleandomycin] this term only

(oleandomycin or omadacycline or "PTK-0796" or oxacillin* or oxytetracycline or panipenem or betamipron or
carbenin or phenoxymethylpenicillin or "penicillin v or piperacillin or pivmeillinam or amdinocillin pivoxil or retinoi* or
rolitetracycline or roxithromycin or sarecycline or solithromycin or spiramycin or talampicillin or tebipenem or
telithromycin or temocillin or tetracylin* or ticarcillin or timentin or tigecycline or trimethoprim or troleandomycin):ti,ab
{or #4-#64}

#3 and #65

MeSH descriptor: [Administration, Oral] explode all trees

(oral or per os):ti,ab

#67 or #68
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# Searches
#70 #66 and #69

Hormonal interventions

Database(s): Embase ClassictEmbase 1947 to 2020 May 06, Ovid MEDLINE(R) and Epub
Ahead of Print, In-Process & Other Non-Indexed Citations and Daily 1946 to May 06, 2020

Multifile database codes: emczd = Embase ClassictEmbase; ppez= MEDLINE(R) and Epub Ahead of
Print, In-Process & Other Non-Indexed Citations and Daily

# Searches

1 exp Acne Vulgaris/ use ppez

2 exp acne/ use emczd

3 acne.tw.

4 or/1-3

5 exp aldosterone antagonist/ use emczd

6 exp Mineralocorticoid Receptor Antagonists/ use ppez

7 spironolactone/

8 hydroflumethiazide plus spironolactone/ use emczd

9 canrenone/

10 eplerenone/

11 furosemide plus spironolactone/ use emczd

12 (aldactone or spironolactone or canrenone or co-flumactone or coflumactone or eplerenon* or furosemide).tw.
13 or/5-12

14 exp alpha adrenergic receptor blocking agent/ use emczd
15 exp Adrenergic alpha-Antagonists/ use ppez

16 alfuzosin/ use emczd

17 doxazosin/

18 indoramin/

19 prazosin/

20 tamsulosin/

21 dutasteride plus tamsulosin/ use emczd

22 solifenacin plus tamsulosin/ use emczd

23 terazosin/ use emczd

24 (alfuzosin or doxazosin or uroprost or indoramin or prazosin or tamsulosin or terazosin).tw.
25 or/14-24

26 exp steroid 5alpha reductase inhibitor/ use emczd

27 exp 5-alpha Reductase Inhibitors/ use ppez

28 dutasteride/

29 finasteride/

30 (5a reductase inhibitor* or 5-alpha reductase inhibitor* or dutastaride or finasteride).tw.
31 or/26-30

32 exp antiandrogen/ use emczd

33 exp Androgen Antagonists/ use ppez

34 metformin/

35 abiraterone acetate/

36 apalutamide/ use emczd

37 bicalutamide/ use emczd

38 cyproterone acetate plus ethinylestradiol/ use emczd

39 cyproterone acetate/

40 enzalutamide/ use emczd

41 flutamide/

42 (antiandrogen* or anti-androgen* or androgen antagonist* or abiraterone acetate or apalutamide or bicalutamide or

cocyprindiol or co-cyprindiol or cyproterone acetate or enzalutamide or flutamide or metformin).tw.
43 or/32-42

44 exp oral contraceptive agent/ use emczd

45 exp Contraceptives, Oral, Combined/ use ppez

46 exp gestagen/ use emczd

47 exp Progestins/ use ppez

48 (chlormadinone acetate plus ethinylestradiol/ or desogestrel plus ethinylestradiol/ or dienogest plus ethinylestradiol/

or drospirenone plus ethinylestradiol/ or dydrogesterone plus estradiol/ or estradiol plus levonorgestrel/ or estradiol
plus nomegestrol acetate/ or estradiol plus norethisterone acetate/ or ethinylestradiol plus etonogestrel/ or
ethinylestradiol plus gestodene/ or ethinylestradiol plus levonorgestrel/ or ethinylestradiol plus norelgestromin/ or
ethinylestradiol plus norethisterone/ or ethinylestradiol plus norgestimate/) use emczd

49 Ethinyl Estradiol-Norgestrel Combination/ use ppez

50 (Ethinyl Estradiol/ use ppez and (Chlormadinone Acetate/ or Desogestrel/ or Levonorgestrel/ or Norethindrone/ or
Norgestrel/)) use ppez

51 (Mestranol/ and (Norethindrone/ or Norethynodrel/)) use ppez

52 (Estradiol/ and (Dydrogesterone/ or Levonorgestrel/ or Medroxyprogesterone Acetate/ or Norethindrone/)) use ppez

53 ((oral* adj contracept*) or progest?gen* or gestagen* or progestin®).tw.
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55
56

57
58
59
60

62
63
64
65
66
67
68
69
70
71
72
73
74
75
76
7
78
79
80
81
82

84
85
86
87
88
89
90
91
92
93

94
95

96
97

98

99

100
101
102
103
104
105
106
107
108
109
110
111

112
113
114
115
116

Searches

((ethinyl?estradiol or ethinyl estradiol or ethinyl oestradiol) adj3 (chlormadinone acetate or desogestrel or dienogest
or drospirenone or etonogestrel or gestodene or levonorgestrel or nomogestrol or norelgestromin* or norethindrone
or norethisterone or norgestimate or norgestrel)).tw.

(mestranol adj3 (norethindrone or norethisterone or noretynodrel or norethynodrel)).tw.

((estradiol or oestradiol) adj3 (dienogest or dydrogesterone or levonorgestrel or medroxyprogesterone acetate or
nomegestrol or norethindrone or norethisterone)).tw.

or/44-56

or/13,25,31,43,57

4 and 58

limit 59 to english language

Letter/ use ppez

letter.pt. or letter/ use emczd

note.pt.

editorial.pt.

Editorial/ use ppez

News/ use ppez

exp Historical Article/ use ppez

Anecdotes as Topic/ use ppez

Comment/ use ppez

Case Report/ use ppez

case report/ or case study/ use emczd

(letter or comment*).ti.

or/61-72

randomized controlled trial/ use ppez

randomized controlled trial/ use emczd

random*.ti,ab.

or/74-76

73 not 77

animals/ not humans/ use ppez

animal/ not human/ use emczd

nonhuman/ use emczd

exp Animals, Laboratory/ use ppez

exp Animal Experimentation/ use ppez

exp Animal Experiment/ use emczd

exp Experimental Animal/ use emczd

exp Models, Animal/ use ppez

animal model/ use emczd

exp Rodentia/ use ppez

exp Rodent/ use emczd

(rat or rats or mouse or mice).ti.

or/78-90

60 not 91

clinical Trials as topic.sh. or (controlled clinical trial or pragmatic clinical trial or randomized controlled trial).pt. or
(placebo or randomi#ed or randomly).ab. or trial.ti.

93 use ppez

(controlled clinical trial or pragmatic clinical trial or randomized controlled trial).pt. or drug therapy.fs. or (groups or
placebo or randomi#ed or randomly or trial).ab.

95 use ppez

crossover procedure/ or double blind procedure/ or randomized controlled trial/ or single blind procedure/ or (assign®
or allocat* or crossover* or cross over* or ((doubl* or singl*) adj blind*) or factorial* or placebo* or random* or
volunteer®).ti,ab.

97 use emczd

94 or 96

98 or 99

Meta-Analysis/

exp Meta-Analysis as Topic/

systematic review/

meta-analysis/

(meta analy* or metanaly* or metaanaly*).ti,ab.

((systematic or evidence) adj2 (review* or overview*)).ti,ab.

((systematic* or evidence*) adj2 (review* or overview®)).ti,ab.

(reference list* or bibliograph* or hand search* or manual search* or relevant journals).ab.

(search strategy or search criteria or systematic search or study selection or data extraction).ab.

(search* adj4 literature).ab.

(medline or pubmed or cochrane or embase or psychlit or psyclit or psychinfo or psycinfo or cinahl or science citation
index or bids or cancerlit).ab.

cochrane.jw.

((pool* or combined) adj2 (data or trials or studies or results)).ab.

(or/101-103,105,107-112) use ppez

(or/103-106,108-113) use emczd

or/114-115
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#  searches
117 network meta-analysis/
118 ((network adj (MA or MAs)) or (NMA or NMAs)).tw.
119 ((indirect or mixed or multiple or multi-treatment* or simultaneous) adj1 comparison*).tw.
120 or/117-119
121 100 or 116 or 120
122 92 and 121

Database(s): The Cochrane Library: Cochrane Database of Systematic Reviews, Issue 5 of
12, May 2020; Cochrane Central Register of Controlled Trials, Issue 5 of 12, May 2020
#  searches

#1 MeSH descriptor: [Acne Vulgaris] explode all trees

#2 acne*:ti,ab

#3 #1 or #2

#4 MeSH descriptor: [Mineralocorticoid Receptor Antagonists] explode all trees
#5 MeSH descriptor: [Spironolactone] this term only

#6 MeSH descriptor: [Eplerenone] this term only

#7 (aldactone or spironolactone or co-flumactone or coflumactone or eplerenon* or furosemide):ti,ab
#8 {or #4-#7}

#9 MeSH descriptor: [Adrenergic alpha-Antagonists] explode all trees

#10 MeSH descriptor: [Doxazosin] this term only

#11 MeSH descriptor: [Indoramin] this term only

#12 MeSH descriptor: [Prazosin] this term only

#13 MeSH descriptor: [Tamsulosin] this term only

#14 (alfuzosin or doxazosin or uroprost or indoramin or prazosin or tamsulosin or terazosin):ti,ab

#15 {or #9-#14}

#16 MeSH descriptor: [5-alpha Reductase Inhibitors] explode all trees

#17 MeSH descriptor: [Dutasteride] this term only

#18 MeSH descriptor: [Finasteride] this term only

#19 ("5a reductase inhibitor*" or "5-alpha reductase inhibitor

#20 {or #16-#19}

#21 MeSH descriptor: [Androgen Antagonists] explode all trees

#22 MeSH descriptor: [Metformin] this term only

#23 MeSH descriptor: [Abiraterone Acetate] this term only

#24 MeSH descriptor: [Cyproterone Acetate] this term only

#25 MeSH descriptor: [Flutamide] this term only

#26 (antiandrogen* or "anti androgen*" or "androgen antagonist*" or "abiraterone acetate" or apalutamide or
bicalutamide or cocyprindiol or "co cyprindiol" or "cyproterone acetate" or enzalutamide or flutamide or
metformin):ti,ab

#27 {or #21-#26}

#28 MeSH descriptor: [Contraceptives, Oral, Combined] explode all trees

#29 MeSH descriptor: [Progestins] explode all trees

#30 MeSH descriptor: [Ethinyl Estradiol-Norgestrel Combination] this term only

#31 MeSH descriptor: [Ethinyl Estradiol] this term only

#32 MeSH descriptor: [Estradiol] this term only

#33 MeSH descriptor: [Mestranol] this term only

#34 ((oral* next contracept*) or progestogen* or progestagen* or gestagen* or progestin®):ti,ab

#35 ((ethinylestradiol or ethinyloestradiol or ethinyl estradiol or ethinyl oestradiol) near/3 (chlormadinone acetate or
desogestrel or dienogest or drospirenone or etonogestrel or gestodene or levonorgestrel or nomogestrol or
norelgestromin® or norethindrone or norethisterone or norgestimate or norgestrel)):ti,ab

#36 ((estradiol or oestradiol) near/3 (dienogest or dydrogesterone or levonorgestrel or medroxyprogesterone acetate or
nomegestrol or norethindrone or norethisterone)):ti,ab

#37 (mestranol near/3 (norethindrone or norethisterone or noretynodrel or norethynodrel)):ti,ab

#38 {or #28-#37}

#39 #8 or #15 or #20 or #27 or #38

#40 #3 and #39

e

or dutastaride or finasteride):ti,ab

Physical interventions

Database(s): Embase ClassictEmbase 1947 to 2019 August 12, Ovid MEDLINE(R) and
Epub Ahead of Print, In-Process & Other Non-Indexed Citations and Daily 1946 to May 06,
2020

Multifile database codes: emczd = Embase ClassictEmbase; ppez= MEDLINE(R) and Epub Ahead of
Print, In-Process & Other Non-Indexed Citations and Daily

1 exp Acne Vulgaris/ use ppez
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# Searches

2 exp acne/ use emczd

3 acne.tw.

4 or/1-3

5 chemexfoliation/

6 (amino acid/ or 2 hydroxyacid/) use emczd

7 (Amino Acids/ or Hydroxy Acids/) use ppez

8 glycolic acid/ use emczd

9 Glycolates/ use ppez

10 lactic acid/

11 mandelic acid/ use emczd

12 Mandelic Acids/ use ppez

13 pyruvic acid/

14 salicylic acid/

15 trichloroacetic acid/

16 (chemical adj1 (exfoliat* or peel* or resurfac*)).tw.

17 (chemoexfoliat* or chemexfoliat* or chemo exfoliat*).tw.
18 ((amino or glycol* or lactic or mandelic or pyruvic or salicylic or trichloroa?cetic or salicylic-mandelic or alpha hydroxy

or "amino fruit") adj acid*).tw.
19 (hydroxyacid* or hydroxy acid*).tw.

20 ((Jessner* or phenol or pheno or Baker-Gordon) adj (peel* or solution*)).tw.
21 or/5-20

22 comedo/th use emczd

23 ((blackhead* or comedo* or whitehead*) adj (extract* or remov*)).tw.

24 triamcinolone acetonide/

25 (adrenal cortex hormone* or triamcinolone acetonide).tw.

26 or/22-25

27 exp laser/

28 exp phototherapy/

29 exp photodynamic therapy/
30 exp photochemotherapy/
31 exp photolysis/

32 exp sunlight/

33 exp photosensitizing agent/

34 radiofrequency/ or radiofrequency ablation/
35 aminolevulinic acid/

36 methylene blue/

37 aminolevulinic acid methyl ester/

38 (or/27-37) use emczd

39 exp Lasers/

40 exp Phototherapy/

41 exp Laser Therapy/

42 exp Photochemotherapy/

43 exp Photolysis/

44 exp Sunlight/

45 exp Ultraviolet Therapy/

46 exp Photosensitizing Agents/

47 exp Radiofrequency Therapy/

48 Aminolevulinic Acid/

49 Methylene Blue/

50 (or/39-49) use ppez

51 (laser* or light therap* or light treatment* or aminolevulinic acid or blue light* or red light* or intense pulsed light* or
IPL or methyl aminolevulinate or methylene blue gel or microneedl* or micro needl* or photochemical therap* or
photochemical treatment* or photo chemical therap* or photo chemical treatment* or photochemotherap* or
photodynamic therap* photodynamic treatment* or photo dynamic therap* or photo dynamic treatment* or photolysis
or photopneumatic therap* or photopneumatic treatment* or photo pneumatic therap* or photo pneumatic treatment*
or photosensiti?ing agent* or photo-sensiti?ing agent* or phototherap* or photo-therap* or photothermal therap* or
photothermal treatment* or photo-thermal therap* or photo-thermal treatment* or radiofrequenc* or radio frequenc*
or smoothbeam or sunlight or ultraviolet).tw.

52 or/21,26,38,50-51

53 4 and 52

54 Letter/ use ppez

55 letter.pt. or letter/ use emczd

56 note.pt.

57 editorial.pt.

58 Editorial/ use ppez

59 News/ use ppez

60 exp Historical Article/ use ppez

61 Anecdotes as Topic/ use ppez

62 Comment/ use ppez

63 Case Report/ use ppez

64 case report/ or case study/ use emczd
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#

65
66
67
68
69
70
71
72
73
74
75
76
7
78
79
80
81
82
83
84
85
86
87

88
89

90
91

92
93
94
95
96
97
98
99
100
101
102
103
104
105

106
107
108
109
110
111
112
113
114
115
116

Searches

(letter or comment*).ti.

or/54-65

randomized controlled trial/ use ppez

randomized controlled trial/ use emczd

random®*.ti,ab.

or/67-69

66 not 70

animals/ not humans/ use ppez

animal/ not human/ use emczd

nonhuman/ use emczd

exp Animals, Laboratory/ use ppez

exp Animal Experimentation/ use ppez

exp Animal Experiment/ use emczd

exp Experimental Animal/ use emczd

exp Models, Animal/ use ppez

animal model/ use emczd

exp Rodentia/ use ppez

exp Rodent/ use emczd

(rat or rats or mouse or mice).ti.

or/71-83

53 not 84

limit 85 to english language

clinical Trials as topic.sh. or (controlled clinical trial or pragmatic clinical trial or randomized controlled trial).pt. or
(placebo or randomi#ed or randomly).ab. or trial.ti.

87 use ppez

(controlled clinical trial or pragmatic clinical trial or randomized controlled trial).pt. or drug therapy.fs. or (groups or
placebo or randomi#ed or randomly or trial).ab.

89 use ppez

crossover procedure/ or double blind procedure/ or randomized controlled trial/ or single blind procedure/ or (assign*®
or allocat* or crossover* or cross over* or ((doubl* or singl*) adj blind*) or factorial* or placebo* or random* or
volunteer®).ti,ab.

91 use emczd

88 or 90

92 or 93

Meta-Analysis/

exp Meta-Analysis as Topic/

systematic review/

meta-analysis/

(meta analy* or metanaly* or metaanaly*).ti,ab.

((systematic or evidence) adj2 (review* or overview*)).ti,ab.

((systematic* or evidence*) adj2 (review* or overview*)).ti,ab.

(reference list* or bibliograph* or hand search* or manual search* or relevant journals).ab.
(search strategy or search criteria or systematic search or study selection or data extraction).ab.
(search* adj4 literature).ab.

(medline or pubmed or cochrane or embase or psychlit or psyclit or psychinfo or psycinfo or cinahl or science citation
index or bids or cancerlit).ab.

cochrane.jw.

((pool* or combined) adj2 (data or trials or studies or results)).ab.

(0r/95-97,99,101-106) use ppez

(or/97-100,102-107) use emczd

or/108-109

network meta-analysis/

((network adj (MA or MAs)) or (NMA or NMAs)).tw.

((indirect or mixed or multiple or multi-treatment* or simultaneous) adj1 comparison*).tw.
or/111-113

94 or 110 or 114

86 and 115

Database(s): The Cochrane Library: Cochrane Database of Systematic Reviews, Issue 5 of
12, May 2020; Cochrane Central Register of Controlled Trials, Issue 5 of 12, May 2020
#

Searches
#1 MeSH descriptor: [Acne Vulgaris] explode all trees
#2 acne*:ti,ab
#3 #1 or #2
#4 MeSH descriptor: [Chemexfoliation] this term only
#5 MeSH descriptor: [Amino Acids] this term only
#6 MeSH descriptor: [Hydroxy Acids] this term only
#7 MeSH descriptor: [Glycolates] this term only
#8 MeSH descriptor: [Lactic Acid] this term only
#9 MeSH descriptor: [Mandelic Acids] this term only

Acne vulgaris: evidence reviews for management options for mild to moderate acne —
pairwise comparisons FINAL (June 2021)

77



FINAL
Management options for mild to moderate acne — pairwise comparisons

# Searches

#10 MeSH descriptor: [Pyruvic Acid] this term only

#11 MeSH descriptor: [Salicylic Acid] this term only

#12 MeSH descriptor: [Trichloroacetic Acid] this term only

#13 (chemical near/1 (exfoliat* or peel* or resurfac*)):ti,ab

#14 (chemoexfoliat* or chemexfoliat* or chemo exfoliat*):ti,ab

#15 ((amino or glycol* or lactic or mandelic or pyruvic or salicylic or trichloroaecetic or trichloroacetic or "salicylic

mandelic" or "alpha hydrox" or "amino fruit") next acid*):ti,ab
#16 (hydroxyacid* or "hydroxy acid*").ti,ab

#17 ((Jessner* or phenol or pheno or "Baker Gordon") next (peel* or solution*)).ti,ab
#18 {or #4-#17}

#19 ((blackhead* or comedo* or whitehead*) near/2 (extract* or remov*)):ti,ab

#20 MeSH descriptor: [Triamcinolone Acetonide] this term only

#21 ("adrenal cortex hormone*" or "triamcinolone acetonide").ti,ab

#22 {or #19-#21}

#23 MeSH descriptor: [Lasers] explode all trees

#24 MeSH descriptor: [Phototherapy] explode all trees

#25 MeSH descriptor: [Photochemotherapy] explode all trees

#26 MeSH descriptor: [Photochemotherapy] explode all trees

#27 MeSH descriptor: [Photolysis] explode all trees

#28 MeSH descriptor: [Sunlight] explode all trees

#29 MeSH descriptor: [Photosensitizing Agents] explode all trees

#30 MeSH descriptor: [Radiofrequency Therapy] explode all trees

#31 MeSH descriptor: [Aminolevulinic Acid] this term only

#32 MeSH descriptor: [Methylene Blue] this term only

#33 MeSH descriptor: [Ultraviolet Therapy] explode all trees

#34 (laser* or light therap* or light treatment* or aminolevulinic acid or blue light* or red light* or intense pulsed light* or

IPL or methyl aminolevulinate or methylene blue gel or microneedl* or micro needl* or photochemical therap* or
photochemical treatment* or photo chemical therap* or photo chemical treatment* or photochemotherap* or
photodynamic therap* photodynamic treatment* or photo dynamic therap* or photo dynamic treatment* or
photolysis or photopneumatic therap* or photopneumatic treatment* or photo pneumatic therap* or photo
pneumatic treatment® or photosensitising agent* or photosensitizing agent* or photo-sensitising agent* or photo-
sensitizing agent* or phototherap* or photo-therap* or photothermal therap* or photothermal treatment* or photo-
thermal therap* or photo-thermal treatment* or radiofrequenc* or radio frequenc* or smoothbeam or sunlight or
ultraviolet):ti,ab

#35 {or #23-#34}

#36 #18 or #22 or #35

#37 #3 and #18

Health Economics search
Date of initial search: 12/12/2018
Date of updated search: 06/05/2020

Database{s): Embase 1980 to 2020 May 05, Ovid MEDLINE(R) and Epub Ahead of Print, In-
Process & Other Non-Indexed Citations and Daily 1946 to May 05, 2020

Multifile database codes: emez = Embase; ppez = MEDLINE(R) and Epub Ahead of Print, In-Process
& Other Non-Indexed Citations and Daily
Searches

exp Acne Vulgaris/ use ppez

exp acne/ use emez

acne.tw.

or/1-3

Economics/

Value of life/

exp "Costs and Cost Analysis"/

exp Economics, Hospital/

exp Economics, Medical/

10  Economics, Nursing/

11 Economics, Pharmaceutical/

12  exp "Fees and Charges"/

13  exp Budgets/

14  (or/5-13) use ppez

15 health economics/

16  exp economic evaluation/

17  exp health care cost/

©oO~NO UL WN -3
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18  exp fee/
19  budget/
20  funding/

21 (or/15-20) use emez

22 budget*.ti,ab.

23  cost*.ti.

24 (economic* or pharmaco?economic®).ti.

25  (price* or pricing*).ti,ab.

26  (cost* adj2 (effective* or utilit* or benefit* or minimi* or unit* or estimat* or variable*)).ab.
27  (financ* or fee or fees).ti,ab.

28  (value adj2 (money or monetary)).ti,ab.

29  or/22-27
30 14 or 21 or 29
31 4 and 30

32  limit 31 to english language
33  limit 32 to yr="2004 -Current"
34  remove duplicates from 33

Date of initial search: 12/12/2018
Date of updated search: 06/05/2020

Databases(s): NIHR Centre for Reviews and Dissemination: Health Technology Assessment
Database (HTA) and the NHS Economic Evaluation Database (NHS EED)
i

1  MeSH DESCRIPTOR Acne Vulgaris EXPLODE ALL TREES

2 (acne) IN NHSEED, HTA FROM 2004 TO 2018
3 #1OR#2

Search for health utility values
Date of initial search: 29/01/2019
Date of updated search: 06/05/2020

Database{s): Embase 1980 to 2020 May 05, Ovid MEDLINE(R) and Epub Ahead of Print, In-
Process & Other Non-Indexed Citations and Daily 1946 to May 05, 2020

Multifile database codes: emez = Embase; ppez = MEDLINE(R) and Epub Ahead of Print, In-Process
& Other Non-Indexed Citations and Daily
#  Searches

1 exp Acne Vulgaris/ use ppez

2 exp acne/ use emez

3 acne.tw.

4 or/1-3

5 Quality-Adjusted Life Years/ use ppez

6 Sickness Impact Profile/

7 quality adjusted life year/ use emez

8 "quality of life index"/ use emez

9 (quality adjusted or quality adjusted life year*).tw.

10  (qaly* or gal or gald* or gqale* or gtime* or qwb* or daly).tw.

11 (illness state* or health state*).tw.

12 (hui or hui2 or hui3).tw.

13 (multiattibute* or multi attribute*).tw.

14 (utilit* adj3 (score*1 or valu* or health* or cost* or measur* or disease* or mean or gain or gains or index*)).tw.
15 utilities.tw.

16  (eg-5d* or eq5d* or eq-5* or eq5* or euroqual* or euro qual* or euroqual 5d* or euro qual 5d* or euro gol* or euroqgol*or

euro quol* or euroquol* or euro quol5d* or euroquol5d* or eur qol* or eurqol* or eur qol5d* or eurqol5d* or eur?qul* or
eur?qulbd* or euro* quality of life or european qol).tw.

17  (euro* adj3 (5 d* or 5d* or 5 dimension* or 5dimension* or 5 domain* or 5domain*)).tw.

18  (sf36 or sf 36 or sf thirty six or sf thirtysix).tw.

19  (time trade off*1 or time tradeoff*1 or tto or timetradeoff*1).tw.

20  Quality of Life/ and ((quality of life or qol) adj (score*1 or measure*1)).tw.

21 Quality of Life/ and ec.fs.

22  Quality of Life/ and (health adj3 status).tw.

23  (quality of life or gol).tw. and Cost-Benefit Analysis/ use ppez

24 (quality of life or gol).tw. and cost benefit analysis/ use emez

25  ((qol or hrgol or quality of life).tw. or *quality of life/) and ((qol or hrqol* or quality of life) adj2 (increas* or decreas™ or
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26

improv* or declin* or reduc* or high* or low* or effect or effects or worse or score or scores or change*1 or impact*1 or
impacted or deteriorat*)).ab.

Cost-Benefit Analysis/ use ppez and cost-effectiveness ratio*.tw. and (cost-effectiveness ratio* and (perspective* or
life expectanc*)).tw.

cost benefit analysis/ use emez and cost-effectiveness ratio*.tw. and (cost-effectiveness ratio* and (perspective* or life
expectanc®)).tw.

*quality of life/ and (quality of life or qol).ti.

quality of life/ and ((quality of life or gol) adj3 (improv* or chang*)).tw.

quality of life/ and health-related quality of life.tw.

Models, Economic/ use ppez

economic model/ use emez

or/5-32

4 and 33

limit 34 to english language

limit 35 to yr="2004 -Current"

remove duplicates from 36
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Appendix C - Clinical evidence study selection

Clinical study selection for review question: What is the effectiveness and
acceptability of interventions for the treatment of mild to moderate acne (side
effects and participant reported improvement)?

One search was conducted for the 9 review questions summarised at the beginning of this
review. This covered a number of different group of people with acne, the data related to
each were analysed separately (see the final row of the flowchart). These were people with
moderate to severe acne (M2S), people with mild to moderate acne (M2M). These groups
were analysed using network meta-analysis (NMA) or pairwise meta-analysis (pairwise).
Other groups that were also covered by this search were people receiving maintenance
treatments or those whose acne failed to respond to previous treatment (refractory acne) and
people with polycystic ovary syndrome (PCOS).

Figure 1: Study selection flow chart

Titles and abstracts
identified, N=5586

Full copies retrieved and Excluded, N=4467
assessed for eligibility, (not relevant population, design, intervention,
N=1119 comparison, outcomes)

Publications included in Publications excluded from review,
review N=218 N=901 (refer to excluded studies
list: appendix K)

I R ! }

M2S M2M M2S M2M PCOS Maintenance Refractory

NMA NMA pairwise pairwise N=4 treatments acne

N= 64 N= N=49 N=62 N=8 N=0
107
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Appendix D

- Evidence tables

Evidence tables for review question: What is the effectiveness and acceptability of interventions for the treatment of mild to
moderate acne (side effects and participant reported improvement)?

Table 4: Evidence table

Study details

Study details

Reference

Adhikary, J. S., V.,Bhandare,
B.,Vivekananda,A
comparative study to
evaluate the efficacy and
safety of topical isotretinoin
and clindamycin versus
adapalene and clindamycin
in the treatment of grade | - Il
acne vulgaris of face. 2014.
International Journal of
Pharmaceutical Sciences
Review and Research

Trial ID

Adhikary 2014
Country

India

Study type

RCT

Source of funding
Not industry funded
Analysis method
Intention to treat or
completers analysis
Completers

Participants

N=200

Characteristics

Sex

mixed

age (meanxSD)

22.78+3.08

Inclusion/exclusion criteria

Used validated acne scale

no

Acne scale

Indian Grading Scale

Inclusion details

Age at least 10 years, grade | to grade |l
acne vulgaris of face on the Indian grading
scale.

Exclusion details

Allergy to any of the studied medication and
photosensitivity; History of drug use for the
treatment of acne within one month; Patients
with endocrinal problems.

Number included

Number randomised: arm 1

100

Number randomised: arm 2
100

Number completed: arm 1
94

Number completed: arm 2

Interventions

Interventions
Treatment duration
(weeks)

12

Treatment duration
category

12 to <26 weeks
Number of arms

2

Split face design

No

Intervention: arm 1
topical Isotretinoin gel
0.05 % once daily at
night and topical
Clindamycin
phosphate 1% lotion in
the morning
Intervention: arm 2
Adapalene 0.1 % gel
once daily at night and
topical Clindamycin
phosphate 1% lotion in
the morning

Coded intervention:
arm 1

ISO-topical + CLIND-
topical

Coded intervention:

Acne vulgaris: evidence reviews for management options for mild to moderate acne —
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Outcomes and results
Results

Skin irritation (n/N): arm

1
56/94

Skin irritation (n/N): arm

2
32/97

82

Comments

Cochrane RoB Tool
v2.0

1. Randomisation
Some concerns;
randomised trial, but
methods not reported

2. Deviation from
intervention
High;open-labeled;
not reported if ITT
analysis was done

3. Missing outcome
data (efficacy)
Some
concerns;between 6
and 3% withdrawals
4. Outcome
measurement
(efficacy)

High;open labeled;
outcomes - lesion
counting and adverse
effects

5. Selective
reporting

Some concerns;there
was a study protocol
that was reviewed and
approved by the
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Study details

Study details

Reference

Akarsu, S. F., E.,Ylcel,
F.,Gul, E.,Gunes, A.
T.Efficacy of the addition of
salicylic acid to clindamycin
and benzoyl peroxide
combination for acne
vulgaris. 2012. Journal of
dermatology

Trial ID
Akarsu 2012

Country

Turkey

Study type

RCT

Source of funding
Unstated

Analysis method
Intention to treat or
completers analysis
completers

Participants
97

N=50

Characteristics

Sex

mixed

age (median)

19

age (min/max)

18/29

Inclusion/exclusion criteria
Used validated acne scale
no

Acne scale

None

Inclusion details

Mild to moderate AV, between the ages of 18
and 35 years, and with between 10-50 IL
and 10—100 NIL above the mandibular line at
baseline.

Exclusion details

Cystic or nodular acne lesions, those who
had used topical anti-acne preparations
within the prior 2 weeks, used systemic
antibiotics for acne within the prior 1 month,
used systemic retinoids within the prior 6
months, or received a facial cosmetic
procedure within the prior 6 months. Also
pregnant or lactating women, patients who
had known allergy or hypersensitivity to any
of the study medication ingredients, or a

Interventions

arm 2

ADAP-topical +
CLIND-topical
Treatment category
Topical retinoids +
other treatment

Interventions
Treatment duration
(weeks)

12

Treatment duration
category

12 to <24 weeks
Number of arms

2

Split face design

No

Intervention: arm 1
SAL 3% + CLIND-
topical 1% + BPO-
topical 5%
Intervention: arm 2
CLIND-topical 1% +
BPO-topical 5%
Coded intervention:
arm 1

SAL topical + CLIND-
topical + BPO-topical
Coded intervention:
arm 2

CLIND-topical + BPO-
topical

Acne vulgaris: evidence reviews for management options for mild to moderate acne —
pairwise comparisons FINAL (June 2021)

Outcomes and results

Results
Participant reported

improvement (n/N): arm 1

24/24
Participant reported

improvement (n/N): arm 2

25/25

83

Comments
Institutional Ethics
Committee at the
Institute, but unclear
whether it was a pre-
registered protocol

6. Overall bias

High

Cochrane RoB Tool
v2.0

1. Randomisation
Some
concerns;methods not
reported

2. Deviation from
intervention

Some concerns;not
clear if participants
and personnel were
blinded; not reported if
ITT analysis was done

3. Missing outcome
data (efficacy)
Low;less than 5% loss
to follow-up or
withdrawals

4. Outcome
measurement
(efficacy)
Low;investigator-
blinded; outcomes -
lesion counting,
adverse effects,
biophysical
measurements,
quality of life

5. Selective
reporting

Some concerns;not
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Study details

Study details

Reference

Alirezai, M. G., B.,Horvath,
A.,Forsea, D.,Briantais,
P.,Guyomar, M.Results of a
randomised, multicentre
study comparing a new
water-based gel of
clindamycin 1% versus
clindamycin 1% topical
solution in the treatment of
acne vulgaris. 2005.
European Journal of
Dermatology

Trial ID

Alirezai 2005

Country

Europe

Study type

RCT

Source of funding
Industry funded
Analysis method
Intention to treat or
completers analysis
ITT

Participants

history of regional enteritis, ulcerative colitis
or antibacterial-associated colitis.

Number included

Number randomised: arm 1

25

Number randomised: arm 2
25

Number completed: arm 1
24

Number completed: arm 2
25

N=592

Characteristics

Sex

mixed

age (meanxSD)

20.5+5.1

age (min/max)

12/35

Inclusion/exclusion criteria
Used validated acne scale
yes

Acne scale

Leeds Revised Grading Scale

Inclusion details

At least age 12, acne vulgaris on face
(severity grade of 2 to 5 on the Leeds revised
scale), and 15-50 inflammatory facial lesions.
Exclusion details

Acne conglobata, acne fulminans, chloracne,
drug enduced acne, pregnant or nursing or
planning for a baby, and men with beards
that may interfere with assessment.

