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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
expected to take this guideline fully into account, alongside the individual needs, preferences
and values of their patients or service users. The recommendations in this guideline are not
mandatory and the guideline does not override the responsibility of healthcare professionals
to make decisions appropriate to the circumstances of the individual patient, in consultation
with the patient and/or their carer or guardian.

Local commissioners and/or providers have a responsibility to enable the guideline to be
applied when individual health professionals and their patients or service users wish to use it.
They should do so in the context of local and national priorities for funding and developing
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.

NICE guidelines cover health and care in England. Decisions on how they apply in other UK
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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)

¢ mild to moderate acne (pairwise meta-analysis)

¢ moderate to severe acne (NMA)

¢ moderate to severe acne (pairwise meta-analysis)

This evidence review contains information on the pairwise meta-analyses conducted to
assess treatments for people with moderate to severe acne vulgaris. NMA has been the
main method of analysis to inform these questions (see evidence review F1). 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 mild to moderate acne vulgaris are contained in the evidence reports E1 and E2,
respectively.

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

¢ benzoyl peroxide

e antibiotics

e antiseptics

¢ retinoids and retinoid-like agents (for example, tretinoin, adapalene)
e 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:

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

e macrolide antibiotics (for example, erythromycin and azithromycin)

e 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 moderate to severe acne —
pairwise comparisons DRAFT (December 2020)
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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

¢ 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 moderate to severe acne —
pairwise comparisons DRAFT (December 2020)
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Management options for moderate to
severe ache — pairwise comparisons

Review question

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

Introduction

Moderate to severe acne encompasses a spectrum of inflammatory lesions including
nodules and cysts, and in the most severe form, acne conglobata and acne fulminans.
Individuals within this group may require differing treatments compared to those with mild to
moderate acne. There is also potentially a higher risk of scarring within this group. This
evidence review therefore aims to find the most effective treatment option for people with
moderate to severe 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, with moderate to severe symptom severity

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]
e 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)
e 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]
e Chlorhexidine gluconate (trade: Acnemed, Cepton) or digluconate [own class]
Dicarboxylic acids
e Azelaic acid [own class]

Acne vulgaris: evidence reviews for management options for moderate to severe acne —
pairwise comparisons DRAFT (December 2020)
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e o o V

Vitamin B3

Nicotinamide (niacinamide) [own class]

Retinoids or retinoid-like agents

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

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"-generation (for example cefaclore)

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

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

o Sub-class of 5M-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 3-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 1s-generation (for example rosoxacin)

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

o Sub-class of 3-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
oral contraceptive]

Acne vulgaris: evidence reviews for management options for moderate to severe acne —
pairwise comparisons DRAFT (December 2020)
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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 31 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 1t generation (for example medroxyprogesterone acetate)

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

o Sub-class of 31 generation (for example desogestrel, norgestimate,
gestodene)

o Sub-class of 41" 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 =0.5mg/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)

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 =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)

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])
Smoothbeam™ laser [own class]

Acne vulgaris: evidence reviews for management options for moderate to severe acne —
pairwise comparisons DRAFT (December 2020)

10



DRAFT FOR CONSULTATION
Management options for moderate to severe acne — pairwise comparisons

_ e Photopneumatic therapy (for example intense pulsed light + vacuum)
e Radiofrequency (for example fractional microneedling, bipolar)

e No treatment

e Waiting list

e Pill placebo

¢ Other active intervention

e Sham physical treatment

Critical

e Prevention of scarring

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
¢ Participant reported improvement

1 For further details see the review protocol in appendix A.

Acne vulgaris: evidence reviews for management options for moderate to severe acne —
pairwise comparisons DRAFT (December 2020)
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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
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 49 studies were included in this pairwise review. These are divided into the following
categories of interventions: topical non-retinoids and retinoids, oral antibiotics, topical and
oral combinations, oral hormonal contraceptives and hormone-modifying agents, oral
isotretinoin and physical treatments.

Topical non-retinoids and retinoids

Six parallel group design RCTs (Dobson 1980, Jones 1981, Jones 2002, Kuhiman 1986,
Sklar 1996, Thiboutot 2002) reported on side effects of skin irritation of topical non-retinoid
treatment in people with moderate to severe acne vulgaris. All these studies were conducted
in the USA.

Twenty parallel group design RCTs (Braathen 1984, Degreef 1982b, Dhawan 2013, Dogra
2020, Feldman 2013 (study 301/Trial 1), Feldman 2013 (study 302/Trial 2), Gratton 1982,
Lassus 1984, Pariser 2005, Pariser 2014, Richter 1998a, Schmidt 2011, Stein Gold 2008,
Stein Gold 2016, Tanghetti 2006, Tanghetti 2011, Tanghetti 2019, Thiboutot 2008, Tyring
2018, Zouboulis 2000) reported on side effects and participant reported improvement of
topical retinoid treatments or combinations thereof, in people with moderate to severe acne
vulgaris.

Fifteen studies reported on skin irritation (Dhawan 2013, Dogra 2020, Feldman 2013 (study
301/Trial 1), Feldman 2013 (study 302/Trial 2), Lassus 1984, Pariser 2005, Richter 1998a,
Schmidt 2011, Stein Gold 2008, Stein Gold 2016, Tanghetti 2006, Tanghetti 2011, Tanghetti
2019, Tyring 2018, Zouboulis 2000).

Two studies reported on light sensitivity (Feldman 2013 (study 301/Trial 1), Feldman 2013
(study 302/Trial 2)).

Seven studies reported on participant reported improvement of acne vulgaris (Braathen
1984, Degreef 1982, Gratton 1982, Pariser 2014, Stein Gold 2016, Tanghetti 2019, Thiboutot
2008).

Ten studies were conducted in the USA (Dhawan 2013, Pariser 2005, Pariser 2014, Schmidt
2011, Stein Gold 2008, Stein Gold 2016, Tanghetti 2006, Tanghetti 2011, Tanghetti 2019,
Thiboutot 2008), 2 studies in North America (Feldman 2013), 1 study in Belgium (Degreef
1982b), Canada (Gratton 1982), Norway (Braathen 1984), Finland (Lassus 1984) and India
(Dogra 2020); 2 studies were a collaboration studies from Europe (Richter 1998a, Zouboulis
2000) and 1 study was an international collaboration from Europe/North America (Tyring
2018).

There were also 2 split-face RCTs (Dreno 2017, Dreno 2018, both conducted in
France/Canada) reporting prevention of scarring which is a critical but seldom reported
outcome, therefore they were included in this pairwise report.

Oral antibiotics

Acne vulgaris: evidence reviews for management options for moderate to severe acne —
pairwise comparisons DRAFT (December 2020)
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Eight parallel group design RCTs (Bossuyt 2003, Braathen 1984, Dubertret 2003, Khanna
1993, Leyden 2018, Moore 2018 (SC1401/Trial 1), Moore 2018 (SC1402/Trial 2), Stewart
2006) reported on side effects and participant reported improvement of oral antibiotics or
combinations thereof, in people with moderate to severe acne vulgaris.

One study reported on skin irritation (Stewart 2006); 6 studies reported on gastrointestinal
side effects (Bossuyt 2003, Dubertret 2003, Leyden 2018, Moore 2018 (SC1401/Trial 1),
Moore 2018 (SC1402/Trial 2), Stewart 2006); 3 studies reported on thrush/candiasis
(Khanna 1993, Moore 2018 (SC1401/Trial 1), Moore 2018 (SC1402/Trial 2)); and 2 studies
reported on participant reported improvement of acne vulgaris (Bossuyt 2003, Braathen
1984).

Three studies were conducted in the USA (Leyden 2018, Moore 2018, Stewart 2006), 1
study in India (Khanna 1993) and Norway (Braathen 1984); 2 studies were collaboration
studies from Europe (Bossuyt 2003, Dubertret 2003).

Topical and oral combination interventions

Two parallel group design RCTs (Del Rosso 2007, Parsad 2001) reported on side effects of
topical and oral combination interventions, in people with moderate to severe acne vulgaris.

Both studies reported on skin irritation (Del Rosso 2007, Parsad 2001) and 1 study reported
on gastrointestinal side effects (Del Rosso 2007).

One study was conducted in the USA (Del Rosso 2007) and 1 study in India (Parsad 2001).
Oral hormonal contraceptives and hormone-modifying agents

Two parallel group design RCTs (Fugere 1990, Miller 1986b) reported on side effects of oral
hormonal contraceptives or combinations thereof, in people with moderate to severe acne
vulgaris.

One study reported on breast tenderness, sexual dysfunction, and mood disturbance (Miller
1986b); and 2 studies reported on breakthrough bleeding (Fugere 1990, Miller 1986b).

One study was conducted in Canada (Fugere 1990) and 1 study in the UK (Miller 1986b).
Oral isotretinoin

Five parallel group design RCTs (Akman 2007, Dhaked 2016, Faghihi 2017, Kapadia 2005,
Strauss 1984a) reported on side effects of oral isotretinoin in varying dosages, in people with
moderate to severe acne vulgaris.

All five studies reported on mucosal/cutaneous changes (Akman 2007, Dhaked 2016, Faghili
2017, Kapadia 2005, Strauss 1984a); 1 study reported on new psychiatric diagnoses (Faghili
2017); 1 study reported on change in mood (Kapadia 2005); and 3 studies reported on
relapse (Akman 2007, Dhaked 2016, Strauss 1984a).

One study was conducted in India (Dhaked 2016), Iran (Faghili 2017), Pakistan (Kapadia
2005), Turkey (Akman 2007) and the USA (Strauss 1984a).

Physical treatments

Five parallel group design RCTs (Chen 2015, Kim 2017, Mei 2013, Pariser 2016, Sami 2008)
reported on side effects and participant reported improvement of physical treatments or
combinations thereof, in people with moderate to severe acne vulgaris.

Two studies reported on skin irritation (Chen 2015, Mei 2013); 3 studies reported on skin
redness (Kim 2017, Mei 2013, Pariser 2016); 3 studies reported on changes in pigmentation
(Kim 2017, Pariser 2016, Sami 2008); and 2 studies reported on participant reported
improvement of acne vulgaris (Kim 2017, Sami 2008).

Acne vulgaris: evidence reviews for management options for moderate to severe acne —
pairwise comparisons DRAFT (December 2020)
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Two studies were conducted in China (Chen 2015, Mei 2013), 1 study in Egypt (Sami 2008),
Korea (Kim 2017) and the USA (Pariser 2016).

The included studies are summarised in Table 2. See the literature search strategy in
appendix B and study selection flow chart in appendix C.

Excluded studies

Studies not included in this review are listed, and 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 Population

Akman 2007 N=66
Country: Turkey Sex: mixed

Study type: RCT Number randomised:
arm 1: n=22
Number randomised:
arm 2: n=22
Number randomised:
arm 3: n=22
Inclusion details:
Participants with FDA
global grade 2
(moderate) and 3 to 4
(severe) acne who had
not responded to
conventional antibiotic
treatment or had rapidly
relapsed after
conventional treatment.
Participants receiving any
conventional treatments
underwent an appropriate
washout period before
study treatment began.

Bossuyt 2003 N=134

Country: Europe Sex: mixed

Study type: RCT Number randomised:
arm 1: n=66
Number randomised:
arm 2: n=68

Inclusion details:

Males or females aged
between 12 and 30
years. Participants with at
least 15 and at most 120
inflammatory facial
lesions (papules,

Interventions

Intervention: arm 1:
ISO<120.0ther=0.5 (first
10 days, every month)
Intervention: arm 2:

ISO<120.0ther=0.5

(every day for month 1

then first 10 days of
every month)

Intervention: arm 3:

ISO<120.Daily=0.5

Intervention: arm 1:

LYME-oral 300mg

Intervention: arm 2:

MINO-oral 100mg

Outcomes

e Mucosal or
cutaneous changes

e Relapse

e Gl side effects

¢ Participant reported
improvement

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

Braathen 1984
Country: Norway
Study type: RCT

Chen 2015
Country: China
Study type: RCT

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

Population

pustules, nodules)
including at most 2 facial
nodules (diameter >1
cm), a maximum of 60
non-inflammatory facial
lesions (open and closed
comedones) and an acne
severity grade between 1
and 5 (Leeds grading
scale). Women of
childbearing age were
required to use
contraception during the
study and for 1 month
after completing the trial.
Women on oral
contraceptives were to
have been using the
same method for 3
months prior to
enrolment, or for at least
12 months for
contraceptive pills
constraining cyproterone
acetate. Use of
cosmetics was permitted
during the course of the
study, but contraceptives
and cosmetics had to be
listed as concomitant
medication.

N=87

Sex: mixed

Number randomised:
arm 1: na, n=29
completed

Number randomised:
arm 2: na, n=29
completed

Number randomised:
arm 3: na, n=29
completed

Inclusion details:
Participants with
moderate to severe acne
vulgaris.

N=50
Sex: mixed

Number randomised:
arm 1: n=25

Number randomised:
arm 2: n=25

Inclusion details:
Participants with
moderate (acne with
inflammatory papules
and pustules) to severe
(acne with inflammatory

Interventions

Intervention: arm 1:
CLIND-topical 1% + PLC-
oral

Intervention: arm 2:
TETRA-oral 500mg bid +
Vehicle

Intervention: arm 3:
PLC-oral + Vehicle

Intervention: arm 1:
5ALA 5% photodynamic
therapy

Intervention: arm 2:
Sham treatment

pairwise comparisons DRAFT (December 2020)
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Study Population

papules, nodules, cysts
and scars) facial acne
vulgaris.

N=105

Sex: mixed

Number randomised:
arm 1: n=52

Number randomised:
arm 2: n=53

Inclusion details:
Participants with
moderate to severe facial

Degreef 1982b
Country: Belgium
Study type: RCT

acne.
Del Rosso 2007 N=71
Country: United Sex: mixed
States Number randomised:
Study type: RCT arm 1: n=36
Number randomised:
arm 2: n=35

Inclusion details:
Participants aged 16
years of age or older.
Acne vulgaris, truncal
involvement on the back
with or without chest
involvement, truncal
inflammatory acne
severity graded as
moderate or severe.
Informed consent
obtained. Undergone a

washout period of at least

2 weeks for all previous
topical acne treatments
(including over-the-
counter products), at
least 4 weeks for
systemic antibiotic
treatment, and more than
6 months for oral
isotretinoin.

N=240
Sex: mixed

Number randomised:
arm 1: n=120

Number randomised:
arm 2: n=120

Inclusion details:
Participants with
moderate to severe ache
vulgaris attending the
outpatient clinic in the
dermatology department.

N=40
Sex: mixed
Number randomised:

Dhaked 2016
Country: India
Study type: RCT

Dhawan 2013

Country: United
States

Interventions Outcomes

Intervention: arm 1:
BPO 5%/MICO 2%
cream

Intervention: arm 2:
BPO 5% cream

¢ Participant reported
improvement

Intervention: arm 1:
BPO 9% cleanser +
CLIND 1% foam + DOXY
100 mg

Intervention: arm 2:
BPO 9% cleanser +
DOXY 100 mg

e SKkin irritation
e Gl side effects

Intervention: arm 1: e Mucosal or
ISO<120.Daily<0.5 cutaneous changes
Intervention: arm 2: ¢ Relapse

ISO<120.Alt<0.5

Intervention: arm 1:
BPO 5%/CLIND 1.2% gel
+ TAZ 0.1% cream

Intervention: arm 2:

e SKkin irritation

Acne vulgaris: evidence reviews for management options for moderate to severe acne —
pairwise comparisons DRAFT (December 2020)
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Study type: RCT arm 1: n=20
Number randomised:
arm 2: n=20

Inclusion details:
Males and females aged
12 to 45 years.
Participants with grade 3

or higher according to the

investigator static global
assessment (ISGA)
(3=moderate; 4=severe;
5=very severe).20 to 50
papules and pustules
(inflammatory lesions),
30 to 100 open and
closed comedones (non-
inflammatory lesions), 1
or fewer small nodular
lesions, no facial cystic

lesions.

Dobson 1980 N=253

Country: United Sex: mixed

States Number randomised:

Study type: RCT arm 1: n=127
Number randomised:
arm 2: n=126

Inclusion details:
Participants with
moderate to severe acne
vulgaris of the face (at
least 10 papules or
pustules, one or more
comedones, and not
more than 5 nodulocystic
lesions). No concurrent
illness and not receiving
any anti-acne treatment
(topical or systemic) for
at least 2 weeks prior to
study entry.

N=750

Sex: mixed

Number randomised:
arm 1: n=300
Number randomised:
arm 2: n=300
Number randomised:
arm 3: n=150

Inclusion details:
Participants aged >/=12
years. Facial acne
(inflammatory lesion
count [papules, pustules]
count between >20 to
<50; non-inflammatory
lesion count [open or
closed comedones]

Dogra 2020
Country: India
Study type: RCT

Interventions

BPO 2.5%/CLIND 1.2%
gel + TAZ 0.1% cream

Intervention: arm 1:
ERYTH 1.5% solution

Intervention: arm 2:
Vehicle

Intervention: arm 1:
Fixed dose tretinoin
0.04% (microsphere) +
clindamycin 1.0% gel,
o.d.

Intervention: arm 2:

Tretinoin gel 0.025%, o.d.

Intervention: arm 3:
Clindamycin gel 1.0%,
o.d.

Outcomes

e Skin irritation

e Skin irritation

Acne vulgaris: evidence reviews for management options for moderate to severe acne —
pairwise comparisons DRAFT (December 2020)
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Study Population Interventions Outcomes
between >20 to <100,
and nodules
[inflammatory lesion
5mm in diameter] 2) and
Investigator’s Static
Global Assessment
(ISGA) score of 3
(moderate) or 4 (severe)

Dreno 2017 N=76 Intervention: arm 1: ¢ Prevention of
Country: Sex: mixed ADAP 0.1% gel + BPO scarring
France/Canada Number randomised: 2.5% gel
Study type: split-  arm 1: n=38 Intervention: arm 2:
face RCT Number randomised: Vehicle

arm 2: n=38

Inclusion details:

Male and female
participants aged 18-35
years with moderate
facial acne vulgaris with
20-40 inflammatory
lesions (papules and
pustules, excluding the
nose), no more than 1
acne nodule and a
minimum of 10 atrophic
acne scars (larger than
1.5mm in diameter,
smaller scars could not
be accurately
differentiated from other
lesion types). Participants
had no more than twice
as many lesions on one
half of the face than on
the other half.

Dreno 2018 N=134 Intervention: arm 1: e Prevention of
Country: Sex: mixed ADAP 0.3% gel + BPO scarring
France/Canada Number randomised: 2.5% gel
Study type: split-  arm 1: n=67 Intervention: arm 2:
face RCT Number randomised: Vehicle

arm 2: n=67

Inclusion details:

Male or female
participants aged 16-35
years with Fitzpatrick
skin phototype I-IV and a
clinical diagnosis of
moderate or severe acne
vulgaris on the face.
Participants had an
Investigator Global
Assessment (IGA)

score of 3 or 4 on both
sides; >=25 inflammatory
lesions (papules and
pustules) with 10 or more
on each side (excluding

Acne vulgaris: evidence reviews for management options for moderate to severe acne —
pairwise comparisons DRAFT (December 2020)
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Study Population

the nose); up to two acne
nodules >=1 cm for
whole face; 10 or more
atrophic acne scars >2
mm (for whole face
excluding the nose); with
an approximately
symmetric number of
inflammatory and non-
inflammatory lesions, and
atrophic acne scars on
the whole face.

N=271
Sex: mixed

Number randomised:
arm 1: n=111

Number randomised:
arm 2: n=107

Number randomised:
arm 3: n=53

Inclusion details:
Males and females aged
between 16 and 40
years. Acne vulgaris with
a minimum of 15
inflammatory facial
lesions and a global
severity of at least grade
3 on the Leeds Revised
Acne Grading System.