Number included

Number randomised: arm 1

265

Interventions

Interventions
Treatment duration
(weeks)

12

Treatment duration
category

12 to <24 weeks
Number of arms

3

Split face design
No

Intervention: arm 1
CLIND-topical 1% gel
Intervention: arm 2
CLIND-topical 1%
topical solution
Intervention: arm 3
Vehicle gel

Coded intervention:
arm 1

CLIND-topical
Coded intervention:
arm 2

CLIND-topical
Coded intervention:
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pairwise comparisons FINAL (June 2021)

Outcomes and results

Results

Skin irritation (n/N): arm
1

5/265

Skin irritation (n/N): arm
2

5/261

Skin irritation (n/N): arm
3

0/66

84

Comments

reported whether
there was a pre-
registered protocol
6. Overall bias
Some concerns

Cochrane RoB Tool
v2.0

1. Randomisation
Some
concerns;participants
were randomised in a
4:4:1 ratio, but
methods not reported
for allocation
concealment

2. Deviation from
intervention

Some
concerns;participants
aware of treatment
regimen and product
packaging and asked
not to inform the
Investigator in order to
maintain blinding; ITT
analysis was done

3. Missing outcome
data (efficacy)
Some concerns;more
than 5% loss to
follow-up or
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Study details

Method of ITT imputation
LOCF

Study details

Reference

Alora Palli, M. R.-H., C.
M.,Lima, X. T.,Kimball, A.
B.A single-center,
randomized double-blind,
parallel-group study to
examine the safety and
efficacy of 3mg
drospirenone/0.02mg ethinyl
estradiol compared with
placebo in the treatment of
moderate truncal acne
vulgaris. 2013. Journal of
drugs in dermatology

Participants

Number randomised: arm 2
261

Number randomised: arm 3
66

Number completed: arm 1
233

Number completed: arm 2
240

Number completed: arm 3
57

N=30

Characteristics

Sex

female

age (meanxSD)

24+4 .5

age (min/max)

19/40

Inclusion/exclusion criteria
Used validated acne scale
no

Acne scale

None

Inclusion details

Interventions

arm 3
Vehicle

Treatment category
Topical non-retinoids
* other treatment

Interventions
Treatment duration
(weeks)

24

Treatment duration
category

24+ weeks

Number of arms

2

Split face design
No

Intervention: arm 1
EE-oral 0.02 mg +
DROS-oral 3mg od
Intervention: arm 2

Outcomes and results

Results

Neurological side effects
(n/N): arm 1

2/15

Neurological side effects
(n/N): arm 2

0/10

Change in mood (n/N):
arm 1

1/15

Change in mood (n/N):
arm 2
0/10

Breakthrough bleeding
(n/N): arm 1

Comments

withdrawals (10.5%) -
similar between arms
4. Outcome
measurement
(efficacy)
Low;investigator-
blinded; outcomes -
lesion counting,
Global Assessment of
Improvement, adverse
effects

5. Selective
reporting

Some concerns;not
reported whether
there was a pre-
registered protocol

6. Overall bias

Some concerns

Cochrane RoB Tool
v2.0

1. Randomisation
Some
concerns;participants
randomly assigned in
1:1 ratio by Research
Randomiser; methods
not reported for
allocation
concealment

2. Deviation from
intervention
Low;double-blinded
(participants and

Trial ID Female, age 18 to 45 years, who achieved
Alora Palli 2013 spontaneous menarche, desired PLC-oral 115

Country contraception and had a diagnosis of truncal  Coded intervention: ~ Breakthrough bleeding
United States acne of 10 to 50 inflammatory lesions on the  arm 1 (n/N): arm 2

study staff not aware
of treatment
assignment); ITT
analysis appears to
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Study details

Study type

RCT

Source of funding
Industry funded
Analysis method
Intention to treat or
completers analysis
completers

Study details

Reference

Babaeinejad, S. H. F., R.
F.The efficacy, safety, and
tolerability of adapalene
versus benzoyl peroxide in
the treatment of mild acne

vulgaris; a randomized trial.

2013. Journal of Drugs in
Dermatology

Trial ID

Babaeinejad 2013

Participants

back and chest combined with not more than
5 nodules

Exclusion details

Smokers, medical conditions that increased
their risk of developing adverse events from
study medication, patients who had used
topical acne medications (tretinoin, benzoyl
peroxide, or topical antibiotics) within 2
weeks, systemic antibiotics or oral steroids
within 4 weeks, oral contraceptive within 12
weeks, isotretinoin in the past six months,
and phototherapy devices (ClearLight,
Zenozapper, tanning booths or lamps) within
1 week.

Number included

Number randomised: arm 1

16

Number randomised: arm 2

14

Number completed: arm 1
11

Number completed: arm 2
10

N=60

Characteristics

Sex

mixed

age (meantSD)

21.1+£3.64

age (min/max)

18/31

Inclusion/exclusion criteria
Used validated acne scale
no

Acne scale

Interventions Outcomes and results
EE-oral + DROS-oral 0/10

Coded intervention:
arm 2
PLC-oral

Treatment category
Hormonal
contraceptives /
Hormone-modifying

agents

Interventions Results

Treatment duration Skin irritation (n/N): arm
(weeks) 1

8 6/30

Treatment duration Skin irritation (n/N): arm
category 2

6 to <12 weeks 8/30

Number of arms

2

Split face design

No

Intervention: arm 1
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Comments
have been performed

3. Missing outcome
data (efficacy)
High;40% loss to
follow-up or
withdrawals - more in
the active arm; last
observation carried
forward

4. Outcome
measurement
(efficacy)
Low;assessor was
blinded; outcomes -
lesion counting,
Investigator and
Subject Global
Assessment, quality
of life, adverse effects

5. Selective
reporting
Low;registered with
ClinicalTrials.gov

6. Overall bias

High

Cochrane RoB Tool
v2.0

1. Randomisation
Low;randomisation
conducted using
standard computer
randomisation
software; medications
were in identical tubes
and coding not
disclosed until after
data were analysed

2. Deviation from
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Study details

Country

Iran, Islamic Republic of
Study type

RCT

Source of funding

Not industry funded
Analysis method
Intention to treat or
completers analysis
completers

Study details

Reference

Babayeva, L. A., S. Fetil,
E.,Gunes, A. T.Comparison
of tretinoin 0.05% cream and
3% alcohol-based salicylic
acid preparation in the
treatment of acne vulgaris.
2011. Journal of the
European Academy of
Dermatology and
Venereology

Trial ID

Participants
Evaluator's Global Severity Scale (EGSS)

Inclusion details
Mild acne vulgaris (Evaluator Global Severity
Score, EGSS, of 2)

Exclusion details
Severe acne or other dermatologic conditions
requiring

systemic therapy, nursing/pregnant women,
and those who were planning for pregnancy.
No use within the past 2 weeks of topical
antibiotics and corticosteroid, 1 month of oral
antibiotics and corticosteroid, and 6 months
of oral retinoid agent.

Number included

Number randomised: arm 1

30

Number randomised: arm 2
30

Number completed: arm 1
30

Number completed: arm 2
30

N=46

Characteristics

Sex

mixed

age (meantSD)
20.78+2.69

age (min/max)

18/31

Inclusion/exclusion criteria
Used validated acne scale
no

Acne scale

Interventions
BPO 2.5% gel

Intervention: arm 2
ADAP 0.1% gel

Coded intervention:

arm 1
BPO-topical

Coded intervention:

arm 2

ADAP-topical
Treatment category
Topical retinoids *
other treatment

Interventions
Treatment duration
(weeks)

12

Treatment duration
category

12 to <24 weeks
Number of arms

2

Split face design
No

Intervention: arm 1

Acne vulgaris: evidence reviews for management options for mild to moderate acne —
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Outcomes and results

Results

Participant reported
improvement (n/N): arm 1
23/23

Participant reported
improvement (n/N): arm 2
23/23

87

Comments
intervention

Some
concerns;double
blind; not reported if
ITT analysis
performed

3. Missing outcome
data (efficacy)
Low;all participants
completed the study
4. Outcome
measurement
(efficacy)
Low;outcomes - lesion
count, adverse
effects, overall
satisfaction

5. Selective
reporting

Some concerns;not
reported whether
there was a pre-
registered protocol
6. Overall bias
Some concerns

Cochrane RoB Tool
v2.0

1. Randomisation
Some
concerns;randomisati
on using 1:1 ratio (no
other information
provided); unclear
whether allocation
sequence concealed
2. Deviation from
intervention

Some
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Study details
Babayeva 2011
Country

Turkey

Study type

RCT

Source of funding
Not industry funded

Analysis method
Intention to treat or
completers analysis
completers

Study details
Reference

Berger, R. B., A.,Fleischer,

A.,Leyden, J. J.,Lucky,
A.,Pariser, D.,Rafal,
E.,Thiboutot, D.,Wilson,

D.,Grossman, R.,et al.,A
double-blinded, randomized,

vehicle-controlled,

Participants
None

Inclusion details

18 and 35 years of age, with 10-50
inflammatory lesions and 10—100 non-
Inflammatory lesions above the mandibular
line at baseline

Exclusion details

Pregnant or lactating women, patients who
had known sensitivity to any of the study
medication ingredients, those who used
topical anti-acne preparations, medicated
shampoos or cleansers within 2 weeks;
systemic antibiotic treatments for acne within
1 month; or systemic retinoid treatments
within 6 months, prior to start of the study.
Number included

Number randomised: arm 1

23

Number randomised: arm 2

23

Number completed: arm 1
23
Number completed: arm 2
23

N=156
Characteristics

Sex

mixed

age (meanxSD)
18.399999999999999
age (min/max)

12/41

Interventions

SAL 3% + CLIND-
topical 1%
Intervention: arm 2
TRET-topical 0.05% +
CLIND-topical 1%
Coded intervention:
arm 1

SAL topical + CLIND-
topical

Coded intervention:
arm 2

TRET-topical +
CLIND-topical

Interventions
Treatment duration
(weeks)

12

Treatment duration
category

12 to <24 weeks
Number of arms

Outcomes and results

Results

Skin irritation (n/N): arm

1
2/78

Skin irritation (n/N): arm

2
6/78

Light sensitivity (n/N):

Comments
concerns;single-
blinded but not clear
who was blinded; not
reported if ITT
analysis was
performed

3. Missing outcome
data (efficacy)
Low;all participants
completed the study
4. Outcome
measurement
(efficacy)
High;"Evaluations
were performed by an
investigator aware of
the treatment
allocation"

5. Selective
reporting

Some concerns;not
reported whether
there was a pre-
registered protocol,
but all outcomes
mentioned appear to
have findings reported
6. Overall bias

High

Cochrane RoB Tool
v2.0

1. Randomisation
Some
concerns;randomisati
on on a 1:1 ratio using
computer-generated
randomisation
schedule provided by
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Study details

multicenter, parallel-group
study to assess the safety
and efficacy of tretinoin gel
microsphere 0.04% in the

treatment of acne vulgaris in

adults. 2007a. Cutis;
cutaneous medicine for the
practitioner

Trial ID

Berger 2007a
Country

United States

Study type

RCT

Source of funding
Industry funded
Analysis method
Intention to treat or

completers analysis
ITT

Method of ITT imputation
LOCF

Participants

Inclusion/exclusion criteria
Used validated acne scale
no

Acne scale

None

Inclusion details

Ages 12 to 40 years, in good health, with mild
to moderate acne vulgaris defined as 20 to
150 total facial lesions. Of these lesions, 10
to 100 were to be comedones (open and
closed), and 10 to 50 were to be
inflammatory lesions (papules and pustules).
No more than 2 were to be nodules (defined
as deep inflammatory lesions of 1 cm or
greater).

Exclusion details

Pregnant, lactating, or had been using
systemic birth control for <6 months,
erythema not attributed to the acne lesions,
peeling, dryness, burning/stinging, and
itching on the face, excessive facial hair (ie,
beard, sideburns, or mustache) that would
obstruct evaluation; use of photosensitizing,
phototherapy, or selftanning

agents; and the presence of skin cancer or
actinic keratosis on the face. No use of
systemic retinoid treatment for at least 1 year
before the study, and topical retinoids,
systemic antibiotics, nicotinamide, or
systemic steroids for at least 1 month. Other
topical medications applied to the face
(including corticosteroids, antimicrobials,
salicylic acid, and benzoyl peroxide) were to

be discontinued at least 2 weeks before study

initiation.
Number included

Interventions

2

Split face design
No

Intervention: arm 1
TRET-topical 0.04%
Intervention: arm 2
TRET-topical 0.1%

Coded intervention:

arm 1
TRET-topical

Coded intervention:

arm 2

TRET-topical
Treatment category
Topical retinoids +
other treatment

Outcomes and results
arm 1

3/78

Light sensitivity (n/N):
arm 2

1/78

Participant reported
improvement (n/N): arm 1
67/78

Participant reported

improvement (n/N): arm 2
67/78

Comments

thte manufacturer,
prepared using a pre-
specified block size;
methods not reported
for allocation
concealment

2. Deviation from
intervention
Low;double-blinded;
ITT analysis was done

3. Missing outcome
data (efficacy)
Some concerns;more
than 5% loss to
follow-up or
withdrawals -
balanced between
arms

4. Outcome
measurement
(efficacy)
Low;investigator was
blinded

5. Selective
reporting

Some concerns;"study
protocol approved by
an independent
review board and
conducted in
accordance with the
Declearation of
Helsinki and the good
clinical practice
guidelines", but no
further details
provided

6. Overall bias

Acne vulgaris: evidence reviews for management options for mild to moderate acne —
pairwise comparisons FINAL (June 2021)
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Study details

Study details

Reference

Berger, R. R., R.,Barba,
A.,Wilson, D.,Stewart,
D.,Grossman, R.,Nighland,
M.,Weiss, J.Tretinoin gel
microspheres 0.04% versus
0.1% in adolescents and
adults with mild to moderate
acne vulgaris: a 12-week,
multicenter, randomized,
double-blind, parallel-group,
phase IV trial. 2007b. Clinical
therapeutics

Trial ID

Berger 2007b

Country

United States

Study type

RCT

Source of funding
Industry funded
Analysis method
Intention to treat or
completers analysis
ITT

Method of ITT imputation
LOCF

Participants

Number randomised: arm 1
78

Number randomised: arm 2
78

Number completed: arm 1

73

Number completed: arm 2

72

N=178

Characteristics

Sex

mixed

age (min/max)

19/45

age (other information)

mean age in TRET group 26.7 yrs; Vehicle
group 29.0 yrs

Inclusion/exclusion criteria

Used validated acne scale

no

Acne scale

None

Inclusion details

19 and 45 years of age with mild to moderate
acne vulgaris - between 15 and 80 total facial
lesions that consisted of 10 to 40
inflammatory lesions and no more than 2
nodules.

Exclusion details

Number included

Number randomised: arm 1
88

Number randomised: arm 2
90

Number completed: arm 1

Interventions

Interventions
Treatment duration
(weeks)

12

Treatment duration
category

12 to <24 weeks
Number of arms

2

Split face design
No

Intervention: arm 1
TRET-topical 0.04%
Intervention: arm 2
Vehicle gel

Coded intervention:

arm 1
TRET-topical

Coded intervention:

arm 2

Vehicle

Treatment category
Topical retinoids *
other treatment

Acne vulgaris: evidence reviews for management options for mild to moderate acne —
pairwise comparisons FINAL (June 2021)

Outcomes and results

Results

Participant reported
improvement (n/N): arm 1
23/88

Participant reported
improvement (n/N): arm 2
13/90

90

Comments
Some concerns

Cochrane RoB Tool
v2.0

1. Randomisation
Some
concerns;methods not
reported

2. Deviation from
intervention
Low;double-blinded;
ITT analysis was done
3. Missing outcome
data (efficacy)
High;more than 20%
discontinued; "most"
were lost to follow up
and 4 participants in
the tretinoin treatment
group discontinued for
adverse events

4. Outcome
measurement
(efficacy)

Some
concerns;blinding not
reported

5. Selective
reporting

Some concerns;study
protocol was reviewed
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Study details

Study details

Reference

Bleeker, J.Tolerance and
efficacy of erythromycin
stearate tablets versus
enteric-coated erythromycin
base capsules in the
treatment of patients with
acne vulgaris. 1983. Journal
of International Medical
Research

Trial ID
Bleeker 1983

Country

Sweden

Study type

RCT

Source of funding
Unstated

Analysis method
Intention to treat or
completers analysis
completers

Participants
68

Number completed: arm 2
68

N=40

Characteristics

Sex

mixed

age (other information)
Mean age 20.6 in erythromycin stearate
group, 19.7 in the other
Inclusion/exclusion criteria
Used validated acne scale
no

Acne scale

None

Inclusion details

Mild to moderate papulopustular acne
Exclusion details

Acne conglobata, comedonal ace,

hypersensitivity to erythromycin, antibiotic

treatment in the past month
Number included

Number randomised: arm 1
20

Number randomised: arm 2
20

Number completed: arm 1
18

Number completed: arm 2
16

Interventions

Interventions
Treatment duration
(weeks)

2

Treatment duration
category

0 to <6 weeks
Number of arms

2

Split face design
No

Intervention: arm 1
Erythromycin stearate
capsules 500mg b.d.
Intervention: arm 2
Erythromycin base
capsules 500mg b.d.
Coded intervention:
arm 1

ERYTH-oral

Coded intervention:
arm 2

ERYTH-oral
Treatment category
Oral antibiotics

Acne vulgaris: evidence reviews for management options for mild to moderate acne —
pairwise comparisons FINAL (June 2021)

Outcomes and results

Results

Gl side effects (n/N): arm
1

3/18

Gl side effects (n/N): arm
2

4/16

91

Comments

by appropriate
institutional review
boards at each study
site, but no further
details provided

6. Overall bias

High

Cochrane RoB Tool
v2.0

1. Randomisation
Some
concerns;methods not
reported

2. Deviation from
intervention

Some concerns;not
reported if participants
were blinded; no ITT
analysis was done

3. Missing outcome
data (efficacy)
High;more than 5%
discontinued due to
side effects (20%
enteric-coated
erythromycin base
capsules vs 10%
erythromycin stearate
tablets)

4. Outcome
measurement
(efficacy)
Low;investigator-
blinded

5. Selective
reporting

Some concerns;not
reported whether
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Study details

Study details

Reference

Boultli, F. Z., M.,Koussidou,
T.,loannides, D.,Mourellou,
O.Comparison of
chloroxylenol 0.5% plus
salicylic acid 2% cream and
benzoyl peroxide 5% gel in
the treatment of acne
vulgaris: a randomized
double-blind study. 2003.
Drugs under experimental
and clinical research

Trial ID

Boutli 2003

Country

Greece

Study type

RCT

Source of funding
Unstated

Analysis method
Intention to treat or
completers analysis
completers

Participants

N=37

Characteristics

Sex

mixed

age (min/max)

13/25

age (other information)
mean age 21.4 in BP group & 20.8 in other
group (SDs not reported)
Inclusion/exclusion criteria
Used validated acne scale
no

Acne scale

Pillsbury

Inclusion details

Age 13-25, moderate acne (grade 11,
Pilsbury and Kligman), 20-50 comedones and
20-40 papulopustules

Exclusion details

Pregnant or nursing women, other systemic
diseases, nodulocystic acne, taking oral
contraceptives, taking systemic antibiotics, or
any topical treatment for other reasons during
the study

Number included

Number randomised: arm 1

19

Number randomised: arm 2
18

Number completed: arm 1
18

Number completed: arm 2

Interventions

Interventions
Treatment duration
(weeks)

12

Treatment duration
category

12 to <24 weeks
Number of arms

2

Split face design
No

Intervention: arm 1
Topical benzoil
peroxide 5% gel
Intervention: arm 2
Topical Nisal cream
(chloroxylenol 0.5% +
salicylic acid 2%)
Coded intervention:
arm 1

BPO-topical

Coded intervention:
arm 2

NISAL topical
Treatment category
Topical non-retinoids
+ other treatment

Acne vulgaris: evidence reviews for management options for mild to moderate acne —
pairwise comparisons FINAL (June 2021)

Outcomes and results

Results

Skin irritation (n/N): arm
1

14/18

Skin irritation (n/N): arm
2

2/16

Light sensitivity (n/N):
arm 1

NA

Light sensitivity (n/N):
arm 2

0/16

92

Comments

there was a pre-
registered protocol

6. Overall bias

High

Cochrane RoB Tool
v2.0

1. Randomisation
Some
concerns;randomised
trial, but methods not
reported

2. Deviation from
intervention

Some
concerns;double-
blinded but not clear
who was blinded; No
ITT analysis was done

3. Missing outcome
data (efficacy)
High;more than 5%
discontinued or lost to
follow-up (8.1%);
5.3% in group 1 and
11.1% in group 2

4. Outcome
measurement
(efficacy)

Some
concerns;blinding not
reported

5. Selective
reporting

Some concerns;not
reported whether
there was a pre-
registered protocol
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Study details

Study details

Reference

Carey, W.B., J. C.A
Canadian multicentre study
to compare fusidic acid lotion
and erythromycin solution in
the treatment of acne
vulgaris of the face. 1996.
European journal of clinical
research

Trial ID

Carey 1996

Country

Canada

Study type

RCT

Source of funding

Not industry funded
Analysis method
Intention to treat or
completers analysis

ITT

Method of ITT imputation
na

Participants
16

N=499

Characteristics

Sex

mixed

age (meanxSD)

18.2+3.5

age (min/max)

11/25

Inclusion/exclusion criteria
Used validated acne scale
no

Acne scale

None

Inclusion details

Under 25 years, 15 - 75 inflammed lesions on
the face

Exclusion details

Any established or suspected dermatalogical
disease or who had used topical treatments
within the past week. Women of childbearing
age not considered to be using adequate
contraception. Received ultraviolet radiation
treatment within the past 4 weeks, systemic
anti-infectives or corticosteroids o and
hormones (except contraception) within the
previous 4 weeks, or acne treament with
retinoid within the past 12 months.

Number included

Number randomised: arm 1

249

Number randomised: arm 2
250

Number completed: arm 1
195

Number completed: arm 2

Interventions

Interventions
Treatment duration
(weeks)

12

Treatment duration
category

12 to <24 weeks
Number of arms

2

Split face design

No

Intervention: arm 1
Topical fucidic acid 2%

Intervention: arm 2
Topical erythromycin
2%

Coded intervention:
arm 1

FCA-topical

Coded intervention:
arm 2
ERYTH-topical
Treatment category
Topical non-retinoids
* other treatment

Acne vulgaris: evidence reviews for management options for mild to moderate acne —
pairwise comparisons FINAL (June 2021)

Outcomes and results

Results

Skin irritation (n/N): arm
1

9/245

Skin irritation (n/N): arm
2

71246

Participant reported
improvement (n/N): arm 1
210/242

Participant reported
improvement (n/N): arm 2
211/243

93

Comments

6. Overall bias

High

Cochrane RoB Tool
v2.0

1. Randomisation
Some
concerns;computer-
generated
randomisation
schedule used;
methods not reported
for allocation
concealment

2. Deviation from
intervention
High;open-labeled;
ITT analysis was done
3. Missing outcome
data (efficacy)
High;more than 15%
loss to follow-up or
withdrawals (21.7%
receiving fusidic acid
lotion and 15.6%
receiving
erythromycin)

4. Outcome
measurement
(efficacy)
Low;evaluator-blinded
5. Selective
reporting

Some concerns;not
reported whether
there was a pre-
registered protocol

6. Overall bias
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Study details

Study details

Reference

Chalker, D. K. L., J. L.,Smith,
J. G.,Klauda, H. C.,Pochi, P.
E.,Jacoby, W. S.,Yonkosky,

D. M.,Voorhees, J. J.,Ellis, C.

N.,Matsuda-John, S.Efficacy
of topical isotretinoin 0.05%
gel in acne vulgaris: results
of a multicenter, double-blind
investigation. 1987. Journal
of the American Academy of
Dermatology

Trial ID
Chalker 1987

Country

United States

Study type

RCT

Source of funding
Unstated

Analysis method
Intention to treat or
completers analysis
completers

Participants

211

N=313

Characteristics

Sex

mixed

age (min/max)

13/33

age (other information)

Mean age in completers: ISO 19.3 yrs;
Vechilce 19.8 yrs. In withdrawals: ISO 21.0
Vehicle 21.6

Inclusion/exclusion criteria

Used validated acne scale

no

Acne scale
None

Inclusion details

Acne vulgaris with a minimum of 12
inflammatory lesions and 12 noninflammatory
lesions and a maximum of 3 facial
nodulocystic lesions, aged 13-30.

Exclusion details

Pregnancy or lactation, female patients not
using effective form of contraceptive for a
period of 3 months before the study,
throughout the study period, and for 1 month
after stopping use of the study medication
Number included

Number randomised: arm 1

156

Number randomised: arm 2
157

Number completed: arm 1
130

Number completed: arm 2
138

Interventions

Interventions
Treatment duration
(weeks)

14

Treatment duration
category

12 to <24 weeks
Number of arms

2

Split face design

No

Intervention: arm 1
Topical ISO 0.05% gel
b.d.

Intervention: arm 2
Vehicle b.d.

Coded intervention:
arm 1

ISO-topical

Coded intervention:
arm 2

Vehicle

Treatment category
Topical retinoids *
other treatment

Acne vulgaris: evidence reviews for management options for mild to moderate acne —
pairwise comparisons FINAL (June 2021)

Outcomes and results

Results

Skin irritation (n/N): arm
1

99/130

Skin irritation (n/N): arm
2

86/138

94

Comments

High

Cochrane RoB Tool
v2.0

1. Randomisation
Some
concerns;randomised
trial, but methods not
reported

2. Deviation from
intervention

Some
concerns;double-
blinded but not clear
who was blinded; not
reported if ITT
analysis was done

3. Missing outcome
data (efficacy)
High;more than 10%
withdrew (16.7% in
intervention group and
12.1% in vehicle
group) - most not
related to the study
medication

4. Outcome
measurement
(efficacy)

Some concerns;not
clear if blinded

5. Selective
reporting

Some concerns;not
reported whether
there was a pre-
registered protocol
6. Overall bias
High
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Study details

Study details

Reference

Charakida, A. C., M.,Chu, A.
C.Double-blind, randomized,
placebo-controlled study of a
lotion containing triethyl
citrate and ethyl linoleate in
the treatment of acne
vulgaris. 2007. British
Journal of Dermatology
Trial ID

Charakida 2007

Country

United Kingdom

Study type

RCT

Source of funding

Not industry funded
Analysis method

Intention to treat or
completers analysis

ITT

Method of ITT imputation
na

Participants

N=40

Characteristics

Sex

mixed

age (other information)

median (IQR) age: 24 (20-30.75) in active
group, 27.5 (18.25 - 33) in vehicle group
Inclusion/exclusion criteria

Used validated acne scale

yes

Acne scale

Leeds Revised Grading Scale

Inclusion details

Patients aged between 16 and 45 years with
mild to moderate facial inflammatory acne
defined as the presence of at least 10 acne
papules or pustules between the brow and
jaw line and an acne severity score of
between 2 and 7 on the Leeds revised acne
grading system.

Exclusion details

Severe acne, rosacea, preghancy,
breastfeeding, known allergy to constituents
of the lotions, use of medication for acne or
use of antibiotics for other medical conditions
Number included

Number randomised: arm 1

20

Number randomised: arm 2

20

Number completed: arm 1

17

Number completed: arm 2
16

Interventions

Interventions
Treatment duration
(weeks)

12

Treatment duration
category

12 to <24 weeks
Number of arms

2

Split face design
No

Intervention: arm 1
ACNICARE (triethyl
citrate + ethyl
linoleate) topical b.d.
Intervention: arm 2
Vehicle topical b.d.

Coded intervention:

arm 1
ACNICARE

Coded intervention:

arm 2
Vehicle
Treatment category

Topical non-retinoids
+ other treatment

Outcomes and results

Results

Skin irritation (n/N): arm
1

117

Skin irritation (n/N): arm
2

0/16

Comments

Cochrane RoB Tool
v2.0

1. Randomisation
Some
concerns;randomisati
on using computer-
generated sequence;
no other methods
reported

2. Deviation from
intervention
Low;double-blinded (2
lotions provided in
identical bottles to
ensure anonymity for
both investigator and
participant); ITT
analysis was done

3. Missing outcome
data (efficacy)
High;more than 15%
withdrew (15%
intervention; 20%
vehicle); participants
withdrew from vehicle
because of
dissatisfaction with
clinical response

4. Outcome
measurement
(efficacy)
Low;investigator-
blinded; outcomes
measured at 4, 8 and
12 weeks but only
results at 4 and 12
weeks appear to have
been reported.

Acne vulgaris: evidence reviews for management options for mild to moderate acne —
pairwise comparisons FINAL (June 2021)
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Study details

Study details

Reference

Cunliffe, W. J. H., K. T.,Bojar,
R.,Levy, S. F.A randomized,
double-blind comparison of a
clindamycin
phosphate/benzoyl peroxide
gel formulation and a
matching clindamycin gel
with respect to microbiologic
activity and clinical efficacy in
the topical treatment of acne
vulgaris. 2002. Clinical
Therapeutics

Trial ID
Cunliffe 2002b

Country
United Kingdom

Study type
RCT

Source of funding
Industry funded

Analysis method

Participants

N=79

Characteristics

Sex

mixed

age (meanxSD)

18.2+1.7

Inclusion/exclusion criteria

Used validated acne scale

no

Acne scale

None

Inclusion details

Acne vulgaris, aged 13 to 30. Baseline or
screening P acnes counts on facial skin
(cheek or forehead) had to be at least 104
colony-forming units (CFUs) per square
centimeter, of which no more than 104
CFU/cm 2 could be erythromycin or
clindamycin resistant. Eligible patients also
had to have 15 to 100 inflammatory lesions,
15 to 100 comedones, and <2 nodules/cysts
on the face. Sexually active female patients
were required to use contraception for 28

Interventions

Interventions
Treatment duration
(weeks)

16

Treatment duration
category

12 to <24 weeks
Number of arms

2

Split face design
No

Intervention: arm 1

topical clindamycin 1%

/ BPO 5% gel b.d.
Intervention: arm 2

topical clindamycin 1%
Coded intervention:

arm 1

BPO-topical + CLIND-

topical

Coded intervention:

arm 2
CLIND-topical

Acne vulgaris: evidence reviews for management options for mild to moderate acne —
pairwise comparisons FINAL (June 2021)

Outcomes and results

Results

Skin irritation (n/N): arm
1

11/40

Skin irritation (n/N): arm
2

2/39

96

Comments
However, study
endpoints appear to
be change from
baseline to after 12
weeks

5. Selective
reporting

Some concerns;study
protocol mention, but
not clear whether this
was a pre-registered
protocol

6. Overall bias

High

Cochrane RoB Tool
v2.0

1. Randomisation
Some
concerns;participants
ranked in descending
order in accordance
with their total lesion
counts at baseline
and assigned to
treatments
alternatively;
treatment
assignments
performed by
statistician not
involved in the data
collection,
management or
analysis and
medication dispensed
by a pharmacist not
an evaluator

2. Deviation from
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Study details
Intention to treat or

completers analysis
ITT

Method of ITT imputation

LOCF

Study details
Reference

Dayal, S. A., A.,Sahu,
P.,Jain, V. K.Jessner's

solution vs. 30% salicylic

Participants
days

before the start and for the duration of the
study.

Exclusion details

Excluded if they had used oral antibiotics,
topical antibiotics, or systemic hormones,
including tablets containing cyproterone
acetate 2 mg plus ethinylestradiol 35 pg,
within 12 weeks before the start of the study.
They were not to have used topical steroids
on the face for 2 weeks, topical retinoids for 4
weeks, or oral retinoids for 6 months before
entry. Patients with beards and sideburns, or
with systemic or dermatologic diseases that
may have afaffected their acne conditions or
treatment assessments, and patients whose
activities involved prolonged exposure to
sunlight were excluded from the study.
Pregnant or breast-feeding women and
patients with known sensitivity to any
ingredients in the study medications also
were excluded.

Number included

Number randomised: arm 1

40

Number randomised: arm 2

39

Number completed: arm 1
30

Number completed: arm 2
32

N=40

Characteristics

Sex

mixed

Interventions

Treatment category
Topical non-retinoids
* other treatment

Interventions
Treatment duration
(weeks)

12

Acne vulgaris: evidence reviews for management options for mild to moderate acne —
pairwise comparisons FINAL (June 2021)

Outcomes and results

Results

Skin redness (n/N): arm 1

4/20

Skin redness (n/N): arm 2

97

Comments

intervention
Low;double-blinded;
ITT analysis was done

3. Missing outcome
data (efficacy)
High;more than 5%
withdrawals (15%
combination gel; 7.7%
clindamycin
monotherapy)
resulting from loss to
follow-up

4. Outcome
measurement
(efficacy)
Low;evaluator blinded
5. Selective
reporting

Some concerns;not
reported whether
there was a pre-
registered protocol
6. Overall bias

High

Cochrane RoB Tool
v2.0

1. Randomisation
Some
concerns;randomisati
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Study details

acid peels: a comparative
study of the efficacy and
safety in mild-to-moderate
acne vulgaris. 2017. Journal
of cosmetic dermatology

Trial ID

Dayal 2017

Country

India

Study type

RCT

Source of funding
Unstated

Analysis method
Intention to treat or
completers analysis
completers

Study details

Participants

age (meanxSD)

17.3+2.03

Inclusion/exclusion criteria

Used validated acne scale

no

Acne scale

Indian Grading Scale

Inclusion details

Mild-to-moderate (grade | and grade Il) facial
acne vulgaris, graded using a system taking
into account the predominant lesions present:
Grade 1 (mild): comedones, occasional
papules. Grade 2 (moderate): papules,
comedones, few pustules. Grade 3 (severe):
predominant pustules, nodules, abscesses.
Grade 4 (cystic): mainly cysts, abscesses,
widespread scarring.

Exclusion details

Patients with severe acne vulgaris (patients
with abscesses and nodulo-cystic lesions),
who were on any anti-acne therapy since last
4 weeks, pregnancy and lactation, history of
hypersensitivity to formulations used, history
of keloid formation, photosensitivity, active
dermatoses such as facial warts or herpes
simplex infection, and patients with unrealistic
expectations.

Number included

Number randomised: arm 1

20

Number randomised: arm 2

20

Number completed: arm 1

20

Number completed: arm 2
20

N=50

Interventions

Treatment duration
category

12 to <24 weeks
Treatment intensity
6 sessions (once every
2 weeks for 12 weeks)
Number of arms

2

Split face design
No

Intervention: arm 1
salicylic acid 30%
Intervention: arm 2
Jessner's peel
Coded intervention:
arm 1

SAL peel

Coded intervention:
arm 2

JES peel

Treatment category
Chemical peels

Interventions

Acne vulgaris: evidence reviews for management options for mild to moderate acne —
pairwise comparisons FINAL (June 2021)

Outcomes and results
6/20

Pigment changes (n/N):

arm 1
1/20

Pigment changes (n/N):

arm 2
3/20

Results

98

Comments

on using
computerised
randomisation, no
other methods
reported

2. Deviation from
intervention

Some concerns;not
reported if participants
or personnel were
blinded; not reported if
ITT analysis was done
3. Missing outcome
data (efficacy)

Some concerns;not
reported iffhow many
particiants
discontinued

4. Outcome
measurement
(efficacy)
Low;evaluator blinded
5. Selective
reporting

Some concerns;not
reported whether
there was a pre-
registered protocol

6. Overall bias

Some concerns

Cochrane RoB Tool
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Study details

Reference

Dayal, S., Kalra, K. D., Sahu,
P.Comparative study of
efficacy and safety of 45%
mandelic acid versus 30%
salicylic acid peels in mild-to-
moderate acne vulgaris.
2020. Journal of Cosmetic
DermatologyJ

Trial ID

Dayal 2020

Country

India

Study type

RCT

Source of funding

Not reported

Analysis method
Intention to treat or
completers analysis
Completers

Study details
Reference
Dubey, A., Amane,

Participants

Characteristics

Sex

mixed

age (meantSD)

19.5+2.30

Inclusion/exclusion criteria

Used validated acne scale

no

Acne scale

Vaishampayan scale

Inclusion details

Mild-to-moderate (grade | and grade Il) facial
acne vulgaris on the Vaishampayan grading
system.