Dubertret 2003
Country: Europe
Study type: RCT

Faghihi 2017 N=66

Country: Iran Sex: mixed

Study type: RCT Number randomised:
arm 1: n=36
Number randomised:
arm 2: n=30

Inclusion details:

Males and females with
moderate to severe acne
vulgaris referred for
treatment to Alzahra
Medical and Training
Centre, several clinical
affiliated to Isfahan
University of Medical
Sciences and a privately-
owned doctor's office.
Consent to participate in
the study. No sensitivity
to retinoids. No
pregnancy, not willing to
become pregnant, and
absence of hormonal

disorders.
Feldman 2013; N=744
Trial 1 Sex: mixed

Country: North

Interventions

Intervention: arm 1:
LYME-oral 300mg od +
PLC-oral

Intervention: arm 2:
LYME-oral 150mg bid
Intervention: arm 3:
PLC-oral bid

Intervention: arm 1:
ISO<120.Daily<0.5 +
PRED 0.25 mg wk 1 +
AZITH 250 mg wks 1-2
Intervention: arm 2:
ISO<120.Daily=0.5 +
PRED 0.25 mgwk 1 +
AZITH 250 mg wks 1-2

Intervention: arm 1:
TAZ 0.1% foam

Intervention: arm 2:

Outcomes

e Gl side effects

e Mucosal or
cutaneous changes

o New psychiatric
diagnosis

o Skin irritation
e Light sensitivity

Acne vulgaris: evidence reviews for management options for moderate to severe acne —
pairwise comparisons DRAFT (December 2020)
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Study Population Interventions Outcomes

America Number randomised: Vehicle

Study type: RCT arm 1: n=372
Number randomised:
arm 2: n=372
Inclusion details:
Males and females aged
between 12 and 45
years, in good general
health and agreed to use
a medically-acceptable
form of contraception
throughout the study.
Moderate to severe acne
vulgaris: Investigator's
Static Global Assessment
(ISGA) score =3 at
baseline; lesion counts of
25 to 50 facial
inflammatory lesions
(papules plus pustules),
including nasal lesions,
with no more than one
facial nodular lesion (<5
mm) and no cystic
lesions, and 30 to 125
facial non-inflammatory
lesions (open and closed
comedones), excluding
nasal lesions. Provide

consent.
Feldman 2013; N=742 Intervention: arm 1: e Skin irritation
Trial 2 Sex: mixed TAZ 0.1% foam ° nght Sensitivity
Country: North Number randomised: Intervention: arm 2:
America arm 1: n=373 Vehicle
Study type: RCT ~ Number randomised:

arm 2: n=369

Inclusion details:

Males and females aged
between 12 and 45
years, in good general
health and agreed to use
a medically-acceptable
form of contraception
throughout the study.
Moderate to severe acne
vulgaris: Investigator's
Static Global Assessment
(ISGA) score =3 at
baseline; lesion counts of
25 to 50 facial
inflammatory lesions
(papules plus pustules),
including nasal lesions,
with no more than one
facial nodular lesion (<5
mm) and no cystic
lesions, and 30 to 125
facial non-inflammatory

Acne vulgaris: evidence reviews for management options for moderate to severe acne —
pairwise comparisons DRAFT (December 2020)
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Study Population
lesions (open and closed
comedones), excluding

nasal lesions.

N=73

Sex: female

Number randomised:
arm 1: n=40

Number randomised:
arm 2: n=33

Inclusion details:
Women in good health
aged between 18 and 35
years. Moderate to
severe androgen-
dependent acne vulgaris
(defined as presence of
comedones, papules and
macules on at least half
of the face. Previous
treatment withdrawn
within 6 weeks of starting
study treatments.

Fugere 1990
Country: Canada
Study type: RCT

Gratton 1982 N=225

Country: Canada  Sex: mixed

Study type: RCT Number randomised:
arm 1: n=121
Number randomised:
arm 2: n=124

Inclusion details:
Participants with
moderate to severe acne
(defined as presence of a
minimum of 12 to 70
inflammatory papules
and pustules, and a
maximum of 6
nodulocystic lesions on
the face above the

jawline).
Jones 1981 N=175
Country: United Sex: mixed
States Number randomised:
Study type: RCT arm 1: n=90
Number randomised:
arm 2: n=85

Inclusion details:

Males and females aged
12 years or older,
seeking medical care for
acne or recruited
volunteers, but otherwise
in good general health.
Facial acne grades 2 or 3
on the severity scale
(grade 2: a moderate
number of comedones,
papules, and small cysts,

Interventions Outcomes

Intervention: arm 1:
CPA 2mg + EE 0.035 mg
(Diane-35)

Intervention: arm 2:
CPA 2mg + EE 0.05 mg
(Diane-50)

o Breakthrough
bleeding

Intervention: arm 1:
CLIND 1% solution +
PLC capsule
Intervention: arm 2:
PLC capsule + PLC
solution

¢ Participant reported
improvement

Intervention: arm 1:
BPO 5%/ERYTH 3% gel
Intervention: arm 2:
Vehicle

e Skin irritation

Acne vulgaris: evidence reviews for management options for moderate to severe acne —
pairwise comparisons DRAFT (December 2020)
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Study Population

occasional pustules, and
inflammation; grade 3: a
great number of lesions
with deeper and larger
cysts and minimal
scarring). Minimum of 10
papular inflammatory
acne lesions in the facial
area. Participants could
be pregnant or of
childbearing age.
Unresponsive to
treatment with oral
tetracycline
hydrochloride, topical
benzoyl peroxide, and
tretinoin.

N=223

Sex: mixed

Number randomised:
arm 1: n=112

Number randomised:
arm 2: n=111

Inclusion details:

Males and females aged
=13 years. Moderate to
moderately severe acne
vulgaris (overall acne
severity score =1.5 on
the Physician’s Global
Acne Severity Scale, 15
to 80 inflammatory
lesions, 20 to 140
comedones, and =2
nodules or cysts
measuring greater than
5mm. The comedone
count did not include the
nasal and nasolabial fold
area). Treatment with
systemic antibiotics
known to affect acne and
systemic corticosteroids
should be discontinued 4
weeks prior to study
commencement, and 6
months for oral retinoids.
A 2-week washout period
was required for topical
antibiotics and/or anti-
acne medication, topical
corticosteroids, and
topical retinoids.

Jones 2002

Country: United
States

Study type: RCT

Kapadia 2005 N=60

Country: Pakistan  Sex: mixed

Study type: RCT Number randomised:
arm 1: n=30

Number randomised:

Interventions

Intervention: arm 1:
BPO 5%/ERYTH 3% gel

(dual pouch pack)

Intervention: arm 2:

Vehicle

Intervention: arm 1:

ISO<120.Daily<0.5
(20mg)

Intervention: arm 2:

ISO<120.Daily=0.5

Outcomes

e SKkin irritation

¢ Participant reported
improvement

e Mucosal or
cutaneous changes

e Change in mood

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

Khanna 1993
Country: India
Study type: RCT

Kim 2017
Country: Korea
Study type: RCT

Kuhlman 1986

Country: United
States

Study type: RCT

Population

arm 2: n=30

Inclusion details:
Participants with
moderate to severe acne
vulgaris (graded using
the Global Acne Grading
System (GAGS))
attending an outpatient
clinical in Karachi.

N=44

Sex: mixed

Number randomised:
arm 1: n=21

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

Males and females with
moderately severe acne
(defined when acne
lesion score (ALS) was
30 to 70) and severe
acne (defined as ALS
score of more than 70).
Participants who had
taken oral antibiotics
were included in the
study after 1 month
discontinuation of the
antibiotics.

N=32

Sex: mixed

Number randomised:
arm 1: n=16

Number randomised:
arm 2: n=16

Inclusion details:
Participants aged
between 19 and 45
years. Active acne
lesions and Fitzpatrick
skin phototypes Ill to 1V;
acne severity grade 3 or
4 according to the IGA.

N=35

Sex: mixed

Number randomised:
arm 1: na, n=21
completed

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

Inclusion details:

Men and women aged 12

to 30 years. Moderate to
severe acne vulgaris
defined as 12 to 70
inflammatory papules

Interventions Outcomes

(40mg)

Intervention: arm 1:
TETRA 500 mg po bid
Intervention: arm 2:
MINO 50 mg po bid

e Thrush/candidiasis

e Skin redness
e Pigment changes

e Participant reported
improvement

Intervention: arm 1:
MAL 16%-DL PDT
Intervention: arm 2:
NAFL + MAL 16%-DL
PDT

Intervention: arm 1:
CLIND 1% lotion
Intervention: arm 2:
Vehicle

e Skin irritation

Acne vulgaris: evidence reviews for management options for moderate to severe acne —
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Study Population Interventions Outcomes
and no more than 6
cystic lesions on the face
above the jawline.

Lassus 1984 N=30 Intervention: arm 1: e SKkin irritation
Country: Finland  Sex: mixed motretinide 1% cream
Study type: RCT  Number randomised: Intervention: arm 2:

arm 1: n=15 BPO 5% gel

Number randomised:

arm 2: n=15

Inclusion details:
Participants diagnosed
with acne vulgaris of the
papulopustular type.

Leyden 2018 N=285 Intervention: arm 1: o Gl side effects
Country: United Sex: mixed SAR 0.75 mg/kg
States Number randomised: Intervention: arm 2:
Study type: RCT  arm 1: n=76 SAR 1.5 mg/kg
Number randomised: Intervention: arm 3:
arm 2: n=70 SAR 3.0 mg/kg
Number randomised: Intervention: arm 4: PL
arm 3: n=66
Number randomised:
arm 4: n=73

Inclusion details:

Males and females aged
12 to 45 years. Moderate
to severe facial acne
vulgaris characterised by
20 to 50 inflammatory
lesions, 30 to 100 non-
inflammatory lesions, and
no more than 2 facial
nodules. IGA baseline
score of 3 (‘'moderate’) or
4 (‘'severe'). Body weight
between 52 kg and 88 kg
at screening. Participants
receiving prohibited
medications entered an
appropriate washout
period prior to screening
procedures. Females of
childbearing potential had
to have a negative urine
pregnancy test and use
of an effective method of
contraception.

Mei 2013 N=41 Intervention: arm 1: e Skin redness
Country: China Sex: mixed SALA 10%-IPL-PDT e SKin irritation
Study type: RCT ~ Number randomised: Intervention: arm 2: IPL-

arm 1: n=21 PT + Vehicle

Number randomised:
arm 2: n=20
Inclusion details:
Chinese patients aged
over 18 years.
Participants with 11-1V

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

Miller 1986b
Country: United
Kingdom

Study type: RCT

Moore 2018; Trial
1

Country: United
States

Study type: RCT

Moore 2018; Trial
2

Country: United
States

Study type: RCT

Population

facial acne according to
Pillsbury grade and
Fitzpatrick skin type II-IV.
N=90

Sex: female

Number randomised:
arm 1: n=28

Number randomised:
arm 2: n=32

Number randomised:
arm 3: n=30

Inclusion details:
Women aged between 16
and 36 years. Moderate
to severe acne (graded
according to Burke &
Cunliffe, 1984). Any acne
medication (other than
contraceptive pill)
stopped 6 weeks prior to
study participation. Oral
contraception was
continued until the
commencement of the
trial.

N=968
Sex: mixed

Number randomised:
arm 1: n=483

Number randomised:
arm 2: n=485

Inclusion details:
Participants aged 9 to 45
years, weighing 33 to 136
kg. Score of 3 (moderate)
or 4 (severe) on the IGA
scale for inflammatory
lesions of acne; 20 to 50
inflammatory and =100
non-inflammatory lesions,
and =2 nodules.

N=1034
Sex: mixed

Number randomised:
arm 1: n=519

Number randomised:
arm 2: n=515

Inclusion details:
Participants aged 9 to 45
years, weighing 33 to 136
kg. Score of 3 (moderate)
or 4 (severe) on the IGA
scale for inflammatory
lesions of acne; 20 to 50
inflammatory and =100
non-inflammatory lesions,
and =2 nodules.

Interventions

Intervention: arm 1:
CPA 2mg/EE 0.05 mg
(days 5-25) + PL (days 5-
14)

Intervention: arm 2:
NOR 1mg/EE 0.05mg
(days 5-25) + PL (days 5-
14)

Intervention: arm 3:
CPA 50mg (days 5-14),
then EE 0.05 mg (days 5-
25)

Intervention: arm 1:
SAR 1.5 mg/kg

Intervention: arm 2: PL

Intervention: arm 1:
SAR 1.5 mg/kg
Intervention: arm 2: PL

Outcomes

e Breast tenderness
e Sexual dysfunction

e Change in mood

e Breakthrough
bleeding

¢ Gl side effects

e Thrush/candidiasis

e Gl side effects

e Thrush/candidiasis
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Study
Pariser 2005

Country: United
States

Study type: RCT

Pariser 2014

Country: United
States

Study type: RCT

Population Interventions
N=214 Intervention: arm 1:
Sex: mixed ADAP 0.3% gel
Number randomised: Intervention: arm 2:
arm 1: n=70 ADAP 0.1% gel
Number randomised: Intervention: arm 3:
arm 2: n=70 Vehicle

Number randomised:

arm 3: n=74

Inclusion details:
Participants aged 12 to
40 years. Moderate to
moderately severe acne
vulgaris; minimum of 20
inflammatory facial
lesions (not >2
nodules/cysts), 20 non-
inflammatory facial
lesions; global facial
severity grade 4 to 10
according to the Leeds
Revised Acne Grading
System. Washout periods
for certain topical and
systemic treatments were
required. Negative urine
pregnancy test results
required at screening and
at the final visit for
women of childbearing

potential.

N=498 Intervention: arm 1:
Sex: mixed BPO 3.75%/CLIND 1.2%
Number randomised: gel

arm 1: n=253 Intervention: arm 2:

Number randomised: Vehicle

arm 2: n=245
Inclusion details:

Males and females of any
race and ethnicity, aged
12 to 40 years. Moderate
to severe acne vulgaris
(a score of 3 or 4 on the
Global Severity Score
(EGSS), presenting with
20 to 40 inflammatory
lesions (papules,
pustules, and nodules),
20 to 100 non-
inflammatory lesions
(open and closed
comedones), and =2
nodules. Women of
childbearing age were
required to have a
negative urine pregnancy
test and to agree to use
an effective form of
contraception during the

Outcomes
e SKkin irritation

¢ Participant reported
improvement
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Study Population

study period. A washout
period of up to 1 month
was required for
participants who used
previous prescription and
over-the-counter ache
treatments (including,
topical (face) and
systemic treatments:
topical astringents and
abrasives (1 week);
topical anti-acne
products, including soaps
containing antimicrobials,
and known comedogenic
products (2 weeks);
topical retinoids, retinol,
and systemic acne
treatments (4 weeks);
and systemic retinoids (6

months).

Pariser 2016 N=153

Country: United Sex: mixed

States Number randomised:

Study type: RCT arm 1: n=100
Number randomised:
arm 2: n=53

Inclusion details:

Males and females aged
12 to 35 years. Severe
facial acne vulgaris
(defined by an IGA rating
score of 4); 27 to 75
inflammatory lesions
(papules, pustules and
no more than 3 nodules)
and 20 to 100 non-
inflammatory lesions
(open and closed
comedones) on the face;
Fitzpatrick skin types | to
VI. Confirmed using
standardised clinical
photographs. Females of
childbearing potential
were required to use
appropriate contraception
(same product and dose
if using an oral
contraceptive) for at least
14 days before the first
treatment and during the

study.

Parsad 2001 N=60

Country: India Sex: mixed

Study type: RCT Number randomised:
arm 1: n=30

Number randomised:

Interventions

Intervention: arm 1:
MAL 8%-RED-PDT
Intervention: arm 2:
Vehicle-RED-PDT

Intervention: arm 1:
DOXY 100mg + TRET
0.05% cream
Intervention: arm 2:
AZITH 500 mg + TRET

Outcomes

e Skin redness
e Pigment changes

e SKkin irritation
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Study

Richter 1998a
Country: Europe
Study type: RCT

Sami 2008
Country: Egypt
Study type: RCT

Schmidt 2011

Country: United
States

Study type: RCT

Population Interventions
arm 2: n=30 0.05% cream

Inclusion details:
Participants with
moderate to severe acne
(grade 2 to 8) on the
Burke & Cunliffe scale.

N=161 Intervention: arm 1:
Sex: mixed CLIND 1.2%/TRET

Number randomised: 0.025% gel
arm 1: n=81 Intervention: arm 2:

Number randomised: TRET 0.025% gel

arm 2: n=80

Inclusion details:
Outpatients aged 14 to
26 years. Facial acne
(severity grades of 3 and
higher according to the
modified scoring scale of

Cook).

N=45 Intervention: arm 1: 595
Sex: mixed nm PDL PT

Number randomised: Intervention: arm 2: 550
arm 1: n=15 nm-1200 nm IPL PT
Number randomised: Intervention: arm 3: BR-
arm 2: n=15 LED PT

Number randomised:

arm 3: n=15

Inclusion details: Males
and females with
moderate to severe facial
acne according to Burton
classification.

N=2010 Intervention: arm 1:
Sex: mixed CLIND 1.2%/TRET
Number randomised: 0.025% gel

arm 1: n=1008 Intervention: arm 2:

Number randomised: CLIND 1.2% gel

arm 2: n=1002
Inclusion details:

Males and females aged
over 12 years. Facial
acne vulgaris with 20 to
50 inflammatory lesions
(papules and pustules),
20 to 100 non-
inflammatory lesions
(open and closed
comedones), and not
more than 2 nodules;
Evaluators Global
Severity Score (EGSS) of
moderate or severe.
Willing to undergo the
specified washout
periods for topical
antibiotics and other
topical antibacterial drugs

Outcomes

e SKkin irritation

e Pigment changes

¢ Participant reported
improvement

e Skin irritation

Acne vulgaris: evidence reviews for management options for moderate to severe acne —
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Study Population
(2 weeks); facial anti-

inflammatory agents and

corticosteroids (4 weeks);
retinoids, including retinol

(4 weeks). Had
undergone the specified
washout periods of
systemic treatments
including corticosteroids
and intramuscular
injections (4 weeks);
antibiotics (4 weeks);
other systemic acne
treatments (4 weeks);
systemic retinoids (6
months).

N=94

Sex: mixed

Number randomised:
arm 1: n=30

Number randomised:
arm 2: n=32

Number randomised:
arm 3: n=32

Inclusion details:
Males and females aged

Sklar 1996

Country: United
States

Study type: RCT

16 to 30 years. Moderate

to moderately severe,
papular-pustular, facial
acne vulgaris with a
minimum number of
inflamed lesions.

Willingness to co-operate

and adhere to study
criteria. Absence of
interfering medical and

dermatological conditions

and medications.
Absence of pregnancy
and avoidance of
interference from oral

contraceptives.

Stein Gold 2008 N=201

Country: United Sex: mixed

States Number randomised:

Study type: RCT arm 1: n=101
Number randomised:
arm 2: n=100

Inclusion details:
Males and females aged
between 12 and 35
years. 15 to 100 non-
inflammatory lesions, at
least 20 inflammatory
lesions, and no more
than 3 nodules.

Stein Gold 2016 N=494

Interventions Outcomes

Intervention: arm 1:
BPO-topical 5%/ ERYTH-
topical 3%

Intervention: arm 2:
BPO-topical 10%
Intervention: arm 3:
Vehicle

e SKkin irritation

Intervention: arm 1:
ADAP 0.1% gel
Intervention: arm 2:
ADAP 0.1% gel for 6
weeks then TAZ 0.1%
cream for 6 weeks

e Skin irritation

Intervention: arm 1: e SKkin irritation

Acne vulgaris: evidence reviews for management options for moderate to severe acne —
pairwise comparisons DRAFT (December 2020)
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Study Population

Country: United Sex: mixed

States. Number randomised:

Study type: RCT arm 1: n=213
Number randomised:
arm 2: n=212
Number randomised:
arm 3: n=69

Inclusion details:

Males and females.
Moderate to severe
inflammatory facial acne,
that is a score of 3
(moderate) or 4 (severe)
on the IGA, the presence
of 20 to 100 inflammatory
lesions, 30 to 150 non-
inflammatory lesions
(including the nose), and
up to 2 nodules on the
face. A urine pregnancy
test was required for
females at baseline and
throughout the study.

Stewart 2006 N=174
Country: United Sex: mixed
States Number randomised:
Study type: RCT arm 1: n=59
Number randomised:
arm 2: n=60
Number randomised:
arm 3: n=55

Inclusion details:
Participants aged 12 to
30 years, weighing
between 39.1 kg and
102.3 kg (86 to 225 Ib).
Diagnosed with moderate
to severe facial acne
vulgaris; at least 20 and
no more than 100
inflammatory facial
lesions and <5 facial
nodules or cysts.
Females of childbearing
potential must have had
a negative urine
pregnancy test result (25
pg/mL sensitivity), be
using contraception and
will to continue on
contraception during the
study. Participants or
parent/guardian consent

provided.
Strauss 1984a N=141
Country: United Sex: mixed

States Number randomised:

Interventions Outcomes
ADAP 0.3%/BPO 2.5% e Participant reported
gel improvement

Intervention: arm 2:
ADAP 0.1%/BPO 2.5%
gel

Intervention: arm 3:
Vehicle

Intervention: arm 1.
MINO-oral 2mg/kg/day
Intervention: arm 2:
MINO-oral 3mg/kg/day
Intervention: arm 3:
PLC-oral

e SKkin irritation
¢ Gl side effects

Intervention: arm 1: e Mucosal or
ISO<120.Daily<0.5 (0.1 cutaneous changes
mg/kg daily for 140 days) o Relapse

Intervention: arm 2:

Acne vulgaris: evidence reviews for management options for moderate to severe acne —
pairwise comparisons DRAFT (December 2020)
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Study Population
Study type: RCT arm 1: na, n=46
completed

Number randomised:
arm 2: na, n=46
completed

Number randomised:
arm 3: na, n=49
completed

Inclusion details:
Participants with
treatment-resistant,
severe nodulocystic
acne; minimum of 10
inflammatory
nodulocystic acne lesions
at least 4 mm in diameter
on the face, back, or
chest. Off all treatment
for at least 1 month.
Female participants were
required to have negative
pregnancy test within 2
weeks prior to starting

treatment.
Tanghetti 2006 N=121
Country: United Sex: mixed
States Number randomised:
Study type: RCT arm 1: n=61
Number randomised:
arm 2: n=60

Inclusion details:
Participants aged at least
12 years of age. Stable
moderate to severe facial
inflammatory acne
vulgaris (defined as 15 to
60 papules plus pustules,
10 to 100 comedos, and
no more than 2
nodulocystic lesions with
a maximum diameter of 5
mm).Washout periods
required: 2 weeks for
topical acne treatments,
30 days for systemic
antibiotics and
investigational drugs, 12
weeks for
oestrogens/birth control
pills if previously used for
<12 weeks, and 6 months
for oral retinoids.

Tanghetti 2011 N=171
Country: United Sex: mixed
States Number randomised:
Study type: RCT arm 1: n=85
Number randomised:
arm 2: n=86

Interventions Outcomes
ISO<120.Daily=0.5 (0.5

mag/kg daily for 140 days)
Intervention: arm 3:
ISO=120.Daily=0.5 (1

mag/kg daily for 140 days)

Intervention: arm 1:
TAZ 0.1% cream +
Vehicle gel

Intervention: arm 2:
BPO 5%/CLIND 1% gel +
TAZ 0.1% cream

e Skin irritation

Intervention: arm 1:
TAZ 0.1% cream
Intervention: arm 2:
DAP 5% gel + TAZ 0.1%
cream

e SKkin irritation

Acne vulgaris: evidence reviews for management options for moderate to severe acne —
pairwise comparisons DRAFT (December 2020)
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Study

Tanghetti 2019

Country: United
States

Study type: RCT

Population Interventions
Inclusion details:

Males or females aged at
least 12 years. Stable,
non-rapidly progressing
facial acne vulgaris
characterised by the
presence of 50 to 100
inflammatory lesions
(papules, pustules), 25 to
100 facial non-
inflammatory lesions
(open/closed
comedones0, no more
than 3 facial nodules
and/or cysts of diameter
=1 cm. Females of
childbearing potential
were required to use
reliable methods of birth

control.

N=210 Intervention: arm 1:
Sex: mixed TAZ 0.045% lotion
Number randomised: Intervention: arm 2:
arm 1: n=69 TAZ 0.1% cream
Number randomised: Intervention: arm 3:
arm 2: n=72 Lotion vehicle or cream
Number randomised: vehicle (arms combined)
arm 3: n=69

Inclusion details:
Participants of any
gender, race and
ethnicity, aged 12 years
or older. Participants with
moderate to severe acne;
EGSS score of 3
(moderate) or 4 (severe);
20 to 40 inflammatory
lesions (papules,
pustules, and nodules),
20 to 100 non-
inflammatory lesions
(open and closed
comedones), and 2
nodules or less. Women
of childbearing potential
were required to have a
negative urine pregnancy
test at and agree to use a
reliable method of
contraceptive during the
study period. Washout
period of 1 month
required for participants
who previously used
prescription and over-the-
counter acne treatments,
and 6 months for
systemic retinoids.

Outcomes

e SKkin irritation

¢ Participant reported
improvement

Acne vulgaris: evidence reviews for management options for moderate to severe acne —
pairwise comparisons DRAFT (December 2020)
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Study Population

Thiboutot 2002 N=327

Country: United Sex: mixed

States Number randomised:

Study type: RCT arm 1: n=124
Number randomised:
arm 2: n=121
Number randomised:
arm 3: n=42
Number randomised:
arm 4: n=40

Inclusion details:
Males and females aged
>12 years of age.
Moderate to moderately
severe acne; 15 to 80
facial inflammatory
lesions, 20 to 140 facial
comedones (not including
the nose or nasolabial
area), <2 nodules or
cysts >6 mm, and a
minimum Physician's
Global Acne Severity
score of 1.5.

N=2813

Sex: mixed

Number randomised:
arm 1: n=797
Number randomised:
arm 2: n=812

Number randomised:
arm 3: n=809

Number randomised:
arm 4: n=395

Inclusion details:

Thiboutot 2008

Country: United
States

Study type: RCT

Males and females of any

race and ethnicity, aged
12 years or older.
Moderate to severe acne
vulgaris (a score of 3 or 4
on the EGSS); presenting
with 17 to 40
inflammatory lesions
(papules, pustules, and
nodules), 20 to 100 non-
inflammatory lesions
(open and closed
comedones), and 2
nodules or less. Women
of childbearing potential
were required to have a
negative urine pregnancy
test and to agree to use
an effective form of
contraception during the
study. Washout periods
required: 1 month for

Interventions Outcomes

Intervention: arm 1:
BPO 5%/ERYTH 3% gel
Intervention: arm 2:
BPO 5%/ERYTH 3% jar
Intervention: arm 3:
Vehicle gel
Intervention: arm 4:
Vehicle Jar

e SKkin irritation

Intervention: arm 1:
CLIND 1.2%/BPO 2.5%
gel

Intervention: arm 2:
CLIND 1.2%
Intervention: arm 3:
BPO 2.5%
Intervention: arm 4:
Vehicle

o Participant reported
improvement

Acne vulgaris: evidence reviews for management options for moderate to severe acne —
pairwise comparisons DRAFT (December 2020)

23



DRAFT FOR CONSULTATION
Management options for moderate to severe acne — pairwise comparisons

Study Population Interventions Outcomes
previous prescription and
over-the-counter acne
treatments; for topical
(face) and systemic
treatments: topical
astringents and abrasives
(1 week); topical antiacne
products, including soaps
containing antimicrobials,
and known comedogenic
products (2 weeks);
topical retinoids, retinol,
and systemic acne
treatments (4 weeks);
and systemic retinoids (6

months).
Tyring 2018 N=1640 Intervention: arm 1: o Skin irritation
Country: Sex: mixed TRET 0.05% lotion
International study Number randomised: Intervention: arm 2:
Study type: RCT  arm 1: n=819 Vehicle
Number randomised:
arm 2: n=821

Inclusion details:

Males and females of any
race and ethnicity, aged
9 years and older.
Moderate (EGSS score
3) to severe (EGSS score
4) acne presenting with
20 to 40 inflammatory
lesions (papules,
pustules, and nodules),
20 to 100 non-
inflammatory lesions
(open and closed
comedones), and 2
nodules or less. Women
of childbearing potential
were required to have a
negative urine pregnancy
test and to agree to use
an effective form of
contraception during the
study. Washout periods
required: 1 month for
previous prescription and
over-the-counter acne
treatments; for topical
and systemic treatments:
topical astringents and
abrasives (1 week);
topical anti-acne
products, including soaps
containing antimicrobials,
and known comedogenic
products (2 weeks);
topical retinoids, retinol,
and systemic acne
treatments such as

Acne vulgaris: evidence reviews for management options for moderate to severe acne —
pairwise comparisons DRAFT (December 2020)
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Study Population Interventions Outcomes
hormonal or antibiotic
treatments (4 weeks);
and systemic retinoids (6

months).
Zouboulis 2000 N=209 Intervention: arm 1: e Skin irritation
Country: Europe  Sex: mixed CLIND 1%/TRET 0.025%
Study type: RCT  Number randomised: gel

arm 1: n=104 Intervention: arm 2:

Number randomised: CLIND 1% lotion

arm 2: n=105

Inclusion details:

Participants aged

between 14 and 26

years. Moderate to

severe acne vulgaris;

scoring =3 on the Cook

acne scale.
Abbreviations: 1319-LSR: 1319 nm laser phototherapy; 589-LSR: 589 nm laser phototherapy; SALA-IPL-PDT: 5-
aminolevulinic acid using intense pulsed light; SALA-KTP-PDT: 5-aminolevulinic acid using potassium titanyl
phosphate laser; 5ALA-RED-PDT: 5-aminolevulinic acid using red light; ADAP + BPO: adapalene + benzoyl
peroxide; ADAP: adapalene; AZE: azelaic acid; AZITH: azithromycin ; BiRF: bipolar radiofrequency; BLU-PT: blue
light phototherapy; BPO + CLIND: benzoyl peroxide 5%/clindamycin 1%; BPO: benzoyl peroxide; BR-LED: blue +
red light light emitting diode; CLIND: clindamycin; CLIND + TRET: clindamycin 1% + tretinoin 0.025%; CLIND:
clindamycin; CPA + EE (CO-CYPRINDIOL): ethinylestradiol with cyproterone acetate; CPA: cyproterone acetate;
DAPS: dapsone; DEM: demeclocycline; DOXY: doxycycline; EE: ethinyl estradiol; ERYTH + ZINC: erythromycin
with zinc acetate dihydrate; ERYTH: erythromycin; GLY: glycolic acid; GOLDMP: gold microparticles; IPL: intense
pulsed light; ISO<120.Alt<0.5: isotretinoin 20.5mg/kg/every other day total cumulative dose < 120mg/kg;
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: isotretinoin 20.5mg/kg/less frequently total cumulative dose <
120mg/kg; 1ISO<120.0ther=0.5: isotretinoin <0.5mg/kg/less frequently total cumulative dose < 120mg/kg;
1SO=120.Alt<0.5: isotretinoin 20.5mg/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; ISO=120.Daily<0.5: isotretinoin
>0.5mg/kg/day total cumulative dose >= 120mg/kg; ISO=120.Daily=0.5: isotretinoin <0.5mg/kg/day total
cumulative dose >= 120mg/kg; ISO=120.0ther<0.5: isotretinoin 20.5mg/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: isotretinoin ; JES: Jessner’s peel; KTP: potassium titanyl phosphate laser; LEVA: levamisole; LYME:
lymecycline; MAL-DL-PDT: methyl aminolevulinate using daylight; MAL-IPL-PDT: methyl aminolevulinate using
IPL; 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; NAFL: fractional erbium glass laser; NBUVB: nearband type B
ultraviolet light; NICO: nicotinamide (niacinamid); NOR + EE: northisterone + ethinylestradiol; PDL: pulsed dye
laser; PLC: pill placebo; PLC-physical: sham physical treatment; PLC: topical placebo; RED: red light; ROXI:
roxithromycin; SAL: salicyclic acid; SARE: sarecycline; SPIRO: spironolactone; TAZ: tazarotene; TETRA:
tetracycline; TRET: tretinoin (RETIN A, All-trans retinoic acid); TRIF: trifarotene; 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 moderate to severe acne —
pairwise comparisons DRAFT (December 2020)
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Excluded studies

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 F1).

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 F1.

Recommendations supported by this evidence review

This evidence review supports recommendations 1.5.1, 1.5.2 and 1.5.4 to 1.5.12, 1.5.15 to
1.5.21 as well as 1.5.24 and 3 research recommendations on the effectiveness of a reduced
dose of oral isotretinoin, physical modalities and the effectiveness of chemical peels in the
NICE guideline. Other evidence supporting these recommendations can be found in the
evidence reviews on management of moderate to severe acne (network meta-analysis —
evidence report F1).
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Appendices

Appendix A - Review protocol

Review protocol for review question: For people with moderate to severe 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 ache. 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)

e moderate to severe acne (NMA)

o 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?

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

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 .
o
o
]

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.

Condition or domain being Acne vulgaris

studied
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Field Content

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:

Neonatal acne
People with post-inflammatory dyspigmentation
Trials recruiting specifically people with acne vulgaris and polycystic ovary syndrome (PCOS)

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.

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

Trials that include all ranges of severity

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]

Anthelmintics
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Field Content

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]

Chlorhexidine gluconate (trade: Acnemed, Cepton) or digluconate [own class]
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Field Content
Dicarboxylic acids
e Agzelaic 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)
o 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 2M-generation (for example cefaclore)

o Sub-class of 3-generation (for example cefdinir)
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Field Content
o Sub-class of 4th-generation (for example cefozopran)
o Sub-class of 5"-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)

e Class of quinolones
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Field Content
o Sub-class of 1s-generation (for example rosoxacin)
o Sub-class of 2"d-generation (for example ofloxacin)
o Sub-class of 39-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 4™ 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

o Sub-class of 1st generation (for example medroxyprogesterone acetate)
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Field Content
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 4" 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)

e 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 =0.5mg/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

e Class of chemical peels
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Field Content
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.

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

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

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

e Smoothbeam™ l|aser [own class]

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

Comparator

Types of study to be
included

Content

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; =6 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.

e No treatment

e Waiting list

¢ Pill placebo

e Other active intervention

e Sham physical treatment

Included study designs:

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

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

Excluded study designs:

Acne vulgaris: evidence reviews for management options for moderate to severe acne —
pairwise comparisons DRAFT (December 2020)

51



DRAFT FOR CONSULTATION
Management options for moderate to severe ache — pairwise comparisons

Field Content
¢ 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
¢ Non-comparative studies

Note: For further details, see the algorithm in appendix H, Developing NICE guidelines: the manual.
Other exclusion criteria e Trials with <50% completion data (drop-out of = 50%)

Context 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)].

Primary outcomes (critical ~ Critical outcomes

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
reported, the mean counts and standard error at baseline and treatment endpoint will be prioritised, accounting for correlations
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Field Content
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
e Nodules
o 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.

For scales where these relative effects are found to be sufficiently linearly related, we will include the respective extracted scale
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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.

Secondary outcomes Important outcomes
(important outcomes)

Acceptability

¢ 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
e Treatment discontinuation due to side effects by treatment endpoint
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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
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
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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. checkilist (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 (NMASs) 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
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
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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
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).
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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. 12 values of greater than 50% and 80% wiill
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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Severity
For all outcomes, we will conduct separate analyses for people with
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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:

o 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.

o 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 ache
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.
o 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 ache 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
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
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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.

Type and method of Intervention
review . .
| Diagnostic
O Prognostic
O Qualitative
O Epidemiologic
O Service Delivery
O Other (please specify)
Language English
Country England
Anticipated or actual start 20 October 2019
date
Anticipated completion 13 January 2021
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Conflicts of interest
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Content

Review stage

Preliminary searches

Piloting of the study selection process

Formal screening of search results against eligibility criteria
Data extraction

Risk of bias (quality) assessment

Data analysis

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

National Guideline Alliance

Started

[

<]

<

<]

<]

<]

Completed

<]

<]

<

<]

<]

<]

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.

All guideline committee members and anyone who has direct input into NICE guidelines (including the evidence review team and
expert withesses) 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
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Collaborators

Other registration details

Reference/URL for
published protocol

Dissemination plans

Keywords

Details of existing review
of same topic by same
authors

Current review status

Content

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: https://www.nice.org.uk/guidance/gid-
ng10109/documents/committee-member-list

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:
¢ 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

Ongoing
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O Completed but not
published

O Completed and published

O Completed, published and

being updated
O Discontinued
Additional information Not applicable

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 moderate to severe 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 Classic+tEmbase; 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
58
54
55
56
57
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

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

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
#2
#3
#4

#5
#6
#7
#8
#9
#10
#11
#12

MeSH descriptor: [Acne Vulgaris] explode all trees

acne:ti,ab

#1 or #2

(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):ti,ab

MeSH descriptor: [Ointments] this term only

MeSH descriptor: [Gels] explode all trees

MeSH descriptor: [Skin Cream] this term only

MeSH descriptor: [Administration, Topical] this term only

MeSH descriptor: [Administration, Cutaneous] this term only

(cutaneous or dermal or skin or transcutaneous or transdermal or percutaneous):ti,ab
{or #4-#10}

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
#47
#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: [Ivermectin] 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 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 Classic+tEmbase; ppez= MEDLINE(R) and Epub Ahead of
Print, In-Process & Other Non-Indexed Citations and Daily

#

a s wN -

Searches

exp Acne Vulgaris/ use ppez
exp acne/ use emczd

acne.tw.

or/1-3

exp antibiotic agent/ use emczd
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P © 0N o H

0

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
47
48
49
50
51
52
53
54
5
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 temacillin 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

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.

(0r/89-91,93,95-100) use ppez

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

0r/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) adjl 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, May 2020; Cochrane Central Register of Controlled Trials, Issue 5 of 12, May 2020
#  Searches

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

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
#47

#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: [Amdinacillin 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

Acne vulgaris: evidence reviews for management options for moderate to severe acne —
pairwise comparisons DRAFT (December 2020)

71



DRAFT FOR CONSULTATION
Management options for moderate to severe acne — pairwise comparisons

# 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 Classic+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 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

a7 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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54

55
56

57
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
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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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) adjl 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-#T7}

#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*" or dutastaride or finasteride):ti,ab

#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

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 Classic+tEmbase; 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

exp acne/ use emczd

acne.tw.

or/1-3

chemexfoliation/

(amino acid/ or 2 hydroxyacid/) use emczd
(Amino Acids/ or Hydroxy Acids/) use ppez
glycolic acid/ use emczd

Glycolates/ use ppez

10 lactic acid/

11 mandelic acid/ use emczd

12 Mandelic Acids/ use ppez

13 pyruvic acid/

14 salicylic acid/

© 0O ~NOO UL WN |F

15 trichloroacetic acid/

16 (chemical adjl (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/
a7 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 microneed!* or micro needI* 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 (letter or comment*).ti.

66 or/54-65

67 randomized controlled trial/ use ppez
68 randomized controlled trial/ use emczd
69 random*.ti,ab.

70 or/67-69
71 66 not 70

72 animals/ not humans/ use ppez

73 animal/ not human/ use emczd

74 nonhuman/ use emczd

75 exp Animals, Laboratory/ use ppez
76 exp Animal Experimentation/ use ppez
77 exp Animal Experiment/ use emczd
78 exp Experimental Animal/ use emczd
79 exp Models, Animal/ use ppez

80 animal model/ use emczd

81 exp Rodentia/ use ppez

82 exp Rodent/ use emczd

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

84 or/71-83

85 53 not 84

86 limit 85 to english language

87 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.

88 87 use ppez

89 (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.

90 89 use ppez

91 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.

92 91 use emczd

93 88 or 90

94 92 or 93

95 Meta-Analysis/

96 exp Meta-Analysis as Topic/

97 systematic review/
98 meta-analysis/
99 (meta analy* or metanaly* or metaanaly*).ti,ab.

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

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

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

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

104 (search* adj4 literature).ab.

105 (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.

106 cochrane.jw.

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

108 (or/95-97,99,101-106) use ppez

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

110 or/108-109

111 network meta-analysis/

112 ((network adj (MA or MAs)) or (NMA or NMAS)).tw.

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

114 or/111-113

115 94 or 110 or 114

116 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
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#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/
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16  exp economic evaluation/
17  exp health care cost/

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 4and30

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)
#

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

exp Acne Vulgaris/ use ppez

exp acne/ use emez

acne.tw.

or/1-3

Quality-Adjusted Life Years/ use ppez

Sickness Impact Profile/

quality adjusted life year/ use emez

"quality of life index"/ use emez

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

10  (qgaly* or gal or gald* or gale* 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 eg-5* or eq5* or euroqual* or euro qual* or euroqual 5d* or euro qual 5d* or euro gol* or eurogol*or
euro quol* or euroquol* or euro quol5d* or euroquol5d* or eur qol* or eurqol* or eur gol5d* or eurqol5d* or eur?qul* or
eur?qul5d* 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
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24 (quality of life or gol).tw. and cost benefit analysis/ use emez

25  ((gol or hrgol or quality of life).tw. or *quality of life/) and ((gol or hrgol* or quality of life) adj2 (increas* or decreas* or
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.

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

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

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

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

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

31  Models, Economic/ use ppez

32  economic model/ use emez

33  or/5-32

34 4and33

35 limit 34 to english language

36  limit 35 to yr="2004 -Current"

37  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 moderate to severe 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
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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
moderate to severe acne (side effects and participant reported improvement)?

Table 4: Evidence table
Study details
Study details
Reference

Akman, A. D., C.,Senturk,
M.,Koc, C. K.,Soyturk,

D.,Alpsoy, E.Treatment of acne

with intermittent and
conventional isotretinoin: A
randomized, controlled
multicenter study. 2007.
Archives of Dermatological
Research

Trial ID
Akman 2007

Country

Turkey

Study type

RCT

Source of funding
Supported by Akdeni
University Scientific Research
Projects Unit.
Analysis method
Intention to treat or
completers analysis
completers

Participants
N=66
Characteristics

Sex

mixed

age (meanzSD)
20.9746.02

Inclusion/exclusion criteria
Used validated acne scale
no

Acne scale

US FDA

Inclusion details

Participants with FDA global grade 2
(moderate) and 3 to 4 (severe) ache who had
not responded to conventional antibiotic
treatment or had rapidly relapsed after

conventional treatment.