Exclusion details

Patients with infiltrates, abscesses, and
nodulocystic lesions, taking any oral or
topical treatment for acne for the past 4
weeks, preghant and nursing women, history
of hypersensitivity to study medication
used,patients having keloidal tendency,
history of photosensitivity, active or recurrent
herpes simplex infection, facial warts or
molluscum contagiosum, active dermatosis,
and those having impractical expectations.
Number included

Number randomised: arm 1

25

Number randomised: arm 2
25

Number completed: arm 1
25

Number completed: arm 2
25

N=100
Characteristics
Sex

Interventions
Treatment duration
(weeks)

12

Treatment duration
category

12 to <26 weeks
Treatment intensity
Total 6 sessions

Number of arms
2

Split face design
No

Intervention: arm 1
30% salicylic acid peel
Intervention: arm 2
45% mandelic acid
peel

Coded intervention:
arm 1

SAL peel

Coded intervention:
arm 2

MAND peel

Treatment category
Chemical peels

Interventions
Treatment duration
(weeks)

Acne vulgaris: evidence reviews for management options for mild to moderate acne —
pairwise comparisons FINAL (June 2021)

Outcomes and results

Skin redness (n/N): arm 1

9/25

Skin redness (n/N): arm 2

2/25

Pigment changes (n/N):

arm 1
3/25

Pigment changes (n/N):

arm 2
0/25

Results

Skin irritation (n/N): arm

1

99

Comments

v2.0

1. Randomisation
Some
concerns;insufficient
information on
methods

2. Deviation from
intervention

Some concerns;not
reported if participants
were blinded

3. Missing outcome
data (efficacy)
Low;it appears that all
participants
completed the study
4. Outcome
measurement
(efficacy)
Low;dermatologist
was blinded

5. Selective
reporting

Some concerns;Not
reported whether
there was a pre-
registered protocol
6. Overall bias
Some concerns

Cochrane RoB Tool
v2.0
1. Randomisation
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Study details
H.Comparison of efficacy
and safety of adapalene and
benzoyl peroxide-
clindamycin combination in
the topical treatment of acne
vulgaris. 2016. International
journal of basic & clinical
pharmacology

Trial ID

Dubey 2016

Country

India

Study type

RCT

Source of funding

No funding sources
Analysis method
Intention to treat or
completers analysis
Completers

Participants

mixed

age (min/max)

12/30

age (other information)

Age (In years) = Number of patients (n = 93)
12-15=6

16-19 = 30
20-23 = 30
24-27 =15
28-31=12

Inclusion/exclusion criteria
Used validated acne scale
no

Acne scale

Indian Grading Scale

Inclusion details

Male and non-pregnant participants aged
between 12 and 30 years.Participants with
mild to moderate acne vulgaris; based on
simple acne grading scale (grade 1 to grade
4).Participants with only comedones as
noninflammatory lesions, and papules and
pustules as inflammatory lesions were
included in the study (mild to moderate acne
vulgaris- grades 1 and 2).

Exclusion details

Presence of severe inflammatory lesions of

acne like nodulo-cystic lesions (grades 3 and

4).Use of any other drug for the treatment of
acne vulgaris within 1 month

Number included

Number randomised: arm 1

50

Number randomised: arm 2

50

Number completed: arm 1

47

Interventions

12

Treatment duration
category

12 to <26 weeks
Number of arms

2

Split face design

No

Intervention: arm 1
adapalene (0.1%) o.d.
Intervention: arm 2
benzoyl peroxide
(2.5%) clindamycin
(1%)

combination o.d.
Coded intervention:
arm 1

ADAP-topical

Coded intervention:
arm 2

BPO-topical + CLIND-
topical

Treatment category
Topical retinoids *
other treatment

Acne vulgaris: evidence reviews for management options for mild to moderate acne —
pairwise comparisons FINAL (June 2021)

Outcomes and results
1/47

Skin irritation (n/N): arm

2
1/46

100

Comments

Some
concerns;methods not
reported

2. Deviation from
intervention
High;open-label; not
reported if ITT
analysis was done

3. Missing outcome
data (efficacy)
High;more than 5%
discontinued in both
arms

4. Outcome
measurement
(efficacy)
High;open-label

5. Selective
reporting

Some concerns;Not
reported whether
there was a pre-
registered protocol
6. Overall bias
High
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Study details

Study details

Reference

Eichenfield, L. F. L.,
T.,Frankel, E. H.,Jones, T.
M.,Chang-Lin, J. E.,Berk, D.
R.,Ruan, S.,Kaoukhov,

A .Efficacy and safety of
once-daily dapsone gel,
7.5% for treatment of
adolescents and adults with
acne vulgaris: Second of two
identically designed, large,
multicenter, randomized,
vehicle-controlled trials.
2016. Journal of Drugs in
Dermatology

Trial ID

Eichenfield 2016

Country

North America

Study type

RCT

Source of funding
Industry funded

Analysis method
Intention to treat or
completers analysis

ITT

Method of ITT imputation
na

Participants

Number completed: arm 2
46

N=2238

Characteristics

Sex

mixed

age (meanxSD)

20.457.77

age (median)

18

age (min/max)

12/61

Inclusion/exclusion criteria
Used validated acne scale
no

Acne scale

Global Acne Assessment Score (GAAS)

Inclusion details

At least 12 years of age, with a diagnosis of
acne, with 20-50 facial inflammatory lesions
(papules and pustules) and 30-100 facial
noninflammatory lesions (open and closed
comedones), and with an acne grade of 3
(indicating moderate severity) on the Global
Acne Assessment Score (GAAS) at
screening and at baseline.

Exclusion details

A diagnosis of severe cystic acne, acne
conglobata, acne fulminans, or secondary
acne; any nodule or cyst above the
mandibular line; use of systemic therapy,
including anti-inflammatory drugs within 2
weeks of screening, antibiotics within 4
weeks of screening, and isotretinoin or anti-
androgens within the previous 6 months;
existence of skin abnormalities other than
acne, excessive hair, or other physical

Interventions Outcomes and results

Interventions Results

Treatment duration Skin irritation (n/N): arm
(weeks) 1

12 19/1117

Treatment duration Skin irritation (n/N): arm
category 2

12 to <24 weeks 11/1118

Number of arms
2

Split face design

No

Intervention: arm 1
Topical dapsone 7.5%
gel o.d.

Intervention: arm 2
Topical vehicle o.d.

Coded intervention:
arm 1

DAPS-topical

Coded intervention:
arm 2

Vehicle

Treatment category
Topical non-retinoids
+ other treatment

Acne vulgaris: evidence reviews for management options for mild to moderate acne —
pairwise comparisons FINAL (June 2021)

101

Comments

Cochrane RoB Tool
v2.0

1. Randomisation
Low;randomisation in
a 1:1 ratio and
stratified by sex; an
interactive voice or
web response system
was used by study
staff to obtain
participant numbers
and corresponding
medication kit
numbers

2. Deviation from
intervention

Some
concerns;double-
blinded but not clear
who was blinded; ITT
analysis was done

3. Missing outcome
data (efficacy)
Some concerns;more
than 5% discontinued
in both arms (8.2%
dapsone gel; 8.3%
vehicle) - similar
between arms (most
lost to follow-up)

4. Outcome
measurement
(efficacy)

Some concerns;not
clear who was blinded

5. Selective
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Study details

Study details

Reference

Gollnick, H. P. D., Z.,Glenn,
M. J.,Rosoph, L. A.,Kaszuba,
A.,Cornelison, R.,Gore,
B.,Liu, Y.,Graeber,
M.Adapalene-benzoyl
peroxide, a unique fixed-
dose combination topical gel
for the treatment of acne
vulgaris: a transatlantic,
randomized, double-blind,
controlled study in 1670
patients. 2009. British journal

Participants Interventions
characteristics in or around the test sites that
could confound study results; other clinically
significant findings or conditions that could, in
the investigator’s opinion, confound the study
or interfere with study participation; topical
procedures, such as use of phototherapy or
energy-based devices, or cosmetic
procedures within 1 week of screening, or
use of topical acne treatments, including anti-
inflammatory drugs, salicylic acid,
corticosteroids, and retinoids, within 2 weeks
of screening; and use of oral contraceptives
solely for the control of acne or plans to use
any systemic therapy that could potentially
affect acne during the study.

Number included
Number randomised: arm 1
1118
Number randomised: arm 2
1120
Number completed: arm 1
1026
Number completed: arm 2
1027
N=1670 Interventions
Characteristics Treatment duration
Sex (weeks)
mixed 12
age (meanzSD) Treatment duration
19 category
age (min/max) 12 to <24 weeks
12/55 Number of arms
4

Inclusion/exclusion criteria

Used validated acne scale
no No

Acne scale

Acne vulgaris: evidence reviews for management options for mild to moderate acne —
pairwise comparisons FINAL (June 2021)

Split face design

Intervention: arm 1
Investigator's Global Assessment scale (IGA) Adapalene 0.1%-BPO

Outcomes and results

Results

Skin irritation (n/N): arm

1
70/332

Skin irritation (n/N): arm

2
47/331

Skin irritation (n/N): arm

3
29/350

Skin irritation (n/N): arm

4
18/341

102

Comments
reporting
Low;registration trial
registered with US
and Canada
clinicaltrials.gov and
protocol approved by
an institutional review
board or independent
ethics committee prior
to study initiation

6. Overall bias
Some concerns

Cochrane RoB Tool
v2.0

1. Randomisation
Some
concerns;participants
randomised in a
1:1:1:1 ratio, but no
other information
provided on methods
2. Deviation from
intervention
Low;double-blinded
(blinding ensured
through providing
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Study details

of dermatology

Trial ID

Gollnick 2009
Country

North America/Europe
Study type

RCT

Source of funding
Industry funded
Analysis method
Intention to treat or
completers analysis
ITT

Method of ITT imputation
LOCF

Study details

Participants
Inclusion details

12 years of age or older with acne vulgaris,
having on the face 20-50 inflammatory

lesions, 30—100 noninflammatory lesions and

an Investigator's Global Assessment (IGA)
score of 3, corresponding to moderate acne.

Exclusion details

No more than one active nodule at baseline.
Severe acne requiring isotretinoin therapy or
other dermatological conditions requiring
interfering treatment. Women were excluded
if they were pregnant, nursing or planning a
pregnancy, as were men with facial hair that
would interfere with the assessments.

Number included
Number randomised:
419

Number randomised:
418
Number randomised:
415
Number randomised:
418

arm 1

arm 2

arm 3

arm 4

Number completed: arm 1

366

Number completed: arm 2

369

Number completed: arm 3

363

Number completed: arm 4

361

N=168

Interventions

2.5% fixed
combination topical gel
o.d.

Intervention: arm 2
Adapalene 0.1%
topical gel o.d.
Intervention: arm 3
BPO 2.5% topical gel
o.d.

Intervention: arm 4
Vehicle topical o.d.
Coded intervention:
arm 1

ADAP-topical + BPO-
topical

Coded intervention:
arm 2

ADAP-topical

Coded intervention:
arm 3

BPO-topical

Coded intervention:
arm 4

Vehicle

Treatment category
Topical retinoids *
other treatment

Interventions

Acne vulgaris: evidence reviews for management options for mild to moderate acne —
pairwise comparisons FINAL (June 2021)

Outcomes and results

Results

103

Comments

medication in identical
packaging; a third
party dispensed the
treatment); ITT
analysis was done

3. Missing outcome
data (efficacy)
Some concerns;more
than 10%
discontinued in all
arms (12.6%; 11.7%;
12.5%, 13.6%),
reasons provided with
most discontinuing
through participant
request or loss to
follow-up; last
observation carried
forward used;
sensitivity analysis
conducted

4. Outcome
measurement
(efficacy)
Low;double-blinded
(blinding ensured
through providing
medication in identical
packaging; a third
party dispensed the
treatment)

5. Selective
reporting
Low;registered with
ClinicalTrials.gov

6. Overall bias
Some concerns

Cochrane RoB Tool
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Study details

Reference

Guerra-Tapia, A.Effects of
benzoyl peroxide 5%
clindamycin combination gel
versus adapalene 0.1% on
quality of life in patients with
mild to moderate acne
vulgaris: A randomized
single-blind study. 2012.
Journal of Drugs in
Dermatology

Trial ID
Guerra-Tapia 2012
Country

Spain

Study type

RCT

Source of funding
Industry funded
Analysis method
Intention to treat or
completers analysis
ITT

Method of ITT imputation
LOCF

Participants

Characteristics

Sex

mixed

age (meantSD)

19.104£5.3

age (min/max)

12/39

Inclusion/exclusion criteria
Used validated acne scale
yes

Acne scale

Leeds Revised Grading Scale

Inclusion details

Aged 12 to 39 years, with = 15 inflammatory
lesions and/ or non-inflammatory lesions but
= 3 nodulocystic lesions and an acne grade
of =2.0 and < 7.0 on the Leeds Revised
Acne Grading System.

Exclusion details

The use of any significant concomitant
medicinal product within the past month that
may have affected a patient’s acne; a history
of photosensitivity; severe systemic disease,
including colitis; hypersensitivity to any of the
investigational agents or their components;
participation in an investigational drug study
within 30 days of the baseline visit;
pregnancy or breastfeeding; and sexually
active patients who were not using medically
safe contraception (oral or injectable
contraceptives or implants, intrauterine
devices, or correctly used barrier methods).
Patients using contraceptives containing anti-
androgens were excluded, as were those
using oral or topical steroids or any type of
oral treatment that may have interfered with
acne. Patients who had used any form of
topical treatment for acne (including natural

Interventions
Treatment duration
(weeks)

12

Treatment duration
category

12 to <24 weeks
Number of arms

2

Split face design
No

Intervention: arm 1
topical BPO % +
CLIND 1% o.d.
Intervention: arm 2
Adapalene 0.1%
topical gel o.d.

Coded intervention:

arm 1

BPO-topical + CLIND-

topical

Coded intervention:

arm 2
ADAP-topical

Treatment category

Topical retinoids *
other treatment

Outcomes and results
Skin irritation (n/N): arm
1

2/83

Skin irritation (n/N): arm
2

5/85

Comments

v2.0

1. Randomisation
Low;participants
randomised on a 1:1
ratio using a
computer-generated
table of random
numbers; study
treatments correlated
with a participant
number; participant
numbers were
allocated in strict
ascending numerical
order with no numbers
omitted

2. Deviation from
intervention

Some
concerns;participants
were not blinded
because of treatment
differences in
appearance and size
of tubes - participants
were instructed to
keep study treatment
confidential;
"unblinded
pharmacists
dispensed study
products." ITT
analysis was done

3. Missing outcome
data (efficacy)
Some concerns;more
than 30%
discontinued in both

Acne vulgaris: evidence reviews for management options for mild to moderate acne —
pairwise comparisons FINAL (June 2021)
104
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Study details

Study details

Reference

Hajheydari, Z. M.,
M.,Vahidshahi, K.,Nozari,
A.Comparison of efficacy of
Azithromycin vs. Clindamycin
and erythromycin in the
treatment of mild to moderate
acne vulgaris. 2011. Pakistan
Journal of Medical Sciences
Trial ID

Hajheydari 2011

Country

Iran, Islamic Republic of
Study type

RCT

Source of funding

Not industry funded

Participants

or UV light) in the 2 weeks before enroliment
were also excluded, and those using oral
isotretinoin needed to have discontinued this
agent 6 month before enroliment.

Number included
Number randomised: arm 1
83

Number randomised: arm 2
85

Number completed: arm 1
56

Number completed: arm 2
58

N=96

Characteristics

Sex

mixed

age (meanxSD)
19.53+3.45

age (min/max)

12/28

Inclusion/exclusion criteria
Used validated acne scale
no

Acne scale
None

Inclusion details

Aged 12-28 years with mild to moderate acne
vulgaris

Exclusion details

Patients using any kind of acne treatment in
the previous month, using drugs, and females
with polycystic ovarian syndrome were
excluded.

Interventions

Interventions
Treatment duration
(weeks)

16

Treatment duration
category

12 to <24 weeks
Number of arms

3

Split face design
No

Intervention: arm 1
Topical azithromycin
2% b.d.
Intervention: arm 2
Topical erythromycin
2% b.d.
Intervention: arm 3
Topical clindamycin
2% b.d.

Coded intervention:

Acne vulgaris: evidence reviews for management options for mild to moderate acne —
pairwise comparisons FINAL (June 2021)

Outcomes and results

Results

Skin irritation (n/N): arm
1

10/32

Skin irritation (n/N): arm
2

1/32

Skin irritation (n/N): arm
3

4/32

105

Comments

arms, mainly because
participants
considered
themselves cured or
were lost to follow-up
4. Outcome
measurement
(efficacy)
Low;investigator-
blinded

5. Selective
reporting
Low;registered with
ClinicalTrials.gov

6. Overall bias
Some concerns

Cochrane RoB Tool
v2.0

1. Randomisation
Some
concerns;participants
randomised and
divided into 3 groups ,
matched together
based on Acne
Severity Index; no
other details reported
2. Deviation from
intervention

Some
concerns;double-
blinded but it is not
clear if participants
were blinded (a
pharmacist dispensed
study treatment to
maintain blinding);
not reported if ITT
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Study details

Study details

Reference

Hansted, B. J., J.,Reymann,
F.,Christiansen, J.Fucidin
cream for topical treatment of
acne vulgaris. 1985. Current
Therapeutic Research -
Clinical and Experimental
Trial ID

Hanstead 1985

Country

Denmark

Study type

RCT

Source of funding
Industry funded
Analysis method
Intention to treat or

Participants

Number included

Number randomised: arm 1
32

Number randomised: arm 2
32

Number randomised: arm 3
32

Number completed: arm 1
na

Number completed: arm 2
na

Number completed: arm 3
na

N=79

Characteristics

Sex

mixed

age (meanxSD)

19

age (min/max)

14/30

Inclusion/exclusion criteria
Used validated acne scale
no

Acne scale

None

Inclusion details

Mild to moderate acne vulgaris
Exclusion details

Interventions

arm 1

AZITH-topical
Coded intervention:
arm 2
ERYTH-topical
Coded intervention:
arm 3

CLIND-topical

Treatment category
Topical non-retinoids
+ other treatment

Interventions
Treatment duration
(weeks)

8

Treatment duration
category

6 to <12 weeks
Number of arms

2

Split face design
No

Intervention: arm 1
Topical fucidin cream
2%

Intervention: arm 2
Topical placebo cream
Coded intervention:
arm 1

Acne vulgaris: evidence reviews for management options for mild to moderate acne —
pairwise comparisons FINAL (June 2021)

Outcomes and results

Results

Skin irritation (n/N): arm
1

1/36

Skin irritation (n/N): arm
2

0/34

106

Comments
analysis was done

3. Missing outcome
data (efficacy)
Some concerns;not
clear if all participants
completed the study
4. Outcome
measurement
(efficacy)
Low;assessor were
blinded

5. Selective
reporting

Some concerns;not
reported whether
there was a pre-
registered protocol
6. Overall bias
Some concerns

Cochrane RoB Tool
v2.0

1. Randomisation
Some
concerns;methods not
reported

2. Deviation from
intervention

Some
concerns;double-
blinded but not clear
who was blinded; not
reported if ITT
analysis was done

3. Missing outcome
data (efficacy)
Some concerns;10%
participants receiving
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Study details

completers analysis
completers

Study details

Reference

Hughes, B. R. N., J.
F.,Cunliffe, W. J.A double-
blind evaluation of topical
isotretinoin 0.05%, benzoyl
peroxide gel 5% and placebo
in patients with acne. 1992.
Clinical & Experimental
Dermatology

Trial ID

Hughes 1992

Country
United Kingdom

Participants

Number included

Number randomised: arm 1
40

Number randomised: arm 2
39

Number completed: arm 1
36

Number completed: arm 2
34

N=77

Characteristics

Sex

mixed

age (meantSD)

18.7

age (min/max)

14/29

Inclusion/exclusion criteria
Used validated acne scale
no

Acne scale

None

Interventions
FCA-topical

Coded intervention:

arm 2

PLC-topical
Treatment category
Topical non-retinoids
+ other treatment

Interventions
Treatment duration
(weeks)

12

Treatment duration
category

12 to <24 weeks
Number of arms

3

Split face design
No

Intervention: arm 1
Topical isotretinoin

Acne vulgaris: evidence reviews for management options for mild to moderate acne —
pairwise comparisons FINAL (June 2021)

Outcomes and results

Results

Skin irritation (n/N): arm
1

10/25

Skin irritation (n/N): arm
2

10/26

Skin irritation (n/N): arm
3

1/26

107

Comments

fusidin discontinued
and 12.8% receiving
placebo) , most due to
not attending for
control examinations,
although 2 (5.1%)
participants in the
placebo group
discontinued because
of aggravation of their
acne

4. Outcome
measurement
(efficacy)

Some concerns;not
clear if blinded

5. Selective
reporting

Some concerns;not
reported whether
there was a pre-
registered protocol

6. Overall bias

High

Cochrane RoB Tool
v2.0

1. Randomisation
Some
concerns;random
allocation stratified for
sex, age, duration and
severity of acne; no
other methods
reported

2. Deviation from
intervention

Some
concerns;double-
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Study details

Study type

RCT

Source of funding
Not industry funded
Analysis method
Intention to treat or
completers analysis
completers

Study details
Reference
Iftikhar, U. A., S.,Nadeem,

M.,Kazmi, A. H.A comparison

of efficacy and safety of
topical 0.1% adapalene and
4% benzoyl peroxide in the

treatment of mild to moderate

Participants

Inclusion details

15-100 inflamed and/or 15-100 non-inflamed
lesions but no more than three nodulocystic
lesions on the face

Exclusion details

Pregnant females and those using
antiandrogen contraceptives were exclude
Number included

Number randomised: arm 1

25

Number randomised: arm 2
26

Number randomised: arm 3
26

Number completed: arm 1
24

Number completed: arm 2
24

Number completed: arm 3
25

N=200
Characteristics
Sex

mixed

age (meanxSD)
20.895+4.3

age (min/max)

Interventions
0.05% b.d.
Intervention: arm 2
Topical BPO 5% b.d.
Intervention: arm 3
Vehicle b.d.

Coded intervention:

arm 1
ISO-topical

Coded intervention:

arm 2
BPO-topical

Coded intervention:

arm 3

Vehicle

Treatment category
Topical retinoids *
other treatment

Interventions
Treatment duration
(weeks)

24

Treatment duration
category

24+ weeks

Acne vulgaris: evidence reviews for management options for mild to moderate acne —
pairwise comparisons FINAL (June 2021)

Outcomes and results

Results

Skin irritation (n/N): arm
1

66/100

Skin irritation (n/N): arm
2

68/100

108

Comments

blinded but not clear
who was blinded; not
reported if ITT
analysis was done

3. Missing outcome
data (efficacy)
High;8% participants
receiving isotretinoin
withdrew because of
side effects; 3.8% in
the placebo group
because of lack of
efficacy; 7.7% in the
benzoyl peroxide
group because of side
effects or lack of
efficacy

4. Outcome
measurement
(efficacy)

Some concerns;not
clear who was blinded

5. Selective
reporting

Some concerns;not
reported whether
there was a pre-
registered protocol

6. Overall bias

High

Cochrane RoB Tool
v2.0

1. Randomisation
Some
concerns;randomisati
on using random
number tables, no
other methods
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Study details

acne vulgaris. 2009. J pak
assoc derma

Trial ID

Iftikhar 2009

Country

Pakistan

Study type

RCT

Source of funding
Unstated

Analysis method
Intention to treat or
completers analysis
completers

Study details

Reference

Jain, V. K. C., K. L.,Dayal,
S.Comparative evaluation of
topical benzoyl peroxide,
metronidazole and benzoyl
peroxide - clindamycin
combination in treatment of
acne vulgaris. 1998. Indian
journal of dermatology,
venerology and leprology

Trial ID

Participants
13/32

Inclusion/exclusion criteria
Used validated acne scale
no

Acne scale

None

Inclusion details

More than 13 years of age, with mild to
moderate acne (comedones, papulopustules
and few nodules with no scarring) and free of
intercurrent illness

Exclusion details

No other topical medication for acne during
the last 2 weeks or oral medications during
the last 4 weeks. Pregnant and lactating
female patients.

Number included

Number randomised: arm 1
na

Number randomised: arm 2
na

Number completed: arm 1
100

Number completed: arm 2
100

N=40

Characteristics

Sex

Mixed

age (min/max)

16/22

Inclusion/exclusion criteria
Used validated acne scale
No

Acne scale

None

Interventions

Number of arms

2

Split face design
No

Intervention: arm 1
0.1% ADARP topical
o.d.

Intervention: arm 2
4% BPO topical o.d.

Coded intervention:

arm 1
ADAP-topical

Coded intervention:

arm 2

BPO-topical
Treatment category
Topical retinoids +
other treatment

Interventions
Treatment duration
(weeks)

8

Treatment duration
category

6 to <12 weeks
Number of arms

2

Split face design
No

Acne vulgaris: evidence reviews for management options for mild to moderate acne —
pairwise comparisons FINAL (June 2021)

Outcomes and results

Results

Skin irritation (n/N): arm

1
3/20

Skin irritation (n/N): arm

2
3/20

109

Comments

reported

2. Deviation from
intervention
High;open trial; ITT
analysis was not done
3. Missing outcome
data (efficacy)
High;10%
discontinued, not
reported how many in
which arm

4. Outcome
measurement
(efficacy)
High;open-labeled

5. Selective
reporting

Some concerns;not
reported whether
there was a pre-
registered protocol
6. Overall bias

High

Cochrane RoB Tool
v2.0

1. Randomisation
Some
concerns;methods not
reported

2. Deviation from
intervention

Some
concerns;blinding not
reported

3. Missing outcome
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Study details
Jain 1998

Country

India

Study type

RCT

Source of funding
Not industry funded
Analysis method
Intention to treat or
completers analysis
Completers

Study details

Reference

Jaisamrarn, U. C.,
S.,Angsuwathana,
S.,Nerapusee, O.A
comparison of multiphasic
oral contraceptives
containing norgestimate or
desogestrel in acne
treatment: A randomized
trial. 2014. Contraception
Trial ID

Jaisamrarn 2014

Country
Thailand

Study type
RCT

Source of funding

Participants

Inclusion details

Moderately severe acne, with lesions on the
face

Exclusion details

Patients on antiacne treatment within one
month or having serious concomitant illness
or endocrinal problems like hirsutism,
menstrual dysfunction, diabetes or females
on oral contraceptives

Number included

Number randomised: arm 1

20

Number randomised: arm 2
20

Number completed: arm 1
20
Number completed: arm 2
20

N=201

Characteristics

Sex

female

age (meanxSD)

30.246.15
Inclusion/exclusion criteria
Used validated acne scale
No

Acne scale
None

Inclusion details

Healthy females aged between 18 and 45
years with mild to moderate acne vulgaris -
defined as having no more than 5
comedones or papules and no pustule while
moderate acne vulgaris was defined as 6—15
comedones or papules and/or a maximum of

Interventions

Intervention: arm 1
5% benzoyl peroxide
topical and 1%
metronidazole gel o.d.
Intervention: arm 2
5% benzoyl peroxide
topical and 1%
clindamycin gel o.d.
Coded intervention:
arm 1

BPO-topical + MET-
topical

Coded intervention:
arm 2

BPO-topical + CLIND-
topical

Treatment category
Topical non-retinoids
* other treatment

Interventions
Treatment duration
(weeks)

26

Treatment duration
category

24+ weeks

Number of arms

2

Split face design
No

Intervention: arm 1
triphasic EE/NGM
treatment at the
dosage of 0.035/0.18,

0.035/0.215 and
0.035/0.25mg on days

Acne vulgaris: evidence reviews for management options for mild to moderate acne —
pairwise comparisons FINAL (June 2021)

Outcomes and results

Results

Breast tenderness (n/N):
arm 1

5/100

Breast tenderness (n/N):
arm 2
9/101

Neurological side effects
(n/N): arm 1

5/101

Neurological side effects
(n/N): arm 2

10/101

Breakthrough bleeding
(n/N): arm 1

10/100

Breakthrough bleeding
(n/N): arm 2

110

Comments

data (efficacy)
Low;it appears that all
participants
completed the study
4. Outcome
measurement
(efficacy)

Some
concerns;blinding not
reported

5. Selective
reporting

Some concerns;not
reported whether
there was a pre-
registered protocol

6. Overall bias
Some concerns

Cochrane RoB Tool
v2.0

1. Randomisation
Some
concerns;participants
randomly assigned to
treatment on a 1:1
ratio using pre-
generated permuted
block randomisation
sheme; methods not
reported for allocation
concealment

2. Deviation from
intervention
High;"lack of double-
blind methodology
was this study's
important limitation
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Study details

Not industry funded
Analysis method
Intention to treat or
completers analysis
completers

Study details
Reference
Jaisamrarn, U. S., S.A

comparison of combined oral
contraceptives containing

chlormadinone acetate

Participants
three pustules.

Exclusion details

Subjects who were pregnant or
breastfeeding; who had experienced
hypersensitivity to EE, NGM, DSG or any of
the study medication ingredients; the use of a
concomitant medication that was likely to
interfere with the safety of EE/NGM and or
EE/DSG, the use of topical acne treatments,
systemic antimicrobials or a systemic retinoid
within 2 weeks, 1 month and 6 months prior
to enrollment, respectively; having a
contraindication to OCs

Number included

Number randomised: arm 1

100

Number randomised: arm 2
101

Number completed: arm 1
93

Number completed: arm 2
95

N=180
Characteristics
Sex

female

age (meanxSD)
27.85+6.55

versus drospirenone for the

Interventions

1-7, 8-14 and 15-21,
respectively, and took
inactive tablets for 7
days before starting
the next treatment
cycle

Intervention: arm 2
biphasic EE/DSG
treatment at the
dosage of

0.04/0.025 and
0.03/0.125mg on days
1-7 and 8-22 of each
cycle, respectively,
and discontinued
treatment for 6 days
before starting the next
treatment cycle
Coded intervention:
arm 1
EE-oral+NGM-oral

Coded intervention:
arm 2
EE-oral+DSG-oral

Treatment category
Hormonal
contraceptives /
Hormone-modifying
agents

Interventions
Treatment duration
(weeks)

26

Treatment duration
category

24+ weeks

Acne vulgaris: evidence reviews for management options for mild to moderate acne —

pairwise comparisons FINAL (June 2021)

Outcomes and results
7/101

Results

Breast tenderness (n/N):

arm 1
12/90

Breast tenderness (n/N):

arm 2
12/90

111

Comments

because single-
blinded (here,
investigator-blinded)
studies may be
affected by bias"; per-
protocol analysis was
used for efficacy
assessment (ITT
analysis used for
safety and tolerability)
3. Missing outcome
data (efficacy)
High;more than 5%
discontinued in both
arms because of poor
compliance,
discomfort from
adverse events and
loss to follow-up with
reason unknown

4. Outcome
measurement
(efficacy)
Low;investigator-
blinded

5. Selective
reporting
Low;registered with
ClinicalTrials.gov

6. Overall bias

High

Cochrane RoB Tool
v2.0

1. Randomisation
Some
concerns;participants
randomly assigned to
treatment on a 1:1
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Study details
treatment of acne and

dysmenorrhea: a randomized
trial. 2018. Contraception &

Reproductive Medicine

Trial ID
Jaisamrarn 2018

Country

Thailand

Study type

RCT

Source of funding
Not industry funded
Analysis method
Intention to treat or
completers analysis
ITT

Participants

Inclusion/exclusion criteria
Used validated acne scale
No

Acne scale

None

Inclusion details

Healthy women between the ages of 18 to 45
years with mild to moderate acne vulgaris
and who had dysmenorrhea of any degree of
severity. Mild acne vulgaris was defined as
having comedones as the main type of acne
lesion with < 10 papules and pustules.
Moderate acne was defined as having 10—-40
papules and pustules, 10-40 comedones,
and/or mild truncal disease.

Exclusion details

Women who were pregnant, lactating and/or
had any hypersensitivity to the study
medication were excluded from the study.
Subjects with any coexisting medical
condition or were taking any concomitant
medication that is likely to interfere with the
safe administration of EE/CMA or EE/DRSP
as per the opinion of the investigator were
also excluded from the study. Other exclusion
criteria included the use of systemic retinoids
within 6 months, systemic antimicrobials
within 1 month, topical acne treatment within
2 weeks prior to study enrollment and having
a contraindication to OCs.