Participants receiving any conventional
treatments underwent an appropriate washout
period before study treatment began.

Exclusion details

Participants who had acne conglobata, ache
fulminans or systemic disorders requiring any

treatment.

Number included

Interventions

Interventions
Treatment duration
(weeks)

26

Treatment duration
category

24+ weeks

Number of arms

3

Split face design

No

Intervention: arm 1
ISO<120.0ther=0.5 (first
10 days, every month)
Intervention: arm 2
1ISO<120.0ther=0.5
(every day for month 1
then first 10 days of
every month)

Intervention: arm 3
ISO<120.Daily=0.5
Coded intervention:
arm 1
1ISO<120.0ther=0.5-oral
Coded intervention:
arm 2
1ISO<120.0ther=0.5-oral
Coded intervention:
arm 3
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Outcomes and results

Results

Mucosal or cutaneous
changes (n/N): arm 1
16/22

Mucosal or cutaneous
changes (n/N): arm 2
18/19

Mucosal or cutaneous
changes (n/N): arm 3
19/19

Relapse follow up: arm
1

52 weeks

Relapse follow up: arm
2

52 weeks

Relapse follow up: arm
3

52 weeks

Relapse (n/N): arm 1
3/22

Relapse (n/N): arm 2
0/19

Relapse (n/N): arm 3
0/19

Comments

Cochrane RoB
Tool v2.0

1. Randomisation
Some concerns;no
information
provided

2. Deviation from
intervention
Some concerns;no
information
provided; no ITT
was done

3. Missing
outcome data
(efficacy)
High;10%
withdrawals / loss
to follow-up -
balanced between
arms; no ITT;
unclear reasons for
wihdrawal

4. Outcome
measurement
(efficacy)

Some concerns;not
reported if
assessment of
outcome was
blinded



DRAFT FOR CONSULTATION
Management options for moderate to severe ache — pairwise comparisons

Study details Participants Interventions Outcomes and results Comments
Number randomised: arm 1 ISO<120.Daily=0.5-oral 5. Selective
22 Treatment category reporting

Study details

Reference

Bossuyt, L. B., J.,Richert,
B.,Cromphaut, P.,Mitchell,
T.,Al Abadie, M.,Henry,
I.,.Bewley, A.,Poyner, T.,Mann,
N.,Czernielewski,
J.Lymecycline in the treatment
of acne: An efficacious, safe
and cost-effective alternative to
minocycline. 2003. European
Journal of Dermatology

Number randomised: arm 2
22

Number randomised: arm 3
22

Number completed: arm 1
22

Number completed: arm 2
19

Number completed: arm 3
19

N=134

Characteristics

Sex

mixed

age (meanzSD)

18.6

age (min/max)

12/29

age (other information)

LYME mean age 18.6 (range 13 - 29), MINO

mean age 18.6 (range 12 - 29)
Inclusion/exclusion criteria

Oral isotretinoin

Interventions
Treatment duration
(weeks)

12

Treatment duration
category

12 to <24 weeks
Number of arms

2

Split face design
No

Intervention: arm 1

Results

Gl side effects (n/N):
arm 1

3/56

Gl side effects (n/N):
arm 2

2/53

Participant reported
improvement (n/N): arm
1

53/66

Patient reported

Some concerns;not
reported if trial
protocol was
registered

6. Overall bias
High

Cochrane RoB
Tool v2.0

1. Randomisation
Some concerns;no
information
provided

2. Deviation from
intervention
Some concerns;not
reported if
participants were
blinded; ITT

Trial ID ; . analysis was done;
; - improvement (n/N): arm '
Bossuyt 2003 Used validated acne scale LYME 0@' 390mg ) P (n/N) 8% protocol
Country no Intervention: arm 2 53/68 deviations in LYME
Europe Acne scale MINO-oral 100mg arm vs 1.5% in
s Leeds Grading Scale, Cunliffe Coded intervention: MINO arm
tudy type , :

RCT Inclusion details arm 1 3. Missing
Source of fundin Males or females aged between 12 and 30 LYME-oral outcome data

g years. Participants with at least 15 and at most Coded intervention: (efficacy)

Galderma Belgilux N.V./S.A.
and Galderma UK Limited.
Analysis method

Intention to treat or
completers analysis

120 inflammatory facial lesions (papules, arm 2 Some
pustules, nodules) including at most 2 facial MINO-oral concerns;22%

nodules (diameter >1 cm), a maximum of 60 Treatment category withdrawals / loss
non-inflammatory facial lesions (open and Oral antibiotics to follow-up -

Acne vulgaris: evidence reviews for management options for moderate to severe acne —
pairwise comparisons DRAFT (December 2020)
82



DRAFT FOR CONSULTATION

Management options for moderate to severe ache — pairwise comparisons

Study details
ITT

Method of ITT imputation

LOCF

Study details
Reference

Braathen, L. R.Topical
clindamycin versus oral
tetracycline and placebo in

acne vulgaris. 1984.

Scandinavian Journal of

Infectious Diseases

Participants Interventions

closed comedones) and an acne severity
grade between 1 and 5 (Leeds grading scale).
Women of childbearing age were required to
use contraception during the study and for 1
month after completing the trial. Women on
oral contraceptives were to have been using
the same method for 3 months prior to
enrolment, or for at least 12 months for
contraceptive pills constraining cyproterone
acetate. Use of cosmetics was permitted
during the course of the study, but
contraceptives and cosmetics had to be listed
as concomitant medication.

Exclusion details

Pregnancy or lactating women..Participants
with acne conglobata, acne fulminans or
secondary acne..Participants using topical
anti-acne or anti-inflammatory drugs or
antibiotics, with the exception of short-courses
of penicillin during the previous 6 months.
Number included

Number randomised: arm 1

66

Number randomised: arm 2

68

Number completed: arm 1

52

Number completed: arm 2

52

N=87 Interventions
Characteristics Treatment duration
Sex (weeks)

mixed 8

age (mean+SD) Treatment duration
20 category

age (min/max) 6 to <12 weeks

16/35 Number of arms
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Outcomes and results

Results
Participant reported

improvement (n/N): arm

1
22/29

Patient reported

improvement (n/N): arm

2

Comments

balanced between
arms; 1.5% due to
lack of efficacy;
ITT used;

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

5. Selective
reporting

Some concerns;not
reported if trial
protocol was
registered

6. Overall bias
Some concerns

Cochrane RoB
Tool v2.0

1. Randomisation
Some concerns;no
information
provided

2. Deviation from
intervention
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Study details

Trial ID

Braathen 1984
Country

Norway

Study type

RCT

Source of funding
Not reported.
Analysis method
Intention to treat or
completers analysis
completers

Participants

Inclusion/exclusion criteria
Used validated acne scale
no

Acne scale

None

Inclusion details

Participants with moderate to severe acne
vulgaris.

Exclusion details

Participants with a history of gastrointestinal
disease..Participants who had received
systemic or topical antibiotics, systemic or
topical steroids, or androgenic drugs within 30
days of entering the study.

.Females who were pregnant, or had been on
oral contraceptives for less than 3 months, or
had changed oral contraceptive within the
previous 3 months.

Number included

Number randomised: arm 1

na

Number randomised: arm 2
na

Number randomised: arm 3
na

Number completed: arm 1
29

Number completed: arm 2
29

Number completed: arm 3
29

Interventions

3

Split face design

No

Intervention: arm 1
CLIND-topical 1% + PLC-
oral

Intervention: arm 2
TETRA-oral 500mg bid +
Vehicle

Intervention: arm 3
PLC-oral + Vehicle
Coded intervention:
arm 1

CLIND-topical + PLC-oral
Coded intervention:
arm 2

TETRA-oral + Vehicle
Coded intervention:
arm 3

PLC-oral + Vehicle
Treatment category
Topical non-retinoids +
other treatment
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Outcomes and results
21/29

Participant reported
improvement (n/N): arm
3

1/29

Comments

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

3. Missing
outcome data
(efficacy)
High;12% excluded
from analysis for
unclear reasons -
not clear if
balanced between
arms; no ITT

4. Outcome
measurement
(efficacy)

Some concerns;not
reported if
assessment of
outcome was
blinded

5. Selective
reporting

Some concerns;not
reported if trial
protocol was
registered

6. Overall bias
High
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Study details

Study details
Reference

Chen, X. S., H.,Chen,
S.,Zhang, J.,Niu, G.,Liu,
X.Clinical efficacy of 5-
aminolevulinic acid
photodynamic therapy in the
treatment of moderate to
severe facial acne vulgaris.
2015. Experimental and
Therapeutic Medicine
Trial ID

Chen 2015

Country

China

Study type

RCT

Source of funding

Not reported.

Analysis method
Intention to treat or
completers analysis
completers

Participants

N=50

Characteristics

Sex

mixed

age (min/max)

18/33

age (other information)
ALA-PDT mean age=23.57; control=24.12
Inclusion/exclusion criteria
Used validated acne scale
no

Acne scale
None

Inclusion details

Participants with moderate (acne with
inflammatory papules and pustules) to severe
(acne with inflammatory papules, nodules,
cysts and scars) facial acne vulgaris.
Exclusion details

Use of topical antibiotics within 2 weeks of the
study or intake of systemic oral antibiotics
within 4 weeks of the study.Use of systemic
retinoids within 6 months of the
study..Porphyria or facial atopic
dermatitis..Pregnancy or lactation..History of
keloid or photosensitivity
disorders..Photosensitive eczema or
autoimmune diseases..Use of anti-acne
medication such as prophylactics,
glucocorticoid and photosensitisers.

Number included

Number randomised: arm 1

25

Number randomised: arm 2
25

Number completed: arm 1
24

Interventions

Outcomes and results

Interventions Results

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

3 7124

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

0 to <6 weeks 2/23

Treatment intensity
Total 4 sessions, once
every week

Number of arms

2

Split face design
No

Intervention: arm 1
5ALA 5% photodynamic
therapy
Intervention: arm 2
Sham treatment
Coded intervention:
arm 1
5ALA-RED-PDT
Coded intervention:
arm 2

PLC-physical
Treatment category
Energy based (light /
laser)
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Comments

Cochrane RoB
Tool v2.0

1. Randomisation
Some concerns;no
information
provided

2. Deviation from
intervention
Some concerns;no
information
provided; not
reported if ITT
analysis was done
3. Missing
outcome data
(efficacy)

Low;1 participant
withdrew for
unreported reason
4. Outcome
measurement
(efficacy)

Some concerns;not
reported if
assessment of
outcome was
blinded

5. Selective
reporting

Some concerns;not
reported if trial
protocol was
registered

6. Overall bias
Some concerns
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Study details

Study details

Reference

Degreef, H. V., B. G.Double-
blind evaluation of miconazole-
benzoyl peroxide combination
for the topical treatment of
acne vulgaris. 1982b.
Dermatologica

Trial ID

Degreef 1982b

Country

Belgium

Study type

RCT

Source of funding

Not reported.

Analysis method

Intention to treat or
completers analysis
completers

Participants

Number completed: arm 2
23

N=105

Characteristics

Sex

mixed

age group

=25 years

age (median)

15

age (min/max)

12/24

Inclusion/exclusion criteria
Used validated acne scale
no

Acne scale

Unknown, 5-point scale
Inclusion details
Participants with moderate to severe facial
acne.

Exclusion details

Not reported.

Number included

Number randomised: arm 1
52

Number randomised: arm 2
53

Number completed: arm 1
51

Number completed: arm 2
51

Interventions

Interventions
Treatment duration
(weeks)

12

Treatment duration
category

12 to <24 weeks
Number of arms

2

Split face design
No

Intervention: arm 1
BPO 5%/MICO 2%
cream

Intervention: arm 2
BPO 5% cream
Coded intervention:
arm 1

BPO-topical + MICO-
topical

Coded intervention:
arm 2

BPO-topical
Treatment category
Topical or combination

Outcomes and results

Results
Participant reported

improvement (n/N): arm

1
45/51

Patient reported

improvement (n/N): arm

2
27/51

Comments

Cochrane RoB
Tool v2.0

1. Randomisation
Some concerns;no
information
provided

2. Deviation from
intervention
Low;double-
blinded; it looks
like participants
were blinded; no
ITT analysis

3. Missing
outcome data
(efficacy)
Low;less than 5%
withdrawals -
balanced between
arms

4. Outcome
measurement
(efficacy)

Some concerns;not
reported if
assessment of
outcome was
blinded

5. Selective
reporting

Some concerns;not
reported if trial
protocol was
registered

6. Overall bias
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Study details

Study details

Reference

Del Rosso, J. Q.Truncal acne
vulgaris: the relative roles of
topical and systemic antibiotic
therapy. 2007. Journal of drugs
in dermatology

Trial ID

Del Rosso 2007

Country

United States

Study type

RCT

Source of funding

Not reported.

Analysis method

Intention to treat or
completers analysis
completers

Participants

N=71

Characteristics

Sex

mixed

age (meanzSD)

18

age (min/max)

16/32

Inclusion/exclusion criteria
Used validated acne scale
no

Acne scale

None

Inclusion details

Participants aged 16 years of age or
older..Acne vulgaris, truncal involvement on
the back with or without chest involvement,
truncal inflammatory acne severity graded as
moderate or severe..Informed consent
obtained..Undergone a washout period of at
least 2 weeks for all previous topical acne
treatments (including over-the-counter
products), at least 4 weeks for systemic
antibiotic treatment, and more than 6 months
for oral isotretinoin.

Exclusion details

Participants with concurrent intake or use
within 4 weeks of baseline of systemic anti-
inflammatory medication that may influence
study outcomes (for example, systemic
corticosteroids), concurrent application or use
within 2 weeks of baseline of topical anti-
inflammatory medication (for example,
corticosteroids or calcineurin
inhibitors)..History of sensitivity or intolerance
associated with use of components of

Interventions Outcomes and results

Interventions Results

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

10 3/32

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

6 to <12 weeks 2/28

Number of arms Gl side effects (n/N):

2 arm 1

Split face design 1/33

No Gl side effects (n/N):
Intervention: arm 1 arm 2

BPO 9% cleanser + 5/33

CLIND 1% foam + DOXY
100 mg

Intervention: arm 2
BPO 9% cleanser +
DOXY 100 mg

Coded intervention:
arm 1

BPO-topical + CLIND-
topical + DOXY-oral
Coded intervention:
arm 2

BPO-topical + DOXY-oral
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Comments
Some concerns

Cochrane RoB
Tool v2.0

1. Randomisation
Some concerns;no
information
provided

2. Deviation from
intervention
Some concerns;no
information
provided; no ITT
analysis

3. Missing
outcome data
(efficacy)
High;15%
withdrawals (half
possibly due to
inefficiacy) -
imbalanced
between arms
(more in group 2);
no ITT

4. Outcome
measurement
(efficacy)

Low

5. Selective
reporting

Some concerns;not
reported if trial
protocol was
registered

6. Overall bias
High
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Study details

Study details

Reference

Dhaked, D. R. M., R.
S.,Maheshwari, A.,Agarwal, U.
S.,Purohit, S.A randomized
comparative trial of two low-
dose oral isotretinoin regimens
in moderate to severe acne
vulgaris. 2016. Indian
Dermatology Online Journal
Trial ID

Dhaked 2016

Country

India

Study type

RCT

Source of funding

None (no conflicts of interest).
Analysis method

Intention to treat or
completers analysis
completers

Participants

medications or products used in the
study..Presence of a concurrent medical
condition that the study investigator deems
may potentially interfere with the study
outcomes or participant assessments.
Number included

Number randomised: arm 1

36

Number randomised: arm 2

35

Number completed: arm 1

32

Number completed: arm 2

28

N=240

Characteristics

Sex

mixed

age (meanzSD)

18.88+2.46

age (median)

18.51

age (min/max)

15/30

Inclusion/exclusion criteria

Used validated acne scale

no

Acne scale

Pochi

Inclusion details

Participants with moderate to severe acne
vulgaris attending the outpatient clinic in the
dermatology department.

Interventions

Interventions
Treatment duration
(weeks)

24

Treatment duration
category

24+ weeks

Number of arms

2

Split face design
No

Intervention: arm 1
1ISO<120.Daily<0.5
Intervention: arm 2
ISO<120.Alt<0.5
Coded intervention:
arm 1
ISO<120.Daily<0.5-oral
Coded intervention:
arm 2
1ISO<120.Alt<0.5-oral
Treatment category
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Outcomes and results

Results

Mucosal or cutaneous
changes (n/N): arm 1
115/118

Mucosal or cutaneous
changes (n/N): arm 2
111/116

Relapse follow up: arm
1

12

Relapse follow up: arm
2

12

Relapse (n/N): arm 1
0/118

Relapse (n/N): arm 2
0/116

Comments

Cochrane RoB
Tool v2.0

1. Randomisation
Some concerns;no
information
provided

2. Deviation from
intervention
Some concerns;no
information
provided; no ITT
analysis

3. Missing
outcome data
(efficacy)
Low;2.5%
withdrawals / lost
to follow-up -
balanced between
arms

4. Outcome
measurement
(efficacy)
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Study details

Study details

Reference

Dhawan, S. S. G.,
J.Clindamycin phosphate
1.2%-benzoyl peroxide (5% or
2.5%) plus tazarotene cream

0.1% for the treatment of acne.

2013. Cutis

Trial ID
Dhawan 2013

Country

United States

Study type

RCT

Source of funding
Stiefel, a GlaxoSmithKline
company (conflicts of interest
reported).

Analysis method
Intention to treat or
completers analysis

ITT

Method of ITT imputation
not reported

Participants

Exclusion details

Participants with a personal or family history of
hyperlipidaemia or diabetes.

Number included

Number randomised: arm 1

120

Number randomised: arm 2
120

Number completed: arm 1
118

Number completed: arm 2
116

N=40

Characteristics

Sex

mixed

age (mean+SD)

21.948.34

age (min/max)

12.3/45.9
Inclusion/exclusion criteria
Used validated acne scale
no

Acne scale

Investigator's Static Global Assessment
(ISGA)/Investigator's global severity
Assessment

Inclusion details

Males and females aged 12 to 45
years..Participants with grade 3 or higher
according to the investigator static global
assessment (ISGA) (3=moderate; 4=severe;
5=very severe)..20 to 50 papules and pustules
(inflammatory lesions), 30 to 100 open and
closed comedones (non-inflammatory lesions),
1 or fewer small nodular lesions, no facial

Interventions
Oral isotretinoin

Interventions
Treatment duration
(weeks)

12

Treatment duration
category

12 to <24 weeks
Number of arms

2

Split face design

No

Intervention: arm 1
BPO 5%/CLIND 1.2% gel
+ TAZ 0.1% cream

Intervention: arm 2
BPO 2.5%/CLIND 1.2%
gel + TAZ 0.1% cream
Coded intervention:
arm 1

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

BPO-topical + CLIND-
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Outcomes and results

Results

Skin irritation (n/N):
arm 1

1

Skin irritation (n/N):
arm 2

0

Skin irritation  (n/N):
arm 1

20

Skin irritation (n/N):
arm 2

20

Comments

Some concerns;not
reported if
assessment of
outcome was
blinded

5. Selective
reporting

Some concerns;not
reported if trial
protocol was
registered

6. Overall bias
Some concerns

Cochrane RoB
Tool v2.0

1. Randomisation
Some
concerns;insufficie
nt information
provided on
allocation
concealment

2. Deviation from
intervention
Low;likely
participants were
blinded; ITT
analysis was done
3. Missing
outcome data
(efficacy)

Some
concerns;12.5%
withdrawals/lost to
FU unclear
reasons - not clear
if balanced
between arms; ITT
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Study details

Study details

Reference

Dobson, R. L. B., B. S.Topical
erythromycin solution in acne.
Results of a multiclinic trial.
1980. Journal of the American
Academy of Dermatology
Trial ID

Dobson 1980

Country

United States

Study type

RCT

Source of funding

Not reported.

Analysis method

Intention to treat or
completers analysis
completers

Participants
cystic lesions.
Exclusion details

Number included

Number randomised: arm 1
20

Number randomised: arm 2
20

Number completed: arm 1
na

Number completed: arm 2
na

N=253

Characteristics

Sex

mixed

age (other information)

no age info reported
Inclusion/exclusion criteria
Used validated acne scale
no

Acne scale

None

Inclusion details

Participants with moderate to severe acne
vulgaris of the face (at least 10 papules or
pustules, one or more comedones, and not
more than 5 nodulocystic lesions)..

.No concurrent iliness and not receiving any
anti-acne treatment (topical or systemic) for at
least 2 weeks prior to study entry.

Exclusion details
Not reported.

Interventions

topical + TAZ-topical
Treatment category
Topical or combination

Interventions
Treatment duration
(weeks)

12

Treatment duration
category

12 to <24 weeks
Number of arms

2

Split face design
No

Intervention: arm 1
ERYTH 1.5% solution
Intervention: arm 2
Vehicle

Coded intervention:
arm 1
ERYTH-topical
Coded intervention:
arm 2

Vehicle

Treatment category
Topical or combination

Outcomes and results

Results

Skin irritation (n/N):
arm 1

26

Skin irritation (n/N):
arm 2

26

Skin irritation (n/N):
arm 1

109

Skin irritation (n/N):
arm 2

90

Comments
done

4. Outcome
measurement
(efficacy)
Some concerns;not
reported if
assessment of
outcome was
blinded

5. Selective
reporting

Low

6. Overall bias
Some concerns

Cochrane RoB
Tool v2.0

1. Randomisation
Some concerns;no
information
provided

2. Deviation from
intervention
Some
concerns;double-
blinded but not
clear who was
blinded; no ITT
analysis

3. Missing
outcome data
(efficacy)
High;21%
withdrawals -
imbalanced
between arms &
due to lack of
efficacy (2 X more
in the vehicle arm);
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Study details

Study details

Reference

Dogra, S., Sumathy, T. K.,
Nayak, C., Ravichandran, G.,

Vaidya, P. P., Mehta, S., Mittal,

R., Mane, A., Charugulla, S.
N.Efficacy and safety
comparison of combination of
0.04% tretinoin microspheres
plus 1% clindamycin versus
their monotherapy in patients
with acne vulgaris: a phase 3,
randomized, double-blind
study. 2020. Journal of

Participants

Number included

Number randomised: arm 1
127

Number randomised: arm 2
126

Number completed: arm 1
109

Number completed: arm 2
90

N=750

Characteristics

Sex

mixed

age (mean+SD)

21.2

age (median)

20

age (min/max)

12/48

Inclusion/exclusion criteria
Used validated acne scale
no

Interventions

Interventions
Treatment duration
(weeks)

12

Treatment duration
category

12 to <24 weeks
Number of arms

3

Split face design
No

Intervention: arm 1
Fixed dose tretinoin
0.04% (microsphere) +

Outcomes and results

Results

Skin irritation (n/N):
arm 1

0

Skin irritation (n/N):
arm 2

2

Skin irritation (n/N):
arm 3

0

Skin irritation (n/N):
arm 1

300

Skin irritation (n/N):

Comments
no ITT

4. Outcome
measurement
(efficacy)

Some
concerns;double-
blinded but not
clear who was
blinded

5. Selective
reporting

Some concerns;not
reported if trial
protocol was
registered

6. Overall bias
High

Cochrane RoB
Tool v2.0

1. Randomisation
Some
concerns;random
allocation software
used - but no
further information
given

2. Deviation from
intervention
Low;double-
blinded but not
clear who was

Dermatological Treatment Acne scale ) ) blinded; ITT
; ; clindamycin 1.0% gel arm 2 ’

Trial ID Investigator's Static Global Assessment q y AP0 2B analysis was done
Dogra 2020 (ISGA)/Investigator's global severity Yied 300 3. Missing
C Assessment Intervention: arm 2 Skin irritation (n/N): :

ountry : _ Tretinoi 1 0.025% 3 outcome data
India Inclusion details SR e L 0, et (efficacy)
Study type Participants aged >/=12 years.Facial acne o.d. 150 Some

(inflammatory lesion count [papulesppustules] ~ Intervention: arm 3

concerns;10%
Acne vulgaris: evidence reviews for management options for moderate to severe acne —
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Study details

RCT

Source of funding

Dr. Reddy’s Laboratories Ltd,
India.

Analysis method
Intention to treat or
completers analysis

ITT

Method of ITT imputation
LOCF

Study details

Reference

Dréno, B., Tan, J., Rivier, M.,
Martel, P., Bissonnette, R.
Adapalene 0.1%/benzoyl
peroxide 2.5% gel reduces the

Participants

count between >20 to <50; non-inflammatory
lesion count [openpclosed comedones]
between >20 to <100, and nodules
[inflammatory lesion 5mm in diameter] 2) and
Investigator’'s Static Global Assessment
(ISGA) score of 3 (moderate) or 4 (severe)
Exclusion details

Patients with a known allergy or sensitivity to
study drug, or who were concomitantly using
any potentially irritating over-the-counter
products that contained benzoyl peroxide, a-
hydroxy acids, salicylic acid, retinol or glycolic
acids, or who required concurrent use of
topical (antimicrobials, anti-acne drugs, anti-
inflammatory agents, corticosteroids, retinoids)
or systemic (corticosteroids, antimicrobials,
retinoids) medication and not willing to
undergo the specified washout period
Number included

Number randomised: arm 1

300

Number randomised: arm 2

300

Number randomised: arm 3

150

Number completed: arm 1

277

Number completed: arm 2

267

Number completed: arm 3

133

N=76

Characteristics

Sex

mixed

age (meanzSD)

23.4 (3.6)

Interventions Outcomes and results

Clindamycin gel 1.0%,
o.d.

Coded intervention:
arm 1
TRET-topical+CLIND-
topical

Coded intervention:
arm 2

TRET-topical

Coded intervention:
arm 3

CLIND-topical
Treatment category
Topical

Results
Prevention of scarring

Interventions
Treatment duration

(weeks) reported as a mean %
26 increase from baseline
Treatment duration in scars: arm 1
category 4.5%
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Comments

discontinued in
total

4. Outcome
measurement
(efficacy)

Some concerns;not
reported if
assessment of
outcome was
blinded

5. Selective
reporting

Low

6. Overall bias
Some concerns

Cochrane RoB
Tool v2.0

1. Randomisation
Some concerns; no
information
provided on
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Study details

risk of atrophic scar formation
in moderate inflammatory
acne: a split-face randomized
controlled trial. 2017. Journal
of the European Academy of
Dermatology and Venereology
Trial ID

Dreno 2017

Country

France/Canada

Study type

Split-face RCT

Source of funding

Funded by Galderma R&D
Analysis method

Intention to treat or
completers analysis

ITT

Method of ITT imputation
Not reported

Study details

Reference

Dréno, B., Bissonnette, R.,
Gagné-Henley., A., Barankin,
B., Lynde, C., Kerrouche, N.,

Participants

age (median)

22

age (min/max)

19/32

Inclusion/exclusion criteria

Used validated acne scale

No

Acne scale

No

Inclusion details

Male and female participants aged 18—35
years with moderate facial acne vulgaris with
20-40 inflammatory lesions (papules and
pustules, excluding the nose), no more than 1
acne nodule and a minimum of 10 atrophic
acne scars (larger than 1.5mm in diameter,
smaller scars could not be accurately
differentiated from other lesion types).
Participants had no more than twice as many
lesions on one half of the face than on the
other half.

Exclusion details

Not reported

Number included

Number randomised: arm 1
38

Number randomised: arm 2
38

Number completed: arm 1
33

Number completed: arm 2
33

N=134
Characteristics

Sex
mixed

age (meanzSD)

Outcomes and results

24+ weeks Prevention of scarring
Number of arms reported as a mean %
2 increase from baseline
Split face design in scars: arm 2

Yes 24.8%

Intervention: arm 1

ADAP 0.1% gel + BPO

2.5% gel.

Intervention: arm 2

Vehicle

Coded intervention:

arm 1

ADAP-topical + BPO-

topical

Coded intervention:

arm 2

Vehicle

Treatment category

Topical

Interventions

Interventions Results

Treatment duration Prevention of scarring

(weeks) reported as a mean %

24 decrease from baseline
in scars: arm 1
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Comments

allocation
concealment

2. Deviation from
intervention
Some concerns;
participants not
blinded; ITT
analysis was done
3. Missing
outcome data
(efficacy)

Some concerns;
13% withdrawals
4. OQutcome
measurement
(efficacy)

Low

5. Selective
reporting

Some concerns;
additional
outcomes were
reported which
were not in the trial
protocol

6. Overall bias
Some concerns

Cochrane RoB
Tool v2.0

1. Randomisation
Low

2. Deviation from
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Study details

Tan, J. Prevention and
Reduction of Atrophic Acne
Scars with Adapalene
0.3%/Benzoyl Peroxide 2.5%
Gel in Subjects with Moderate
or Severe Facial Acne: Results
of a 6-Month Randomized,
Vehicle-Controlled Trial Using
Intra-Individual Comparison.
2018. American Journal of
Clinical Dermatology

Trial ID

Dreno 2018

Country

France/Canada

Study type

Split-face RCT

Source of funding

Funded by Galderma
R&D/Nestle Skin

Health

Analysis method

Intention to treat or
completers analysis

ITT

Method of ITT imputation
LOCF

Study details
Reference
Dubertret, L. A., M.,Rostain,

Participants

21.5(4.2)
Inclusion/exclusion criteria
Used validated ache scale
no

Acne scale
Investigator Global Assessment (IGA)

Inclusion details

Male or female participants aged 16—35 years
with Fitzpatrick skin phototype I-IV and a
clinical diagnosis of moderate or severe acne
vulgaris on the face. Participants had an
Investigator Global Assessment (IGA)

score of 3 or 4 on both sides; >=25
inflammatory lesions (papules and pustules)
with 10 or more on each side (excluding

the nose); up to two acne nodules >=1 cm for
whole face; 10 or more atrophic acne scars >2
mm (for whole face excluding the nose); with
an approximately symmetric number of
inflammatory and non-inflammatory lesions,
and atrophic acne scars on the whole face.
Exclusion details

Excluded were those ith ache conglobata,
acne fulminans, secondary acne, nodulocystic
acne, or acne requiring systemic treatment.
Number included

Number randomised: arm 1

67

Number randomised: arm 2

67

Number completed: arm 1

54

Number completed: arm 2

54

N=271
Characteristics

Interventions
Treatment duration
category

24+ weeks .......
Number of arms

2

Split face design
Yes

Intervention: arm 1
ADAP 0.3% gel + BPO
2.5% gel
Intervention: arm 2
Vehicle

Coded intervention:
arm 1

ADAP-topical + BPO-
topical

Coded intervention:
arm 2

Vehicle

Treatment category
Topical

Interventions
Treatment duration
(weeks)
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Outcomes and results

15.5%

Prevention of scarring
reported as a mean %

increase from baseline
in scars: arm 2

14.4%

Results
Gl side effects (n/N):
arm 1

Comments

intervention
Some concerns;
participants not
blinded; ITT
analysis was done
3. Missing
outcome data
(efficacy)

Some concerns;
19% withdrawals
4. OQutcome
measurement
(efficacy)

Low

5. Selective
reporting

Some concerns;
additional
outcomes were
reported which
were not in the trial
protocol

6. Overall bias
Some concerns

Cochrane RoB
Tool v2.0
1. Randomisation
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Study details

G.,Lahfa, M.,Forsea,
D.,Dimitrie Niculae, B.,Simola,
M.,Horvath, A.,Mizzi, F.The
use of lymecycline in the
treatment of moderate to
severe acne vulgaris: A
comparison of the efficacy and
safety of two dosing regimens.
2003. European Journal of
Dermatology

Trial ID

Dubertret 2003

Country

Europe

Study type

RCT

Source of funding

Not reported.

Analysis method

Intention to treat or
completers analysis

ITT

Method of ITT imputation
LOCF

Participants

Sex

mixed

age (min/max)

14/39

age (other information)

mean age was 20.4, 21.2 & 20.5 yrs for LYME
300mg, LYME 150mg and PLC groups
Inclusion/exclusion criteria

Used validated acne scale

yes

Acne scale

Leeds Revised Grading Scale

Inclusion details

Males and females aged between 16 and 40
years..Acne vulgaris with a minimum of 15
inflammatory facial lesions and a global
severity of at least grade 3 on the Leeds
Revised Acne Grading System.

Exclusion details

Number included
Number randomised: arm 1

111

Number randomised: arm 2
107

Number randomised: arm 3
53

Number completed: arm 1
105

Number completed: arm 2
88

Number completed: arm 3
45

Interventions

12

Treatment duration
category

12 to <24 weeks
Number of arms

3

Split face design

No

Intervention: arm 1
LYME-oral 300mg od +
PLC-oral
Intervention: arm 2
LYME-oral 150mg bid
Intervention: arm 3
PLC-oral bid

Coded intervention:
arm 1

LYME-oral + PLC-oral
Coded intervention:
arm 2

LYME-oral

Coded intervention:
arm 3

PLC-oral

Treatment category
Oral antibiotics
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Outcomes and results
4/111

Gl side effects (n/N):
arm 2

3/107

Gl side effects (n/N):
arm 3
4/53
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Comments

Some concerns;no
information
provided

2. Deviation from
intervention
Low;double-
blinded;
participants likely
blinded; ITT
analysis was done
3. Missing
outcome data
(efficacy)

Some
concerns;12%
withdrawals
(unclear reasons) -
imbalanced
between arms
(more in
lymecycline arm);
ITT used

4. Outcome
measurement
(efficacy)

Some concerns;not
reported if
assessment of
outcome was
blinded

5. Selective
reporting

Some concerns;not
reported if trial
protocol was
registered

6. Overall bias
Some concerns



DRAFT FOR CONSULTATION

Management options for moderate to severe ache — pairwise comparisons

Study details

Study details
Reference
Faghihi, G. M., F.,Fard, N.

M.,Motamedi, N.,Hosseini, S.

M.Comparing the efficacy of
low dose and conventional
dose of oral isotretinoin in
treatment of moderate and
severe acne vulgaris. 2017.
Journal of Research in
Pharmacy Practice

Trial ID

Faghihi 2017

Country

Iran, Islamic Republic of
Study type

RCT

Source of funding

Isfahan University of Medical
Sciences (no conflicts of
interest).

Analysis method
Intention to treat or
completers analysis
completers

Study details

Participants

N=66

Characteristics

Sex

mixed

age (meanzSD)

23+5.54
Inclusion/exclusion criteria
Used validated acne scale
no

Acne scale

Global Acne Grading System (GAGS)
Inclusion details

Males and females with moderate to severe
acne vulgaris referred for treatment to Alzahra
Medical and Training Centre, several clinical
affiliated to Isfahan University of Medical
Sciences and a privately-owned doctor's
office..Consent to participate in the study..No
sensitivity to retinoids..No pregnancy, not
willing to become pregnant, and absence of
hormonal disorders.

Exclusion details

Failure of participants to attend follow-up visits
for any reason..Adoption of other
supplementary treatments during the study.
Number included

Number randomised: arm 1

36

Number randomised: arm 2
30

Number completed: arm 1
36

Number completed: arm 2
30

N=744

Interventions

Interventions
Treatment duration
(weeks)

26

Treatment duration
category

24+ weeks

Number of arms

2

Split face design

No

Intervention: arm 1
ISO<120.Daily<0.5 +
PRED 0.25 mg wk 1 +
AZITH 250 mg wks 1-2
Intervention: arm 2
ISO<120.Daily=0.5 +
PRED 0.25 mg wk 1 +
AZITH 250 mg wks 1-2
Coded intervention:
arm 1
ISO<120.Daily<0.5-oral
Coded intervention:
arm 2
ISO<120.Daily=0.5-oral
Treatment category
Oral isotretinoin

Interventions

Outcomes and results

Results

Mucosal or cutaneous
changes (n/N): arm 1
6/36

Mucosal or cutaneous
changes (n/N): arm 2
12/30

New psychiactric
diagnosis (n/N): arm 1
2/36

New psychiactric
diagnosis (n/N): arm 2
2/30

Relapse follow up: arm
1

26

Relapse follow up: arm
2

26

Results

Comments

Cochrane RoB
Tool v2.0

1. Randomisation
Some concerns;not
clear how
allocation
sequence and
concealment were
done

2. Deviation from
intervention
Some concerns;not
reported if
participants were
blinded; no ITT
analysis was done
3. Missing
outcome data
(efficacy)

Some concerns;not
reported how
many/if participants
withdrew

4. Outcome
measurement
(efficacy)

Low

5. Selective
reporting
Low;looks like trial
protocol was
registered but not
possible to access
6. Overall bias
Some concerns

Cochrane RoB
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Study details

Reference

Feldman, S. R. W., C. P.,Alio
Saenz, A. B.The efficacy and
tolerability of tazarotene foam,
0.1%, in the treatment of acne
vulgaris in 2 multicenter,

randomized, vehicle-controlled,

double-blind studies. 2013.
Journal of Drugs in
Dermatology: JDD

Trial ID

Feldman 2013;Trial 1
Country

North America

Study type

RCT

Source of funding

Stiefel, a GlaxoSmithKline
company (conflicts of interest
were reported).

Analysis method
Intention to treat or
completers analysis

ITT

Method of ITT imputation
LOCF

Participants

Characteristics

Sex

mixed

age (meanzSD)
18.400269179004+6.0598000000000001
age (min/max)

12/44

age (other information)

TAZ: 12-17, n=223, 18-25, n=104, 26-35,
n=38, 36-45, n=6; VEH: 12-17, n=227, 18-25,
n=99, 26-35, n=33, 36-45, n=13
Inclusion/exclusion criteria

Used validated acne scale

no

Acne scale

Investigator's Static Global Assessment
(ISGA)/Investigator's global severity
Assessment

Inclusion details

Males and females aged between 12 and 45
years, in good general health and agreed to
use a medically-acceptable form of
contraception throughout the study.
Moderate to severe acne vulgaris:
Investigator's Static Global Assessment
(ISGA) score =3 at baseline; lesion counts of
25 to 50 facial inflammatory lesions (papules
plus pustules), including nasal lesions, with no
more than one facial nodular lesion (<5 mm)
and no cystic lesions, and 30 to 125 facial
non-inflammatory lesions (open and closed
comedones), excluding nasal lesions..Provide
consent.

Exclusion details

History of suspected intolerance to tazarotene
or any of the ingredients of the study
products..Participants taking certain topical
and systemic treatments were required to

Outcomes and results
Skin irritation (n/N):

Interventions
Treatment duration

(weeks) arm 1

12 66/371

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

12 to <24 weeks 5/372

Number of arms Light sensitivity (n/N):

2 arm 1
Split face design 2/371
No Light sensitivity (n/N):
Intervention: arm 1 arm 2
TAZ 0.1% foam 01372

Intervention: arm 2
Vehicle

Coded intervention:
arm 1

TAZ-topical

Coded intervention:
arm 2

Vehicle

Treatment category
Topical retinoids

Comments

Tool v2.0

1. Randomisation
Low

2. Deviation from
intervention
Low;double-
blinded; study
center,

study monitors,
sponsor personnel
were blinded to the
treatment
assignments. ITT
analysis was done
3. Missing
outcome data
(efficacy)

Some
concerns;14%
discontinued
(unclear how many
due to inefficacy)-
imbalanced
between arms
(more in
tazarotene foam
arm)

4. Outcome
measurement
(efficacy)

Low

5. Selective
reporting

Low

6. Overall bias
Some concerns
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Study details

Study details

Reference

Feldman, S. R. W., C. P.,Alio
Saenz, A. B.The efficacy and
tolerability of tazarotene foam,
0.1%, in the treatment of acne
vulgaris in 2 multicenter,

randomized, vehicle-controlled,

double-blind studies. 2013.
Journal of Drugs in
Dermatology: JDD

Trial ID

Feldman 2013;Trial 2
Country

North America

Study type

RCT

Source of funding

Stiefel, a GlaxoSmithKline
company (conflicts of interest
were reported).

Analysis method
Intention to treat or
completers analysis

ITT

Method of ITT imputation
LOCF

Participants

undergo specified washout periods.
Number included

Number randomised: arm 1

372

Number randomised: arm 2
372

Number completed: arm 1
307

Number completed: arm 2

333

N=742

Characteristics

Sex

mixed

age (mean+SD)
19.2+6.6463999999999999

age (min/max)

12/45

age (other information)

TAZ: 12-17, n=205, 18-25, n=117, 26-35,
n=35, 36-45, n=16; VEH: 12-17, n=205, 18-25,
n=108, 26-35, n=37, 36-45, n=19
Inclusion/exclusion criteria

Used validated acne scale

no

Acne scale

Investigator's Static Global Assessment
(ISGA)/Investigator's global severity
Assessment

Inclusion details

Males and females aged between 12 and 45
years, in good general health and agreed to
use a medically-acceptable form of
contraception throughout the study.