Number included

Number randomised: arm 1

90

Number randomised: arm 2
90

Number completed: arm 1
89

Number completed: arm 2

Interventions

Number of arms
2

Split face design

No

Intervention: arm 1
EE/CMA at the dosage
of 30 mcg/2 mg once
daily; treatment was
for 21 consecutive
days, starting on the
first day of the
menstruation, followed
by 7 days of
medication free before
starting the next cycle
of treatment.
Intervention: arm 2
received EE/DRSP at
the dosage of 30
mcg/3 mg once daily;
treatment was for 21
consecutive days,
starting on the first day
of the menstruation,
followed by 7 days of
medication free before
starting the next cycle
of treatment

Coded intervention:
arm 1

EE-oral + CMA-oral

Coded intervention:
arm 2
EE-oral + DROS-oral

Treatment category
Hormonal
contraceptives /
Hormone-modifying

Acne vulgaris: evidence reviews for management options for mild to moderate acne —
pairwise comparisons FINAL (June 2021)

Outcomes and results

Neurological side effects
(n/N): arm 1

6/90

Neurological side effects
(n/N): arm 2

9/90

Breakthrough bleeding
(n/N): arm 1

0/90

Breakthrough bleeding
(n/N): arm 2

2/90

112

Comments

ratio using computer-
generated
randomisation sheme;
methods not reported
for allocation
concealment

2. Deviation from
intervention

Some
concerns;single-
blinded (investigator);
ITT analysis was done
3. Missing outcome
data (efficacy)
Low;less than 5%
discontinued

4. Outcome
measurement
(efficacy)
Low;investigator-
blinded

5. Selective
reporting

Some
concerns;registered
on the Thai Clinical
Trial Registry, but
registered
retrospectively

6. Overall bias
Some concerns
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Study details

Study details
Reference

Katsambas, A. G,
K.,Stratigos, J.Clinical
studies of 20% azelaic acid
cream in the treatment of
acne vulgaris. Comparison
with vehicle and topical
tretinoin. 1989. Acta
Dermato-Venereologica,
Supplement

Trial ID

Katsambas 1989;Trial 1
Country

Greece

Study type

RCT

Source of funding
Unstated

Analysis method
Intention to treat or
completers analysis
Completers

Participants

89

N=92

Characteristics

Sex

mixed

age (median)

19

age (min/max)

13/34

Inclusion/exclusion criteria
Used validated acne scale
no

Acne scale

Plewig & Kligman

Inclusion details

Papulo-pustular acne (degree Il/lll of Plewig-
Kligmann)

Exclusion details

Multiple large nodules, cysts and draining
sinuses

Number included

Number randomised: arm 1

43

Number randomised: arm 2

49

Number completed: arm 1

36

Number completed: arm 2
44

Interventions
agents

Interventions
Treatment duration
(weeks)

12

Treatment duration
category

12 to <24 weeks
Number of arms

2

Split face design
No

Intervention: arm 1
20% azelaic acid
cream

Intervention: arm 2
vehicle

Coded intervention:

arm 1
AZE-topical

Coded intervention:

arm 2

Vehicle

Treatment category
Topical non-retinoids
+ other treatment

Acne vulgaris: evidence reviews for management options for mild to moderate acne —
pairwise comparisons FINAL (June 2021)

Outcomes and results

Results

Skin irritation (n/N): arm
1

4/43

Skin irritation (n/N): arm
2

1/49

113

Comments

Cochrane RoB Tool
v2.0

1. Randomisation
Some
concerns;methods not
reported

2. Deviation from
intervention

Some
concerns;double-
blinding but not clear
who was blinded; not
reported if ITT
analysis was done

3. Missing outcome
data (efficacy)
High;11.6%
participants
discontinued in the
azlaic acid group and
6.1% in the vehicle
group because of
irritant effects or
insufficient efficacy
4. Outcome
measurement
(efficacy)

Some concerns;not
clear if blinded

5. Selective
reporting

Some concerns;not
reported whether
there was a pre-
registered protocol
6. Overall bias
High
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Study details

Study details

Reference

Khanna, N.Topical
clindamycin hydrochloride
1% in acne vulgaris. 1990.
Indian journal of
dermatology, venerology and
leprology

Trial ID

Khanna 1990

Country

India

Study type

RCT

Source of funding
Not industry funded
Analysis method
Intention to treat or
completers analysis
Comleters

Study details

Reference

Langner, A. S., W.,Donald,
A. E.,.Boorman, G. C.Double-
blind, placebo-controlled

Participants

N=26

Characteristics

Sex

Mixed

age (min/max)

14/23

Inclusion/exclusion criteria
Used validated acne scale
No

Acne scale
None

Inclusion details

Moderately severe acne - defined as the
presence, on the face (above the jawline) of
the subject, of 5-15 inflammatory lesions (IN)
but no more than 5 nodulocystic lesions and /
or more than 50 non-inflammatory (NI) acne
lesions.

Exclusion details

Any anti-acne therapy within the previous 30
days. Female patients currently taking any
oral contraceptives or pregnant.

Number included

Number randomised: arm 1

na

Number randomised: arm 2

na

Number completed: arm 1
12

Number completed: arm 2
14

N=127

Characteristics

Sex
Mixed

age (meanxSD)

Interventions

Interventions
Treatment duration
(weeks)

12

Treatment duration
category

12 to <24 weeks
Number of arms

2

Split face design
No

Intervention: arm 1
topical clindamycin
hydrochloride 1%
twice a day
Intervention: arm 2

hydro-alcoholic vehicle

twice a day

Coded intervention:

arm 1
CLIND-topical

Coded intervention:

arm 2
Vehicle

Treatment category
Topical non-retinoids
* other treatment

Interventions
Treatment duration
(weeks)

12

Treatment duration

Acne vulgaris: evidence reviews for management options for mild to moderate acne —

pairwise comparisons FINAL (June 2021)

Outcomes and results

Results

Skin irritation (n/N): arm
1

2/12

Skin irritation (n/N): arm
2

3/14

Results

Skin irritation (n/N): arm
1

4/40

Skin irritation (n/N): arm

114

Comments

Cochrane RoB Tool
v2.0

1. Randomisation
Some
concerns;methods not
reported

2. Deviation from
intervention
Low;double-blinded
but not clear who was
blinded; not reported if
ITT analysis was done

3. Missing outcome
data (efficacy)
High;10% dropouts -
not reported how
many participants
were randomised in
each arm, no reasons
4. Outcome
measurement
(efficacy)

Some concerns;not
clear

5. Selective
reporting

Some concerns;not
reported whether
there was a pre-
registered protocol

6. Overall bias

High

Cochrane RoB Tool
v2.0

1. Randomisation
Some
concerns;participants
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Study details

study of the efficacy and
safety of isotretinoin cream
(0.05% w/w and 0.10% w/w)
with sunscreens in the
treatment of mild to moderate
acne vulgaris. 2000. Journal
of Dermatological Treatment
Trial ID

Langner 2000

Country

Poland

Study type

RCT

Source of funding
Unstated

Analysis method

Intention to treat or
completers analysis

ITT

Method of ITT imputation
na

Participants

18.6

age (min/max)

12/42

Inclusion/exclusion criteria

Used validated acne scale

no

Acne scale

None

Inclusion details

Acne vulgaris of the face (15-100
inflammatory lesions and/or 15—100 non-
inflammatory lesions, but not more than three
nodulocystic lesions)

Exclusion details

Pregnant, breast-feeding or sexually active
females not using adequate contraception for
at least 1 month before the study, not
prepared to use adequate precautions during
the study and then for at least 1 month after
the study were excluded. Also excluded were
patients using anti-androgen contraceptives;
those who had received oral retinoids during
the previous year or steroids or antibiotics
(oral or topical) or any other treatment for
acne during the previous month; patients
receiving any significant concomitant
medication; and those with a history of
hypersensitivity or idiosyncratic reaction to
tretinoin, isotretinoin, sunscreen or any
component of the study medication. Patients
were also excluded if they had a history of
photosensitivity, suffered from any systemic
disease (for example severe renal or hepatic
impairment, cardiovascular or neurological
disease) or any skin disease other than acne
vulgaris (for example psoriasis, rosacea,
allergic rash, or bacterial, viral or fungal
infection) which might interfere with the

Interventions
category

12 to <24 weeks
Number of arms
3

Split face design

No

Intervention: arm 1
isotretinoin 0.05%w/w
cream formulated with
standard sunscreen

Intervention: arm 2
isotretinoin
(0.10%w/w) cream
formulated with
standard sunscreen

Intervention: arm 3
placebo vehicle
sunscreen cream

Coded intervention:
arm 1

ISO-topical

Coded intervention:
arm 2

ISO-topical

Coded intervention:
arm 3

PLC-topical
Treatment category
Topical retinoids *
other treatment

Acne vulgaris: evidence reviews for management options for mild to moderate acne —
pairwise comparisons FINAL (June 2021)

Outcomes and results

2

8/40

Skin irritation (n/N): arm
3

1/39

115

Comments

randomised using a
pre-determined
randomisation
schedule; methods
not reported for
allocation
concealment

2. Deviation from
intervention
High;double-blinded
but not clear who was
blinded; ITT analysis
was done; major
protocol violations
(<50% compliance,
attendance of <27 +/-
7 days, no-show for
more than 35 days
after planned visit, not
receiving study
treatment for 42 days,
or using a
concomitant
medication believed to
affect the study
results) occurred in
23.8% placebo group,
23.2% in the 0.05%
isotretinoin group and
9.5% in the 0.10%
isotretinoin group
because of

3. Missing outcome
data (efficacy)
Some concerns;7%
discontinued in 2
arms and 5% in one
arm because of lack
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Study details

Study details

Reference

Leyden, J. J. S., A.
R.,Saatjian, G. D.,Sefton,
J.Erythromycin 2% gel in
comparison with clindamycin
phosphate 1% solution in
acne vulgaris. 1987. Journal
of the American Academy of
Dermatology

Trial ID

Leyden 1987
Country

United States

Study type

RCT

Source of funding
Unstated

Analysis method
Intention to treat or
completers analysis
Completers

Participants
evaluation of the study medication.
Number included

Number randomised: arm 1
43

Number randomised: arm 2
42

Number randomised: arm 3
42

Number completed: arm 1
33

Number completed: arm 2
38

Number completed: arm 3
32

N=109

Characteristics

Sex

Mixed

age (meanxSD)

17.8

age (min/max)

14/34

Inclusion/exclusion criteria
Used validated acne scale
No

Acne scale
None

Inclusion details

At least 14 years of age and had to have a
minimum of ten but no more than sixty facial
papules and pustules, and no more than six
facial nodular cystic lesions

Exclusion details

Regular use of oral or topical antibiotics or
other effective antiacne medication (for
example, benzoyl peroxide or tretinoin) within

Interventions Outcomes and results

Interventions Results

Treatment duration Skin irritation (n/N): arm
(weeks) 1

12 6/48

Treatment duration Skin irritation (n/N): arm
category 2

12 to <24 weeks

Number of arms

2

Split face design
No

Intervention: arm 1
2% erythromycin gel
Intervention: arm 2
clindamycin phosphate
1% solution

Coded intervention:
arm 1
ERYTH-topical
Coded intervention:
arm 2

CLIND-topical

2/47

Acne vulgaris: evidence reviews for management options for mild to moderate acne —
pairwise comparisons FINAL (June 2021)

116

Comments

of efficacy or refusal
to co-operate

4. Outcome
measurement
(efficacy)

Some concerns;not
clear

5. Selective
reporting

Some concerns;not
reported whether
there was a pre-
registered protocol

6. Overall bias

High

Cochrane RoB Tool
v2.0

1. Randomisation
Some
concerns;methods not
reported

2. Deviation from
intervention

Some
concerns;single-
blinded; not reported if
ITT analysis was done

3. Missing outcome
data (efficacy)
High;more than 5% of
participants were
excluded (5.45%
erythromycin group
and 7.4% clindomycin
group) because of
treatment-unrelated
protocol violations, no
further details
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Study details

Study details

Reference

Leyden, J. J. T., E. A.,Miller,
B.,Ung, M.,Berson, D.,Lee,
J.Once-daily tazarotene 0.1
% gel versus once-daily
tretinoin 0.1 % microsponge
gel for the treatment of facial
acne vulgaris: a double-blind
randomized trial. 2002. Cutis;
cutaneous medicine for the
practitioner

Trial ID

Leyden 2002

Participants

30 days of study entry; Use of any topical
antiacne agent within 14 days of study entry;
treatment with estrogens for 12 weeks or less
immediately preceding study entry; or
previous treatment with isotretinoin

Number included

Number randomised: arm 1

55

Number randomised: arm 2

54

Number completed: arm 1

52

Number completed: arm 2
50

N=371

Characteristics

Sex

Female

age (meantSD)

24.9+7.09

age (min/max)

14/48

Inclusion/exclusion criteria
Used validated acne scale
No

Acne scale

None

Interventions

Treatment category
Topical non-retinoids
* other treatment

Interventions
Treatment duration
(weeks)

26

Treatment duration
category

24+ weeks

Number of arms

2

Split face design
No

Intervention: arm 1
tablets containing 20

Acne vulgaris: evidence reviews for management options for mild to moderate acne —
pairwise comparisons FINAL (June 2021)

Outcomes and results

Results

Breakthrough bleeding
(n/N): arm 1

45/177

Breakthrough bleeding
(n/N): arm 2

6/177

117

Comments

provided; facial
lesions (including
nodules) were
counted at baseline,
but analysis of nodule
data was not
performed because
no participant had
more than 2 nodules
at any time during the
study

4. Outcome
measurement
(efficacy)
Low;investigator-
blinded

5. Selective
reporting

Some concerns;not
reported whether
there was a pre-
registered protocol

6. Overall bias

High

Cochrane RoB Tool
v2.0

1. Randomisation
Low;randomisation
using blocks of 4
participants within
each study site,
according to a
computerised
randomisation
schedule; medication
code provided in
sealed envelopes
labeled according to
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Study details

Country

United States

Study type

RCT

Source of funding
Industry funded
Analysis method
Intention to treat or
completers analysis
ITT

Method of ITT imputation
LOCF

Participants

Inclusion details

Healthy women, at least 14 years of age, with
regular menstrual cycles and moderate facial
acne. Moderate facial acne was defined as a
total facial count of 6 to 200 noninflammatory
comedones, 10 to 75 inflammatory lesions
(papules and pustules), and 5 or fewer
nodules. Also required a normal
Papanicolaou test result within the past 6
months or a low-grade abnormal
Papanicolaou test result under medical
evaluation, a negative pregnancy test result,
and agreement to use a nonhormonal
method of contraception if at risk for
pregnancy.

Exclusion details

Known contraindications to OCs; cigarette
smoking in a woman aged 35 or older; use of
injectable estrogens, progestogens, or
androgens within the 6 months before
enroliment; and use of oral or implantable
hormonal contraceptives for 3 months before
the study.

Number included

Number randomised: arm 1

185

Number randomised: arm 2
186

Number completed: arm 1
na

Number completed: arm 2
na

Interventions

gof EE and 100 g of
LNG in a 28-day blister

pack with 21 days of
active medication
followed by 7 days of
placebo
Intervention: arm 2
Placebo oral

Coded intervention:
arm 1
EE-oral + LNG-oral

Coded intervention:
arm 2
PLC-oral

Treatment category
Hormonal
contraceptives /
Hormone-modifying
agents

Acne vulgaris: evidence reviews for management options for mild to moderate acne —

pairwise comparisons FINAL (June 2021)

Outcomes and results

118

Comments

the randomisation
schedule and kept by
the investigator

2. Deviation from
intervention

Some
concerns;double-
blinded (participants
blinded but not clear
who else blinded); ITT
analysis was done

3. Missing outcome
data (efficacy)
High;more than 30%
discontinued (overall)
- numbers not
reported for each arm;
according to the paper
significantly more
participants in the
placebo group than in
the active treatment
group were lost to
follow-up; last
observation carried
forward used

4. Outcome
measurement
(efficacy)

Some concerns;not
clear (medication
code provided in
sealed envelopes and
kept by the
investigator, but not
clear whether kept
blind until after
assessment/analysis)
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Study details

Study details

Reference

Maleszka R, Turek-
Urasinska K, Oremus M,
Vukovic J, Barsic B.Pulsed
azithromycin treatment is as
effective and safe as 2-week
longer daily doxycycline
treatment of acne vulgaris: a
randomized, double-blind,
noninferiority study.. 2011.
Skinmed

Trial ID

Maleszka 2011

Country

Poland

Study type

RCT

Source of funding
PLIVA Croatia Ltd.
Analysis method
Intention to treat or
completers analysis
Completers

Participants

N=240

Characteristics

Sex

mixed

age (meanxSD)

204

Inclusion/exclusion criteria
Used validated acne scale
no

Acne scale
Unknown, 4-point scale

Inclusion details

14 years or older with a clinical diagnosis of
moderate acne vulgaris.

Exclusion details

Patients with severe acne vulgaris, other
facial dermatoses, and other diseases with
acne as a part of clinical presentation, and
patients with beards and moustaches, and
signs of hirsutism. Women of childbearing
potential were asked to use reliable methods
of mechanical contraception, following
negative pregnancy test before treatment.
Number included

Number randomised: arm 1

120

Number randomised: arm 2
120

Number completed: arm 1

Interventions

Interventions
Treatment duration
(weeks)

12

Treatment duration
category

12 to <24 weeks
Number of arms

2

Split face design

No

Intervention: arm 1
Azithromycin 500mg
o.d. for 3 days in the
first week, followed by
500-mg tablets weekly
to complete 10 weeks
of treatment.

Intervention: arm 2
Doxycycline
(Hiramicin) 100-mg
capsules twice a day
on the first day of the
treatment, followed by
doxycycline 100-mg
capsules once a day
during 12 weeks of
treatment

Coded intervention:

Acne vulgaris: evidence reviews for management options for mild to moderate acne —
pairwise comparisons FINAL (June 2021)

Outcomes and results

Results

Gl side effects (n/N): arm
1

2/115

Gl side effects (n/N): arm
2

9/116

119

Comments

5. Selective
reporting

Some concerns;not
reported whether
there was a pre-
registered protocol

6. Overall bias

High

Cochrane RoB Tool
v2.0

1. Randomisation
Low;participants
randomised on a 1:1
ratio and using a
computer random
number generator to
select random blocks;
numbers sealed in
separate envelopes
and centrally packed
for distribution

2. Deviation from
intervention
Low;double blinded
(all study personnel in
contact with
participants and
participants blinded);
ITT analysis
performed

3. Missing outcome
data (efficacy)
Low;< 5% withdrawn
from each arm in ITT
analysis, >5% from
each arm withdrawn
from per-protocol
analysis for similar
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Study details

Study details
Reference

Marazzi,Clinical evaluation of

Double Strength Isotrexin
versus Benzamycin in the
topical treatment of mild to
moderate acne vulgaris.
2002a. Journal of
Dermatological Treatment

Trial ID
Marazzi 2002a

Country
United Kingdom

Study type
RCT

Source of funding
Industry funded

Analysis method

Participants
109

Number completed: arm 2
115

N=188
Characteristics
Sex

Mixed

age (meanxSD)
1714.3

age (min/max)
12/33

Inclusion/exclusion criteria

Used validated acne scale
No

Acne scale

Leeds Grading Scale, Cunliffe

Inclusion details

Facial acne vulgaris having 15—100 in[]J
ammatory lesions and/or 15-100 non-
inCJammatory lesions, but not more than

three nodulocystic lesions.

Interventions

arm 1
AZ|TH-oral

Coded intervention:

arm 2
DOXY-oral

Treatment category
Oral antibiotics

Interventions
Treatment duration
(weeks)

12

Treatment duration
category

12 to <24 weeks
Number of arms

2

Split face design
No

Intervention: arm 1
gel containing
isotretinoin 0.1%w/w
and erythromycin
4.0%w/w in a vehicle
of butylated
hydroxytoluene,

Acne vulgaris: evidence reviews for management options for mild to moderate acne —
pairwise comparisons FINAL (June 2021)

Outcomes and results

Results

Skin irritation (n/N): arm
1

5/91

Skin irritation (n/N): arm
2

3/92

Participant reported
improvement (n/N): arm 1
90/95

Participant reported
improvement (n/N): arm 2
91/93

120

Comments

reasons across
groups; last
observation carried
forward used

4. Outcome
measurement
(efficacy)

Low; all study
personnel in contact
with participants were
blinded

5. Selective
reporting

Some concerns;not
reported whether
there was a pre-
registered protocol
6. Overall bias
Some concerns

Cochrane RoB Tool
v2.0

1. Randomisation
Some
concerns;randomisati
on using pre-
determined
randomisation
schedule; methods
not reported for
allocation
concealment

2. Deviation from
intervention

Some
concerns;single-
blinded; ITT analysis
was done

3. Missing outcome
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Study details
Intention to treat or

completers analysis
ITT

Method of ITT imputation
na

Study details

Reference

Milani, M. B., A.,Zavattarelli,
M.Efficacy and safety of
stabilised hydrogen peroxide
cream (Crystacide) in mild-
to-moderate acne vulgaris: A
randomised, controlled trial
versus benzoyl peroxide gel.
2003. Current Medical
Research and Opinion

Trial ID

Milani 2003

Country

Participants
Exclusion details

Number included
Number randomised: arm 1
95

Number randomised: arm 2
93

Number completed: arm 1
74

Number completed: arm 2
63

N=60

Characteristics

Sex

Mixed

age (meantSD)

2516

Inclusion/exclusion criteria
Used validated acne scale
No

Acne scale

None

Inclusion details

15-35 years with mild to moderate acne

Interventions

hydroxypropylcellulose
and ethanol
Intervention: arm 2
comparator gel
contained benzoyl
peroxide 5.0%w/w and
erythromycin 3.0%w/w
Coded intervention:
arm 1

ISO-topical + ERYTH-
topical

Coded intervention:
arm 2

BPO-topical + ERYTH-
topical

Treatment category
Topical retinoids *
other treatment

Interventions
Treatment duration
(weeks)

8

Treatment duration
category

6 to <12 weeks
Number of arms

2

Split face design

No

Intervention: arm 1
Hydrogen peroxide gel

Acne vulgaris: evidence reviews for management options for mild to moderate acne —
pairwise comparisons FINAL (June 2021)

Outcomes and results

Results

Skin irritation (n/N): arm

1
2/30

Skin irritation (n/N): arm

2
7/30

121

Comments

data (efficacy)
High;22% participants
from one and 32%
from the other arm
discontinued because
of lack of treatment
efficacy, adverse
events, refusal to co-
operate, development
of exclusion criteria
and other reasons

4. Outcome
measurement
(efficacy)
Low;investigator-
blinded

5. Selective
reporting

Some concerns;not
reported whether
there was a pre-
registered protocol

6. Overall bias

High

Cochrane RoB Tool
v2.0

1. Randomisation
Some
concerns;methods not
reported

2. Deviation from
intervention

Some
concerns;single-
blinded; ITT analysis
was done

3. Missing outcome
data (efficacy)
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Study details

Italy

Study type

RCT

Source of funding
Not industry funded
Analysis method
Intention to treat or
completers analysis
Completers

Study details

Reference

Ozolins, M. A. E., E.,Avery,
P. A. J.,Cunliffe, P. W.
J.,Wan Po, P. A. L.,O'NEeill,
P. C.,Simpson, N.
B.,Walters, C. E.,Carnegie,
E..Lewis, J. B.,Dada,
J.,Haynes, M., Williams,
K.,Williams, P. H.
C.Comparison of five
antimicrobial regimens for
treatment of mild to moderate
inflammatory facial acne
vulgaris in the community:
Randomised controlled trial.
2004. Lancet

Trial ID
Ozolins 2004

Country
United Kingdom

Study type

Participants

vulgaris, defined as at least 10 inflammatory
lesions and 10 non-inflamatory lesions, and
no more than two nodulo-cystic lesions.
Exclusion details

Acne conglobata, severe acne, or otherwise
requiring more than topical treatment
Number included

Number randomised: arm 1

30

Number randomised: arm 2
30

Number completed: arm 1
30

Number completed: arm 2
30

N=649

Characteristics

Sex

mixed

age (meanxSD)

19.746.1

age (min/max)

11/42

Inclusion/exclusion criteria
Used validated acne scale
no

Acne scale

Leeds Grading Scale, Cunliffe

Inclusion details

Mild to moderate acne vulgaris (acne grade
3:0 or less) and at least 15 inflamed and 15
non-inflamed lesions on the face

Exclusion details

Acne that was primarily truncal, nodular,
comedonal, or due to secondary causes;
pregnancy, breastfeeding, or intention to

Interventions
(Crystacide 1%)
Intervention: arm 2

Benzoyl peroxide gel
(PanOxyl 4%)

Coded intervention:

arm 1
HPS-topical

Coded intervention:

arm 2

BPO-topical
Treatment category
Topical non-retinoids
+ other treatment

Interventions
Treatment duration
(weeks)

18

Treatment duration
category

12 to <24 weeks
Number of arms

5

Split face design
No

Intervention: arm 1
OXYTETRA-oral
500mg b.d. + PLC-
topical
Intervention: arm 2
MINO-oral 100mg +
PLC-topical
Intervention: arm 3
BPO- topical 5% +
PLC-oral

Acne vulgaris: evidence reviews for management options for mild to moderate acne —
pairwise comparisons FINAL (June 2021)

Outcomes and results

Results

Skin irritation (n/N):
1

1/131

Skin irritation (n/N):
2

2/130

Skin irritation (n/N):
3

3/130

Skin irritation (n/N):
4

21127

Skin irritation (n/N):
5

1/131

Gl side effects (n/N):
1

1/131

Gl side effects (n/N):
2

2/130

122

arm

arm

Comments
Low;all participants
completed the trial
4. Outcome
measurement
(efficacy)
Low;investigator-
blinded

5. Selective
reporting

Some concerns;not
reported whether
there was a pre-
registered protocol
6. Overall bias
Some concerns

Cochrane RoB Tool
v2.0

1. Randomisation
Low;randomisation
using a computer-
generated
randomisation code
known only to trial co-
ordinator and
pharmacy staff;
randomisation in
blocks of 11, without
stratification;
treatments provided in
sealed opaque boxes
labelled with
participant's unique
identification number
(see 2005 HTA report
for full details)

2. Deviation from
intervention
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Study details

RCT

Source of funding

Not industry funded
Analysis method
Intention to treat or
completers analysis

ITT

Method of ITT imputation
LOCF/LOCB

Participants

become pregnant; onset of acne after age 26
years; fear of developing a physical
deformity; another dermatological disease of
the face; significant systemic disease;
previous treatment with oral isotretinoin;
current acne treatment from a consultant
dermatologist; interacting medication;
participation in any other clinical trial within
the previous 3 months; and known
hypersensitivity to study medications

Number included
Number randomised:
131

Number randomised:
130

Number randomised:
130
Number randomised:
127
Number randomised:
131

arm 1

arm 2

arm 3

arm 4

arm 5

Number completed: arm 1

94

Number completed: arm 2

90

Number completed: arm 3

92

Number completed: arm 4

102

Number completed: arm 5

93

Interventions

Intervention: arm 4
Combined formulation
of BPO- topical
5%/ERYTH-topical
3%+ PLC-oral
Intervention: arm 5
BPO-topical 5% +
ERYTH-topical 2% +
PLC-oral

Coded intervention:
arm 1
OXYTETRA-oral +
PLC-topical

Coded intervention:
arm 2

MINO-oral + PLC-
topical

Coded intervention:
arm 3

BPO-topical + PLC-
oral

Coded intervention:
arm 4

BPO-topical + ERYTH-
topical + PLC-oral
Coded intervention:
arm 5

BPO-topical + ERYTH-
topical + PLC-oral
Treatment category
Oral antibiotics

Acne vulgaris: evidence reviews for management options for mild to moderate acne —
pairwise comparisons FINAL (June 2021)

Outcomes and results

Gl side effects (n/N): arm
3

0/130

Gl side effects (n/N): arm
4

4/127

Gl side effects (n/N): arm
5

1/131

Participant reported

improvement (meantSD):

arm 1
72+131

Participant reported

improvement (meantSD):

arm 2
70+£130

Participant reported

improvement (meantSD):

arm 3
78+130

Participant reported

improvement (meantSD):

arm 4
84+127

Participant reported

improvement (meantSD):

arm 5
82+131

123

Comments

Some concerns;ITT
used; the authors
stated that
"participants were not
blinded because of
the prohibitive costs of
manufacturing
identical placebos and
reformulating the
active treatments to
make all five
interventions look the
same however, it was
estimated that around
half of the participants
were unsure of which
of their treatments
was active" (see 2005
HTA report for full
details)

3. Missing outcome
data (efficacy)
High;27% withdrew
(range 19.7% to
30.8% across
treatment groups)
because of loss to
follow-up,
unwilling/unable to
attend visit,
exacerbation of acne,
adverse events

4. Outcome
measurement
(efficacy)
Low;Assessors
blinded

5. Selective
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Study details

Study details

Reference

Palombo-Kinne, E. S.,
I.,.Schumacher, U.,Graser,
T.Efficacy of a combined oral
contraceptive containing
0.030 mg ethinylestradiol/2
mg dienogest for the
treatment of papulopustular
acne in comparison with
placebo and 0.035 mg
ethinylestradiol/2 mg
cyproterone acetate. 2009.
Contraception

Trial ID
Palombo-Kinne 2009
Country

Europe

Study type

RCT

Source of funding
Industry funded
Analysis method
Intention to treat or
completers analysis
ITT

Method of ITT imputation
LOCF

Participants

N=1338

Characteristics

Sex

female

age (meanxSD)

24.415.9
Inclusion/exclusion criteria
Used validated acne scale
no

Acne scale
Investigator's Global Assessment scale (IGA)

Inclusion details

Female patients between 16 and 45 years
old with mild to moderate papulopustular
acne and without contraindications to COC
use. Mild to moderate facial papulopustular
acne was defined as 10-50 comedones
(non-inflammatory lesions), 10-50 papules
and pustules together (inflammatory lesions)
and not more than three small nodules
(inflammatory lesions); a normal
Papanicolaou test result within the past 6
months; use of a non-hormonal method of
contraception for sexually active patients

Exclusion details

Presence of known contraindications to OCs;
smoking, if age at inclusion is N30 years;
pregnancy and lactation (at least three
regular cycles were to elapse before start of
treatment); and a body mass index N30
kg/m2. Dermatological exclusion criteria were

Interventions

Interventions
Treatment duration
(weeks)

24

Treatment duration
category

24+ weeks

Number of arms

3

Split face design
no

Intervention: arm 1
EE-oral 0.030mg +
DNG-oral 2mg
Intervention: arm 2
CPA-oral (2mg) + EE-
oral (0.035mg)
Intervention: arm 3
PLC-oral

Coded intervention:
arm 1
EE-oral + DNG-oral

Coded intervention:
arm 2
CPA-oral + EE-oral

Coded intervention:
arm 3

PLC-oral

Treatment category
Hormonal
contraceptives /

Acne vulgaris: evidence reviews for management options for mild to moderate acne —
pairwise comparisons FINAL (June 2021)

Outcomes and results

Results

Breast tenderness (n/N):
arm 1

8/525

Breast tenderness (n/N):
arm 2
15/537

Breast tenderness (n/N):
arm 3
na/264

Neurological side effects
(n/N): arm 1

28/525

Neurological side effects
(n/N): arm 2

28/537

Neurological side effects
(n/N): arm 3

14/264

Breakthrough bleeding
(n/N): arm 1

11/525

Breakthrough bleeding
(n/N): arm 2

na/537

Breakthrough bleeding
(n/N): arm 3

na/264

124

Comments
reporting

Low;trial included on
the Cochrane skin
group trials register

6. Overall bias

High

Cochrane RoB Tool
v2.0

1. Randomisation
Some
concerns;participants
randomised on a 2:2:1
ratio, but no other
methods reported

2. Deviation from
intervention
Low;ITT used; double
blinded (double-
dummy approach
used to maintain
participant blinding;
not clear who else
blinded)

3. Missing outcome
data (efficacy)
Low;loss to follow-up
or withdrawals
(reasons provided):
5.3% vs 4.7% vs 8%
4. Outcome
measurement
(efficacy)

Some concerns;Trial
was double blind, but
not clear who else
was blinded in
addition to
participants



FINAL

Management options for mild to moderate acne — pairwise comparisons

Study details

Study details

Reference

Papageorgiou, P. K., A.,Chu,
A.Phototherapy with blue
(415 nm) and red (660 nm)
light in the treatment of acne
vulgaris. 2000a. British
Journal of Dermatology
Trial ID

Papageorgiou 2000a
Country

United Kingdom

Study type

RCT

Source of funding
Unstated

Analysis method

Intention to treat or
completers analysis
Completers

Participants

as follows: other forms of acne and atopy and
intake of preparations with known or
suspected acne-inducing effects (for
example, vitamins B, anabolics, corticoids).
Number included

Number randomised: arm 1

530

Number randomised: arm 2
541

Number randomised: arm 3
267

Number completed: arm 1
497

Number completed: arm 2
512

Number completed: arm 3
243

N=107

Characteristics

Sex

mixed

age (meanxSD)

25.01tna
Inclusion/exclusion criteria
Used validated acne scale
no

Acne scale

Unclear

Inclusion details

Mild to moderate acne, age ranging from 14
to 50 years, otherwise healthy

Exclusion details

Patients who were pregnant, on oral
contraceptives, had taken oral antibiotics
during the previous 2 weeks, and patients
whose acne was assessed as very mild (with

Interventions
Hormone-modifying
agents

Interventions
Treatment duration
(weeks)

12

Treatment duration
category

12 to <24 weeks
Treatment intensity
84 sessions as
irradiation carried out
daily for 15 minutes

Number of arms

4

Split face design
no

Intervention: arm 1
BLU-PT 415nm
Intervention: arm 2
BR-LED 415 and

Acne vulgaris: evidence reviews for management options for mild to moderate acne —
pairwise comparisons FINAL (June 2021)

Outcomes and results

Results

Skin irritation
1

3/27

Skin irritation
2

1/30

Skin irritation
3

2/25

Skin irritation
4

8/25

125

(n/N): arm

(n/N): arm

(n/N): arm

(n/N): arm

Comments

5. Selective
reporting

Some concerns;Not
reported whether
there was a pre-
registered protocol
6. Overall bias
Some concerns

Cochrane RoB Tool
v2.0

1. Randomisation
Some
concerns;randomisati
on using a
computerised
randomisation list;
methods not reported
for allocation
concealment

2. Deviation from
intervention

Some concerns;Not
blinded; not reported if
ITT analysis was done
3. Missing outcome
data (efficacy)
High;23% withdrawals
or loss to follow-up -
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Study details

Study details

Reference
Pazoki-Toroudi, H. N.-K.,
M., Tabatabaie, H.,Ajami,
M.,Habibey, R.,Shizarpour,
M.,Babakoohi,
S.,Rahshenas, M.,Firooz,
A.Combination of azelaic
acid 5% and erythromycin
2% in the treatment of acne
vulgaris. 2010. Journal of
Dermatological Treatment
Trial ID

Pazoki-Toroudi 2010

Country

Participants

fewer than five inflammatory lesions) or

severe (cystic)

Number included

Number randomised: arm 1
27

Number randomised: arm 2
30

Number randomised: arm 3
25

Number randomised: arm 4
25

Number completed: arm 1
23

Number completed: arm 2
25

Number completed: arm 3
21

Number completed: arm 4
22

N=126

Characteristics

Sex

mixed

age (meanxSD)

20.53+2.44
Inclusion/exclusion criteria
Used validated acne scale
no

Acne scale

Unclear, type of lesion x counts scale

Inclusion details

Age between 14 and 40 years, mild-to-
moderate forms of acne vulgaris with at least

Interventions
660nm
Intervention: arm 3
White light control
Intervention: arm 4
BPO-topical 5%

Coded intervention:

arm 1
BLU-PT

Coded intervention:

arm 2
BR-LED

Coded intervention:

arm 3
PLC-physical

Coded intervention:

arm 4

BPO-topical
Treatment category
Energy based (light /
laser)

Interventions
Treatment duration
(weeks)

12

Treatment duration
category

12 to <24 weeks
Number of arms

4

Split face design
no

Intervention: arm 1
Azelaic acid 5% gel

Intervention: arm 2

Acne vulgaris: evidence reviews for management options for mild to moderate acne —
pairwise comparisons FINAL (June 2021)

Outcomes and results

Results

Skin irritation (n/N): arm

1
3/35

Skin irritation (n/N): arm

2
5/31

Skin irritation (n/N): arm

3
2/40

Skin irritation (n/N): arm

4
1/20

Participant reported

126

Comments

main reason in the
phototherapy groups
was non-compliance
on using the light
boxes, but no other
reasons reported;
9/107 stopped
treatment for efficacy
reasons (unclear from
which treatment arms)

4. Outcome
measurement
(efficacy)
Low;Assessors
blinded

5. Selective
reporting

Some concerns;Not
reported whether
there was a pre-
registered protocol
6. Overall bias
High

Cochrane RoB Tool
v2.0

1. Randomisation
Some
concerns;Methods not
reported

2. Deviation from
intervention
High;double blind
(participants and
dermatologists); no
ITT (placebo group
changed to routine
treatment after 4
weeks)
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Study details Participants Interventions Outcomes and results Comments
Iran, Islamic Republic of 10 inflammatory lesions on the face (with a Erythromycin 2% gel improvement (n/N): arm 1 3. Missing outcome
Study type maximum of three nodules) Intervention: arm 3 8/35 data (efficacy)
RCT Exclusion details Azelaic acid 5% + Participant reported High;16.5% non-
Source of funding Patients with other types of acne such as Erythromycin 2% gel improvement (n/N): arm 2 placebo participants
Industry funded acne conglobata, acne fulminans and acne Intervention: arm 4 7/31 discontinued because
Analysis method secondary to pregnancy or lactation; those Placebo Participant reported of loss to follow-up -
Intention to treat or suffering from other skin diseases such as Coded intervention:  improvement (n/N): arm 3 unclear which
completers analysis psoriasis, dermatitis, and papulopustular - 11/40 treatment arm and
Completers rosacea, which affect the treatment course; AZE-topical Participant reported unclear for placebo
Sghents with a'h|story of hgpatlc or kldr)gy Coded intervention: improvement (n/N): arm 4 group
isease, allergic drug reaction, malnutrition, arm 2 na/20 4. Outcome
or those receiving topical or systemic anti- ERYTH-topi measurement
A o -topical .
acne antibiotic therapy within 45 days or . . (efficacy)
isotretinoin within 6 months before the Coded intervention: High;placebo group
beginning of the study; in addition, anyone arm3 outcomes not
taking drugs such as theophyllin, phenytoin, ~ AZE-topical+ERYTH- measured after 4
barbiturates, carbamazepine, cyclosporine, topical weeks; dermatologist
warfarin, ergotamine and triazolam within 1 Coded intervention: blinded
week before the beginning of the study. arm 4 _ 5. Selective
Number included PLC-topical reporting
Number randomised: arm 1 Treatment category High;Not reported
na Topical non-retinoids whether there was a
Number randomised: arm 2 * other treatment pre-registered
na protocol; unclear why
Number randomised: arm 3 placebo group
na changed to routine
Number randomised: arm 4 trgatment, whethe.r.
20 this was pre-specified
or because of
Number completed: arm 1 worsening of
35 participant symptoms
Number completed: arm 2 6. Overall bias
31 High
Number completed: arm 3
40
Number completed: arm 4
20
Study details N=150 Interventions Results Cochrane RoB Tool

Acne vulgaris: evidence reviews for management options for mild to moderate acne —
pairwise comparisons FINAL (June 2021)
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Study details
Reference

Pazoki-Toroudi, H. N., M.