.Moderate to severe acne vulgaris:

Interventions Outcomes and results

Interventions Results

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

12 41/373

Treatment duration Light sensitivity (n/N):
category arm 1

12 to <24 weeks 1/373

Number of arms

2

Split face design
No

Intervention: arm 1
TAZ 0.1% foam
Intervention: arm 2
Vehicle

Coded intervention:
arm 1

TAZ-topical

Coded intervention:
arm 2

Vehicle

Treatment category
Topical retinoids

Comments

Cochrane RoB
Tool v2.0

1. Randomisation
Low

2. Deviation from
intervention
Low;double-
blinded; study
center,

study monitors,
sponsor personnel
were blinded to the
treatment
assignments. ITT
analysis was done
3. Missing
outcome data
(efficacy)

Some
concerns;14%
discontinued
(unclear how many
due to inefficacy)-
imbalanced
between arms
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Study details

Study details

Reference

Fugere, P. P.-S., R. K.,Lussier-
Cacan, S.,Davignon,
J.,Farquhar, D.Cyproterone
acetate/ethinyl estradiol in the
treatment of acne. A
comparative dose-response
study of the estrogen
component. 1990.
Contraception

Trial ID

Fugere 1990

Participants Interventions

Investigator's Static Global Assessment
(ISGA) score =3 at baseline; lesion counts of
25 to 50 facial inflammatory lesions (papules
plus pustules), including nasal lesions, with no
more than one facial nodular lesion (<5 mm)
and no cystic lesions, and 30 to 125 facial
non-inflammatory lesions (open and closed
comedones), excluding nasal lesions..Provide
consent.

Exclusion details

History of suspected intolerance to tazarotene
or any of the ingredients of the study
products..Participants taking certain topical
and systemic treatments were required to
undergo specified washout periods.

Number included

Number randomised: arm 1

373

Number randomised: arm 2

369

Number completed: arm 1

307

Number completed: arm 2

334

N=73 Interventions

Characteristics
Sex (weeks)

female 48
age (meanzSD)

22.9260273972603+3.2639999999999998 category

age (min/max) 24+ weeks

17/35 Number of arms
2

Inclusion/exclusion criteria
Used validated acne scale
no No

Acne scale

Treatment duration

Treatment duration

Split face design

Intervention: arm 1

Outcomes and results

Results

Breakthrough bleeding
(n/N): arm 1

2/40

Breakthrough bleeding
(n/N): arm 2

4/33

Cook CPA 2mg + EE 0.035 mg
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Comments
(more in
tazarotene foam
arm)

4. OQutcome
measurement
(efficacy)

Low

5. Selective
reporting

Low

6. Overall bias
Some concerns

Cochrane RoB
Tool v2.0

1. Randomisation
Some concerns;no
information
provided

2. Deviation from
intervention
Low;double-
blinded - clear that
participants were
blinded; no ITT
analysis
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Study details

Country

Canada

Study type

RCT

Source of funding
Not reported.
Analysis method
Intention to treat or
completers analysis
completers

Study details
Reference

Gratton, D. R., G. P.,Guertin-
Larochelle, S.,Maddin, S.
W.,Leneck, C. M.,Warner,
J.,Collins, J. P.,Gaudreau,

P.,Bendl, B. J.Topical

clindamycin versus systemic
tetracycline in the treatment of
acne. Results of a multiclinic
trial. 1982. Journal of the
American Academy of

Dermatology
Trial ID

Participants
Inclusion details

Women in good health aged between 18 and

35 years..Moderate to severe androgen-

dependent acne vulgaris (defined as presence

of comedones, papules and macules on at
least half of the face..Previous treatment
withdrawn within 6 weeks of starting study
treatments.

Exclusion details

Not reported.

Number included

Number randomised: arm 1

40

Number randomised: arm 2

33

Number completed: arm 1

37

Number completed: arm 2

25

N=225

Characteristics

Sex

mixed

age (min/max)

18/35

Inclusion/exclusion criteria
Used validated acne scale
no

Acne scale

None

Inclusion details
Participants with moderate to severe acne

Interventions
(Diane-35)
Intervention: arm 2

CPA 2mg + EE 0.05 mg

(Diane-50)

Coded intervention:
arm 1

CPA-oral + EE-oral
Coded intervention:
arm 2

CPA-oral + EE-oral
Treatment category

Hormonal contraceptives

/ Hormone-modifying
agents

Interventions
Treatment duration
(weeks)

8

Treatment duration
category

6 to <12 weeks
Number of arms

3

Split face design
No

Intervention: arm 1
CLIND 1% solution +

Outcomes and results

Results

Participant reported
improvement (n/N): arm
1

92/105

Participant reported
improvement (n/N): arm
2

56/97

Comments

3. Missing
outcome data
(efficacy)
High;23%
withdrawals - not
clear if balanced
between arms; no
ITT used

4. OQutcome
measurement
(efficacy)

Some concerns;not
reported if
assessment of
outcome was
blinded

5. Selective
reporting

Some concerns;not
reported if trial
protocol was
registered

6. Overall bias
High

Cochrane RoB
Tool v2.0

1. Randomisation
Some concerns;no
information
provided

2. Deviation from
intervention
Low;double-
blinded,; likely that
participants were
blinded; no ITT
analysis

3. Missing
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Study details
Gratton 1982
Country

Canada

Study type

RCT

Source of funding
Not reported.
Analysis method
Intention to treat or
completers analysis
completers

Study details
Reference

Jones, E. L. C., A. F.Topical
erythromycin vs blank vehicle
in a multiclinic acne study.
1981. Archives of Dermatology

Trial ID
Jones 1981

Country

Participants

(defined as presence of a minimum of 12 to 70
inflammatory papules and pustules, and a
maximum of 6 nodulocystic lesions on the face
above the jawline).

Exclusion details

Participants with a history of gastrointestinal
disease..Participants who had received
systemic or topical antibiotics, systemic or
topical steroids, or androgenic drugs within 30
days of starting study medication.

.Females who had been on oral contraceptives
for 3 months, or made a change in oral
contraceptives within the previous 3 months;
pregnancy.

Number included

Number randomised: arm 1

121

Number randomised: arm 2

124

Number completed: arm 1

105

Number completed: arm 2

97

N=175
Characteristics

Sex
mixed

age (other information)
ERYTH 13-20, n=31; 21-30, n=46; 31-40, n=3;
41+, n=1; not known=0.

Vehicle 13-20, n=29; 21-30, n=39; 31-40, n=6;

Interventions

PLC capsule
Intervention: arm 2
PLC capsule + PLC
solution

Coded intervention:
arm 1

CLIND-topical + PLC-oral

Coded intervention:
arm 2

PLC-oral + PLC-topical
Treatment category
Topical non-retinoids *
other treatment

Interventions
Treatment duration
(weeks)

12

Treatment duration
category

12 to <24 weeks
Number of arms

2

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

Results

Skin irritation (n/N):
arm 1

5

Skin irritation (n/N):
arm 2

9

Skin irritation (n/N):
arm 1

Comments

outcome data
(efficacy)
High;17%
discontinued -
imbalanced
between arms
(more in placebo
arm); no ITT

4. Outcome
measurement
(efficacy)

Some concerns;not
reported if
assessment of
outcome was
blinded

5. Selective
reporting

Some concerns;not
reported if trial
protocol was
registered

6. Overall bias
High

Cochrane RoB
Tool v2.0

1. Randomisation
Some concerns;no
information
provided

2. Deviation from
intervention
Some
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Study details

United States

Study type

RCT

Source of funding
Not reported.
Analysis method
Intention to treat or
completers analysis
completers

Participants

41+, n=0; not known=1.
Inclusion/exclusion criteria
Used validated ache scale
no

Acne scale
Unclear, type of lesion x counts scale

Inclusion details

Males and females aged 12 years or older,
seeking medical care for acne or recruited
volunteers, but otherwise in good general
health..Facial acne grades 2 or 3 on the
severity scale (grade 2: a moderate number of
comedones, papules, and small cysts,
occasional pustules, and inflammation; grade
3: a great number of lesions with deeper and
larger cysts and minimal scarring)..Minimum of
10 papular inflammatory acne lesions in the
facial area..Participants could be pregnant or

of childbearing age..Unresponsive to treatment

with oral tetracycline hydrochloride, topical
benzoyl peroxide, and tretinoin.

Exclusion details

Children aged <12 years of age..Participants
could not be planning to move within 12
weeks..Use of concomitant antibiotics given
for systemic effect or another topical acne
treatment, unless it was possible to
discontinue such treatment 3 weeks before the
start of the study.

Number included

Number randomised: arm 1

90

Number randomised: arm 2
85

Number completed: arm 1
81

Number completed: arm 2

Interventions

Split face design

No

Intervention: arm 1
BPO 5%/ERYTH 3% gel
Intervention: arm 2
Vehicle

Coded intervention:
arm 1

BPO-topical + ERYTH-
topical

Coded intervention:
arm 2

Vehicle

Treatment category
Topical or combination
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Outcomes and results
90

Skin irritation  (n/N):
arm 2

85

Comments

concerns;double-
blinded but not
clear who was
blinded; not clear if
ITT analysis was
done

3. Missing
outcome data
(efficacy)

Some
concerns;more
than 5%
withdrawals -
balanced between
arms

4. Outcome
measurement
(efficacy)

Some concerns;not
clear if blinded

5. Selective
reporting

Some concerns;not
reported if trial
protocol was
registered

6. Overall bias
High
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Study details

Study details

Reference

Jones, T. M., L.,Monroe,
E.,Weiss, J.,Levy, S.A
multicentre, double-blind,
parallel-group study to
evaluate 3% erythromycin/5%
benzoyl peroxide dual-pouch
pack for acne vulgaris. 2002.
Clinical Drug Investigation
Trial ID

Jones 2002

Country

United States

Study type

RCT

Source of funding

Dermick Laboratories, US.
Analysis method

Intention to treat or
completers analysis

ITT

Method of ITT imputation
not reported

Participants

75

N=223

Characteristics

Sex

mixed

age (meanzSD)

18.5+5.8
Inclusion/exclusion criteria
Used validated acne scale
no

Acne scale

Physician's Global Assessment
(PGA)/Physician’s Global Acne Severity Score
Inclusion details

Male and females aged =13 years..Moderate
to moderately severe acne vulgaris (overall
acne severity score =1.5 on the Physician’s
Global Acne Severity Scale, 15 to 80
inflammatory lesions, 20 to 140 comedones,
and =2 nodules or cysts measuring greater
than 5mm. The comedo count did not include
the nasal and nasolabial fold area). Treatment
with systemic antibiotics known to affect acne
and systemic corticosteroids should be
discontinued 4 weeks prior to study
commencement, and 6 months for oral
retinoids. A 2-week washout period was
required for topical antibiotics and/or anti-acne
medication, topical corticosteroids, and topical
retinoids.

Exclusion details

Pregnant or lactating women..Participants with
beards or long sideburns..Participants with
cystic acne or any other diseases affecting
their condition or interfering with treatment
evaluation.

Number included

Interventions

Interventions
Treatment duration
(weeks)

8

Treatment duration
category

6 to <12 weeks
Number of arms

2

Split face design

No

Intervention: arm 1
BPO 5%/ERYTH 3% gel
(dual pouch pack)
Intervention: arm 2
Vehicle

Coded intervention:
arm 1

BPO-topical + ERYTH-
topical

Coded intervention:
arm 2

Vehicle

Treatment category
Topical or combination
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Outcomes and results

Results

Skin irritation (n/N):
arm 1

14

Skin irritation (n/N):
arm 2

6

Skin irritation (n/N):
arm 1

112

Skin irritation (n/N):
arm 2

111

Participant reported
improvement (n/N): arm
1

2/112

Participant reported
improvement (n/N): arm
2

1.6/111

Comments

Cochrane RoB
Tool v2.0

1. Randomisation
Some concerns;no
information
provided

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

3. Missing
outcome data
(efficacy)

Some
concerns;Unclear
how many
discontinued
during the trial

4. Outcome
measurement
(efficacy)
Low;Assessors
blinded

5. Selective
reporting

Some concerns;not
reported if trial
protocol was
registered

6. Overall bias
Some concerns
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Study details

Study details

Reference

Kapadia, N. F. K., G.,Burhany,
T.,Nakhoda, T.Comparative
efficacy and safety and efficacy
of systemic 13-cis retinoic acid
20mg/day vs. 40mg/day in
acne vulgaris. 2005. Journal of
Pakistan Association of
Dermatologists

Trial ID

Kapadia 2005

Country

Pakistan

Study type

RCT

Source of funding

Not reported.

Participants

Number randomised: arm 1

112

Number randomised: arm 2

111

Number completed: arm 1

112

Number completed: arm 2

110

N=60

Characteristics

Sex

mixed

age (other information)

no age or sex data reported
Inclusion/exclusion criteria

Used validated acne scale

no

Acne scale

Global Acne Grading System (GAGS)
Inclusion details

Participants with moderate to severe acne
vulgaris (graded using the Global Acne
Grading System (GAGS)) attending an
outpatient clinical in Karachi.

Exclusion details
Not reported.

Number included
Number randomised: arm 1

30

Number randomised: arm 2
30

Number completed: arm 1
30

Interventions

Interventions
Treatment duration
(weeks)

24

Treatment duration
category

24+ weeks

Number of arms

2

Split face design
No

Intervention: arm 1
ISO<120.Daily<0.5
(20mg)
Intervention: arm 2
ISO<120.Daily=0.5
(40mg)

Coded intervention:
arm 1
ISO<120.Daily<0.5-oral
Coded intervention:
arm 2
ISO<120.Daily=0.5-oral
Treatment category
Oral isotretinoin
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Outcomes and results

Results

Mucosal or cutaneous
changes (n/N): arm 1
30/30

Mucosal or cutaneous

changes (n/N): arm 2
30/30

Change in mood (n/N):

arm 1
0/30

Change in mood (n/N):

arm 2
3/30

Comments

Cochrane RoB
Tool v2.0

1. Randomisation
Some concerns;no
information
provided

2. Deviation from
intervention
Some concerns;no
information
provided

3. Missing
outcome data
(efficacy)

Low

4. Outcome
measurement
(efficacy)

Some concerns;no
information
provided

5. Selective
reporting

Some concerns;not
reported if trial
protocol was
registered

6. Overall bias
Some concerns
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Study details

Study details

Reference

Khanna, N.Treatment of acne
vulgaris with oral tetracylines.
1993. Indian journal of
dermatology, venerology and
leprology

Trial ID

Khanna 1993

Country

India

Study type

RCT

Source of funding

None (no conflicts of interest).

Analysis method
Intention to treat or
completers analysis
completers

Method of ITT imputation
not reported

Participants

Number completed: arm 2
30

N=44

Characteristics

Sex

mixed

age group

=25 years

age (min/max)

14/24

Inclusion/exclusion criteria
Used validated acne scale
no

Acne scale
Unclear, type of lesion x counts scale

Inclusion details

Males and females with moderately severe
acne (defined when acne lesion score (ALS)
was 30 to 70) and severe acne (defined as
ALS score of more than 70)..Participants who
had taken oral antibiotics were included in the
study after 1 month discontinuation of the
antibiotics.

Exclusion details

Participants with acne conglobata..Pregnant
women or women using oral
contraceptives..Participants with obvious
endocrinopathy.

Number included

Number randomised: arm 1

21

Number randomised: arm 2
23

Number completed: arm 1
15

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

TETRA 500 mg po bid

Intervention: arm 2
MINO 50 mg po bid

Coded intervention:

arm 1
TETRA-oral

Coded intervention:

arm 2
MINO-oral

Treatment category

Oral antibiotics
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Outcomes and results

Results
Thrush/candidiasis
(n/N): arm 1

1/21
Thrush/candidiasis
(n/N): arm 2

1/23
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Comments

Cochrane RoB
Tool v2.0

1. Randomisation
Some concerns;No
detials on methods
2. Deviation from
intervention
High;No blinding;
no ITT

3. Missing
outcome data
(efficacy)
High;Withdrawals
of 23% - some due
to lack of efficacy &
imbalanced
between groups

4. Outcome
measurement
(efficacy)

High;not blinded

5. Selective
reporting

Some concerns;not
reported if trial
protocol was
registered

6. Overall bias
High
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Study details

Study details

Reference

Kim, T. I. A., H. J.,Kang, I.
H.,Jeong, K. H.,Kim, N. I.,Shin,
M. K.Nonablative fractional
laser-assisted daylight
photodynamic therapy with
topical methyl aminolevulinate
for moderate to severe facial
acne vulgaris: Results of a
randomized and comparative
study. 2017. Photodermatology
Photoimmunology and
Photomedicine

Trial ID

Kim 2017

Country

Korea, Republic of

Study type

RCT

Source of funding

Galderma Research &
Development (no conflicts of
interest).

Analysis method

Intention to treat or
completers analysis
completers

Participants

19

N=32

Characteristics

Sex

mixed

age (meanzSD)
24.75%£3.5999999999999996
age (min/max)

19/45

Inclusion/exclusion criteria
Used validated acne scale
no

Acne scale
Investigator's Global Assessment scale (IGA)

Inclusion details

Participants aged between 19 and 45
years..Active acne lesions and Fitzpatrick skin
phototypes Il to 1V; acne severity grade 3 or 4
according to the IGA.

Exclusion details

History of photosensitive disorders..Use of
medications such as oral isotretinoin for 3
months and oral contraceptives or antibiotics
for 4 weeks, topical treatments or facial
procedures for 4 weeks..Pregnant or lactating
women..Participants were prohibited from
using oral or topical medications for treatment
of acne during the study.

Number included

Number randomised: arm 1

16

Number randomised: arm 2
16

Number completed: arm 1
14

Number completed: arm 2
14

Interventions

Interventions
Treatment duration
(weeks)

16

Treatment duration
category

12 to <24 weeks
Treatment intensity
Total 2 sessions, once
every 2 weeks. FU visits
at 2, 6, 10 and 14 wks
after last session.
Number of arms

2

Split face design
No

Intervention: arm 1
MAL 16%-DL PDT

Intervention: arm 2
NAFL + MAL 16%-DL
PDT

Coded intervention:
arm 1

MAL-DL-PDT

Coded intervention:
arm 2

NAFL + MAL-DL-PDT
Treatment category
Energy based (light /
laser)
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Outcomes and results

Results

Skin redness (n/N): arm
1

2/14

Skin redness (n/N): arm
2

0/14

Pigment changes (n/N):
arm 1

1/14

Pigment changes (n/N):
arm 2

1/14

Participant reported
improvement (n/N): arm
1

12/14

Participant reported
improvement (n/N): arm
2

14/14

Comments

Cochrane RoB
Tool v2.0

1. Randomisation
Some concerns;no
information about
allocation
concealment
provided

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;more than 5%
withdrawals -
balanced between
arms

4. Outcome
measurement
(efficacy)

Low

5. Selective
reporting

Some concerns;not
reported if trial
protocol was
registered

6. Overall bias
High
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Study details

Study details
Reference

Kuhiman, D. S. C., J. P.A
comparison of clindamyecin
phosphate 1 percent topical
lotion and placebo in the
treatment of acne vulgaris.

1986. Cutis

Trial ID

Kuhlman 1986
Country

United States

Study type

RCT

Source of funding
Not reported.
Analysis method
Intention to treat or
completers analysis
completers

Participants

N=35

Characteristics

Sex

mixed

age (min/max)

12/30

Inclusion/exclusion criteria
Used validated acne scale
no

Acne scale
None

Inclusion details

Men and women aged 12 to 30
years..Moderate to severe acne vulgaris
defined as 12 to 70 inflammatory papules and
no more than 6 cystic lesions on the face
above the jawline.

Exclusion details

Participants sensitive to clindamycin..Pregnant
or nursing women..Participants with chronic
bowel disease or frequent periodic
diarrhoea..Participants requiring additional
acne treatment, those who had received
systemic antibiotics, steroids, or androgens
within the past 30 days or topical acne
medications within the past 14 days, and
participants who had started or stopped using
oral contraceptives in the past 60 days.
Number included

Number randomised: arm 1

na

Number randomised: arm 2
na

Number completed: arm 1
21

Number completed: arm 2
14

Outcomes and results

Results
Skin irritation (n/N):

Interventions

Interventions
Treatment duration

(weeks) arm 1

12 2

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

12 to <24 weeks 0

Number of arms Skin irritation (n/N):
2 arm 1

Split face design 21

No Skin irritation (n/N):
Intervention: arm 1 arm 2

CLIND 1% lotion 14

Intervention: arm 2

Vehicle

Coded intervention:

arm 1

CLIND-topical

Coded intervention:

arm 2

Vehicle

Treatment category
Topical or combination

Comments

Cochrane RoB
Tool v2.0

1. Randomisation
Some concerns;no
information
provided

2. Deviation from
intervention
Some
concerns;double-
blinded but not
clear who was
blinded

3. Missing
outcome data
(efficacy)
High;not reported
how many
participants were
randomised to
each arm; not
reported how many
withdrew

4. Outcome
measurement
(efficacy)

Some concerns;not
reported if
assessment of
outcome was
blinded

5. Selective
reporting

Some concerns;not
reported if trial
protocol was
registered

6. Overall bias
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Study details

Study details
Reference

Lassus, A. J., T.,Lauharanta,
J.Motretinide versus benzoyl
peroxide in the treatment of

acne vulgaris. 1984.
Dermatologica

Trial ID

Lassus 1984
Country

Finland

Study type

RCT

Source of funding
Not reported.
Analysis method
Intention to treat or
completers analysis
completers

Study details
Reference

Leyden, J. J. S., V.,Berk, D.
R.,Kaoukhov, A.Efficacy and
Safety of Sarecycline, a Novel,
Once-Daily, Narrow Spectrum

Participants

N=30

Characteristics

Sex

mixed

age (other information)

no age data reported
Inclusion/exclusion criteria
Used validated acne scale
no

Acne scale

None

Inclusion details
Participants diagnosed with acne vulgaris of
the papulopustular type.
Exclusion details

Not reported.

Number included

Number randomised: arm 1
15

Number randomised: arm 2
15

Number completed: arm 1
13

Number completed: arm 2
13

N=285

Characteristics

Sex

mixed

age (meanzSD)
20.1676056338028+6.7286646771969361

Interventions

Interventions
Treatment duration
(weeks)

8

Treatment duration
category

6 to <12 weeks
Number of arms

2

Split face design
No

Intervention: arm 1
motretinide 1% cream
Intervention: arm 2
BPO 5% gel

Coded intervention:
arm 1

MOT -topical

Coded intervention:
arm 2

BPO-topical
Treatment category

Topical or combination

Interventions
Treatment duration
(weeks)

12

Treatment duration
category
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Outcomes and results

Results

Skin irritation (n/N):
arm 1

1

Skin irritation (n/N):
arm 2

11

Skin irritation  (n/N):
arm 1

15

Skin irritation  (n/N):
arm 2

15

Results

Gl side effects (n/N):
arm 1

6/76

Gl side effects (n/N):
arm 2

Comments

High

Cochrane RoB
Tool v2.0

1. Randomisation
Some concerns;no
information
provided

2. Deviation from
intervention
High;open label;
not reported if ITT
analysis was done
3. Missing
outcome data
(efficacy)
High;13%
withdrawals -
balanced between
arms; no ITT

4. Outcome
measurement
(efficacy)
High;open-labeled
5. Selective
reporting

Some concerns;not
reported if trial
protocol was
registered

6. Overall bias
High

Cochrane RoB
Tool v2.0

1. Randomisation
Some concerns;no
information
provided
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Study details

Antibiotic for the Treatment of
Moderate to Severe Facial
Acne Vulgaris: Results of a
Phase 2, Dose-Ranging Study.
2018. Journal of Drugs in
Dermatology: JDD

Trial ID

Leyden 2018

Country

United States

Study type

RCT

Source of funding

Allergan plc, Ireland (conflicts
of interest reported).
Analysis method

Intention to treat or
completers analysis

ITT

Method of ITT imputation
LOCF?

Participants

age (other information)

age data reported for 284 participants as 1
person in PL group withdrew consent and did
not have post-baseline efficacy assessment
Inclusion/exclusion criteria

Used validated acne scale

no

Acne scale
Investigator's Global Assessment scale (IGA)

Inclusion details

Males and females aged 12 to 45
years..Moderate to severe facial acne vulgaris
characterised by 20 to 50 inflammatory
lesions, 30 to 100 non-inflammatory lesions,
and no more than 2 facial nodules. IGA
baseline score of 3 ('moderate’) or 4
(‘'severe')..Body weight between 52 kg and 88
kg at screening..Participants receiving
prohibited medications entered an appropriate
washout period prior to screening
procedures..Females of childbearing potential
had to have a negative urine pregnancy test
and use of an effective method of
contraception.

Exclusion details

Use of other acne treatments, excessive sun
exposure, and tanning booths..Participants
with dermatologic conditions of the face or
facial hair that could interfere with clinical
assessments of acne, facial
sunburn..Prolonged Fridericia's corrected QT
interval (>450 msec) on

electrocardiogram..Allergy to tetracycline-class

antibiotics or any component in the study
drug..Pseudomembranous colitis or an
antibiotic-associated colitis, cancer within the
previous 6 months, or hepatitis, liver damage,
or renal impairment.

Interventions

12 to <24 weeks
Number of arms

4

Split face design
No

Intervention: arm 1
SAR 0.75 mg/kg
Intervention: arm 2
SAR 1.5 mg/kg
Intervention: arm 3
SAR 3.0 mg/kg
Intervention: arm 4
PL

Coded intervention:

arm 1
SARE-oral

Coded intervention:

arm 2
SARE-oral

Coded intervention:

arm 3
SARE-oral

Coded intervention:

arm 4
PLC-oral

Treatment category

Oral antibiotics

Outcomes and results
1/70

Gl side effects (n/N):
arm 3

2/66

Gl side effects (n/N):
arm 4

4/73

Comments

2. Deviation from
intervention
Low;double-
blinded:; likely
participant-blinded,;
a modified ITT was
done

3. Missing
outcome data
(efficacy)

Some
concerns;14%
discontinued -
balanced between
arms; ITT used

4. Outcome
measurement
(efficacy)

Some concerns;not
reported if
assessment of
outcome was
blinded

5. Selective
reporting
High;Some of the
specified outcomes
in the protocol not
reported

6. Overall bias
High
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Study details

Study details

Reference

Mei, X. S., W.,Piao,

Y .Effectiveness of
photodynamic therapy with
topical 5-aminolevulinic acid
and intense pulsed light in

Chinese acne vulgaris patients.

2013. Photodermatology
Photoimmunology and
Photomedicine

Trial ID

Mei 2013

Country

China

Study type

RCT

Source of funding

Not reported (no conflicts of

Participants

Number included

Number randomised: arm 1
76

Number randomised: arm 2
70

Number randomised: arm 3
66

Number randomised: arm 4
73

Number completed: arm 1
64

Number completed: arm 2
60

Number completed: arm 3
57

Number completed: arm 4
64

N=41

Characteristics

Sex

mixed

age (mean+SD)
24

Inclusion/exclusion criteria
Used validated acne scale
no

Acne scale

Global Acne Severity Scale (GEA Scale)

Inclusion details
Chinese patients aged over 18

years..Participants with II-IV facial ache
according to Pillsbury grade and Fitzpatrick

skin type 11-IV.
Exclusion details

Participants exposed to systemic retinoid
treatment in the last 6 months, systemic

Interventions

Interventions

Treatment intensity
Total 4 sessions, once

every week.

Assessments 1-wk after
each session so have
assumed endpoint is at

4th treatment (see
tablel)

Number of arms

2

Split face design
No

Intervention: arm 1
5ALA 10%-IPL-PDT
Intervention: arm 2
IPL-PT + Vehicle

Coded intervention:

arm 1

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

Results

Skin redness (n/N): arm
1

3/21

Skin redness (n/N): arm
2

0/20

Skin irritation (n/N):
arm 1

21/21

Skin irritation (n/N):
arm 2

20/20
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Comments

Cochrane RoB
Tool v2.0

1. Randomisation
High;Allocation not
concealed

2. Deviation from
intervention
Low;Participants &
investigators
blinded

3. Missing
outcome data
(efficacy)

Low;No withrawals
/ loss to follow-up.
4. Outcome
measurement
(efficacy)
Low;Assessor
blinded
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Study details

interest).

Analysis method
Intention to treat or
completers analysis

ITT

Method of ITT imputation
not reported

Study details

Reference

Miller, J. A. W., F. T.,Dowd, P.
M.Anti-androgen treatment in
women with acne: A controlled
trial. 1986b. British Journal of
Dermatology

Trial ID

Miller 1986b

Country

United Kingdom

Study type

RCT

Source of funding

Schering Chemicals Ltd.
Analysis method

Intention to treat or
completers analysis
completers

Participants

antibiotics treatment or contraceptive and
photosensitive drugs in the previous month,
local acne drug treatment in the last 2
weeks..Participants with a tendency to form
keloids or with a history of
photosensitivity..Pregnant or breastfeeding
women.

Number included

Number randomised: arm 1

21

Number randomised: arm 2

20

Number completed: arm 1

21

Number completed: arm 2

20

N=90

Characteristics

Sex

female

age (min/max)

16/36

age (other information)

CPA/EE mean age=24.2 (range 18-34);
NOR/EE mean age 24.2 (range 18-36); CPA
mean age=22.8 (range 16-30)
Inclusion/exclusion criteria

Used validated acne scale

no

Acne scale

Leeds Grading Scale, Cunliffe

Inclusion details

Women aged between 16 and 36
years..Moderate to severe acne (graded
according to Burke & Cunliffe, 1984)..Any
acne medication (other than contraceptive pill)
stopped 6 weeks prior to study participation.

Interventions
5ALA-IPL-PDT

Coded intervention:
arm 2
IPL + Vehicle

Treatment category
Energy based (light /
laser)

Interventions
Treatment duration
(weeks)

26

Treatment duration
category

24+ weeks

Number of arms

3

Split face design

No

Intervention: arm 1
CPA 2mg/EE 0.05 mg
(days 5-25) + PL (days 5-
14)

Intervention: arm 2
NOR 1mg/EE 0.05mg
(days 5-25) + PL (days 5-
14)

Intervention: arm 3
CPA 50mg (days 5-14),
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Outcomes and results

Results

Breast tenderness
(n/N): arm 1

5/26

Breast tenderness
(n/N): arm 2

3/24

Breast tenderness
(n/N): arm 3

4/26

Sexual dysfunction
(n/N): arm 1

0/26

Sexual dysfunction
(n/N): arm 2

1/24

Sexual dysfunction
(n/N): arm 3

1/26

Change in mood (n/N):

arm 1

Comments

5. Selective
reporting

Some concerns;not
reported if trial
protocol was
registered

6. Overall bias
High

Cochrane RoB
Tool v2.0

1. Randomisation
Some concerns;no
information
provided

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;Withdrawal
imbalanced
between groups



DRAFT FOR CONSULTATION

Management options for moderate to severe ache — pairwise comparisons

Study details

Study details
Reference

Moore, A. G., L. J.,Bruce,
S.,Sadick, N.,Tschen,

E.,Werschler, P.,Cook-Bolden,
F. E.,.Dhawan, S. S.,Forsha,
D.,Gold, M. H.,et al.,Once-

Daily Oral Sarecycline 1.5
mg/kg/day Is Effective for
Moderate to Severe Acne
Vulgaris: results from Two

Identically Designed, Phase 3,
Randomized, Double-Blind
Clinical Trials. 2018. Journal of

drugs in dermatology
Trial ID
Moore 2018;Trial 1

Participants

Oral contraception was continued until the
commencement of the trial.

Exclusion details

Participants with medical contraindications to
the study treatment..Current smokers (more
than 5 cigarettes daily).

Number included

Number randomised: arm 1

28

Number randomised: arm 2

32

Number randomised: arm 3

30

Number completed: arm 1

24

Number completed: arm 2

26

Number completed: arm 3

26

N=968

Characteristics

Sex

mixed

age (other information)

SAR mean age=19.6 (range 10-45); PL mean
age=19.8 (range 10-45)

Inclusion/exclusion criteria

Used validated acne scale

no

Acne scale

Investigator's Global Assessment scale (IGA)
Inclusion details

Participants aged 9 to 45 years, weighing 33
to 136 kg..Score of 3 (moderate) or 4 (severe)
on the IGA scale for inflammatory lesions of

Interventions

then EE 0.05 mg (days 5-
25)

Coded intervention:
arm 1

CPA-oral + EE-oral +
PLC-oral

Coded intervention:
arm 2

NOR-oral + EE-oral +
PLC-oral

Coded intervention:
arm 3

CPA-oral + EE-oral

Treatment category
Hormonal contraceptives
/ Hormone-modifying
agents

Interventions
Treatment duration
(weeks)

12

Treatment duration
category

12 to <24 weeks
Number of arms

2

Split face design
No

Intervention: arm 1
SAR 1.5 mg/kg

Intervention: arm 2
PL

Coded intervention:

Outcomes and results
3/26

Change in mood (n/N):
arm 2

3/24

Change in mood (n/N):
arm 3

3/26

Breakthrough bleeding
(n/N): arm 1

2/26

Breakthrough bleeding
(n/N): arm 2

3/24

Breakthrough bleeding
(n/N): arm 3

4/26

Results

Gl side effects (n/N):
arm 1

22/481

Gl side effects (n/N):
arm 2

12/483
Thrush/candidiasis
(n/N): arm 1

3/481
Thrush/candidiasis
(n/N): arm 2

0/483

Comments

(more in Diane and
placebo arm) and
more than 5%

4. OQutcome
measurement
(efficacy)

Some concerns;not
reported if
assessment of
outcome was
blinded

5. Selective
reporting

Some concerns;not
reported if trial
protocol was
registered

6. Overall bias
High

Cochrane RoB
Tool v2.0

1. Randomisation
Some concerns;no
information
provided

2. Deviation from
intervention
Low;double-
blinded -
participants were
likely blinded; ITT
analysis was done
3. Missing
outcome data
(efficacy)

Some
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Study details

Country

United States

Study type

RCT

Source of funding
Allergan plc, Ireland (conflicts
of interest reported).
Analysis method
Intention to treat or
completers analysis
ITT

Method of ITT imputation
MI (no other details reported)

Study details

Reference

Moore, A. G., L. J.,Bruce,
S.,Sadick, N.,Tschen,
E.,Werschler, P.,Cook-Bolden,
F. E..Dhawan, S. S.,Forsha,

Participants

acne; 20 to 50 inflammatory and =100 non-
inflammatory lesions, and =2 nodules.
Exclusion details

Dermatologic condition or facial hair, any
chronic illness interfering with study
assessment, allergy or resistance to
tetracyclines, drug-induced acne, hormonal
contraceptive initiation, systemic retinoids,
systemic corticosteroids, androgens, or anti-
androgens within 12 weeks prior to study.
Number included

Number randomised: arm 1

483

Number randomised: arm 2
485

Number completed: arm 1
420

Number completed: arm 2
405

N=1034

Characteristics

Sex

mixed

age (other information)

SAR mean age=20.4 (range 9-44); PL mean

Interventions

arm 1
SARE-oral

Coded intervention:

arm 2

PLC-oral

Treatment category
Oral antibiotics

Interventions
Treatment duration
(weeks)

12

Treatment duration
category

Acne vulgaris: evidence reviews for management options for moderate to severe acne —
pairwise comparisons DRAFT (December 2020)

Outcomes and results

Results

Gl side effects (n/N):

arm 1
10/513

Gl side effects (n/N):

arm 2

Comments

concerns;Discontin
uations 15% -
balanced between
arms; few due
inefficacy

4. OQutcome
measurement
(efficacy)

Some concerns;not
reported if
assessment of
outcome was
blinded

5. Selective
reporting

Some
concerns;Some of
the specified
outcomes in the
protocol not
reported; report
used IGA success
for facial acne
defined as a =2-
point decrease
from baseline and
a score of 0 (clear)
or 1 (almost clear)
- differs from the
protocol

6. Overall bias
Some concerns

Cochrane RoB
Tool v2.0

1. Randomisation
Some concerns;no
information
provided
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Study details

D.,Gold, M. H.,et al.,Once-
Daily Oral Sarecycline 1.5
mg/kg/day Is Effective for
Moderate to Severe Acnhe
Vulgaris: results from Two
Identically Designed, Phase 3,
Randomized, Double-Blind
Clinical Trials. 2018. Journal of
drugs in dermatology

Trial ID

Moore 2018;Trial 2

Country

United States

Study type

RCT

Source of funding

Allergan plc, Ireland (conflicts
of interest reported).
Analysis method

Intention to treat or
completers analysis

ITT

Method of ITT imputation
MI (no other details reported)

Participants

age=19.7 (range 10-44)

Inclusion/exclusion criteria

Used validated acne scale

no

Acne scale

Investigator's Global Assessment scale (IGA)
Inclusion details

Participants aged 9 to 45 years, weighing 33
to 136 kg..Score of 3 (moderate) or 4 (severe)
on the IGA scale for inflammatory lesions of
acne; 20 to 50 inflammatory and =100 non-
inflammatory lesions, and =2 nodules.

Exclusion details

Dermatologic condition or facial hair, any
chronic iliness interfering with study
assessment, allergy or resistance to
tetracyclines, drug-induced acne, hormonal
contraceptive initiation, systemic retinoids,
systemic corticosteroids, androgens, or anti-
androgens within 12 weeks prior to study.
Number included

Number randomised: arm 1

519

Number randomised: arm 2
515

Number completed: arm 1
433

Number completed: arm 2
444

Interventions

12 to <24 weeks
Number of arms

2

Split face design
No

Intervention: arm 1
SAR 1.5 mg/kg
Intervention: arm 2
PL

Coded intervention:

arm 1
SARE-oral

Coded intervention:

arm 2
PLC-oral

Treatment category

Oral antibiotics
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Outcomes and results
5/513
Thrush/candidiasis
(n/N): arm 1

1/513
Thrush/candidiasis
(n/N): arm 2

0/513

Comments

2. Deviation from
intervention
Low;double-
blinded -
participants were
likely blinded; ITT
analysis was done
3. Missing
outcome data
(efficacy)

Some
concerns;Discontin
uations 15% -
balanced between
arms; few due
inefficacy

4. Outcome
measurement
(efficacy)

Some concerns;not
reported if
assessment of
outcome was
blinded

5. Selective
reporting

Some
concerns;Some of
the specified
outcomes in the
protocol not
reported; report
used IGA success
for facial acne
defined as a =2-
point decrease
from baseline and
a score of 0 (clear)
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Study details

Study details

Reference

Pariser, D. M. T., D. M.,Clark,
S. D.,Jones, T. M,,Liu,
Y.,Graeber, M.The efficacy and
safety of adapalene gel 0.3%
in the treatment of acne
vulgaris: A randomized,
multicenter, investigator-
blinded, controlled comparison
study versus adapalene gel
0.1% and vehicle. 2005. Cutis
Trial ID

Pariser 2005

Country

United States

Study type

RCT

Source of funding
Galderma Research &
Development (conflicts of
interest reported).
Analysis method
Intention to treat or
completers analysis
ITT

Method of ITT imputation
baseline assigned?

Participants

N=214

Characteristics

Sex

mixed

age (meanzSD)

17.3+5.07

age (median)

16

age (min/max)

12/45

Inclusion/exclusion criteria

Used validated acne scale

yes

Acne scale

Leeds Revised Grading Scale

Inclusion details

Participants aged 12 to 40 years..Moderate to
moderately severe acne vulgaris; minimum of
20 inflammatory facial lesions (not >2
nodules/cysts), 20 non-inflammatory facial
lesions; global facial severity grade 4 to 10
according to the Leeds Revised Acne Grading
System..Washout periods for certain topical
and systemic treatments were
required..Negative urine pregnancy test results
required at screening and at the final visit for
women of childbearing potential.

Exclusion details

Not reported.

Number included

Number randomised: arm 1

70

Interventions Outcomes and results

Interventions Results

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

12 16/70

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

12 to <24 weeks 13/70

Number of arms Skin irritation (n/N):

3 arm 3
Split face design 0/74
No

Intervention: arm 1
ADAP 0.3% gel
Intervention: arm 2
ADAP 0.1% gel
Intervention: arm 3
Vehicle

Coded intervention:
arm 1

ADAP-topical
Coded intervention:
arm 2

ADAP-topical
Coded intervention:
arm 3

Vehicle

Treatment category
Topical retinoids
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Comments

or 1 (almost clear)
- differs from the
protocol

6. Overall bias
Some concerns

Cochrane RoB
Tool v2.0

1. Randomisation
Some
concerns;reported
only that
medication was
dispensed by a
third party to
protect blinding

2. Deviation from
intervention
Some concerns;not
reported if
participants were
blinded; ITT
analysis was done
3. Missing
outcome data
(efficacy)

Some
concerns;Withdraw
al imbalanced
between groups
(21% in the
adapalene gel
0.3% arm, only 7%
in the adapalene
0.1% gel arm )

4. Outcome
measurement
(efficacy)
Low;investigator-
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Study details

Study details

Reference

Pariser, D. M. R., P.,Cook-
Bolden, F. E.,Korotzer, A.An
aqueous gel fixed combination
of clindamycin phosphate 1.2%
and benzoyl peroxide 3.75%
for the once-daily treatment of
moderate to severe acne
vulgaris. 2014. Journal of
Drugs in Dermatology

Trial ID

Pariser 2014

Country

United States

Study type

RCT

Source of funding
Valeant Pharmaceuticals North
America LLC.
Analysis method
Intention to treat or
completers analysis
ITT

Method of ITT imputation
MI MCMC

Participants

Number randomised: arm 2
70

Number randomised: arm 3
74

Number completed: arm 1
55

Number completed: arm 2
65

Number completed: arm 3
62

N=498

Characteristics

Sex

mixed

age (mean+SD)

18.7+5.82

age (median)

17

age (min/max)

12/40

age (other information)

Sig. diff (p=0.02) between age of groups
Inclusion/exclusion criteria
Used validated acne scale
no

Acne scale
Evaluator's Global Severity Scale (EGSS)

Inclusion details

Males and females of any race and ethnicity,
aged 12 to 40 years..Moderate to severe acnhe
vulgaris (a score of 3 or 4 on the Global
Severity Score (EGSS), presenting with 20 to
40 inflammatory lesions (papules, pustules,
and nodules), 20 to 100 non-inflammatory
lesions (open and closed comedones), and =2
nodules..Women of childbearing age were

Interventions Outcomes and results

Results
Participant reported

Interventions
Treatment duration

(weeks) improvement (n/N): arm
12 1

Treatment duration 169/253

category Participant reported

12 to <24 weeks improvement (n/N): arm
Number of arms 2

2 101/245

Split face design

No

Intervention: arm 1
BPO 3.75%/CLIND 1.2%
gel

Intervention: arm 2
Vehicle

Coded intervention:
arm 1

BPO-topical + CLIND-
topical

Coded intervention:
arm 2

Vehicle

Treatment category
Topical or combination

Acne vulgaris: evidence reviews for management options for moderate to severe acne —
pairwise comparisons DRAFT (December 2020)

116

Comments
blinded

5. Selective
reporting

Some concerns;not
reported if trial
protocol was
registered

6. Overall bias
High

Cochrane RoB
Tool v2.0

1. Randomisation
Some
concerns;insufficie
nt information
provided on
allocation
concealment

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

3. Missing
outcome data
(efficacy)

Some
concerns;Withdraw
al imbalanced
between groups,
&>5%

4. Outcome
measurement
(efficacy)

Low

5. Selective



DRAFT FOR CONSULTATION

Management options for moderate to severe ache — pairwise comparisons

Study details

Study details

Reference

Pariser, D. M. E., L.
F.,Bukhalo, M.,Waterman,
G.,Jarratt, M.,Bhatia,

A.,Greenstein, D.,Hamzauvi,
F.,Kantor, J.,Speelman, P.