A.,Ajami, M.,Jaffary,

F.,Aboutaleb, N.,Nassiri-

Kashani, M.,Firooz,

A.Combination of azelaic
acid 5% and clindamycin 2%
for the treatment of acne
vulgaris. 2011. Cutaneous

and Ocular Toxicology

Trial ID
Pazoki-Toroudi 2011

Country

Iran, Islamic Republic of

Study type

RCT

Source of funding
Not industry funded
Analysis method
Intention to treat or
completers analysis
Completers

Participants

Characteristics

Sex

mixed

age (meantSD)

22.66+2.4

Inclusion/exclusion criteria

Used validated acne scale

no

Acne scale

Unclear, type of lesion x counts scale

Inclusion details

Age between 14 and 40 years, mild-to-
moderate forms of acne vulgaris with at least
10 inflammatory lesions on the face .

Exclusion details

Nodulocystic lesions (>3), Other types of
acne such as acne conglubata or fulminans
and acne secondary to pregnancy or
lactation, Other skin diseases such as
psoriasis, dermatitis, or papulopustular
rosacea that affect the therapeutic course,
History of hepatic or kidney disease,
Malnutrition, Topical antiacne therapy or
systemic therapy with antibiotics 45 days
before the beginning of the study, History of
allergic reaction to prescribed drugs, Taking
drugs such as theophyllin, phenytoin,
barbiturates, carbamazepine, cyclosporine,
warfarin, ergotamine, and triazolam within 1
week before beginning the study, and
Pregnant or lactating patients.

Number included

Number randomised: arm 1

50

Number randomised: arm 2
50

Number randomised: arm 3

Interventions
Treatment duration
(weeks)

12

Treatment duration
category

12 to <24 weeks
Number of arms

3

Split face design
no

Intervention: arm 1
Azelaic acid 5% gel
Intervention: arm 2
Clindamycin 2% gel
Intervention: arm 3
Azelaic acid +
Clindamycin gel

Coded intervention:

arm 1
AZE-topical

Coded intervention:

arm 2
CLIND-topical

Coded intervention:

arm 3
AZE-topical+CLIND-
topical

Treatment category
Topical non-retinoids
* other treatment

Outcomes and results
Skin irritation (n/N): arm
1

4/45

Skin irritation (n/N): arm
2

6/43

Skin irritation (n/N): arm
3

3/44

Comments

v2.0

1. Randomisation
Some
concerns;Methods not
reported

2. Deviation from
intervention

Some
concerns;double blind
(participants and
dermatologists); no
ITT

3. Missing outcome
data (efficacy)
High;16%
discontinued (similar
across treatment
arms); 2 patients for
lack of efficacy in AA
group, other reasons
not reported

4. Outcome
measurement
(efficacy)
Low;dermatologist
blinded

5. Selective
reporting

Some concerns;Not
reported whether
there was a pre-
registered protocol
6. Overall bias

High

Acne vulgaris: evidence reviews for management options for mild to moderate acne —
pairwise comparisons FINAL (June 2021)
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Study details

Study details

Reference

Plewig, G. C., W. J.,Binder,
N.,Hoschen, K.Efficacy of an
oral contraceptive containing
EE 0.03 mg and CMA 2 mg
(Belara) in moderate acne
resolution: a randomized,
double-blind, placebo-
controlled Phase Il trial.
2009. Contraception

Trial ID

Plewig 2009

Country

Europe

Study type

RCT

Source of funding
Industry funded

Analysis method
Intention to treat or
completers analysis

ITT

Method of ITT imputation
na

Participants

50

Number completed: arm 1
45

Number completed: arm 2
43

Number completed: arm 3
44

N=377

Characteristics

Sex

women

age (min/max)

18/40

Inclusion/exclusion criteria
Used validated acne scale
no

Acne scale
Cook

Inclusion details

Women with moderate papulopustular acne
of the face (8— 75 papules and/or pustules)
aged between 18 and 40 years (smokers up
to 30 years)

Exclusion details

Subjects were not allowed to take hormonal
contraception or topical or systemic moderate
acne therapy during the trial. Exclusion
criteria included systemic moderate acne
therapy (for example, with antiandrogens
and/or retinoids) during the previous 6
months; hormonal combinations containing
antiandrogens, norgestimate or desogestrel
during the previous 3 months; oral antibiotic
or topical moderate acne treatment during the
previous 4 weeks.

Number included

Number randomised: arm 1

Interventions

Interventions
Treatment duration
(weeks)

24

Treatment duration
category

24+ weeks

Number of arms

2

Split face design

no

Intervention: arm 1
Ethinyl estradiol
0.03mg +
chlormadinone acetate
2mg

Intervention: arm 2
Placebo

Coded intervention:
arm 1

EE-oral + CMA-oral
Coded intervention:
arm 2

PLC-oral

Treatment category
Hormonal
contraceptives /
Hormone-modifying
agents

Acne vulgaris: evidence reviews for management options for mild to moderate acne —
pairwise comparisons FINAL (June 2021)

Outcomes and results

Results

Breast tenderness (n/N):
arm 1

61/251

Breast tenderness (n/N):
arm 2
10/126

Neurological side effects
(n/N): arm 1

98/251

Neurological side effects
(n/N): arm 2

41/126

Change in mood (n/N):
arm 1

17/251

Change in mood (n/N):
arm 2

5/126

Breakthrough bleeding
(n/N): arm 1

22/251

Breakthrough bleeding
(n/N): arm 2

4/126

Participant reported
improvement (n/N): arm 1
77/251

Participant reported

129

Comments

Cochrane RoB Tool
v2.0

1. Randomisation
Some
concerns;participants
randomised on a 2:1
ratio, but no other
methods reported

2. Deviation from
intervention

Some
concerns;double blind
but not clear who was
blinded; ITT analysis
appears to have been
conducted; 10
participants excluded
for non-adherence

3. Missing outcome
data (efficacy)
Some
concerns;discontiuatio
n - 14% in active &
18% in placebo arm.
Unclear how many
due to efficacy and
differences between
treatments in those
withdrawing because
of adverse events
(5.6% vs 0.8%)
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Study details

Study details

Reference

Poli, F. R., V.,Lauze,
C.,Adhoute, H.,Morinet,
P.Efficacy and safety of 0.1%
retinaldehyde/ 6% glycolic
acid (diacneal) for mild to
moderate acne vulgaris. A
multicentre, double-blind,
randomized, vehicle-
controlled trial. 2005.
Dermatology (basel,
switzerland)

Trial ID

Poli 2005

Country

France

Study type

RCT

Source of funding
Unstated

Participants Interventions

251

Number randomised: arm 2

126

Number completed: arm 1

214

Number completed: arm 2

103

N=81 Interventions
Characteristics Treatment duration
Sex (weeks)

mixed 12

age (meanzSD) Treatment duration
18.65+4.24 category

12 to <24 weeks
Number of arms

Inclusion/exclusion criteria
Used validated acne scale

no 2
Acne scale Split face design
Unclear, type of lesion x counts scale no

Intervention: arm 1
Diacneal (0.1%

Inclusion details
Greasy or normal or combination skin type,
with phototypes II-I1V, presenting with

inflammatory (7—15 lesions) and retentional ~ glycolic acid)
(15-30 lesions) mild to moderate acne Intervention: arm 2
vulgaris Vehicle

Exclusion details

Patients presenting with a beard, suffering
from nodulocystic lesions or secondary acne
(occupational, cosmetic or drug induced) or

arm 1
DIACNEAL topical

Acne vulgaris: evidence reviews for management options for mild to moderate acne —
pairwise comparisons FINAL (June 2021)

retinaldehyde and 6%

Coded intervention:

Coded intervention:

Outcomes and results

improvement (n/N): arm 2
52/126

Results

Participant reported
improvement (n/N): arm 1
37/42

Participant reported
improvement (n/N): arm 2
25/39
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Comments

4. Outcome
measurement
(efficacy)

Some concerns;not
clear

5. Selective
reporting

Some concerns;the
authors state that the
trial protocol was
approved by the local
ethics committee, but
no further details
reported

6. Overall bias

High

Cochrane RoB Tool
v2.0

1. Randomisation
Some
concerns;Methods not
reported

2. Deviation from
intervention

Some
concerns;double blind
but not clear who
blinded; around 10%
temporary
discontinuation of
treatment in active
arm

3. Missing outcome
data (efficacy)
High;discontinuation
30% - Unclear how
many due to efficacy.
Not all randomised
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Study details

Analysis method
Intention to treat or
completers analysis
ITT

Method of ITT imputation
LOCF

Study details

Reference

Rademaker, M. W., J.
M.,Birchall, N. M.Isotretinoin
5 mg daily for low-grade
adult acne vulgaris - A
placebo-controlled,
randomized double-blind
study. 2014. Journal of the
European Academy of
Dermatology and
Venereology

Trial ID

Rademaker 2014

Country
New Zealand

Study type
RCT

Source of funding

Participants

severe acne that required an additional
therapy were not included. In addition,
subjects could not be included if they suffered
from systemic disease, had potential allergy
or required topical or systemic therapy that
might interfere with the study as well as
pregnant or nursing females or subjects
under oral contraception lasting for less than
3 months or including cyproterone acetate.
Number included

Number randomised: arm 1

42

Number randomised: arm 2
39

Number completed: arm 1
32

Number completed: arm 2

29

N=58

Characteristics

Sex

mixed

age (meanxSD)
38.049999999999997+7.49

age (min/max)

25/55

Inclusion/exclusion criteria

Used validated acne scale

yes

Acne scale

Leeds Revised Grading Scale
Inclusion details

25-55 years of age, with low-grade adult
acne - defined as three or more acne lesions/
month on the face, for at least the last 3
months

Exclusion details

Interventions

arm 2

Vehicle

Treatment category
Chemical peels

Interventions
Treatment duration
(weeks)

16

Treatment duration
category

12 to <24 weeks
Number of arms

2

Split face design
no

Intervention: arm 1

5mg isotretinoin once

daily

Intervention: arm 2
No treatment for 16
weeks

Coded intervention:

arm 1

Outcomes and results

Results

Mucosal or cutaneous
changes (n/N): arm 1
14/23

Mucosal or cutaneous
changes (n/N): arm 2
2/23

Comments

patients included in
ITT.

4. Outcome
measurement
(efficacy)

Some concerns;not
clear

5. Selective
reporting

Some concerns;Not
reported whether
there was a pre-
registered protocol
6. Overall bias
High

Cochrane RoB Tool
v2.0

1. Randomisation
Some concerns;study
centres randomised
independently using a
computer-generated
randomisation
schedule, no other
methods reported

2. Deviation from
intervention
High;double-blinded
for group 1
(isotretinoin), double-
blinded then open
label for group 2
(placebo then active
treatment); placebo
and isotretinoin

Acne vulgaris: evidence reviews for management options for mild to moderate acne —
pairwise comparisons FINAL (June 2021)
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Study details

Industry funded

Analysis method
Intention to treat or
completers analysis

ITT

Method of ITT imputation
LOCF

Participants

Any patients with acne greater than grade 2,
by the Modified Leeds Acne Assessment
scale. Pregnancy (or unwilling to adopt
contraception), breast-feeding, any significant
systemic illness, BMI over 35, or any
systemic agent likely to influence the patient’s
acne (including systemic glucocorticoids or
antibiotics). Patients were not allowed any
topical or systemic anti-acne products in the
preceding 4 weeks, or during the study
period. Oestrogen and/or progesterone
therapy (including levonorgestrel-releasing
intrauterine device) was acceptable, but only
if on a stable dose for at least 6 months
preceding the start of the study. Patients
were excluded if they had been on a systemic
retinoid in the preceding 6 months.

Number included

Number randomised: arm 1

29

Number randomised: arm 2
29

Number completed: arm 1
29

Number completed: arm 2
29

Interventions
ISO<120.Daily<0.5
Coded intervention:
arm 2

PLC-oral

Treatment category
Oral isotretinoin

Acne vulgaris: evidence reviews for management options for mild to moderate acne —
pairwise comparisons FINAL (June 2021)

Outcomes and results

132

Comments

capsules similar in
smell, taste and
appearance; protocol
deviations reported
(n=12, unclear
whether similar across
treatment groups);
ITT analysis was done
3. Missing outcome
data (efficacy)
High;around 25%
discontinued but not
clear how many from
which group; not clear
how many were
randomised to each
group; last
observation carried
forward used to
impute data

4. Outcome
measurement
(efficacy)

Low;all data
processed and
analysed by an
independent
organisation; to
ensure assessor
blinding to adverse
events, assessments
were performed by a
study nurse
separately

5. Selective
reporting

Some
concerns;registered
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Study details

Study details

Reference

Ragab, Magdy A., Hussein,
Tarek M., Salem, Mona
A.Photodynamic therapy
using 5-aminolevulinic acid
and intense pulsed light
against intense pulsed light
alone in the treatment of
acne vulgaris. 2014. Journal
of the Egyptian
Womena<U+0080><U+0099
>s Dermatologic Society
Trial ID

Ragab 2014

Country

Egypt

Study type

RCT

Source of funding

No funding sources
Analysis method
Intention to treat or
completers analysis
completers

Participants

N=25

Characteristics

Sex

mixed

age (meanxSD)

19.4

age (min/max)

14/39

Inclusion/exclusion criteria
Used validated acne scale
no

Acne scale
Evaluator's Global Severity Scale (EGSS)

Inclusion details

Participants aged 14 years or
over.Participants with mild to moderate acne
vulgaris; determined by Evaluator Global
Severity score.Score of 2 or 3 on scale
before treatment

Exclusion details

Therapy with oral isotretinoin in the past 6
months, the use of topical or systemic
antibiotics 2 weeks before the study,
photosensitive dermatoses, pregnancy, or
lactation

Number included

Number randomised: arm 1

15

Number randomised: arm 2

Interventions

Interventions
Treatment duration
(weeks)

2

Treatment duration
category

0 to <6 weeks
Treatment intensity
2 sessions

Number of arms

2

Split face design
No

Intervention: arm 1
PDT using 5-
aminolevulinic acid
(ALA) with intense
pulsed light (IPL)
Intervention: arm 2
IPL alone

Coded intervention:

arm 1
5ALA-IPL-PDT
Coded intervention:
arm 2

IPL

Treatment category
Energy based (light /
laser)

Acne vulgaris: evidence reviews for management options for mild to moderate acne —
pairwise comparisons FINAL (June 2021)

Outcomes and results

Results
Skin redness (n/N): arm 1
14/15

Skin redness (n/N): arm 2
8/10

Pigment changes (n/N):
arm 1

4/15

Pigment changes (n/N):
arm 2

1/10

Participant reported
improvement (n/N): arm 1
15/15

Participant reported
improvement (n/N): arm 2
8/10

133

Comments

with the Australia/New
Zealand Clinical Trials
Registry
(retrospectively due to
an administrative
error)

6. Overall bias

High

Cochrane RoB Tool
v2.0

1. Randomisation
Some
concerns;methods not
reported for allocation

2. Deviation from
intervention

Some concerns;not
reported if participants
were blinded

3. Missing outcome
data (efficacy)
Low;all participants
completed the study
4. Outcome
measurement
(efficacy)

Some concerns;not
reportedif/who was
blinded; it mentioned
only that the
evaluation of efficacy
was based on
photographs taken
before the first
treatment and at
follow-up visits.

5. Selective
reporting
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Study details

Study details

Reference

Rassai, S. M., M.,Yaghoobi,
R.,Sina, N.,Mohebbipour,
A.,Feily, A.Superior efficacy
of azithromycin and
levamisole vs. azithromycin
in the treatment of
inflammatory acne vulgaris:
An investigator-blind
randomized clinical trial in
169 patients. 2013.
International Journal of
Clinical Pharmacology and
Therapeutics

Trial ID

Rassai 2013

Country

Iran, Islamic Republic of
Study type

RCT

Source of funding

Not industry funded
Analysis method
Intention to treat or
completers analysis
Completers

Participants

10

Number completed: arm 1
15

Number completed: arm 2
10

N=144

Characteristics

Sex

mixed

age (min/max)

12/34

Inclusion/exclusion criteria
Used validated acne scale
no

Acne scale

Unclear, type of lesion x counts scale

Inclusion details

Inflammatory acne vulgaris, at least 20
comodones, or with nodules or cysts
disregarding the number of comodomes.
Exclusion details

Using any type of systemic treatment for
acne, any hematological, renal or hepatic
disease, were pregnant or lactating, had
drug-induced acne, or were using alcohol,
anti-convulsants or anti-coagulants
Number included

Number randomised: arm 1

na

Number randomised: arm 2
na

Number completed: arm 1
74

Number completed: arm 2
74

Interventions

Interventions
Treatment duration
(weeks)

8

Treatment duration
category

6 to <12 weeks
Number of arms

2

Split face design

no

Intervention: arm 1
500mg
azithromycin/day, 3
days a week + oral
levamisole 150mg/day,
2 days a week
Intervention: arm 2
500mg
azithromycin/day, 3
days a week

Coded intervention:
arm 1
AZITH-oral+LEVA-oral
Coded intervention:
arm 2

AZITH-oral

Treatment category
Oral antibiotics

Acne vulgaris: evidence reviews for management options for mild to moderate acne —
pairwise comparisons FINAL (June 2021)

Outcomes and results

Results

Skin irritation (n/N): arm
1

1/76

Skin irritation (n/N): arm
2

orr7

Gl side effects (n/N): arm
1

2/76

Gl side effects (n/N): arm
2

11/77

Participant reported
improvement (n/N): arm 1
16/76

Participant reported
improvement (n/N): arm 2
2/77

134

Comments

Some concerns;Not
reported whether
there was a pre-
registered protocol
6. Overall bias
Some concerns

Cochrane RoB Tool
v2.0

1. Randomisation
Some
concerns;randomisati
on using simple
random table, no
other methods
reported

2. Deviation from
intervention

Some concerns;not
reported if participants
were blinded; not
reported if ITT
analysis was done

3. Missing outcome
data (efficacy)
High;not reported how
many were
randomised to each
arm; overall 12%
discontinued because
of refusal to continue
treatment or because
of side effects.

4. Outcome
measurement
(efficacy)
Low;investigator-
blinded

5. Selective
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Study details

Study details

Reference

Sarkar, R., Ghunawat, S.,
Garg, V. K.Comparative
Study of 35% Glycolic Acid,
20% Salicylic-10% Mandelic
Acid, and Phytic Acid
Combination Peels in the
Treatment of Active Acne
and Postacne Pigmentation.
2019.

Trial ID

Sarkar 2019

Country

India

Study type

RCT

Source of funding
No funding received
Analysis method
Intention to treat or
completers analysis
completers

Participants

N=45

Characteristics

Sex

mixed

age (meanxSD)

23.17+na

age (min/max)

16/38

Inclusion/exclusion criteria
Used validated acne scale
no

Acne scale
Michaelson

Inclusion details

Patients with acne (grade 1 and 2) with
postacne hyperpigmentation.Patients with
age >12 years

Exclusion details

Patients with active/recurrent herpes
infection.Patients with a history of
hypertrophic scarring/keloid.Patients with
hypersensitivity to aspirin.Patients with oral
isotretinoin intake in the past 6
months.Pregnant and lactating
women.Patients refusing consent
Number included

Number randomised: arm 1

15

Number randomised: arm 2
15
Number randomised: arm 3
15

Interventions

Interventions
Treatment duration
(weeks)

12

Treatment duration
category

12 to <26 weeks
Treatment intensity
6 sessions

Number of arms

3

Split face design
no

Intervention: arm 1

35% glycolic acid peel

Intervention: arm 2

20% salicylic acid-10%

mandelic acid

Intervention: arm 3
Phytic acid

Coded intervention:

arm 1
GLY peel

Coded intervention:

arm 2
SAL peel + MAND
peel

Coded intervention:

arm 3
PHY peel

Treatment category

Acne vulgaris: evidence reviews for management options for mild to moderate acne —
pairwise comparisons FINAL (June 2021)

Outcomes and results

Results

Skin redness (n/N): arm 1
0/15

Skin redness (n/N): arm 2
1/15

Skin redness (n/N): arm 3
0/15

135

Comments
reporting
Low;registered in
clinicaltrial.gov

6. Overall bias

High

Cochrane RoB Tool
v2.0

1. Randomisation
Some
concerns;randomised
by random numbers
table, methods not
reported for allocation
2. Deviation from
intervention

Some concerns;not
reported if participants
were blinded

3. Missing outcome
data (efficacy)
Low;it appears that all
participants
completed the study
4. Outcome
measurement
(efficacy)

Some
concerns;blinding not
reported

5. Selective
reporting

Some concerns;Not
reported whether
there was a pre-
registered protocol

6. Overall bias
Some concerns
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Study details

Study details

Reference

Schaller, M., Sebastian, M.,
Rees, C., Seidel, D., Hennig,
M.A multicentre, randomized,
single-blind, parallel-group
study comparing the efficacy
and tolerability of benzoyl
peroxide 3%/clindamycin 1%
with azelaic acid 20% in the
topical treatment of mild-to-
moderate acne vulgaris.
2016. Journal of the
european academy of
dermatology and
venereology. 30 (6) (pp 966-
973), 2016. Date of
publication: 2016.

Trial ID

Schaller 2016

Country

Germany

Study type

RCT

Source of funding

Industry funded

Analysis method

Intention to treat or
completers analysis

ITT

Method of ITT imputation

Participants

Number completed: arm 1
15

Number completed: arm 2

15

Number completed: arm 3

15

N=217

Characteristics

Sex

mixed

age (meanxSD)

20.1047

Inclusion/exclusion criteria

Used validated acne scale

no

Acne scale

Investigator's Static Global Assessment
(ISGA)/Investigator's global severity
Assessment

Inclusion details

12—-45 years old, having facial acne vulgaris
(defined as having 17-60 inflammatory
lesions [papules and pustules], =1 facial
nodular cystic lesion, 20-125 non-
inflammatory facial lesions and an
Investigator’s Static Global Assessment
[ISGA] score of ‘mild’ or ‘moderate’).

Exclusion details

Being pregnant (or at risk of becoming
pregnant), breastfeeding, a history of non-
acne facial disease or severe systemic
disease, having received medications that
could interfere with the evaluation of the
study treatments within the 6 months pre-
study (antibiotics, corticosteroids, retinoids),
facial procedures within the last month, or
known hypersensitivity or allergy to active

Interventions
Chemical peels

Interventions
Treatment duration
(weeks)

12

Treatment duration
category

12 to <24 weeks
Number of arms

2

Split face design
no

Intervention: arm 1
Benzoyl peroxide 3% +
clindamycin 1% QD
Intervention: arm 2
Azelaic acid 20% BID
Coded intervention:
arm 1
BPO-topical+CLIND-
topical

Coded intervention:
arm 2

AZE-topical
Treatment category
Topical non-retinoids
+ other treatment

Acne vulgaris: evidence reviews for management options for mild to moderate acne —
pairwise comparisons FINAL (June 2021)

Outcomes and results

Results

Skin irritation (n/N): arm

1
8/108

Skin irritation (n/N): arm

2
25/109

136

Comments

Cochrane RoB Tool
v2.0

1. Randomisation
Some
concerns;randomisati
on on a 1:1 ratio using
computer-generated
schedule, no other
methods reported

2. Deviation from
intervention

Some
concerns;single-
blinded (participants,
site staff responsible
for dispensing
treatment and
individuals involved in
study conduct were
not blinded to
treatment); ITT and
modified ITT analyses
were done

3. Missing outcome
data (efficacy)
Some concerns;3.7%
vs 6.4% discontinued
(reasons provided)
4. Outcome
measurement
(efficacy)
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Study details
LOCF

Study details

Reference

Seaton, E. D. C., A.,Mouser,
P. E.,Grace, |.,Clement, R.
M.,Chu, A. C.Pulsed-dye
laser treatment for
inflammatory acne vulgaris:
Randomised controlled trial.
2003. Lancet

Trial ID
Seaton 2003

Country

United Kingdom
Study type

RCT

Source of funding
Not industry funded
Analysis method
Intention to treat or
completers analysis
ITT

Method of ITT imputation
LOCF

Participants
constituents of the study drugs.
Number included

Number randomised: arm 1
108

Number randomised: arm 2
109

Number completed: arm 1
104

Number completed: arm 2
102

N=41

Characteristics

Sex

mixed

age (min/max)

18/45

age (other information)
median (IQR) in PDL group: 26 (23-32); in
PLC 31 (20-36)
Inclusion/exclusion criteria
Used validated acne scale
yes

Acne scale

Leeds Revised Grading Scale

Inclusion details

Aged between 18 and 45 years with mild-to-
moderate facial inflammatory acne defined as
the presence of at least ten acne papules or
pustules between the brow and jawline and
an acne severity score of between 2 and 7 on
the Leeds revised acne grading system.

Exclusion details

Washout periods for previous treatments
were 4 weeks for oral antibiotics, 12 weeks
for cyproterone acetatecontaining
contraceptives, 52 weeks for oral isotretinoin,
and 2 weeks for topical treatments. Acne

Interventions

Interventions
Treatment intensity
1 session

Number of arms

2

Split face design
no

Intervention: arm 1
Pulsed dye laser
Intervention: arm 2
Sham laser

Coded intervention:

arm 1
PDL

Coded intervention:

arm 2

PLC-physical
Treatment category
Energy based (light /
laser)

Outcomes and results

Results

Skin redness (n/N): arm 1
1/31

Skin redness (n/N): arm 2
0/10

Skin irritation (n/N): arm
1

1/31

Skin irritation (n/N): arm
2

2/10

Comments
Low;assessor-blinded

5. Selective
reporting
Low;registered on
clincial trials

6. Overall bias
Some concerns

Cochrane RoB Tool
v2.0

1. Randomisation
Low;randomisation
using computer-
generated sequence;
allocations contained
in opaque,
sequentially-
numbered, sealed
envelopes and
concealed from
participants and
assessorrs - only
known to investigator
providing treatment;
some differences in
baseline
characteristics, but
not considered
excessive

2. Deviation from
intervention

Some
concerns;double-
blinded (participants
and assessors
blinded); ITT

Acne vulgaris: evidence reviews for management options for mild to moderate acne —
pairwise comparisons FINAL (June 2021)
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Study details Participants

treatments were not allowed during the study.

Number included
Number randomised: arm 1
31

Number randomised: arm 2
10

Number completed: arm 1
27

Number completed: arm 2
9

Study details N=49
Reference Characteristics
Shalita, A. R.Treatment of Sex

mild and moderate acne mixed

vulgaris with salicylic acid in

X age (min/max)
an alcohol detergent vehicle.

Interventions

Interventions
Treatment duration
(weeks)

12

Treatment duration
category

Acne vulgaris: evidence reviews for management options for mild to moderate acne —

pairwise comparisons FINAL (June 2021)

Outcomes and results

Results

Patient reported
improvement (n/N): arm 1
18/25

Participant reported
improvement (n/N): arm 2

138

Comments
analysis was done

3. Missing outcome
data (efficacy)
Some
concerns;12.9%
discontinued from
laser treatment
(change of residence
or need for antibiotic
treatment for acne),
10% discontinuation
in sham treatment due
to dissatisfaction with
clinical response

4. Outcome
measurement
(efficacy)
Low;assessor blinded
5. Selective
reporting

High;local ethics
committee approved
protocol, but no
further details
provided; some
results reported only
at 12 weeks after
treatment (not at other
visits, that is 2, 4, 8
weeks)

6. Overall bias

High

Cochrane RoB Tool
v2.0

1. Randomisation
Some
concerns;treatments
were rndomised and
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Study details

1981. Cutis

Trial ID

Shalita 1981
Country

United States

Study type

RCT

Source of funding
Industry funded
Analysis method
Intention to treat or
completers analysis
Completers

Study details
Reference

Shalita, A. M., B.,Menter,
A.,Abramovits, W.,Loven,
K.,Kakita, L.Tazarotene

Participants
12/20

Inclusion/exclusion criteria
Used validated acne scale
no

Acne scale

Pillsbury

Inclusion details

Teenagers (12 to 20) with mild to moderate
acne vulgaris, classed by Pillsbury, Shelly
and Kligman grades | or I, with at least
fifteen comedones and no more than ten
inflammatory lesions.

Exclusion details

Patients with systemic disease; Patients
taking antibiotics or oral contraceptives
during the study or who had taken them less
than one month prior to the start of the study;
Patients using scrub cleansers or other
topical acne therapy during the study or who
had used them less than two weeks prior to
entering the study; Patients known to be
allergic to any of the ingredients in the test
medication; Patients with beards

Number included

Number randomised: arm 1

25

Number randomised: arm 2

24

Number completed: arm 1
25

Number completed: arm 2
24

N=1026

Characteristics

Sex
mixed

age (meanxSD)

Interventions

12 to <24 weeks
Number of arms

2

Split face design
no

Intervention: arm 1
0.5% salicylic acid
(Stri-Dex medicated
pads)
Intervention: arm 2
Placebo

Coded intervention:

arm 1
SAL topical

Coded intervention:

arm 2
PLC-physical

Interventions
Treatment duration
(weeks)

12

Treatment duration

Acne vulgaris: evidence reviews for management options for mild to moderate acne —
pairwise comparisons FINAL (June 2021)

Outcomes and results
8/24

Results

Skin irritation (n/N): arm
1

24/386

Skin irritation (n/N): arm

139

Comments

coded by the study
sponsor, but no other
methods reported

2. Deviation from
intervention

Some
concerns;double-
blinded, but not clear
whether participants
were blinded; unclear
if ITT analysis was
done

3. Missing outcome
data (efficacy)
Low;it looks like all
participants were
included in the
analysis

4. Outcome
measurement
(efficacy)

Some
concerns;blinding not
reported

5. Selective
reporting

Some concerns;Not
reported whether
there was a pre-
registered protocol
6. Overall bias
Some concerns

Cochrane RoB Tool
v2.0

1. Randomisation
Low;randomisation in
a 3:1:3:1 ratio and
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Study details

cream versus adapalene
cream in the treatment of
facial acne vulgaris: a
multicenter, double-blind,
randomized, parallel-group
study. 2005. Journal of drugs
in dermatology: JDD

Trial ID

Shalita 2005

Country

United States

Study type

RCT

Source of funding
Industry funded

Analysis method
Intention to treat or
completers analysis

ITT

Method of ITT imputation
na

Participants
18.89+6.39

Inclusion/exclusion criteria
Used validated acne scale
no

Acne scale

Investigator's Static Global Assessment
(ISGA)/Investigator's global severity
Assessment

Inclusion details

12 years of age or older with mild to
moderate facial acne vulgaris and an
Investigator's Static Global Assessment
(ISGA) score of 2 or greater at baseline. Also
a minimum of 17 but no more than 40 facial
inflammatory lesions, including nasal lesions,
and a minimum of 20, but no more than 150
facial non-inflammatory lesions, excluding
nasal lesions.

Exclusion details

Any active nodulo-cystic lesions and those
who had used topical or systemic treatment
within 4 weeks prior to study entrance.

Number included

Number randomised: arm 1
386

Number randomised: arm 2
127

Number randomised: arm 3
385

Number randomised: arm 4
128

Number completed: arm 1
344

Number completed: arm 2
112

Number completed: arm 3
346

Interventions
category

12 to <24 weeks
Number of arms
4

Split face design

no

Intervention: arm 1
Clindamycin foam o.d.
Intervention: arm 2
Vehicle foam o.d.
Intervention: arm 3
Clindamycin gel 1%
o.d.

Intervention: arm 4
Vehicle gel o.d.
Coded intervention:
arm 1

CLIND-topical
Coded intervention:
arm 2

Vehicle

Coded intervention:
arm 3

CLIND-topical
Coded intervention:
arm 4

Vehicle

Treatment category
Topical non-retinoids
+ other treatment

Acne vulgaris: evidence reviews for management options for mild to moderate acne —
pairwise comparisons FINAL (June 2021)

Outcomes and results

2

9/127

Skin irritation (n/N): arm
3

3/385

Skin irritation (n/N): arm
4

2/128

140

Comments

stratified by study site;
randomisation codes
were sealed and only
revealed in
emergency

2. Deviation from
intervention

Some
concerns;authors
reported that the
study was double-
blinded, but not clear
who else blinded
other than
investigators
(participants and co-
ordinators not
blinded); ITT analysis
was done

3. Missing outcome
data (efficacy)

Some
concerns;around 10%
participants lost to
follow up overall
(10.9% vs 10.1% vs
11.8% vs 11.7%)

4. Outcome
measurement
(efficacy)
Low;evaluator blinded
5. Selective
reporting

Some concerns;Not
reported whether
there was a pre-
registered protocol

6. Overall bias
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Study details

Study details

Reference

Shwetha, H. G., A.,Revathi,
T. N.A comparative study of
efficacy and safety of
combination of topical 1%
clindamycin and 0.1%
adapalene with 1%
clindamycin and 2.5%
benzoyl peroxide in mild to
moderate acne at a tertiary
care hospital. 2014. Journal
of Chemical and
Pharmaceutical Research
Trial ID

Shwetha 2014

Country

India

Study type

RCT

Source of funding
Not industry funded
Analysis method
Intention to treat or
completers analysis
Completers

Participants

Number completed: arm 4
113

N=120

Characteristics

Sex

mixed

age (meanxSD)
18.03+1.85

age (min/max)

12/25

Inclusion/exclusion criteria
Used validated acne scale
no

Acne scale

Indian Grading Scale

Inclusion details

Mild to moderate acne on face as per Indian
Acne Alliance Grading for Severity of acne,
aged between 12 to 25 years

Exclusion details

Other variants of acne, drug induced acne,
pregnant and lactating mothers and those
with history of hypersensitivity to any
component of the drug

Number included

Number randomised: arm 1

60

Number randomised: arm 2
60

Number completed: arm 1
59

Number completed: arm 2
58

Interventions Outcomes and results

Interventions Results

Treatment duration Skin irritation (n/N): arm
(weeks) 1

12 59/59

Treatment duration Skin irritation (n/N): arm
category 2

12 to <24 weeks

Number of arms
2

Split face design

no

Intervention: arm 1
topical 1% clindamycin
+ 0.1% adapalene
Intervention: arm 2
topical 1% clindamycin
+ 2.5% benzoyl
peroxide

Coded intervention:
arm 1
CLIND-topical+ADAP-
topical

Coded intervention:
arm 2
CLIND-topical+BPO-
topical

Treatment category
Topical retinoids *
other treatment

58/58

Acne vulgaris: evidence reviews for management options for mild to moderate acne —
pairwise comparisons FINAL (June 2021)
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Comments
Some concerns

Cochrane RoB Tool
v2.0

1. Randomisation
Some
concerns;randomisati
on list using table of
random numbers;
methods not reported
for allocation
concealment

2. Deviation from
intervention

Some concerns;not
reported if participants
were blinded; not
clear whether ITT
analysis was done

3. Missing outcome
data (efficacy)
Low;<5% lost to follow
up

4. Outcome
measurement
(efficacy)

Some
concerns;blinding not
reported

5. Selective
reporting

Some concerns;Not
reported whether
there was a pre-
registered protocol

6. Overall bias
Some concerns
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Study details

Study details
Reference
Smith, E. B. P., R.

S.,McCabe, J. M.,Becker, L.
E.Benzoyl peroxide lotion (20
percent) in acne. 1980b.

Cutis

Trial ID

Smith 1980b
Country

United States

Study type

RCT

Source of funding
Industry funded
Analysis method
Intention to treat or
completers analysis
Completers

Study details

Participants

N=59

Characteristics

Sex

mixed

age (meanxSD)

22.55

age (min/max)

18/30

Inclusion/exclusion criteria
Used validated acne scale
no

Acne scale
Unclear, type of lesion x counts scale

Inclusion details

At least ten inflammatory papules and/or
pustules and no more than three nodulocystic
lesions on the face, otherwise in good health

Exclusion details

Not topical medication for acne during the
week before the study, and no oral antibioti
cs, oral contraceptives, or systemic
corticosteroids for one month before the
study began. Also no pregnant women or
subjects with a history of hypersensitivity to
benzoyl peroxide

Number included

Number randomised: arm 1

29

Number randomised: arm 2
30

Number completed: arm 1
25

Number completed: arm 2
26

N=2102

Interventions

Interventions
Treatment duration
(weeks)

12

Treatment duration
category

12 to <24 weeks
Number of arms

2

Split face design
no

Intervention: arm 1

20% Benzoyl-peroxide

b.d.

Intervention: arm 2
Vehicle b.d.

Coded intervention:

arm 1
BPO-topical

Coded intervention:

arm 2

Vehicle

Treatment category
Topical non-retinoids
* other treatment

Interventions

Acne vulgaris: evidence reviews for management options for mild to moderate acne —
pairwise comparisons FINAL (June 2021)

Outcomes and results
Results

Skin irritation (n/N): arm

1
21/26

Skin irritation (n/N): arm

2
17/25

Results

142

Comments

Cochrane RoB Tool
v2.0

1. Randomisation
Some
concerns;methods not
reported

2. Deviation from
intervention

Some
concerns;double-
blinded (participants
blinded); not clear if
ITT done

3. Missing outcome
data (efficacy)

Some
concerns;13.8% vs
13.3% discontinued
(reasons not reported)

4. Outcome
measurement
(efficacy)
Low;evaluator blinded
5. Selective
reporting

Some concerns;Not
reported whether
there was a pre-
registered protocol
6. Overall bias
Some concerns

Cochrane RoB Tool
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Study details

Reference

Stein Gold, L. F. J., M.
T.,Bucko, A. D.,Grekin, S.
K.,Berlin, J. M.,Bukhalo,

M., Weiss, J. S.,Berk, D.
R.,Chang-Lin, J. E.,Lin, V.,et
al.,Efficacy and Safety of
Once-Daily Dapsone Gel,
7.5% for Treatment of
Adolescents and Adults With
Acne Vulgaris: first of Two
Identically Designed, Large,
Multicenter, Randomized,
Vehicle-controlled Trials.
2016. Journal of drugs in
dermatology.

Trial ID

Stein Gold 2016.

Country

United States

Study type

RCT

Source of funding
Industry funded
Analysis method
Intention to treat or
completers analysis
ITT

Method of ITT imputation
LOCF

Participants

Characteristics

Sex

mixed.mixed

age (meantSD)
20£7.47+£19.58

age (median)

17

age (min/max)

12/63/12/57

age (other information)
ADAP 0.3%, range 12-57; ADAP 0.1%, range
12-49; Vehicle, range=12-36
Inclusion/exclusion criteria
Used validated acne scale
no.no

Acne scale

Global Acne Assessment Score (GAAS).
Inclusion details

Moderate acne, with 20 to 50 inflammatory
lesions (papules and pustules) and 30 to 100
noninflammatory lesions (open and closed
comedones) on the face. Patients were also
required to have an acne grade of 3
(indicating moderate acne) on the Global
Acne Assessment Score.Males and females.

Exclusion details

Severe cystic acne, acne conglobata, acne
fulminans, or secondary acne (eg, chloracne,
drug-induced acne) and having one or more
nodule or cyst above the mandibular line.
Patients using oral contraceptives solely for
acne control were excluded, as were patients
planning to use any systemic therapy during
the study period that could potentially affect
their acne. Additional exclusion criteria
included underlying diseases or dermatologic
conditions that required the use of topical or
systemic therapy, and skin abnormalities or

Interventions

Treatment duration
(weeks)

12

Treatment duration
category

12 to <24 weeks
Number of arms

2

Split face design
no

Intervention: arm 1
Dapsone gel 7.5%
Intervention: arm 2
Vehicle

Coded intervention:

arm 1
DAPS-topical

Coded intervention:

arm 2
Vehicle
Treatment category

Topical non-retinoids
* other treatment

Acne vulgaris: evidence reviews for management options for mild to moderate acne —
pairwise comparisons FINAL (June 2021)

Outcomes and results
Skin irritation (n/N): arm
1

11/1044

Skin irritation (n/N): arm
2

8/1058

143

Comments

v2.0

1. Randomisation
Some
concerns;participants
randomised on a 1:1
ratio and stratified by
sex using an
interactive voice/web
randomisation
system; methods not
reported for allocation
concealment

2. Deviation from
intervention

Some
concerns;double-blind
(not reported if
participants were
blinded); ITT analysis
was done

3. Missing outcome
data (efficacy)
Some concerns;9.2%
vs 7.8% participants
discontinued, mainly
because lost to follow-
up, personal reasons,
or other reasons; a
study site (n=51) also
discontinued due to
termination (serious
non-compliance with
Good Clinical
Practices)

4. Outcome
measurement
(efficacy)

Some
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Study details

Study details

Reference

Stinco, G. B., G.,Trotter,
D.,Pillon, B.,Patrone,
P.Relationship between
sebostatic activity, tolerability
and efficacy of three topical
drugs to treat mild to
moderate acne. 2007.
Journal of the European
Academy of Dermatology
and Venereology

Trial ID

Stinco 2007

Country
Italy

Study type
RCT

Participants

other physical characteristics that could
confound study results.

Number included

Number randomised: arm 1

1044

Number randomised: arm 2

1058

Number completed: arm 1

948

Number completed: arm 2
976

N=65

Characteristics

Sex

mixed

age (meanxSD)

18.25

age (min/max)

12/24

Inclusion/exclusion criteria
Used validated acne scale
no

Acne scale

Unclear, type of lesion x counts scale

Inclusion details
Mild or moderate comedonic or

papulopustular acne, localized on the face.
each patient had a minimum of 20 facial non-

inflammatory lesions (open and closed

Interventions

Interventions
Treatment duration
(weeks)

8

Treatment duration
category

6 to <12 weeks
Number of arms

3

Split face design
no

Intervention: arm 1
Azelaic acid o.d.

Intervention: arm 2
Benzoyl peroxide o.d.

Intervention: arm 3
Adapalene o.d.

Coded intervention:

Acne vulgaris: evidence reviews for management options for mild to moderate acne —
pairwise comparisons FINAL (June 2021)

Outcomes and results

Results

Skin irritation (n/N): arm
1

1/24

Skin irritation (n/N): arm
2

5/18

Skin irritation (n/N): arm
3

3/19

144

Comments

concerns;unclear who
was blinded

5. Selective
reporting

Some
concerns;registered
with clinicaltrials.gov;
the authors stated that
sensitivity analysis
was concuted to
include participants
from the terminated
site to evaluate the
impact of excluding
these participants, but
no results appear to
have been reported
6. Overall bias

High

Cochrane RoB Tool
v2.0

1. Randomisation
Some
concerns;methods not
reported; 20
volunteers also
recruited for control
group (no details
provided)

2. Deviation from
intervention

Some concerns;not
clear if participants
were blinded; not
reported if ITT was
done

3. Missing outcome
data (efficacy)
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Study details

Source of funding
Unstated

Analysis method
Intention to treat or
completers analysis
Completers

Study details
Reference

Stoughton, R.R., Leyden, J.J.

Efficacy of 4 percent
chlorhexidine gluconate skin
cleanser in the treatment of
acne vulgaris. 1987. Cutis
Trial ID

Stoughton 1987

Country
United States
Study type
RCT

Participants

comedones) and 10 inflamed lesions. Also
required to be in good health and have not
received any oral or topical anti-acne therapy

in the 8 weeks prior the study.
Exclusion details

Subjects over the age of 24, patients who
were taking systemic drugs of any type of

treatment

Number included

Number randomised: arm 1
25

Number randomised: arm 2
20

Number randomised: arm 3
20

Number completed: arm 1
24

Number completed: arm 2
18

Number completed: arm 3
19

N=110

Characteristics

Sex

mixed

age (meantSD)

not reported

age (min/max)

not reported
Inclusion/exclusion criteria
Used validated acne scale
no

Acne scale

Unclear, type of lesion x counts scale

Interventions

arm 1
AZE-topical

Coded intervention:

arm 2
BPO-topical

Coded intervention:

arm 3

ADAP-topical
Treatment category
Topical retinoids *
other treatment

Interventions
Treatment duration
(weeks)

12

Treatment duration
category

12 to <24 weeks
Number of arms

2

Split face design
no

Intervention: arm 1
Chlorhexidine

Acne vulgaris: evidence reviews for management options for mild to moderate acne —
pairwise comparisons FINAL (June 2021)

Outcomes and results

Results

Skin irritation (n/N): arm

1
2/55

Skin irritation (n/N): arm

2
1/55

145

Comments

Some concerns;4%
(azelaic acid) vs 10%
(BPO) vs 5%
(adapalne) vs 20%
(control) participants
lost to follow up
overall

4. Outcome
measurement
(efficacy)

Some
concerns;blinding not
reported

5. Selective
reporting

Some concerns;Not
reported whether
there was a pre-
registered protocol; no
outcome data
reported on control
group

6. Overall bias

High

Cochrane RoB Tool
v2.0

1. Randomisation
Some concerns;
methods not reported
for allocation
concealment

2. Deviation from
intervention

Some concerns; not
clear if participants
were blinded; not
reported if ITT was
done
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Comments

3. Missing outcome
data (efficacy)
low concerns; <5%

Study details Outcomes and results

Source of funding
Unstated

Analysis method

Participants Interventions

Inclusion details gluconate
Helathy participants aged between 12 and 35 skin solution
years and with a minimum of 10 Intervention: arm 2

Intention to treat or erythematous facial papules and pustules. Vehicle loss to follow-up or
completers analysis Exclusion details Coded intervention: withdrawals
Completers Patients were excluded if they had chronic arm 1 4. Outcome
illness or skin disease other than acne CHLOR-topical measurement
vulgaris (eg, acne conglobata), severe acne  coded intervention: (efficacy)
that would require more than topical arm 2 Low concerns;
therapy, systemic treatment with antibiotics or vehicle evaluator blinded
other therapy for acne within one month Treatment category 5. Sele_ctive
before entering the study, and pregnancy. Topical non-retinoids + reporting
Number included S ireEiiE Some concerns; not
Number randomised: arm 1 reported whether
55 there was a pre-
Number randomised: arm 2 R ptotocol
55 6. Overall bias
Number completed: arm 1 Some concerns
48
Number completed: arm 2
45
Study details N=653 Interventions Results Cochrane RoB Tool
Reference Characteristics Treatment duration Skin irritation (n/N): arm1 v2.0
Thiboutot, D., Pariser, D.M., Sex (weeks) 18/261 1. Randomisation
Egan, N., Flores, J., mixed 12 Skin irritation (n/N): arm 2 Low concerns
Herndon, J.H. Jr, Kanof, age (meanSD) Treatment duration 36/258 2. Deviation from
N.B., Kempers, S.E., Maddin, 1g216.14 category intervention

S., Poulin, Y.P., Wilson,
D.C., Hwa, J., Liu, Y.,
Graeber, M. Adapalene
Study Group. Adapalene gel
0.3% for the treatment of
acne vulgaris: A multicenter,
randomized, double-blind,
controlled, phase lll trial.
2006. J Am Acad

Dermatol

Inclusion/exclusion criteria
Used validated acne scale
no

Acne scale

no scale used

Inclusion details

Participants 12 years or older, with 20 to 100
noninflammatory facial lesions, 20 to 50
inflammatory facial lesions, and no nodules

12 to <24 weeks
Number of arms

3

Split face design
no

Intervention: arm 1
Adapalene 0.1% gel
Intervention: arm 2
Adapalene 0.3% gel

Acne vulgaris: evidence reviews for management options for mild to moderate acne —
pairwise comparisons FINAL (June 2021)

Skin irritation (n/N): arm 3
0/134

146

Low concerns;
participants blinded;
ITT analysis
performed

3. Missing outcome
data (efficacy)
Some concerns; 10%
participants lost to
follow up overall

4. Outcome
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Study details

Trial ID
Thiboutot 2006

Country

North America

Study type

RCT

Source of funding

The investigating authors
received payments for this
research study; 3 of the
authors are employees of

Galderma Research and
Development

Analysis method
Intention to treat or
completers analysis
ITT

Method of ITT imputation
not reported

Study details

Reference

Thorneycroft, I. H. G.,
H.,Schellschmidt,
|.Superiority of a combined
contraceptive containing
drospirenone to a triphasic
preparation containing
norgestimate in acne
treatment. 2004. Cutis
Trial ID

Thorneycroft 2004

Participants

or cysts; specified washout periods were
required for participants taking certain
topical and systemic treatments.

Exclusion details

Participants with severe acne requiring
isotretinoin therapy or other dermatologic
conditions requiring interfering treatment;
women were excluded if they were pregnant,
nursing, or planning a pregnancy as well as
men with facial hair that would interfere with
the assessments.

Number included

Number randomised: arm 1

261

Number randomised: arm 2

258

Number randomised: arm 3

134

Number completed: arm 1

240

Number completed: arm 2

227

Number completed: arm 2

120

N=1154

Characteristics

Sex

female

age (meantSD)
24.05+5.8

Inclusion/exclusion criteria

Used validated acne scale

no

Acne scale

Unclear, type of lesion x counts scale
Inclusion details

Interventions

Intervention: arm 2
Vehicle

Coded intervention:

arm 1
ADAP-topical

Coded intervention:

arm 2
ADAP-topical

Coded intervention:

arm 3

Vehicle

Treatment category
Topical retinoids *
other treatment

Interventions
Treatment duration
(weeks)

24

Treatment duration
category

24+ weeks

Number of arms

2

Split face design
no

Intervention: arm 1

Acne vulgaris: evidence reviews for management options for mild to moderate acne —
pairwise comparisons FINAL (June 2021)

Outcomes and results

Results

Breast tenderness (n/N):
arm 1

16/566

Breast tenderness (n/N):
arm 2

17/582

Neurological side effects
(n/N): arm 1

22/566

Neurological side effects
(n/N): arm 2

147

Comments
measurement
(efficacy)

Low concerns;
investigator-blinded
5. Selective
reporting

Some concerns; not
reported whether
there was a pre-
registered protocol
6. Overall bias
Some concerns

Cochrane RoB Tool
v2.0

1. Randomisation
Some
concerns;randomisati
on in 1:1 ratio using
computer-generated
randomisation list;
methods not reported
for allocation
concealment

2. Deviation from
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Study details

Country

Germany

Study type

RCT

Source of funding
Industry funded
Analysis method
Intention to treat or
completers analysis
Completers

Study details
Reference

Participants

Otherwise healthy female subjects ranging in
age from 15 to 40 years without
contraindications for combined oral
contraceptive use with mild to moderate acne
vulgaris, having 6 to 100 comedones
(noninflammatory lesions), 10 to 50 papules
or pustules together, and not more than 5
nodules on the face (inflammatory lesions).
Normal gynecologic examination and cervical
smear within the last 6 months; negative
pregnancy test; 3 spontaneous withdrawal
bleedings following delivery, abortion, or
lactation; and avoidance of comedogenic
cosmetics or sunscreens, sex hormone
preparations, and antiacne therapy
Exclusion details

Subjects older than 30 years who smoked
and those who were pregnant or lactating,
acne comedonica or nodulocystic/conglobate
acne; acne with multiple large nodes, cysts,
fistular comedones, or abscessing fistular
ducts; previous acne treatment failure with
(antiandrogenic) sex hormone preparations
given for at least 3 months; and the need for
other medication with known acne-inducing
effects, such as lithium, vitamin B1, or
corticoids.

Number included

Number randomised: arm 1
568

Number randomised: arm 2
586

Number completed: arm 1
533

Number completed: arm 2
545

N=171

Interventions
30micrograms ethinyl
estradiol + 3milligrams
drospirenone
Intervention: arm 2
35micrograms ethinyl

estradiol + 0.18, 0.215,

0.25mg norgestimate
Coded intervention:
arm 1

EE-oral + DROS-oral

Coded intervention:
arm 2
EE-oral+NGM-oral

Treatment category
Hormonal
contraceptives /
Hormone-modifying
agents

Interventions
Treatment duration

Acne vulgaris: evidence reviews for management options for mild to moderate acne —
pairwise comparisons FINAL (June 2021)

Outcomes and results
21/582

Results
Skin irritation (n/N): arm

148

Comments
intervention

Some
concerns;double-blind
but not clear if
participants were
blinded; full analysis
set included, but
unclear whether this
was ITT analysis

3. Missing outcome
data (efficacy)
Some
concerns;discontinuati
ons 6.2% vs 7% due
to adverse events,
other reasons,
withdrawal of consent,
protocol deviation, or
lack of efficacy
(similar across trials)
4. Outcome
measurement
(efficacy)

Some
concerns;blinding not
reported

5. Selective
reporting

Some concerns;Not
reported whether
there was a pre-
registered protocol

6. Overall bias

High

Cochrane RoB Tool
v2.0
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Study details

Tirado-Sanchez, A. E., Y.

S.,Ponce-Olivera, R.

M.,Bonifaz, A.Efficacy and
safety of adapalene gel 0.1%
and 0.3% and tretinoin gel
0.05% for acne vulgaris:
Results of a single-center,
randomized, double-blinded,
placebo-controlled clinical
trial on Mexican patients

(skin type llI-1V). 2013.
Journal of Cosmetic
Dermatology

Trial ID
Tirado-Sanchez 2013

Country

Mexico

Study type

RCT

Source of funding
Unstated

Analysis method
Intention to treat or
completers analysis
Completers

Participants

Characteristics

Sex

mixed

age (meantSD)

2046.15

Inclusion/exclusion criteria

Used validated acne scale

no

Acne scale

Unclear, type of lesion x counts scale

Inclusion details

18 years or older with at least ten
noninflammatory acne lesions and <30
inflammatory lesions on the entire face.
Patients with childbearing potential were
required to

use birth control and to have a negative
pregnancy

test result at the beginning of the study

Exclusion details

Patients who had received topical treatment
within 1 week prior to inclusion or systemic
anti-acne drugs within 2 weeks beforehand
were excluded from the study, as were those
treated with systemic retinoids within 3
months prior to inclusion or those patients
having any concomitant skin conditions on
the study area, which could interfere with the
study results

Number included
Number randomised: arm 1
43

Number randomised: arm 2

Interventions
(weeks)

12

Treatment duration
category

12 to <24 weeks
Number of arms

4

Split face design
no

Intervention: arm 1
Adapalene 0.1% gel
Intervention: arm 2
Adapalene 0,3% gel
Intervention: arm 3
Tretinoin 0.05% gel
Intervention: arm 4
Placebo gel

Coded intervention:

arm 1
ADAP-topical

Coded intervention:

arm 2
ADAP-topical

Coded intervention:

arm 3
TRET-topical

Coded intervention:

arm 4

PLC-topical
Treatment category
Topical retinoids *
other treatment

Outcomes and results

1

5/42

Skin irritation (n/N): arm
2

12/42

Skin irritation (n/N): arm
3

15/43

Skin irritation (n/N): arm
4

na/na

Comments

1. Randomisation
Some
concerns;methods not
reported

2. Deviation from
intervention

Some
concerns;double-
blinded but not clear if
participants were
blinded; not reported if
ITT was done

3. Missing outcome
data (efficacy)
Low;<5% loss to
follow-up or
withdrawals

4. Outcome
measurement
(efficacy)

Some
concerns;blinding not
reported

5. Selective
reporting

Some concerns;Not
reported whether
there was a pre-
registered protocol
6. Overall bias
Some concerns

Acne vulgaris: evidence reviews for management options for mild to moderate acne —
pairwise comparisons FINAL (June 2021)
149
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Study details

Study details

Reference

Trifu, V. T., G. S.,Naumescu,
E.,Zalupca, L.,Moro,
L.,Celasco, G.Cortexolone
17alpha-propionate 1%
cream, a new potent
antiandrogen for topical
treatment of acne vulgaris. A
pilot randomized, double-
blind comparative study vs.
placebo and tretinoin 0.05%
cream. 2011. British Journal
of Dermatology

Trial ID

Trifu 2011

Country

Romania

Study type

RCT

Source of funding

Industry funded

Analysis method
Intention to treat or

Participants

43

Number randomised: arm 3
45

Number randomised: arm 4
40

Number completed: arm 1
42

Number completed: arm 2
42

Number completed: arm 3
43

Number completed: arm 4
37

N=47

Characteristics

Sex

men

age (meanxSD)

20.82+3.1
Inclusion/exclusion criteria
Used validated acne scale
no

Acne scale
Investigator's Global Assessment scale (IGA)

Inclusion details

White-skinned men with acne vulgaris of the
face of mild-to-moderate severity, with a
score of 2 or 3 on IGA, and with TLC
between 20 and 100, and ILC between 10
and 50.

Exclusion details

Women, presence of facial lesions other than
acne vulgaris, use of systemic antiacne
medications or any kind of light treatment in
the month before starting the study, or topical
application of acne medications in the last 2

Interventions Outcomes and results

Interventions Results

Treatment duration Skin irritation (n/N): arm
(weeks) 1

8 3/30

Treatment duration Skin irritation (n/N): arm
category 2

6 to <12 weeks 3/14

Number of arms

2

Split face design

no

Intervention: arm 1
Tretinoin 0.05% cream
Intervention: arm 2
Vehicle

Coded intervention:
arm 1

TRET-topical

Coded intervention:
arm 2

Vehicle

Treatment category
Topical retinoids *

Acne vulgaris: evidence reviews for management options for mild to moderate acne —
pairwise comparisons FINAL (June 2021)

150

Comments

Cochrane RoB Tool
v2.0

1. Randomisation
Some
concerns;treatments
assigned to
participants in
identical tubes
according to blinded
randomisation list,
stratified every 6
participants,
generated by the
sponsor; no other
methods reported

2. Deviation from
intervention
Low;double-blind
(participants blinded);
ITT analysis
performed

3. Missing outcome

data (efficacy)
High;6.7% vs 18.75%
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Study details

completers analysis
ITT

Method of ITT imputation
LOCF

Study details

Reference

Tu, P. L., G. Q.,Zhu, X.
J.,.Zheng, J..Wong, W. Z.A
comparison of adapalene gel
0.1% vs. tretinoin gel 0.025%
in the treatment of acne
vulgaris in China. 2001.
Journal of the European
Academy of Dermatology
and Venereology

Trial ID

Tu 2001

Country
China
Study type
RCT

Participants

weeks, history of hypersensitivity to any
ingredient of the trial drugs, severe liver or
renal impairment, presence of diabetes,
glaucoma, psychoses, or severe diseases in
other organs including viral or bacterial
infections.

Number included

Number randomised: arm 1

32

Number randomised: arm 2
15

Number completed: arm 1
26

Number completed: arm 2
14

N=150

Characteristics

Sex

mixed

age (meanxSD)

19

age (min/max)

14/30

Inclusion/exclusion criteria
Used validated acne scale
no

Acne scale

Global Acne Grading System (GAGS)
Inclusion details

Grade II-lll acne vulgaris
Exclusion details

Interventions
other treatment

Interventions
Treatment duration
(weeks)

8

Treatment duration
category

6 to <12 weeks
Number of arms

2

Split face design
no

Intervention: arm 1
Adapalene gel 0.1%
Intervention: arm 2
Tretinoin gel 0.025%

Coded intervention:

arm 1

Acne vulgaris: evidence reviews for management options for mild to moderate acne —
pairwise comparisons FINAL (June 2021)

Outcomes and results

Results

Skin irritation (n/N): arm

1
23/72

Skin irritation (n/N): arm

2
31/67

151

Comments

vs 11.1%
discontinued because
of withdrawal of
consent or lack of
compliance

4. Outcome
measurement
(efficacy)
Low;investigator-
blinded

5. Selective
reporting

Low;study protocol
and other relevant
documentation
approved by the
Romanian National
Authorities

6. Overall bias

High

Cochrane RoB Tool
v2.0

1. Randomisation
Some
concerns;methods not
reported

2. Deviation from
intervention

Some
concerns;double-
blind, but not clear if
participants were
blinded; not reported if
ITT was done

3. Missing outcome
data (efficacy)

Some concerns;4% vs
10.7% discontinued;
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Study details

Source of funding
Unstated

Analysis method
Intention to treat or
completers analysis
ITT

Method of ITT imputation
na

Study details

Reference

Webster, G. F. B., D.,Stein,
L. F.,Fivenson, D.
P.,Tanghetti, E. A.,Ling,
M.Efficacy and tolerability of
once-daily tazarotene 0.1%
gel versus once-daily
tretinoin 0.025% gel in the
treatment of facial acne
vulgaris: a randomized trial.
2001. Cutis; cutaneous
medicine for the practitioner
Trial ID

Webster 2001

Country
United States

Study type
RCT

Source of funding
Not industry funded

Analysis method

Participants

Number included
Number randomised: arm 1
75

Number randomised: arm 2
75

Number completed: arm 1
71

Number completed: arm 2
66

N=143

Characteristics

Sex

Mixed

age (meanxSD)

22.5%£9.5

age (min/max)

7/56

Inclusion/exclusion criteria
Used validated acne scale
No

Acne scale

None

Inclusion details

At least 12 years old with mild to moderate
facial acne vulgaris, defined as 10 to 60 facial
inflammatory lesions, 10 to 200 facial
noninflammatory lesions, and no more than 2
facial nodular cystic lesions (none more than

5mm in diameter)
Exclusion details

Any uncontrolled systemic disease, known

Interventions
ADAP-topical

Coded intervention:

arm 2

TRET-topical
Treatment category
Topical retinoids *
other treatment

Interventions
Treatment duration
(weeks)

12

Treatment duration
category

12 to <24 weeks
Number of arms

2

Split face design
No

Intervention: arm 1

once-daily application
of tazarotene 0.1% gel

Intervention: arm 2
tretinoin 0.025% gel

Coded intervention:

arm 1
TAZ-topical

Coded intervention:

arm 2
TRET-topical

Acne vulgaris: evidence reviews for management options for mild to moderate acne —
pairwise comparisons FINAL (June 2021)

Outcomes and results

Results

Skin irritation (n/N): arm
1

4/61

Skin irritation (n/N): arm
2

2/70

152

Comments

reasons not provided
4. Outcome
measurement
(efficacy)

Some
concerns;blinding not
reported

5. Selective
reporting

Some concerns;Not
reported whether
there was a pre-
registered protocol

6. Overall bias

High

Cochrane RoB Tool
v2.0

1. Randomisation
Low;randomisation
using computer-
generated treatment
allocation list
(performed by
independent
organisation);
randomisation code
kept in tamper-
evidence sealed
envelopes

2. Deviation from
intervention
Low;none of the
clinical personnel had
access to
randomisation codes
at any time during the
study; blinding
maintained by labeling
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Study details
Intention to treat or

completers analysis
ITT

Method of ITT imputation

na

Study details
Reference

Xu, J. H. L., Q. J.,Huang, J.
H.,Hao, F.,Sun, Q. N.,Fang,
H.,Gu, J.,Dong, X. Q.,Zheng,

J.,Luo, D.,et al.,A

multicentre, randomized,
single-blind comparison of

topical clindamycin

1%/benzoyl peroxide 5%

Interventions

Treatment category
Topical retinoids *
other treatment

Participants

hypersensitivity to any components in the
study medication, use of any topical
treatments during the study period, acnhe
known to be resistant to antibiotics, use of
birth control for less than 12 weeks prior to
the study, other skin diseases, participation in
any other studies within 30 days, pregancy,
lactation, intention to become pregnant
Number included

Number randomised: arm 1

72

Number randomised: arm 2
71

Number completed: arm 1
61

Number completed: arm 2
70

N=1016 Interventions
Characteristics Treatment duration
Sex (weeks)

Mixed 12

age (meanzSD) Treatment duration
23.3+4.5 category
Inclusion/exclusion criteria 12 to <24 weeks
Used validated acne scale glumber of arms
No

Acne vulgaris: evidence reviews for management options for mild to moderate acne —
pairwise comparisons FINAL (June 2021)

Outcomes and results

Results

Skin irritation (n/N): arm

1
22/500

Skin irritation (n/N): arm

2
2/516

153

Comments

the study medications
with opaque,
permanent adhesive
labels and dispensed
to participants in
preseaeled cardboard
boxes; ITT analysis
was done

3. Missing outcome
data (efficacy)

Some
concerns;15.3% vs
1.4% loss to follow-up
or withdrawals;
reasons provided

4. Outcome
measurement
(efficacy)
Low;investigator-
blinded

5. Selective
reporting

Some concerns;not
reported whether
there was a pre-
registered protocol

6. Overall bias
Some concerns

Cochrane RoB Tool
v2.0

1. Randomisation
Some
concerns;randomisati
on on a 1:1 ratio using
comput-ergenerated
randomisation
schedule; Methods
not reported for
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Study details

once-daily gel versus
clindamycin 1% twice-daily
gel in the treatment of mild to
moderate acne vulgaris in
Chinese patients. 2016.
Journal of the european
academy of dermatology and
venereology: JEADV

Trial ID

Xu 2016

Country

China

Study type

RCT

Source of funding
Industry funded
Analysis method
Intention to treat or
completers analysis
ITT

Method of ITT imputation
LOCF

Participants

Acne scale

Investigator's Static Global Assessment
(ISGA)/Investigator's global severity
Assessment

Inclusion details

Aged 12—45 years (inclusive) diagnosed with
mild to moderate acne, with at least 17, but
not more than 60 facial inflammatory lesions
(papules plus pustules), at least 20 but not
more than 125 facial non-inflammatory
lesions (open and closed comedones), no
more than 1 facial nodular lesion with no
cystic lesions, and who had a baseline
Investigator’'s Static Global Assessment
(ISGA) score of 2 or 3

Exclusion details

Cystic acne lesions, acne conglobata, acne
fulminans or secondary acne (for example
chloracne or druginduced acne) were
excluded from the study. Women of
childbearing potential had to use medically
acceptable method of contraception during
the study; pregnant and lactating women
Number included

Number randomised: arm 1

500

Number randomised: arm 2
516

Number completed: arm 1
430

Number completed: arm 2
445

Interventions Outcomes and results

Split face design
No

Intervention: arm 1
topical clindamycin
1%/benzoyl peroxide
5% once-daily gel
Intervention: arm 2
clindamycin 1% twice-
daily gel

Coded intervention:
arm 1

CLIND-topical + BPO-
topical

Coded intervention:
arm 2

CLIND-topical
Treatment category
Topical non-retinoids
+ other treatment

Comments

allocation
concealment

2. Deviation from
intervention

Some
concerns;participants
and perosnnel do not
appear to have been
blinded; ITT analysis
was done

3. Missing outcome
data (efficacy)
High;around 14%
participants
discontinued; higher
rate for adverse
events in clindamycin
combination (2.4%) vs
clincamycin alone
(0.8%); last
observation carried
forward used

4. Outcome
measurement
(efficacy)
Low;assessor-blinded
5. Selective
reporting
Low;registered on
clinical trials.gov

6. Overall bias

High

5ALA-IPL-PDT: 5-aminolevulinic acid using intense pulsed light; ADAP: adapalene; AZE: azelaic acid; AZITH: azithromycin; BLU-PT: blue light; BPO: benzoyl peroxide; BR-LED:
blue + red light; CHLOR: chlorhexidine gluconate; CLIND: clindamycin; CMA: chlormadinone acetate; CPA: co-cyprindiol; DAPS: dapsone; DNG: dienogest; DOXY: doxycycline;
DROS: drospirenone; EE: ethinylestradiol;, ERYTH: erythromycin; FCA: fucidic acid; GLY: glycolic acid; HPS: hydrogen peroxide; IPL: intense pulsed light; ISO: isotretinoin; IQR:
interquartile range; ITT: intension to treat; LEVA: levamisole; LNG: levonorgestrel; LOCB: last observation carried backward; LOCF: last observation carried forward; MAND:
mandelic; MET: metronidazole; MINO: minocycline; NGM: norgestimate; OXYTETRA: oxytetracycline; PDL: pulsed dye laser; PDT: photochemical therapy, PHY: phytic acid; PLC:
placebo; RCT: randomised controlled trial; RoB: risk of bias; SAL: salicylic acid; SD: standard deviation; TAZ: tazarotene; TRET: tretinoin.
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Appendix E - Forest plots

Forest plots for review question: What is the effectiveness and acceptability of
interventions for the treatment of mild to moderate acne (side effects and
participant reported improvement)?

This section includes forest plots only for outcomes that are meta-analysed. Outcomes from
single studies are not presented here; the quality assessment for such outcomes is provided in
the GRADE profiles in appendix F.

Topical non-retinoids and retinoids

Figure 2: Comparison of topical retinoid treatments with vehicle for the outcome of skin

irritation

Topical retinoid Wehicle Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
2.1.1 ADAP vs vehicle
Gallnick 2008 LN 331 18 341 247% 269 [1.60, 453 -
Thiboutout 2006 54 519 o 134 9.1% 28300176, 45525
Subtotal {95% CI) 850 475 J2.8% 6.47 [0.47, 88.56] e ——
Total events 101 18

Heterogeneity: Tau®= 2,77, Chi*= 3.66, df=1 (P = 0.08); F=73%
Test for overall effect: Z=1.40{F =0.16)

2.1.2 IS0 vs vehicle

Chalker 1987 99 130 86 138 26.5% 1.2211.04,1.44] =

Hughes 19582 10 25 1 26 12.3% 10.40[1.43, 75.40] —_—
Langner 2000 12 a0 1 38 12.2% 5.85[0.79, 43.39] T
Subtotal {95% CI) 235 203 51.0% 3.43[0.62, 19.09] —engifia—
Taotal events 121 a8

Heterogeneity; Tau®=1.72; Chi*= 860, df=2 (P=0.01), F=77%
Test for overall effect: Z=1.41 (F = 0.16)

2.1.3 TRET vs vehicle

Trifu 2011 3 an 3 14 16.3% 0.47[0.11,2.03] — T
Subtotal (95% CI) 30 14 16.3% 0.47 [0.11, 2.03] e
Taotal events 3 3

Heterogeneity: Mot applicahle
Testfor overall effect. £2=1.02 (F=0.31)

Total {95% CI) 1115 692 100.0% 2.58 [1.00, 6.65] e
Total events 225 109

Heterogeneity: Tau®= 0.88; Chi®= 34.24, df=5(P = 0.00001); F=85%
Test for overall effect: £=1.96 (F = 0.05)

Test for subgroup differences: Chif=4.51, df=2 (P =010), F=556%

ADAP: adapalene; ISO: isotretinoin; TRET: tretinoin

0.001 01 10 1000
Fawours topical retinoid  Favours vehicle
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Figure 3: Comparison of topical retinoid treatments with topical benzoyl peroxide
treatment for the outcome of skin irritation

Topical retinoid ~ Topical BPO Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
3.1.1 ADAP vs BPO
Babaeinejad 2013 g a0 & 0 10.3% 1.33[0.583, 3.38] T
Gollnick 2009 47 an 29 380 26.4% 1.71[1.11, 2.658] —
Iftikhar 2009 66 100 68 100 41.1% 0.87 [0.80,1.18]
Stinco 2007 3 19 g 19  B1% 0.57 [0.16, 2.04] %
Subtotal (95% CI) 480 408  83.9% 1.16 [0.75, 1.80]
Tatal events 124 108
Heterogeneity: Tau®=0.10; Chi®=7.70,df= 3 (F=0.05), F=61%
Testfor overall effect Z= 067 (F=0.50)
3.1.2 150 vs BPO
Hughes 1952 10 25 10 26 16.1% 1.04 [0.53, 2.06] —
Subtotal (95% CI) 25 26 16.1% 1.04 [0.53, 2.06] e
Tatal events 10 10
Heterogeneity: Mot applicable
Testfor overall effect Z=011 (F =091}
Total (95% Cly 505 524 100.0% 1.14 [0.81, 1.60] L
Total events 134 118
Heterogeneity: Tau?= 0.06; Chi*= 758, df= 4 (P=0.11); F= 47% 0502 051 150 t

Testfor overall effect Z=0.77 (P =0.44)

Testfor subgroup differences: Chif= 0.07, df=1 (P =078, F=0%
ADAP: adapalene; BPO: benzoyl peroxide; ISO: isotretinoin

a0
Favours topical retinoid  Favours topical BRFO

Figure 4: Comparison of topical adapalene treatment with topical tretinoin treatment
for the outcome of skin irritation

Testfor overall effect: Z= 096 (P =0.34)
Testfor subgroup differences: Mot apnlicable

ADAP: adapalene; BPO: benzoyl peroxide; CLIN: clindamycin

Fa\mu'rs topical ADAP  Favours topical CLIMD+EPC
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Topical ADAP  Topical TRET Risk Ratio Risk Ratio
Study or Subgroup Events Total Ewvents Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
3.2.1 ADAP vs TRET
Tirado-Sanchez 2013 17 a4 15 43 36.9% 0.58 [0.32,1.05] I E—
Tu 2001 23 72 k| 67 59.7%  0.69[0.45, 1.06] ——
Wiehster 2001 4 g1 2 TO 348% 230004412100 +
Subtotal (95% CI) 217 180 100.0% 0.71 [0.50, 0.99] -*—
Total events 44 48
Heterogeneity, Chif= 2.37, df= 2 (P=0.31); F= 16%
Testfor averall effect: Z=2.04 (P = 0.04)
Total (95% CI) 217 180 100.0% 0.71 [0.50, 0.99] -*-—
Total events 44 48
Heterogeneity, Chif= 2.37, df= 2 (P = 0.31); F=16% sz 0?5 152 é
Testfor overall effect: 2=2.04 (P = 0.04) Favours topical ADAP  Favours topical TRET
Testfor subgroup differences: Mot applicable
ADAP: adapalene; TRET: tretinoin
Figure 5: Comparison of topical adapalene treatment with topical clindamycin and
benzoyl peroxide treatment for the outcome of skin irritation
Topical ADAP  Topical CLIND + BPO Risk Ratio Risk Ratio
Study or Subgroup  BEvents  Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
3.3.1 ADAP vs CLIND + BPO
Dubey 2016 1 47 1 46 33.3%  0.98[0.06,15.19]
Guerra-Tapia 2012 8 a5 2 83 BB.7%  2.44[0.48,1223] ——
Subtotal (95% CI) 132 129 100.0% 1.95 [0.50, 7.65] —'*"
Total events 5} 3
Heterogeneity, Chi®=0.32, df=1{P = 0.87) F=0%
Testfor overall effect: Z= 0.96 (P =0.34)
Total (95% CI) 132 129 100.0%  1.95[0.50, 7.65] —=e A R—
Tatal events B 3
Heterogeneity, Chi#= 0.32, df =1 (P = 0.57); F= 0% =U.U1 D=1 1=U 1DU=
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Figure 6: Comparison of topical retinoid treatment in combination with topical
antibiotics with topical benzoyl peroxide treatment in combination with
topical antibiotics for the outcome of skin irritation

Topical retinoid+antib ~ Topical BPO+antib Risk Ratio Risk Ratio
Study or Subgroup Events Total  Events Total Weight M-H, R 95% CI M-H, R 95% CI
3.6.11SO+ERYTH vs BPO+ERYTH
Marazzi 2002a g 91 3 92 38.0% 1.68[0.41,6.84]
Subtotal (95% Cl) o1 092 38.0% 1.68 [0.41, 6.84]
Total events g 3

Heterageneity. Mot applicahle
Testforoverall effect Z=0.73 (P=0.47)

3.6.2 ADAP+CLIND vs BPO+CLIND

Shwetha 2014 59 59 58 98 B2.0% 1.00([0.87,1.03] | ]
Subtotal (95% CI) 59 58  62.0% 1.00 [0.97, 1.03]
Total events 59 58

Heterageneity: Mot applicahle
Testfor averall effect: Z=0.00 (P=1.00)

Total (95% CI) 150 150 100.0% 1.22 [0.30, 4.89] R —
Total events 64 61
Heterageneity: Tau®= 0.81; Chi*= 416, df=1 (P = 0.04); F=T76%
Testfor averall effect: Z=0.28 (P=0.78)

Testfor subaroup differences: Chi*=0.53, df=1 (P =0.47), F= 0%

0.0z i 10 50
Favours topical retinoid+antih - Favours tapical BPO+antib

ADAP: adapalene; BPO: benzoyl peroxide; CLIN: clindamycin; ERYTH: erythromycin; ISO: isotretinoin

Figure 7: Comparison of topical lower dose retinoid treatment with topical higher
dose retinoid treatment for the outcome of skin irritation

Topical lower dose retinoid  Topical higher dose retinoid Risk Ratio Risk Ratio
Study or Subgroup Fwvents Total Fvents Total Weight M-H, Fized, 95% CI M-H, Fixed, 95% CI
3.8.1 ADAPD.1% ws ADAPO.3%
Tirado-Sanchez 2013 5 42 12 42 523% 0.42[0.16,1.08) ——
Subtotal (95% CI) 42 42 52.2%  0.42[0.16, 1.08] e
Total events a 12

Heterogeneity: Mot applicable
Test for owerall effect: Z=1.80 (P = 0.07)

3.8.2 1S00.05% vs ISOD.1%
Langner 2000 4 40 3 40 348%  0.50[0.16,1.53 —_——
Subtotal (95% CI) 40 40  34.8%  0.50[0.16, 1.53] = R——
Total events 4 8
Heterageneity: Mot applicable

Testfor overall effect Z=1.22 (F=0.22)

3.8.3 TRET0.04% vs TRET0.1%

Berger 2007a 2 78 3 78 130% 067 [0.11,3.88]

Subtotal (95% CI) 78 78 13.0% 0.67 [0.11, 3.88] e ——
Total events 2 3

Heterogeneity: Mot applicable

Testfor overall effect: 7= 0.44 (P = 0.65)

Total (95% CI) 160 160 100.0%  0.48[0.25, 0.93] et

Total events 1 23

Heterageneity Chi*= 032, df = 2 (P = 0.89); F= 0% IU ) 011 1IU wu’
Testfor overall effec_t Z=2161(F =003 Favours topical lower dose retinoid  Favours topical higher dose retinoid
Testfor suboroup difierences: Chif= 0,22, df= 2 (P = 0,691, F= 0%

ADAP: adapalene; ISO: isotretinoin; TRET: tretinoin

Own class topicals

Figure 8: Comparison of topical azelaic acid with vehicle for the outcome of skin irritation

Topical AZE Wehicle Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% Cl
katsambas 1989 4 43 1 49 423% 456053, 39.24] L
Fazaki-Taroudi 2010 3 35 1 00 AT T% 17019, 15.40] L]
Total {95 Cl) ' 78 69 100.0% 2.927[0.65, 13.03] v -—
Total events T 2
Heterogeneity: Chi®=0.39, df=1 {(F=043), F=0% 'D.IJ1 Uf1 1.0 1IJIJ'

Testfar overall effect Z=1.40(F =0.16) Favours topical AZE Favours vehicle

AZE: azelaic acid
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Topical antibiotics

Figure 9: Comparison of topical clindamycin with vehicle for the outcome of skin irritation

Topical CLIND Yehicle Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Fvents  Total Events Total Weight Peto, Fized, 95% CI Peto, Fized, 95% CI
Alirezai 2005 10 526 ] BB 11.0%  314[0.43,22.81]
Khanna 1990 2 12 3 14 11.8% 0.74 [0.11,5.07] —
Shalita 2005 a7 771 11 256 77.2% 0.80[0.38, 1.69] t
Total (95% CI) 1309 335 100.0% 0.92 [0.48, 1.78]
Total events 38 14
_ll-_let?;ngenemrl:l C;I T;?ED gf;PEEPD:E%.M); F=0% 'EI.E|1 D!'I 1'E| 1E|D'
estfor overall effect Z=0.25 (F'=0.50) Favours topical CLIND  Favours wehicle
CLIND: clindamycin
Figure 10: Comparison of topical dapsone with vehicle for the outcome of skin
irritation
Topical DAPS Vehicle Risk Ratio Risk Ratio
Study or Subgroup  Events  Total BEvents Total Weight M-H, Fixed, 95% Cl M-H, Fizxed, 95% CI
Eichenfield 2016 19 1117 11 1118 58.0% 1.73[0.83, 362 ——
Stein Gold 2016 11 1044 g 10588 420% 1.39[0.56, 3.45] — i
Total {95% CIy 2161 2176 100.0%  1.59[0.90, 2.81] b
Total events a0 18
Heterogeneity: Chif=013,df=1 (P=072);F=0% 'D.D1 Df1 1-0 1DD'

Testfor overall effect 2= 1.5 (P = 0.11) Favours topical DAPS  Favours vehicle

DAPS: dapsone

Figure 11: Comparison of topical antibiotic with topical antibiotic for the outcome of
skin irritation
Topical antibiotic  Topical antibiotic Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Carey 1996 7 246 9 245  45.0% 0.77 [0.29, 2.05] —
Hajheydari 2011 1 16 2 16 10.0% 0.50 [0.05, 4.98]
Hajheydari 2011 1 16 5 16 250%  0.20[0.03,1.53] =
Hajheydari 2011 ] 16 2 16 100%  2.50([0.57, 11.09] T
Leyden 1987 4 48 2 47 101% 294 ([062,13.83] N
Total (95% Cly 342 340 100.0%  0.99 [0.55, 1.80] e
Total events 20 20
Heterogeneity: Chi®= 6.35, df=4 (P=017),F=37% hm oh s P

Testfor overall effect Z=0.02 (P = 0.98) Favours topical antibiotic  Favours topical antibiotic
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Figure 12: Comparison of topical antibiotic with topical antibiotic for the outcome of
skin irritation

Topical antib Topical antib Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
5.5.1 CLIND vs AZE+CLIND
Fazoki-Toroudi 2011 3 43 3 44 G2.9% 2.05[0.55, 7.67] —
Subtotal (95% CI) 43 44  62.9%  2.05[0.55, 7.67] ——ei—
Total events 3 3

Heterogeneity: Mat applicahle
Testfor overall effect: Z=1.06 (P = 0.29)

5.5.2 ERYTH vs AZE+CLIND

Pazoki-Toroudi 2010 a il 2 40 371% 323 [0.67,15.53 I e E—

Subtotal (95% CI) 31 40 371% 3.23[0.67, 15.53] e ——

Total events i 2

Heterogeneity: Mot applicable

Testforoverall effect Z=1.46 (P=0.14)

Total {95% CI) 74 84 1000%  2.48[0.91,6.78] e

Total events 11 ]

Heterogeneity; Chi*= 019, df=1 (P = 0.66); F= 0% ID_D1 0?1 150 1E|D=

Testfor overall effect: Z=1.77 (P = 0.08)
Testfor subaroup differences: Chif=0.18, df=1 (P =0.66), F= 0%

AZE: azelaic acid; CLIND: clindamycin; ERYTH: erythromycin

Favours topical antib - Favours topical AZE+antib

Topical antiseptics

Figure 13: Comparison of topical benzoyl peroxide treatment with vehicle for the
outcome of skin irritation

Topical BPO VYehicle Risk Ratio Risk Ratio
Study or Subgroup  Bvents Total BEvents Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
6.1.1 Topical BPO vs vehicle
Gallnick 2004 29 350 18 341 405% 1.57 [0.89, 2.77] T
Hughes 1982 10 26 1 26 10.4% 10.00[1.38, F2.61]
Srnith 1580k 21 26 17 25 49.0% 1.149 [0.86, 1.65] .
Subtotal (95% Cl 402 392 100.0% 1.66 [0.81, 3.39] R
Total events B0 36

Heterogeneity: Tau®= 0.24; Chi*= 6.68, df=2 (F=004); F=70%
Test for overall effect Z=1.40 (P = 0.16)

Total (95% Cly 402 392 100.0% 1.66 [0.81, 3.39] R

Total events B0 36

$ETT;DgenEIH1:|T?fU :g?:;fﬂhlpz_ﬁdﬁfé df=2 (P =0.04); F=T0% IIJ.IJ‘I Df1 1'IJ 100
BSLTOr averall & ec.. =1.40(P=0. ) Fawours topical BFDQ  Favours wehicle

Testfor subgroup differences: Mot apnlicable

BPO: benzoyl peroxide

Topical acids

No meta-analysis was conducted for topical acid treatments and so there are no forest plots.

Oral antibiotics and combinations with other topicals

No meta-analysis was conducted for oral antibiotic treatments and so there are no forest plots.
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Oral hormonal contraceptives or hormone-modifying agents

Figure 14: Comparison of combined oral contraceptive treatment with placebo for the
outcome of neurological side effect

Comb oral contraceptive Placebo Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% Cl Peto, Fixed, 95% CI
1.1.1 EE-oral + DROS-oral vs placebo
Alara-Pali 2013 2 15 0 10 4.9% 469032 102.41] *
Subtotal (95% Cly 15 10 4.9% 5.69[0.32, 102.41] ——-*"—"
Total events 2 1]

Heterageneity: Mot applicable
Testfor overall effect Z=118 (P=0.24)

1.1.2 EE-oral + DHG-oral vs placebo

Palambo-Kinne 2009 28 525 14 364 951%  1.01[0.52,1.04] i
Subtotal (95% CIy 525 264 05.1%  1.01[0.52, 1.94]
Total events 28 14

Heterageneity: Mot applicable
Testfor averall effect 2= 0.02 (P = 0.949)

Total {95% Cl) 540 274 100.0% 1.10 [0.58, 2.08] i
Total events 30 14
Heterageneity: Chi*=1.31, df=1 (P =0.28); F= 24%

Testfor overall effect Z=0.28 (P=078)

Test far subaroup differences: Chi®=1.31, df=1 (P =025, F=239%

EE-oral + DROS-oral: ethhinylestradiol + drospirenone; EE-oral + DNG-oral: estradiol (valerate) + dienogest

0.0 01 10 100
Favours comb oral contraceptive  Favours placeho

Figure 15: Comparison of combined oral contraceptive treatment with placebo for the

outcome of breakthrough bleeding
Comb oral contraceptive Placebo Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% Cl Peto, Fixed, 95% CI
1.6.1 EE-oral + DROS-oral vs placebo |
Alora-Pali 2013 1 15 a 10 21% 529([0.10,289.29) *
Subtotal (95% CI) 15 10 21% 5.29[0.10,289.29] —b_
Total events 1 0

Heterogeneity: Mot applicahle
Testfor averall effect Z=0.82 (P=10.41)

1.6.2 EE-oral + LNG-oral vs placebo

Leyden 2002 45 177 B 177 97.0%  5.04([3.28,10.74] t
Subtotal (95% CI) 177 177 07.0% 504[3.28, 10.74]
Total events 45 4]

Heterageneity: Mot applicahle
Testfor overall effect 2= 589 (P = 0.00001})

Total {95% Cly 192 187 100.0%  5.93[3.30, 10.65] e
Total events 46 [}
Heterogeneity: Chi®=0.00, df=1 (P = 0.96); = 0%

Testfor averall effect: £=5.95 (P = 0.00001})

Testfar subaroup differences: Chi*=0.00, df=1 {P = 0.96), F=0%

EE-oral + DROS-oral: ethhinylestradiol + drospirenone; EE-oral + LNG-oral: ethhinylestradiol + levonorgestrel

0.01 0.1 10 100
Favours cormh oral contraceptive  Fawours placebo

Oral isotretinoin

No meta-analysis was conducted for treatment with oral isotretinoin and so there are no forest
plots.

Acne vulgaris: evidence reviews for management options for mild to moderate acne —
pairwise comparisons FINAL (June 2021)

160



FINAL
Management options for mild to moderate acne — pairwise comparisons

Physical treatments

Chemical peels

Figure 16: Comparison of salicylic acid peel treatment with Jessner’s peel treatment
for the outcome of skin redness

SAL peel Jessner's peel Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Dayal 2017 4 20 3 20 528% 067 [0.22 2.01] —
Drayal 2020 q 25 2 5 471% 4.50[1.08,18.77] ——
Total {95% Cly .45 45 100.0% 1.64 10.24, 11.00] e ——
Total events 13 8
Heterogengity Tau=1.47: Chit= 4 46, df=1 (P = 0.03); F= 78% T o 0 o

Testfor overall effect Z=0.51 (P = 0.61) Favours SaL peel Favours Jessner's peel

SAL: salicylic acid
Energy based treatments (light/laser)

No meta-analysis was conducted for energy based treatments and so there are no forest plots.
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Appendix F - GRADE tables

GRADE tables for review question: What is the effectiveness and acceptability of interventions for the treatment of mild to
moderate acne (side effects and participant reported improvement)?

Topical non-retinoids and retinoids

Table 5: Clinical evidence profile for comparison of topical retinoid treatments versus vehicle

6’ randomised  very very serious® no serious serious* none 225/1115 109/692 RR 2.58 (1.00 249 more per 1000 (from 0  &®000 IMPORTANT
trials serious? indirectness (20.2%) (15.8%) to 6.65) more to 890 more) VERY LOW

1% randomised serious® no serious no serious no serious none 70/332 18/341 RR 3.99 (2.43 158 more per 1000 (from @®@0 IMPORTANT
trials inconsistency indirectness imprecision (21.1%) (5.3%) to 6.56) 75 more to 293 more) MODERATE

17 randomised very no serious no serious serious* none 23/88 13/90 RR 1.81 (0.98 117 more per 1000 (from3 @000 IMPORTANT
trials serious®  inconsistency indirectness (26.1%) (14.4%) to 3.34) fewer to 338 more) VERY LOW

ClI: confidence interval; MID: minimally important difference; POR: peto odds ratio; RR: relative risk

1 Gollnick 2009, Thiboutout 2006, Chalker 1987, Hughes 1992, Langner 2000, Trifu 2011

2 Overall risk of bias judgement: serious/very serious risk of bias in the evidence contributing to the outcomes

3 Evidence downgraded by 2 levels due to very serious inconsistency

4 Evidence downgraded by 1 level due to risk of serious imprecision as 95% confidence interval crosses 1 default MID for dichotomous outcomes
5 Gollnick 2009

6 Overall risk of bias judgement: serious risk of bias in the evidence contributing to the outcomes

7 Berger 2007b

8 Overall risk of bias judgement: very serious risk of bias in the evidence contributing to the outcomes
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Table 6: Clinical evidence profile for comparison of topical retinoid treatments or topical treatment combinations including a retinoid
treatment versus topical treatments or their combinations

=8 randomised very no serious no serious serious'® none 134/505 118/524 RR 1.14 32 more per 1000 (from  ®000 IMPORTANT
trials serious"  inconsistency indirectness (26.5%) (22.5%) (0.81to 1.6) 43 fewerto 135 more) VERY LOW

(¢}

368 randomised very no serious no serious serious'® none 441217 48/180 RR0.71 (0.5 77 fewer per 1000 (from @000 IMPORTANT
trials serious'”  inconsistency indirectness (20.3%) (26.7%) to 0.99) 3 fewer to 133 fewer) VERY LOW

22alC randomised very no serious no serious very serious'  none 6/132 3/129 RR 1.95 (0.5 22 more per 1000 (from  ®000 IMPORTANT
trials serious!” inconsistency indirectness (4.5%) (2.3%) to 7.65) 12 fewer to 155 more) VERY LOW

1l randomised serious® no serious no serious serious'® none 47/331 70/332 RR 0.67 70 fewer per 1000 (from @®®00 IMPORTANT
trials inconsistency indirectness (14.2%) (21.1%) (0.48t0 0.94) 13 fewer to 110 fewer) LOW

Al randomised serious?® no serious no serious no serious none 70/332 29/350 RR 2.54 (1.7 128 more per 1000 ®@®®0 IMPORTANT
trials inconsistency indirectness imprecision (21.1%) (8.3%) to 3.82) (from 58 more to 234 MODERATE

more)
202 randomised very serious?' no serious very serious'  none 64/150 61/150 RR 1.22 (0.3 89 more per 1000 (from  @®000 IMPORTANT

trials serious'’ indirectness (42.7%) (40.7%) to 4.89) 285 fewer to 1000  VERY LOW
more)

-

® randomised very no serious no serious no serious none 56/94 32/97 RR 1.81 (1.3 267 more per 1000 @®00 IMPORTANT
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trials serious?  inconsistency indirectness imprecision (59.6%) (33%) to 2.51) (from 99 more to 498 LOwW
more)

kil randomised very no serious no serious serious'® none 11/160 23/160 RR 0.48 75 fewer per 1000 (from @000 IMPORTANT
trials serious!” inconsistency indirectness (6.9%) (14.4%) (0.251t0 0.93) 10 fewer to 108 fewer) VERY LOW

1% randomised serious® no serious no serious very serious' none 6/78 1/78 RR 6 (0.74 to 64 more per 1000 (from @000 IMPORTANT
trials inconsistency indirectness (7.7%) (1.3%) 48.68) 3 fewer to 611 more) VERY LOW

M randomised very no serious no serious no serious none 90/95 91/95 RR 0.99 10 fewer per 1000 (from @®®00 |IMPORTANT
trials serious?  inconsistency indirectness imprecision (94.7%) (95.8%) (0.93 to 1.05) 67 fewer to 48 more) LOW

1% randomised very no serious no serious no serious none 23/23 23/23 RR 1 (0.92 to O fewer per 1000 (from  @®®00 IMPORTANT
trials serious?  inconsistency indirectness imprecision (100%) (100%) 1.09) 80 fewer to 90 more) LOW

1% randomised serious® no serious no serious no serious none 67/78 67/78 RR 1 (0.88 to O fewer per 1000 (from  @®®®0 IMPORTANT
trials inconsistency indirectness imprecision (85.9%) (85.9%) 1.14) 103 fewer to 120 more) MODERATE

CI: confidence interval;, MID: minimally important difference; RR: relative risk
T Gollnick 2009

2 Hughes 1992

3 Babaeinejad 2013

4 Iftikhar 2009

5 Stinco 2007

6 Tirado-Sanchez 2013
7 Tu 2001

8 Webster 2001

9 Dubey 2016

0 Guerra-Tapia 2012
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"1 Marazzi 2002a

2 Swetha 2014

13 Adhikary 2014

4 | angner 2000

15 Berger 2007a

6 Babayeva 2001

7 Qverall risk of bias judgement: very serious risk of bias in the evidence contributing to the outcomes

'8 Evidence downgraded by 1 level due to risk of serious imprecision as 95% confidence interval crosses 1 default MID for dichotomous outcomes
19 Evidence downgraded by 2 levels due to risk of very serious imprecision as 95% confidence interval crosses 2 default MIDs for dichotomous outcomes
20 Qverall risk of bias judgement: serious risk of bias in the evidence contributing to the outcomes

21 Evidence downgraded by 1 level due to serious inconsistency

22 Overall risk of bias judgement: very serious risk of bias in the evidence contributing to the outcomes

Own class topicals

Table 7: Clinical evidence profile for comparison of topical own class treatments versus vehicle

Al randomised  very no serious no serious very none 117 0/16 POR 6.97 (0.14 - @000 IMPORTANT
trials serious®  inconsistency indirectness serious® (5.9%) (0%) to 351.74) VERY
LOW

223 randomised  very no serious no serious very none 7178 2/69 RR 2.92 (0.65 to 56 more per 1000 (from 10 @000 IMPORTANT
trials serious®  inconsistency indirectness serious® (9%) (2.9%) 13.03) fewer to 349 more) VERY
Low

13 randomised very no serious no serious very none 2/40 1/20 RR 1 (0.1to O fewer per 1000 (from 45 @000 IMPORTANT
trials serious®  inconsistency indirectness serious® (5%) (5%) 10.38) fewer to 469 more) VERY
LOW
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14 randomised very no serious no serious very none 1/36 0/34 POR6.99 (0.14 - @000 IMPORTANT
trials serious®  inconsistency indirectness serious® (2.8%) (0%) to 352.83) VERY
LOW

ClI: confidence interval; MID: minimally important difference; POR: peto odds ratio; RR: relative risk

! Charakida 2007

2 Katsambas 1989

3 Pazoki-Toroudi 2010

4 Hanstead 1985

5 Overall risk of bias judgement: very serious risk of bias in the evidence contributing to the outcomes

6 Evidence downgraded by 2 levels due to risk of very serious imprecision as 95% confidence interval crosses 2 default MIDs for dichotomous outcomes

Topical antibiotics

Table 8: Clinical evidence profile for comparison of topical antibiotic treatments versus vehicle

313 randomised very no serious no serious very none 39/1309 14/335 POR 0.92 (0.48 3 fewer per 1000 (from 21 @000 IMPORTANT
trials serious”  inconsistency indirectness serious® (3%) (4.2%) to 1.78) fewer to 30 more) VERY
LOW

245 randomised very no serious no serious serious® none 30/2161 19/2176 RR 1.59 (0.9to 5 more per 1000 (from1 @000 IMPORTANT
trials serious’”  inconsistency indirectness (1.4%) (0.87%) 2.81) fewer to 16 more) VERY
Low

16 randomised very no serious no serious very none 5/31 1/20 RR 3.23 (0.41 112 more per 1000 (from 30 @000 IMPORTANT
trials serious® inconsistency indirectness serious® (16.1%) (5%) to 25.62) fewer to 1000 more) VERY
LOW

ClI: confidence interval; MID: minimally important difference; POR: peto odds ratio; RR: relative risk
! Alirezai 2005
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2 Khanna 1990

3 Shalita 2005

4 Eichenfield 2016

5 Stein Gold 20186,

6 Pazoki-Toroudi 2010

7 Overall risk of bias judgement: very serious risk of bias in the evidence contributing to the outcomes

8 Evidence downgraded by 2 levels due to risk of very serious imprecision as 95% confidence interval crosses 2 default MIDs for dichotomous outcomes
9 Evidence downgraded by 1 level due to risk of serious imprecision as 95% confidence interval crosses 1 default MID for dichotomous outcomes

10 Qverall risk of bias judgement: very serious risk of bias in the evidence contributing to the outcomes

Table 9: Clinical evidence profile for comparison of topical antibiotic treatments or topical combinations versus topical antibiotic
treatments or topical combinations

313 randomised very no serious no serious very serious'  none 20/342 20/340 RR 0.99 (0.55 1 fewer per 1000 (from @000 IMPORTANT
trials serious’® inconsistency indirectness (5.8%) (5.9%) to 1.8) 26 fewer to 47 more) VERY LOW

245 randomised very no serious no serious serious'? none 11/74 5/84 RR 2.48 (0.91 88 more per 1000 (from  ®000 IMPORTANT
trials serious™ inconsistency indirectness (14.9%) (6%) to 6.78) 5 fewer to 344 more) VERY LOW

1@ randomised very no serious no serious no serious none 2/516 22/500 RR 0.09 (0.02 40 fewer per 1000 (from  ®®00 IMPORTANT
trials serious™ inconsistency indirectness imprecision (0.39%) (4.4%) to 0.37) 28 fewer to 43 fewer) LOW

q7 randomised very no serious no serious no serious none 11/40 2/39 RR5.36 (1.27 224 more per 1000 (from  @®®00 IMPORTANT
trials serious inconsistency indirectness imprecision (27.5%) (5.1%) to22.65) 14 more to 1000 more) LOW

18 randomised serious' no serious no serious no serious none 8/108 25/109 RR 0.32 (0.15 156 fewer per 1000 (from @®®®0 IMPORTANT
trials inconsistency indirectness imprecision (7.4%) (22.9%) 10 0.68) 73 fewer to 195 fewer) MODERATE
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1° randomised serious™ no serious no serious very serious'  none 3/20 3/20 RR1(0.23to 0 fewer per 1000 (from @000 IMPORTANT
trials inconsistency indirectness (15%) (15%) 4.37) 116 fewer to 506 more) VERY LOW

1l randomised very no serious no serious no serious none 211/243  210/242 RR 1 (0.93 to 0 fewer per 1000 (from ®3@00 IMPORTANT
trials serious™ inconsistency indirectness imprecision (86.8%)  (86.8%) 1.07) 61 fewer to 61 more) LOW

P randomised very no serious no serious very serious'  none 7131 11/40 RR 0.82 (0.36 50 fewer per 1000 (from @000 IMPORTANT
trials serious™ inconsistency indirectness (22.6%) (27.5%) to01.87) 176 fewer to 239 more) VERY LOW

ClI: confidence interval; MID: minimally important difference; RR: relative risk

T Carey 1996

2 Hajheydari 2011

3 Leyden 1987

4 Pazoki-Toroudi 2011

5 Pazoki-Toroudi 2010

6 Xu 2016

7 Cunliffe 2002b

8 Schaller 2016

9 Jain 1998

10 Qverall risk of bias judgement: very serious risk of bias in the evidence contributing to the outcomes

1 Evidence downgraded by 2 levels due to risk of very serious imprecision as 95% confidence interval crosses 2 default MIDs for dichotomous outcomes
12 Evidence downgraded by 1 level due to risk of serious imprecision as 95% confidence interval crosses 1 default MID for dichotomous outcomes
13 Overall risk of bias judgement: very serious risk of bias in the evidence contributing to the outcomes

4 Overall risk of bias judgement: serious risk of bias in the evidence contributing to the outcomes
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Topical antiseptics

Table 10: Clinical evidence profile for comparison of topical antiseptic treatments versus vehicle

313 randomised  very serious® no serious serious’ none 60/402 36/392 RR 1.66 (0.81 61 more per 1000 (from 17 @©000 IMPORTANT
trials serious® indirectness (14.9%) (9.2%) to 3.39) fewer to 219 more) VERY
LOW

i randomised very no serious no serious very none 2/55 1/55 RR2(0.19to 18 more per 1000 (from 15 @000 IMPORTANT
trials serious®  inconsistency indirectness serious® (3.6%) (1.8%) 21.42) fewer to 371 more) VERY
LOW

ClI: confidence interval; MID: minimally important difference; RR: relative risk

T Gollnick 2009

2 Hughes 1992

3 Smith 1980b

4 Stoughton 1987

5 Overall risk of bias judgement: very serious risk of bias in the evidence contributing to the outcomes

6 Evidence downgraded by 1 level due to serious inconsistency

7 Evidence downgraded by 1 level due to risk of serious imprecision as 95% confidence interval crosses 1 default MID for dichotomous outcomes

8 Overall risk of bias judgement: very serious risk of bias in the evidence contributing to the outcomes

9 Evidence downgraded by 2 levels due to risk of very serious imprecision as 95% confidence interval crosses 2 default MIDs for dichotomous outcomes

Table 11: Clinical evidence profile for comparison of topical hydrogen peroxide treatment versus topical benzoyl peroxide treatment
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Al randomised serious® no serious no serious very none 2/30 7/30 RR 0.29 166 fewer per 1000 @000 IMPORTANT
trials inconsistency indirectness serious® (6.7%) (23.3%) (0.06 to 1.26) (from 219 fewer to 61  VERY
more) LOW

CI: confidence interval;, MID: minimally important difference; RR: relative risk

T Milani 2003

2 Overall risk of bias judgement: serious risk of bias in the evidence contributing to the outcomes

3 Evidence downgraded by 2 levels due to risk of very serious imprecision as 95% confidence interval crosses 2 default MIDs for dichotomous outcomes

Topical acids

Table 12: Clinical evidence profile for comparison of topical acid treatments with vehicle

Al randomised  serious® no serious no serious serious* none 18/25 8/24 RR2.16 (1.17 387 more per 1000 (from 57 @®®00 IMPORTANT
trials inconsistency indirectness (72%) (33.3%) to 4) more to 1000 more) LOW

12 randomised  very no serious no serious serious* none 37/42 25/39 RR 1.37 (1.06 237 more per 1000 (from 38 @000 IMPORTANT
trials serious®  inconsistency indirectness (88.1%) (64.1%) to 1.78) more to 500 more) VERY
LOW

ClI: confidence interval; MID: minimally important difference; RR: relative risk

1 Shalita 1981,

2 Poli 2005

3 Overall risk of bias judgement: serious risk of bias in the evidence contributing to the outcomes

4 Evidence downgraded by 1 level due to risk of serious imprecision as 95% confidence interval crosses 1 default MID for dichotomous outcomes
5 Overall risk of bias judgement: very serious risk of bias in the evidence contributing to the outcomes
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Table 13: Clinical evidence profile for comparison of topical acid treatments with topical benzoyl peroxide treatment or in combination
with other topical treatments

1l randomised very no serious no serious no serious none 2/16 14/18 RR 0.16 (0.04 653 fewer per 1000 ®3@00 IMPORTANT
trials serious®  inconsistency indirectness imprecision (12.5%) (77.8%) to 0.6) (from 311 fewer to 747 LOW
fewer)

Al randomised very no serious no serious no serious none 0/16 5/18 POR 0.12 234 fewer per 1000 ®3@00 IMPORTANT
trials serious®  inconsistency indirectness imprecision (0%) (27.8%) (0.02 t0 0.76) (from 52 fewer to 270 LOW
fewer)
12 randomised serious* no serious no serious no serious none 24/24 25/25 RR 1 (0.93to 0 fewer per 1000 (from ®@®®0 IMPORTANT
trials inconsistency indirectness imprecision (100%) (100%) 1.08) 70 fewer to 80 more) MODERATE

ClI: confidence interval; MID: minimally important difference; POR: peto odds ratio; RR: relative risk

T Boutli 2003

2 Akarsu 2012

3 Overall risk of bias judgement: very serious risk of bias in the evidence contributing to the outcomes
4 Overall risk of bias judgement: serious risk of bias in the evidence contributing to the outcomes

Oral antibiotics and combinations with other topicals

Table 14: Clinical evidence profile for comparison of oral antibiotics and their combination with oral antibiotics and their combination

Acne vulgaris: evidence reviews for management options for mild to moderate acne —
pairwise comparisons FINAL (June 2021)

172



FINAL
Management options for mild to moderate acne — pairwise comparisons

1l randomised very no serious no serious very serious®  none 1/76 o/77 POR 7.49 (0.15 - @000 CRITICAL
trials serious®  inconsistency indirectness (1.3%) (0%) to 377.35) VERY
LOwW

12 randomised serious’ no serious no serious very serious®  none 1/131 2/130 RR 0.5 (0.05 to 8 fewer per 1000 (from 15 @000 CRITICAL
trials inconsistency indirectness (0.76%) (1.5%) 5.41) fewer to 68 more) VERY
LOW

= randomised very no serious no serious very serious®  none 3/18 4/18 RR 0.75 (0.2 to 56 fewer per 1000 (from @000 CRITICAL
trials serious®  inconsistency indirectness (16.7%) (22.2%) 2.88) 178 fewer to 418 more) VERY
LOW

12 randomised serious’ no serious no serious very serious®  none 1/131 2/130 RR 0.50 (0.05 8 fewer per 1000 (from 15 @000 CRITICAL
trials inconsistency indirectness (0.76%) (1.5%) to 5.41) fewer to 68 more) VERY
LOW

Al randomised very no serious no serious serious® none 2/76 11/77 RR 0.18 (0.04 117 fewer per 1000 (from @000 CRITICAL
trials serious®  inconsistency indirectness (2.6%) (14.3%) t0 0.8) 29 fewer to 137 fewer)  VERY
LOW

14 randomised serious’ no serious no serious serious® none 2/115 9/116 RR 0.22 (0.06 61 fewer per 1000 (from @®®00 CRITICAL
trials inconsistency indirectness (1.7%) (7.8%) to 0.80) 74 fewer to 2 more) LOW

-
-~

randomised very no serious no serious no serious none 16/76 2177 RR 8.11 (1.93 185 more per 1000 (from @®00 CRITICAL
trials serious®  inconsistency indirectness imprecision (21.1%) (2.6%) to 34.05) 24 more to 858 more) LOW
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randomised serious’ no serious no serious serious® none 72/131 70/130 RR 1.02 (0.82 11 more per 1000 (from @®®00 CRITICAL
trials inconsistency indirectness (55%) (53.8%) to 1.27) 97 fewer to 145 more) LOW

ClI: confidence interval; MID: minimally important difference; POR: peto odds ratio; RR: relative risk

" Rassai 2013

2 Ozolins 2004

3 Bleeker 1983

4 Maleszka 2011

5 Overall risk of bias judgement: very serious risk of bias

6 Evidence downgraded by 2 levels due to risk of very serious imprecision as 95% confidence interval crosses 2 default MIDs for dichotomous outcomes
7 Overall risk of bias judgement: serious risk of bias

8 Evidence downgraded by 1 level due to risk of serious imprecision as 95% confidence interval crosses 1 default MID for dichotomous outcomes

Table 15: Clinical evidence profile for comparison of topical antibiotic in combination with oral antibiotic with topical antibiotic in
combination with oral antibiotic

Al randomised serious? no serious no serious very none 1/131 3/130 RR0.33 (0.03 to 15 fewer per 1000 (from 22 @000 CRITICAL
trials inconsistency indirectness serious® (0.76%) (2.3%) 3.14) fewer to 49 more) VERY
Low

1l randomised serious? no serious no serious very none 1/131 2/127 RR0.48 (0.04 to 8 fewer per 1000 (from 15 &000 CRITICAL
trials inconsistency indirectness serious® (0.76%) (1.6%) 5.28) fewer to 67 more) VERY
LOW
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Al randomised  serious? no serious no serious very none 1/131 1/131 RR 1 (0.06 to 0 fewer per 1000 (from7 @000 CRITICAL
trials inconsistency indirectness serious® (0.76%) (0.76%) 15.82) fewer to 113 more) VERY
LOW

Al randomised serious? no serious no serious very none 2/130 3/130 RR0.67 (0.11 to 8 fewer per 1000 (from 21 @000 CRITICAL
trials inconsistency indirectness serious® (1.5%) (2.3%) 3.92) fewer to 67 more) VERY
LOW

1l randomised serious? no serious no serious very none 2/130 2/127 RR0.98 (0.14 to 0 fewer per 1000 (from 14 &000 CRITICAL
trials inconsistency indirectness serious® (1.5%) (1.6%) 6.83) fewer to 92 more) VERY
LOW

Al randomised serious' no serious no serious very none 2/130 1131 RR2.02(0.19to 8 more per 1000 (from6 @000 CRITICAL
trials inconsistency indirectness serious® (1.5%) (0.76%) 21.95) fewer to 160 more) VERY
LOW

Al randomised serious? no serious no serious very none 3/130 2/127 RR 1.47 (0.25to 7 more per 1000 (from 12 @000 CRITICAL
trials inconsistency indirectness serious® (2.3%) (1.6%) 8.62) fewer to 120 more) VERY
LOW

1l randomised serious' no serious no serious very none 3/130 1131  RR 3.02 (0.32to 15 more per 1000 (from5 @000 CRITICAL
trials inconsistency indirectness serious® (2.3%)  (0.76%) 28.69) fewer to 211 more) VERY
LOW
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randomised serious? no serious no serious very none 2/127 1131 RR2.06 (0.19to 8 more per 1000 (from6 @000 CRITICAL
trials inconsistency indirectness serious® (1.6%) (0.76%) 22.47) fewer to 164 more) VERY
Low

1l randomised serious? no serious no serious very none 1/131 0/130 POR7.33(0.15 - @000 CRITICAL
trials inconsistency indirectness serious® (0.76%) (0%) to 369.56) VERY
LOW

1l randomised  serious? no serious no serious very none 1/131 4/127 RR 0.24 (0.03 to 24 fewer per 1000 (from 31 @000 CRITICAL
trials inconsistency indirectness serious® (0.76%) (3.1%) 2.14) fewer to 36 more) VERY
LOW

Al randomised serious? no serious no serious very none 1/131 1/131 RR 1 (0.06 to 0 fewer per 1000 (from7 @000 CRITICAL
trials inconsistency indirectness serious® (0.76%) (0.76%) 15.82) fewer to 113 more) VERY
LOW

1l randomised serious? no serious no serious very none 2/130 0/130 POR 7.45(0.46 - @000 CRITICAL
trials inconsistency indirectness serious® (1.5%) (0%) to 119.69) VERY
LOW

Al randomised serious? no serious no serious very none 2/130 4/127 RR 0.49 (0.09to 16 fewer per 1000 (from29 @000 CRITICAL
trials inconsistency indirectness serious® (1.5%) (3.1%) 2.62) fewer to 51 more) VERY
LOW

-
-~

randomised serious' no serious no serious very none 2/130 1131 RR2.02(0.19to 8 more per 1000 (from6 @000 CRITICAL
trials inconsistency indirectness serious® (1.5%)  (0.76%) 21.95) fewer to 160 more) VERY
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Al randomised serious? no serious no serious very none 0/130 4/127 POR0.13 (0.02 27 fewer per 1000 (from2 @000 CRITICAL
trials inconsistency indirectness serious® (0%) (3.1%) to 0.93) fewer to 31 fewer) VERY
LOW

1l randomised serious' no serious no serious very none 0/130 1/131 POR0.14 (0Oto 7 fewer per 1000 (from8 @000 CRITICAL
trials inconsistency indirectness serious® (0%) (0.76%) 6.87) fewer to 45 more) VERY
LOW

1l randomised serious? no serious no serious very none 4/127 1131 RR4.13 (0.47 to 24 more per 1000 (from4 @®000 CRITICAL
trials inconsistency indirectness serious® (3.1%) (0.76%) 36.41) fewer to 270 more) VERY
LOW

Al randomised serious? no serious no serious serious* none 72/131 78/130 RR 0.92 (0.74 to 48 fewer per 1000 (from 156 @®®00 CRITICAL
trials inconsistency indirectness (55%) (60%) 1.13) fewer to 78 more) LOW

1l randomised serious? no serious no serious serious* none 72/131 84/127 RR 0.83 (0.68to 112 fewer per 1000 (from @©®00 CRITICAL
trials inconsistency indirectness (55%) (66.1%) 1.01) 212 fewer to 7 more) LOW

1l randomised serious? no serious no serious serious* none 72/131 82/131 RR 0.88 (0.72 to 75 fewer per 1000 (from 175 @©®00 CRITICAL
trials inconsistency indirectness (55%) (62.6%) 1.08) fewer to 50 more) LOW

-
-~

randomised serious' no serious no serious serious* none 70/130 78/130 RR 0.9 (0.73to 60 fewer per 1000 (from 162 ®®00 CRITICAL
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trials inconsistency indirectness (53.8%) (60%) 1.11) fewer to 66 more)

Al randomised serious? no serious no serious serious* none 70/130 84/127 RR 0.81 (0.69to 126 fewer per 1000 (from @®®00 CRITICAL
trials inconsistency indirectness (53.8%) (66.1%) 0.96) 218 fewer to 0 more) LOW

1l randomised serious? no serious no serious serious* none 70/130 82/131 RR 0.86 (0.7 to 88 fewer per 1000 (from 188 @©®00 CRITICAL
trials inconsistency indirectness (53.8%) (62.6%) 1.06) fewer to 38 more) LOW

1l randomised serious? no serious no serious serious* none 78/130 84/127 RR 0.91 (0.75 to 60 fewer per 1000 (from 165 @©®00 CRITICAL
trials inconsistency indirectness (60%) (66.1%) 1.09) fewer to 60 more) LOW

Al randomised serious? no serious no serious serious* none 78/130 82/131 RR 0.96 (0.79 to 25 fewer per 1000 (from 131 @®00 CRITICAL
trials inconsistency indirectness (60%) (62.6%) 1.16) fewer to 100 more) LOW

1l randomised serious' no serious no serious serious* none 84/127 82/131 RR 1.06 (0.88 to 38 more per 1000 (from 75 @000 CRITICAL
trials inconsistency indirectness (66.1%) (62.6%) 1.27) fewer to 169 more) VERY
LOW

ClI: confidence interval; MID: minimally important difference; POR: peto odds ratio; RR: relative risk

" Ozolins 2004

2 Qverall risk of bias judgement: serious risk of bias

3 Evidence downgraded by 2 levels due to risk of very serious imprecision as 95% confidence interval crosses 2 default MIDs for dichotomous outcomes
4 Evidence downgraded by 1 level due to risk of serious imprecision as 95% confidence interval crosses 1 default MID for dichotomous outcomes
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Oral hormonal contraceptives and hormone-modifying agents

Table 16: Clinical evidence profile for comparison of treatment with oral hormonal contraceptives or hormone modifying agents versus
placebo

52 randomised Serious® no serious no serious very serious®  none 30/540 14/274 POR 1.1 (0.58 5 more per 1000 (from @000 IMPORTANT
trials inconsistency indirectness (5.6%) (5.1%) to 2.08) 21 fewer to 50 more) VERY LOW

N

12 randomised serious® no serious no serious very serious®  none 28/537 7/132 RR 0.98 (0.44 1 fewer per 1000 (from @®000 IMPORTANT
trials inconsistency indirectness (5.2%) (5.3%) to 2.2) 30 fewer to 64 more) VERY LOW

13 randomised serious® no serious no serious serious’” none 98/251 41/126 RR 1.2 (0.89 to 65 more per 1000 (from ®3@00 IMPORTANT
trials inconsistency indirectness (39%) (32.5%) 1.61) 36 fewer to 198 more) LOW

11 randomised serious® no serious no serious very serious®  none 1/15 0/10 POR5.29 (0.1 - @000 IMPORTANT
trials inconsistency indirectness (6.7%) (0%) to 289.29) VERY LOW

= randomised serious® no serious no serious very serious®  none 17/251 5/126 RR 1.71 (0.64 28 more per 1000 (from @®000 IMPORTANT
trials inconsistency indirectness (6.8%) (4%) to 4.52) 14 fewer to 140 more) VERY LOW

214 randomised very no serious no serious no serious none 46/192 6/187 POR 5.93 (3.3 132 more per 1000 (from  @®®00 IMPORTANT
trials serious®  inconsistency indirectness imprecision (24%) (3.2%) to 10.65) 67 more to 229 more) LOW
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randomised serious® no serious no serious serious’ none 22/251 4/126 RR 2.76 (1.15 56 more per 1000 (from ®@00 IMPORTANT
trials inconsistency indirectness (8.8%) (3.2%) to 6.63) 5 more to 179 more) LOW

13 randomised serious® no serious no serious no serious none 177/251 52/126 RR 1.71 (1.37 293 more per 1000 (from @®®®0 IMPORTANT
trials inconsistency indirectness imprecision (70.5%) (41.3%) to 2.14) 153 more to 470 more) MODERATE

CI: confidence interval; MID: minimally important difference; POR: peto odds ratio; RR: relative risk

! Alora-Pali 2013,

2 Palombo-Kinne 2009,

3 Plewig 2009,

4 Leyden 2002

5 Overall risk of bias judgement: serious risk of bias in the evidence contributing to the outcomes

6 Evidence downgraded by 2 levels due to risk of very serious imprecision as 95% confidence interval crosses 2 default MIDs for dichotomous outcomes

7 Evidence downgraded by 1 level due to risk of serious imprecision as 95% confidence interval crosses 1 default MID for dichotomous outcomes

8 Overall risk of bias judgement: very serious risk of bias in the evidence contributing to the outcomes

Table 17: Clinical evidence profile for comparison of treatment with oral hormonal contraceptives and hormone modifying agents versus
treatment with oral hormonal contraceptives and hormone modifying agents

Al randomised very no serious no serious very serious®  none 5/101 10/101 RR 0.5 (0.18 50 fewer per 1000 @®000 IMPORTANT
trials serious® inconsistency indirectness (5%) (9.9%) to 1.41) (from 81 fewer to 41 VERY LOW
more)

12 randomised Serious” no serious no serious very serious®  none 6/90 9/90 RR 0.67 (0.25 33 fewer per 1000 ®000 IMPORTANT

Acne vulgaris: evidence reviews for management options for mild to moderate acne —
pairwise comparisons FINAL (June 2021)
180



FINAL
Management options for mild to moderate acne — pairwise comparisons

trials inconsistency indirectness (6.7%) (10%) to 1.8) (from 75 fewer to 80 VERY LOW
more)

13 randomised serious’ no serious no serious very serious®  none 28/525 28/537 RR 1.02 (0.61 1 more per 1000 (from @000 IMPORTANT
trials inconsistency indirectness (5.3%) (5.2%) to 1.7) 20 fewer to 36 more) VERY LOW
14 randomised serious’ no serious no serious very serious®  none 21/582 22/566 RR 0.93 (0.52 3 fewer per 1000 (from @000 IMPORTANT
trials inconsistency indirectness (3.6%) (3.9%) to 1.67) 19 fewer to 26 more) VERY LOW
Al randomised very no serious no serious very serious®  none 10/100 7/101 RR 1.44 (0.57 30 more per 1000 @®000 IMPORTANT
trials serious® inconsistency indirectness (10%) (6.9%) to 3.64) (from 30 fewer to 183 VERY LOW
more)
12 randomised serious’ no serious no serious very serious®  none 0/90 2/90 POR 0.13 19 fewer per 1000 @000 IMPORTANT
trials inconsistency indirectness (0%) (2.2%) (0.01 to 2.16) (from 22 fewer to 25 VERY LOW
more)
Al randomised very no serious no serious very serious®  none 5/100 9/101 RR 0.56 (0.19 39 fewer per 1000 @®000 IMPORTANT
trials serious® inconsistency indirectness (5%) (8.9%) to 1.62) (from 72 fewer to 55 VERY LOW
more)

-
N

randomised serious’ no serious no serious very serious®  none 12/90 12/90 RR 1 (0.47 to O fewer per 1000 (from  ®000 IMPORTANT
trials inconsistency indirectness (13.3%) (13.3%) 2.11) 71 fewer to 148 more) VERY LOW
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randomised serious’ no serious no serious no serious none 58/525 15/537 RR 3.96 (2.27 83 more per 1000 ®@®®0 IMPORTANT
trials inconsistency indirectness imprecision (11%) (2.8%) to 6.89) (from 35 more to 165 MODERATE
more)

i randomised serious’ no serious no serious very serious®  none 17/582 16/566 RR 1.03 (0.53 1 more per 1000 (from @000 IMPORTANT
trials inconsistency indirectness (2.9%) (2.8%) to 2.02) 13 fewer to 29 more) VERY LOW

ClI: confidence interval; MID: minimally important difference; POR: peto odds ratio; RR: relative risk

1 Jaisamran 2014

2 Jaisamran 2018

3 Palombo-Kinne 2009

4 Thorneycroft 2004

5 Overall risk of bias judgement: very serious risk of bias in the evidence contributing to the outcomes

6 Evidence downgraded by 2 levels due to risk of very serious imprecision as 95% confidence interval crosses 2 default MIDs for dichotomous outcomes

7 Overall risk of bias judgement: serious risk of bias in the evidence contributing to the outcomes

Oral isotretinoin

Table 18: Clinical evidence profile for comparison of treatment with oral isotretinoin versus inactive control

1l randomised very no serious no serious no serious none 14/23 2/23 RR 7.00 (1.79 522 more per 1000 (from 69 @®00 CRITICAL
trials serious?  inconsistency indirectness imprecision (60.9%) (8.7%) to 27.39) more to 1000 more) LOW

ClI: confidence interval; RR: relative risk
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" Rademaker 2014
2 Overall risk of bias judgement: very serious risk of bias

Physical treatments

Chemical peels

Table 19: Clinical evidence profile for comparison of treatment with chemical peel versus treatment with chemical peel

1l randomised  serious* no serious no serious very none 1/20 3/20 RR0.33(0.04 to 101 fewer per 1000 (from 144 @©000 IMPORTANT
trials inconsistency indirectness serious® 5%) (15%) 2.94) fewer to 291 more) VERY
LOW

212 randomised  serious* serious® no serious very none 13/45  8/45 RR1.64 (0.24to 114 more per 1000 (from 135 @®000 IMPORTANT
trials indirectness serious® (28.9%) (17.8%) 11) fewer to 1000 more) VERY
LOW

13 randomised  serious* no serious no serious very none 0/15 115 PORO0.14 (Oto 57 fewer per 1000 (from 67 @000 IMPORTANT
trials inconsistency indirectness serious® (0%) (6.7%) 6.82) fewer to 261 more) VERY
LOW

13 randomised  serious* no serious no serious very none 0/15 0/15 RD 0 (-0.12 to - @000 IMPORTANT
trials inconsistency indirectness serious’ (0%) (0%) 0.12) VERY
LOW
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randomised  serious* no serious no serious very none 1/15 0/15 POR 7.39 (0.15 - @000 IMPORTANT
trials inconsistency indirectness serious® (6.7%) (0%) to 372.38) VERY
Low

12 randomised  serious* no serious no serious serious® none 3/25 0/25 POR 8.05 (0.8 to - ®®00 IMPORTANT
trials inconsistency indirectness (12%)  (0%) 81.12) LOW

CI: confidence interval; MID: minimally important difference; POR: peto odds ratio; RD: risk difference; RR: relative risk

" Dayal 2017,

2 Dayal 2020,

3 Sarkar 2019

4 Overall risk of bias judgement: serious risk of bias in the evidence contributing to the outcomes

5 Evidence downgraded by 2 levels due to risk of very serious imprecision as 95% confidence interval crosses 2 default MIDs for dichotomous outcomes

6 Evidence downgraded by 1 level due to serious inconsistency

7 Evidence downgraded by 2 levels due to risk of very serious imprecision due to small number of events

8 Evidence downgraded by 1 level due to risk of serious imprecision as 95% confidence interval crosses 1 default MID for dichotomous outcomes

Energy based treatments (light/laser)

Table 20: Clinical evidence profile for comparison of treatment with pulsed dye laser vs placebo

Al randomised serious? no serious no serious very none 1/31 2/10 RR0.16 (0.02to 168 fewer per 1000 (from @000 IMPORTANT
trials inconsistency indirectness serious® (3.2%) (20%) 1.6) 196 fewer to 120 more) VERY
LOwW
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1l randomised serious? no serious no serious very none 1/31 0/10 POR 3.75 (0.04 - @000 IMPORTANT
trials inconsistency indirectness serious® (3.2%) (0%) to 360.19) VERY
LOW

ClI: confidence interval; MID: minimally important difference; POR: peto odds ratio; RR: relative risk
" Seaton 2003
2 Overall risk of bias judgement: serious risk of bias in the evidence contributing to the outcomes

3 Evidence downgraded by 2 levels due to risk of very serious imprecision as 95% confidence interval crosses 2 default MIDs for dichotomous outcomes

Table 21: Clinical evidence profile for comparison of treatment with energy device versus placebo

1l randomised very no serious no serious very none 3/27 2/25 RR1.39 (0.25 31 more per 1000 (from 60 @000 IMPORTANT
trials serious?  inconsistency indirectness serious® (11.1%) (8%) to 7.64) fewer to 531 more) VERY
LOW

Al randomised very no serious no serious very none 1/30 2/25 RR0.42 (0.04 46 fewer per 1000 (from 77 &®000 IMPORTANT
trials serious?  inconsistency indirectness serious® (3.3%) (8%) to 4.33) fewer to 266 more) VERY
LOW

CI: confidence interval;, MID: minimally important difference; RR: relative risk

1 Papageoriou 2000

2 Qverall risk of bias judgement: very serious risk of bias in the evidence contributing to the outcomes

3 Evidence downgraded by 2 levels due to risk of very serious imprecision as 95% confidence interval crosses 2 default MIDs for dichotomous outcomes

Table 22: Clinical evidence profile for comparison of treatment with energy device versus treatment with energy device
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1l randomised very no serious no serious very serious*  none 3/27 1/30 RR 3.33 (0.37 78 more per 1000 (from  &©000 IMPORTANT
trials serious®  inconsistency indirectness (11.1%) (3.3%) to 30.16) 21 fewer to 972 more) VERY LOW

12 randomised serious® no serious no serious serious® none 14/15 8/10 1.17 (0.83 to 136 more per 1000 ®3@00 IMPORTANT
trials inconsistency indirectness (93.3%) (80%) 1.64) (from 136 fewer to 512 LOW
more)
12 randomised serious® no serious no serious very serious*  none 4/15 1/20 RR 5.33 (0.66 216 more per 1000 @®000 IMPORTANT
trials inconsistency indirectness (26.7%) (5%) to 42.97)  (from 17 fewer to 1000 VERY LOW
more)
12 randomised serious® no serious no serious no serious none 15/15 8/20 RR 2.39 (1.41 556 more per 1000 ®@®®0 IMPORTANT
trials inconsistency indirectness imprecision (100%) (40%) to 4.05) (from 164 more to 1000 MODERATE
more)

ClI: confidence interval; MID: minimally important difference; RR: relative risk

T Papageorgiou 2000

2 Ragab 2014

3 Overall risk of bias judgement: very serious risk of bias in the evidence contributing to the outcomes

4 Evidence downgraded by 2 levels due to risk of very serious imprecision as 95% confidence interval crosses 2 default MIDs for dichotomous outcomes
5 Overall risk of bias judgement: serious risk of bias in the evidence contributing to the outcomes

6 Evidence downgraded by 1 level due to risk of serious imprecision as 95% confidence interval crosses 1 default MID for dichotomous outcomes
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Appendix G - Economic evidence study selection

Economic evidence study selection for review question: What is the
effectiveness and acceptability of interventions for the treatment of mild to
moderate acne (side effects and participant reported improvement)?

A global health economics search was undertaken for all areas covered in the guideline.
Figure 2 shows the flow diagram of the selection process for economic evaluations of
interventions and strategies associated with the care of people with acne vulgaris and
studies reporting acne vulgaris-related health state utility data.

Figure 17. Flow diagram of selection process for economic evaluations of
interventions and strategies associated with the care of people with acne
vulgaris and studies reporting acne vulgaris-related health state utility data
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Appendix H - Economic evidence tables

Economic evidence tables for review question: What is the effectiveness and
acceptability of interventions for the treatment of mild to moderate acne (side
effects and participant reported improvement)?

No economic evidence was identified which was applicable to this review question.
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Appendix| - Economic evidence profiles

Economic model for review question: What is the effectiveness and
acceptability of interventions for the treatment of mild to moderate acne (side
effects and participant reported improvement)?

The economic model associated with this review question was based on the NMA results. So
for the economic evidence profile see evidence report E1.
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AppendixJ - Economic analysis

Economic analysis for review question: What is the effectiveness and
acceptability of interventions for the treatment of mild to moderate acne (side
effects and participant reported improvement)?

The economic model associated with this review question was based on the NMA results. So
for the economic analysis see evidence report E1.
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Appendix K - Excluded studies

Excluded clinical and economic studies for review question: What is the
effectiveness and acceptability of interventions for the treatment of mild to
moderate acne (side effects and participant reported improvement)?

Clinical studies

The excluded studies list below relates to all evidence reviews that used the same search
output and these are studies that are excluded from all of the following reviews: mild-to-
moderate NMA, moderate-to-severe NMA, mild-to-moderate pairwise and moderate-to-
severe pairwise reports, as well as from refractory acne, maintenance of acne and polycystic

ovary syndrome reports.

Table 23: Excluded studies and reasons for their exclusion

Abbasi, M. A. K., A., Aziz ur, Rehman, Saleem, H.,Jahangir, S.
M.,Siddiqui, S. Z.,Ahmad, V. U.Preparation of new formulations of
anti-acne creams and their efficacy. 2010. African Journal of
Pharmacy and Pharmacology

Abdel Hay, R. H., R.,Abdel Hady, M.,Saleh, N.Clinical and
dermoscopic evaluation of combined (salicylic acid 20% and azelaic
acid 20%) versus trichloroacetic acid 25% chemical peel in acne: an
RCT. 2019. Journal of Dermatological Treatment

Abdel Meguid, A. M. A. E. A. A,, D.,Omar, H.Trichloroacetic acid
versus salicylic acid in the treatment of acne vulgaris in dark-skinned
patients. 2015. Dermatologic Surgery

Abdel-Naser, M. B. Z., C. C . Clindamycin phosphate/tretinoin gel
formulation in the treatment of acne vulgaris. 2008. Expert Opinion on
Pharmacotherapy

Abels, C. Glycolic acid: the effect is also now proven in acne. 2011a.
Haut

Abramovits, W. G., A. Differin (adapalene) Gel, 0.3%. 2007. SKINmed

Abramovits, W. O., M., Gupta, A. K.Veltin gel (clindamycin phosphate
1.2% and tretinoin 0.025%). 2011. SKINmed

Adalatkhah, H. P., F., Sadeghi-Bazargani, H. Flutamide versus a

No relevant study
population - sample
includes people with mild
to severe acne and study
is not relevant for PCOS,
maintenance or refractory
treatments

Reported outcomes
relevant for the network
meta-analysis but not in
enough detail to include in
the analysis. Outcomes
were not relevant for
pairwise comparisons -
including PCOS,
maintenance and
refractory treatments

Reported outcomes
relevant for the network
meta-analysis but not in
enough detail to include in
the analysis. Outcomes
were not relevant for
pairwise comparisons -
including PCOS,
maintenance and
refractory
treatmentsanalysis

No relevant article type -
expert opinion on
pharmacotherapy

Not in English language

No relevant study design -
not RCT

No relevant article type -
non-systematic review

Moderate acne - no
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cyproterone acetate-ethinyl estradiol combination in moderate acne: a
pilot randomized clinical trial. 2011. Clinical, Cosmetic and
Investigational Dermatology CCID

Adams, J. T., P. Topical fusidic acid versus peroral doxycycline in the
treatment of patients with acne vulgaris of the face. 1991. Current
Therapeutic Research - Clinical and Experimental

Adams, R. M. B., K. H. An antiandrogen delta 1 chlormadinone
acetate in acne: lack of effect topically. 1970a. Acta Dermato-
Venereologica

Adams, U. M. B., K. H. An antiandrogen delta 1 chlormadinone
acetate in acne: lack of effect topically. 1970b. Acta Dermatologica

Afzali, B. M. Y., E., Yaghoobi, R., Bagherani, N.,Dabbagh, M. A.
Comparison of the efficacy of 5% topical spironolactone gel and
placebo in the treatment of mild and moderate acne vulgaris: A
randomized controlled trial. 2012. Journal of Dermatological
Treatment

Agarwal, U. S. B., R. K., Bhola, K. Oral isotretinoin in different dose
regimens for acne vulgaris: A randomized comparative trial. 2011.
Indian Journal of Dermatology, Venereology and Leprology

Agren, U. M. A., M., Maenpaa-Liukko, K., Rantala, M. L.,Rautiainen,
H.,Sommer, W. F.,Mommers, E.Effects of a monophasic combined
oral contraceptive containing nomegestrol acetate and 17beta-
oestradiol compared with one containing levonorgestrel and
ethinylestradiol on haemostasis, lipids and carbohydrate metabolism.
2011a. European Journal of Contraception and Reproductive Health
Care

Agren, U. M. A., M., Maenpaa-Liukko, K., Rantala, M. L.,Rautiainen,
H.,Sommer, W. F.,Mommers, E.Effects of a monophasic combined
oral contraceptive containing nomegestrol acetate and 17beta-
oestradiol in comparison to one containing levonorgestrel and
ethinylestradiol on markers of endocrine function. 2011b. European
Journal of Contraception and Reproductive Health Care

Ahmad, H. M. Analysis of clinical efficacy, side effects, and laboratory
changes among patients with acne vulgaris receiving single versus
twice daily dose of oral isotretinoin. 2015. Dermatologic Therapy

Ahmadvand, A. Y., A, Yasrebifar, F., Mohammadi, Y.,Mahjub,
R.,Mehrpooya, M.Evaluating the effects of oral and topical simvastatin
in the treatment of acne vulgaris: A double-blind, randomized,
placebo-controlled clinical trial. 2018. Current Clinical Pharmacology

Ahmed, I. S., M. Topical adapalene cream 0.1% v/s isotretinoin 0.05%
in the treatment of acne vulgaris: A randomized open-label clinical
trial. 2009. Journal of Pakistan Association of Dermatologists

information on lesion
counts at baseline and
study is not relevant for
PCOS, maintenance or
refractory treatments

No relevant intervention -
suboptimal dose of
doxycycline

Duplicate record

No relevant study
population -insuficient
information to determine
severity of acne and study
is not relevant for PCOS,
maintenance or refractory
treatments

No relevant intervention -
intervention & class not
available in the UK

No relevant study
population - sample
includes people with mild
to severe acne and study
is not relevant for PCOS,
maintenance or refractory
treatments

No relevant study
population - participants
did not have acne

No relevant study
population - participants
did not have acne

No relevant study
population - sample
includes people with mild
to severe acne and study
is not relevant for PCOS,
maintenance or refractory
treatments

Intervention not relevant |
Simvastatin

No relevant outcomes
reported
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Ahn, G. R, Kim, J. M., Park, S. J., Li, K., Kim, B. J. Selective
Sebaceous Gland Electrothermolysis Using a Single Microneedle
Radiofrequency Device for Acne Patients: A Prospective Randomized
Controlled Study. 2019. Lasers in Surgery and Medicine.

Akamatsu, H. O., M., Nishijima, S., Asada, Y.,Takahashi, M.,Ushijima,
T.,Niwa, Y.The inhibition of free radical generation by human
neutrophils through the synergistic effects of metronidazole with
palmitoleic acid: a possible mechanism of action of metronidazole in
rosacea and acne. 1990. Archives of Dermatological Research

Akaraphanth, R. K., W., Gritiyarangsan, P. Efficacy of ALA-PDT vs
blue light in the treatment of acne. 2007. Photodermatology,
Photoimmunology & Photomedicine

Akerlund, M.Clinical experience of a combined oral contraceptive with
very low dose ethinyl estradiol. 1997. Acta Obstetricia et
Gynecologica Scandinavica, Supplement

Aksakal, A. B. K., M.,Onder, M.,Oztas, M. O.,Gurer, M. A.A
comparative study of metronidazole 1% cream versus azelaic acid
20% cream in the treatment of acne. 1997. Gazi Medical Journal

Albuquerque, R. G. d. R., M. A.,Hirotsu, C.,Hachul, H.,Bagatin,

E., Tufik, S.,Andersen, M. L.A randomized comparative trial of a
combined oral contraceptive and azelaic acid to assess their effect on
sleep quality in adult female acne patients. 2015. Archives of
Dermatological Research

Alexis, A. D. R., J. Q.,Desai, S. R.,Downie, J. B.,Draelos, Z. D.,Feser,
C.,Forconi, R.,Fowler, J. F., Jr.,Gold, M.,Kaufman-Janette, J.,Lain,
E.Lee, M.,Ling, M.,Shamban, A. T.,Werschler, W. P.,Daniels, A.BPX-
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