N.,Murakawa, G. J.,Tichy,
E.,Zaengelin, A.,Frankel,

E.,Werschler, W.Photodynamic

therapy with methyl
aminolaevulinate 80 mg

Participants

required to have a negative urine pregnancy
test and to agree to use an effective form of
contraception during the study period..A
washout period of up to 1 month was required
for participants who used previous prescription
and over-the-counter acne treatments
(including, topical (face) and systemic
treatments: topical astringents and abrasives
(1 week); topical anti-acne products, including
soaps containing antimicrobials, and known
comedogenic products (2 weeks); topical
retinoids, retinol, and systemic acne
treatments (4 weeks); and systemic retinoids
(6 months).

Exclusion details

Not reported.

Number included

Number randomised: arm 1

253

Number randomised: arm 2

245

Number completed: arm 1

234

Number completed: arm 2

213

N=153

Characteristics

Sex

mixed

age (min/max)

12/36

age (other information)

MAL-PDT median age=17 (range 12-36), <18
years-old, n=59; Vehicle median age=17
(range 12-35), <18 years-old, n=31
Inclusion/exclusion criteria

Used validated acne scale

Interventions

Interventions
Treatment intensity
Total 4 sessions, once
every 2 weeks. Endpoint
is 6-wks after last
treatment.

Number of arms

2

Split face design
No

Intervention: arm 1
MAL 8%-RED-PDT

Outcomes and results

Results

Skin redness (n/N): arm
1

4/100

Skin redness (n/N): arm
2

0/53

Pigment changes (n/N):
arm 1

2/100

Pigment changes (n/N):
arm 2

Comments
reporting

Some concerns;not
reported if trial
protocol was
registered

6. Overall bias
Some concerns

Cochrane RoB
Tool v2.0

1. Randomisation
Low

2. Deviation from
intervention
Low;double-
blinded; according
to the study
protocol it is
quadruple-blinded
(participant, care

g<sup>-1</sup> for severe
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Study details

facial acne vulgaris: A
randomized vehicle-controlled
study. 2016. British Journal of
Dermatology

Trial ID

Pariser 2016

Country

United States

Study type

RCT

Source of funding
Photocure ASA, Norway
(conflicts of interest reported).
Analysis method
Intention to treat or
completers analysis
ITT

Method of ITT imputation
LOCF

Participants
no

Acne scale

Investigator's Global Assessment scale (IGA)
Inclusion details

Males and females aged 12 to 35
years..Severe facial acne vulgaris (defined by
an IGA rating score of 4); 27 to 75
inflammatory lesions (papules, pustules and
no more than 3 nodules) and 20 to 100 non-
inflammatory lesions (open and closed
comedones) on the face; Fitzpatrick skin types
| to VI. Confirmed using standardised clinical
photographs. Females of childbearing
potential were required to use appropriate
contraception (same product and dose if using
an oral contraceptive) for at least 14 days
before the first treatment and during the study.
Exclusion details

Participants with acne conglobata, acne
fulminans, secondary acne, melanoma or
dysplastic naevi in the treatment area..Facial
har that might interfere with study
assessments..Participants with porphyria,
cutaneous photosensitivity or known allergy to
methyl aminolaevulinate, components of the
cream or similar photosensitisers..Participants
with moderate-to-very-severe facial acne
scarring..Pregnant or nursing
females..Systemic acne treatment (oral
antibiotics within 1 month or oral isotretinoin
within 6 months); topical treatments (other
than medicated cleansers) within 14 days;
facial procedures (for example, dermabrasion,
chemical or laser peels); exposure to
ultraviolet radiation (other than sunlight) within

1 month and concomitant hormonal therapy for

acne were prohibited.
Number included

Interventions

Intervention: arm 2
Vehicle-RED-PDT

Coded intervention:

arm 1
MAL-RED-PDT

Coded intervention:

arm 2

Vehicle + RED
Treatment category
Energy based (light /
laser)
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Outcomes and results
0/53

Comments
provider,
investigator,
outcomes
assessor); ITT
analysis was done
3. Missing
outcome data
(efficacy)

Some
concerns;16%
withdrawals -
imbalanced
between arms as
12 out of 17 in the
active arm
discontinued due
to adverse events
and none in the
other arm

4. Outcome
measurement
(efficacy)

Low

5. Selective
reporting

Low

6. Overall bias
Some concerns
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Study details

Study details

Reference

Parsad, D. P., R.,Nagpal,
R.,Negi, K. S.Azithromycin
monthly pulse vs daily
doxycycline in the treatment of
acne vulgaris. 2001. Journal of
Dermatology

Trial ID

Parsad 2001

Country

India

Study type

RCT

Source of funding

Not reported.

Analysis method
Intention to treat or
completers analysis

ITT

Method of ITT imputation
Unclear

Participants

Number randomised: arm 1
100

Number randomised: arm 2
53

Number completed: arm 1
83

Number completed: arm 2
46

N=60

Characteristics

Sex

mixed

age (min/max)

16

age (other information)

no other data on age reported
Inclusion/exclusion criteria
Used validated ache scale
no

Acne scale

Leeds Grading Scale, Cunliffe

Inclusion details

Participants with moderate to severe acne
(grade 2 to 8) on the Burke & Cunliffe scale.

Exclusion details
Participants aged <16 years of

age..Participants with sensitivity to any drugs
used in the study..Women who were pregnant,
planning pregnancy, or nursing a child.

Number included
Number randomised: arm 1
30

Number randomised: arm 2

Interventions Outcomes and results

Interventions Results

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

12 3/22

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

12 to <24 weeks 4/28

Number of arms

2

Split face design

No

Intervention: arm 1
DOXY 100mg + TRET
0.05% cream
Intervention: arm 2
AZITH 500 mg + TRET
0.05% cream

Coded intervention:
arm 1

DOXY-oral + TRET-
topical

Coded intervention:
arm 2

AZITH-oral + TRET-
topical

Acne vulgaris: evidence reviews for management options for moderate to severe acne —
pairwise comparisons DRAFT (December 2020)

119

Comments

Cochrane RoB
Tool v2.0

1. Randomisation
Some concerns;no
information
provided

2. Deviation from
intervention
Some concerns;not
reported if
investigators/partici
pants were
blinded; ITT
analysis was done
3. Missing
outcome data
(efficacy)

Some
concerns;17%
withdrawals -
imbalanced
between arms
(more in the 100
mg doxycycline +
topical 0.05%
tretinoin cream
arm)

4. Outcome
measurement
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Study details

Study details

Reference

Richter, J. R. B., M. T.,De
Boulle, Klvm,Degreef, H.
J.,Poli, F.Efficacy of a fixed
clindamycin phosphate 1.2%,
tretinoin 0.025% gel
formulation (Velac) in the
topical control of facial acne
lesions. 1998a. Journal of
dermatological treatment
Trial ID

Richter 1998a

Country

Europe

Study type

RCT

Source of funding

Not reported.

Analysis method
Intention to treat or
completers analysis

ITT

Participants
30

Number completed: arm 1
22

Number completed: arm 2
28

N=161

Characteristics

Sex

mixed

age (mean+SD)

19.7+2.9

age (min/max)

14/26

Inclusion/exclusion criteria
Used validated acne scale
no

Acne scale

Cook

Inclusion details

Outpatients aged 14 to 26 years..Facial acne
(severity grades of 3 and higher according to
the modified scoring scale of Cook).
Exclusion details

Use of tretinoin, topical or systemic antibiotics,
irritants or hormonal treatments in the 4 weeks
prior to study commencement..Skin disorders
likely to affect drug absorption or disorders
requiring medical treatment within 5 days prior

Interventions

Interventions
Treatment duration
(weeks)

12

Treatment duration
category

12 to <24 weeks
Number of arms

2

Split face design
No

Intervention: arm 1
CLIND 1.2%/TRET
0.025% gel
Intervention: arm 2
TRET 0.025% gel

Coded intervention:

arm 1

CLIND-topical + TRET-

topical

Coded intervention:

arm 2
TRET-topical
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Outcomes and results

Results

Skin irritation (n/N):
arm 1

5

Skin irritation (n/N):
arm 2

3

Skin irritation  (n/N):
arm 1

72

Skin irritation  (n/N):
arm 2

73

120

Comments

(efficacy)

Some concerns;not
reported if
assessment of
outcome was
blinded

5. Selective
reporting

Some concerns;not
reported if trial
protocol was
registered

6. Overall bias
High

Cochrane RoB
Tool v2.0

1. Randomisation
Some concerns;no
information
provided

2. Deviation from
intervention
Low;double-
blinded - likely that
participants were
blinded; ITT
analysis was done
3. Missing
outcome data
(efficacy)

Some
concerns;more
than 5%
withdrawals in one
arm, mainly due to
adverse effects

4. Outcome
measurement
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Study details

Method of ITT imputation
not reported

Study details

Reference

Sami, N. A. A, A. T.,Badawi,
A. M.Phototherapy in the
treatment of acne vulgaris.
2008. Journal of drugs in
dermatology

Trial ID

Sami 2008

Country

Egypt

Study type

RCT

Source of funding

Not reported.

Analysis method
Intention to treat or
completers analysis

ITT

Participants

to study start..Known or suspected
hypersensitivity to the agents in CTG or

related compounds..History of serious allergic

reactions to drug treatment..Pregnancy,

lactation and/or use of oral contraceptives with

a specific anti-androgenic action or any oral
contraceptive treatment started within 3
months prior to study commencement.
Number included

Number randomised: arm 1

81

Number randomised: arm 2

80

Number completed: arm 1

69

Number completed: arm 2

69

N=45

Characteristics

Sex

mixed

age (mean+SD)

29

age (min/max)

20/38

Inclusion/exclusion criteria

Used validated acne scale

no

Acne scale

Burton

Inclusion details

Males and females with moderate to severe
facial acne according to Burton classification.
Exclusion details

Participants with a history of topical acne
treatment or systemic antibiotics within the
past 2 weeks, or use of systemic steroids,

Interventions

Treatment category
Topical or combination

Interventions
Treatment duration
(weeks)

4

Treatment duration
category

0 to <6 weeks
Treatment intensity
Trial continued until 90%
lesion clearance
observed but 1-mo data
available. Total sessions
at 1-mo are 4, 4 and 8,
respectively, for PDL (1
session, once a week),
IPL (1 session, once a
week) and BR-LED (2
sessions every week)
groups

Number of arms

Outcomes and results

Results

Pigment changes (n/N):
arm 1

3/15

Pigment changes (n/N):
arm 2

0/15

Pigment changes (n/N):
arm 3

0/15

Participant reported
improvement (n/N): arm
1

15/15

Participant reported
improvement (n/N): arm
2

12/15

Participant reported
improvement (n/N): arm

Comments

(efficacy)

Some concerns;not
reported if
assessment of
outcome was
blinded

5. Selective
reporting

Some concerns;not
reported if trial
protocol was
registered

6. Overall bias
Some concerns

Cochrane RoB
Tool v2.0

1. Randomisation
Some
concerns;methods
not reported

2. Deviation from
intervention
Some
concerns;Not
reported if
participants were
blinded

3. Missing
outcome data
(efficacy)

Some concerns;not
clear iffhow many
participants
discontinued
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Study details

Study details

Reference

Schmidt, N. G., E.
H.Clindamycin 1.2% tretinoin
0.025% gel versus clindamycin
gel treatment in acne patients:
A focus on fitzpatrick skin
types. 2011. Journal of Clinical
and Aesthetic Dermatology
Trial ID

Schmidt 2011

Country

United States

Study type

RCT

Participants

systemic retinoids, or anti-inflammatory drugs
within the past 6 months..History of
photosensitivity..Pregnancy.
Number included

Number randomised: arm 1

15

Number randomised: arm 2

15

Number randomised: arm 3

15

Number completed: arm 1

15

Number completed: arm 2

15

Number completed: arm 3

15

N=2010

Characteristics

Sex

mixed

age (meanzSD)
19.0501492537313+7.2507470119521908
Inclusion/exclusion criteria

Used validated acne scale

no

Acne scale
Evaluator's Global Severity Scale (EGSS)

Inclusion details

Males and females aged over 12 years..Facial
acne vulgaris with 20 to 50 inflammatory
lesions (papules and pustules), 20 to 100 non-

Interventions

3

Split face design
No

Intervention: arm 1
595 nm PDL PT

Intervention: arm 2

Outcomes and results

3
6/15

550 nm-1200 nm IPL PT

Intervention: arm 3
BR-LED PT

Coded intervention:
arm 1

PDL

Coded intervention:
arm 2

IPL

Coded intervention:
arm 3

BR-LED

Treatment category
Energy based (light /
laser)

Interventions
Treatment duration
(weeks)

12

Treatment duration
category

12 to <24 weeks
Number of arms

2

Split face design
No

Intervention: arm 1
CLIND 1.2%/TRET
0.025% gel
Intervention: arm 2
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Results

Skin irritation (n/N):
arm 1

34

Skin irritation (n/N):
arm 2

14

Skin irritation (n/N):
arm 1

1008

Skin irritation (n/N):
arm 2

1002

122

Comments

4. Outcome
measurement
(efficacy)

Low

5. Selective
reporting

Some concerns;not
reported if trial
protocol was
registered

6. Overall bias
Some concerns

Cochrane RoB
Tool v2.0

1. Randomisation
Some concerns;no
information about
allocation
concealment
provided

2. Deviation from
intervention
Some
concerns;double-
blinded but not
clear who was
blinded; ITT
analysis was done
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Study details

Source of funding

Not reported (conflicts of
interest reported).
Analysis method
Intention to treat or
completers analysis
ITT

Method of ITT imputation
LOCF

Study details

Reference

Sklar, J. L. J., C.,Rizer,
R.,Gans, E. H.Evaluation of

Participants

inflammatory lesions (open and closed
comedones), and not more than 2 nodules;
Evaluators Global Severity Score (EGSS) of
moderate or severe..Willing to undergo the
specified washout periods for topical
antibiotics and other topical antibacterial drugs
(2 weeks); facial anti-inflammatory agents and
corticosteroids (4 weeks); retinoids, including
retinol (4 weeks)..Had undergone the specified
washout periods of systemic treatments
including corticosteroids and intramuscular
injections (4 weeks); antibiotics (4 weeks);
other systemic acne treatments (4 weeks);
systemic retinoids (6 months).

Exclusion details

Participated in a similar study within 30 days of
enrolment or participating in another
study..Facial dermatological conditions that
could hinder or obstruct clinical
evaluations..Use of other non-acne topical
medication that could interfere with study
treatment..Pregnant, nursing, planning a
pregnancy, or became pregnant during the
trial..Non-compliance with washout criteria for
topical or systemic treatment.

Number included

Number randomised: arm 1

1008

Number randomised: arm 2
1002

Number completed: arm 1
859

Number completed: arm 2
838

N=94
Characteristics
Sex

Interventions Outcomes and results

CLIND 1.2% gel
Coded intervention:
arm 1

CLIND-topical + TRET-
topical

Coded intervention:
arm 2

CLIND-topical
Treatment category
Topical or combination

Interventions Results

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

13 13
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Comments

3. Missing
outcome data
(efficacy)

Some
concerns;16%
withdrawals -
balanced between
arms (unclear how
many due to
inefficacy); ITT
used

4. Outcome
measurement
(efficacy)

Some concerns;not
reported if
assessment of
outcome was
blinded

5. Selective
reporting

Some concerns;not
reported if trial
protocol was
registered

6. Overall bias
High

Cochrane RoB
Tool v2.0

1. Randomisation
Some concerns;no
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Study details

Triaz 10% Gel and
Benzamycin in acne vulgaris.
1996. Journal of
dermatological treatment
Trial ID

Sklar 1996

Country

United States

Study type

RCT

Source of funding

Not reported.

Analysis method
Intention to treat or
completers analysis
completers

Study details

Participants

mixed

age (min/max)

16/30

Inclusion/exclusion criteria

Used validated acne scale

no

Acne scale

None

Inclusion details

Males and females aged 16 to 30
years..Moderate to moderately severe,
papular-pustular, facial acne vulgaris with a
minimum number of inflamed
lesions..Willingness to co-operate and adhere
to study criteria..Absence of interfering
medical and dermatological conditions and
medications..Absence of pregnancy and
avoidance of interference from oral
contraceptives.

Exclusion details

Not reported.

Number included

Number randomised: arm 1
30

Number randomised: arm 2
32

Number randomised: arm 3
32

Number completed: arm 1
28

Number completed: arm 2
30

Number completed: arm 3
28

N=201

Outcomes and results
Skin irritation (n/N):

Interventions
Treatment duration

category arm 2

12 to <24 weeks 4

Number of arms Skin irritation (n/N):
3 arm 3

Split face design i

No Skin irritation (n/N):
Intervention: arm 1 arm 1

BPO-topical 5%/ ERYTH- 32

topical 3% Skin irritation (n/N):
Intervention: arm 2 arm 2

BPO-topical 10% 30

Intervention: arm 3 Skin irritation  (n/N):
Vehicle arm 3

Coded intervention: 31

arm 1

BPO-topical + ERYTH-

topical

Coded intervention:

arm 2

BPO-topical

Coded intervention:

arm 3

Vehicle

Treatment category

Topical or combination

Interventions Results
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Comments
information
provided

2. Deviation from
intervention
Some
concerns;participa
nts not blinded; ITT
not used

3. Missing
outcome data
(efficacy)

Some
concerns;5%
discontinued

4. OQutcome
measurement
(efficacy)
Low;Investigator
blinded

5. Selective
reporting

Some concerns;not
reported if trial
protocol was
registered

6. Overall bias
Some concerns

Cochrane RoB
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Study details

Reference
Stein Gold, L.,. C., L. E.,

Johnson, L. A., Gottschalk, R.

W.Is switching retinoids a
sound strategy for the

treatment of acne vulgaris?.

2008. Journal of drugs in
dermatology

Trial ID

Stein Gold 2008
Country

United States

Study type

RCT

Source of funding

Not reported (conflicts of
interest reported).
Analysis method
Intention to treat or
completers analysis
ITT

Method of ITT imputation
LOCF

Study details

Participants

Characteristics

Sex

mixed

age (meanzSD)

19

age (other information)

ADAP mean age=18.5; ADAP then TAZ, mean
age=19.4.

Inclusion/exclusion criteria

Used validated acne scale

no

Acne scale

None

Inclusion details

Males and females aged between 12 and 35
years.

.15 to 100 non-inflammatory lesions, at least
20 inflammatory lesions, and no more than 3
nodules.

Exclusion details

Participants with severe nodulocystic
acne..Pregnant, nursing, or planning a
pregnancy during the study..Participants with
facial hair that would interfere with study
assessments..Washout periods <4 weeks for
topical acne treatments or <6 months for
systemic treatment..Participants with other
dermatologic conditions requiring interfering
treatment.

Number included

Number randomised: arm 1

101

Number randomised: arm 2
100

N=494

Interventions
Treatment duration
(weeks)

12

Treatment duration
category

12 to <24 weeks
Number of arms

2

Split face design
No

Intervention: arm 1
ADAP 0.1% gel
Intervention: arm 2

ADAP 0.1% gel for 6
weeks then TAZ 0.1%

cream for 6 weeks

Coded intervention:

arm 1
ADAP-topical

Coded intervention:

arm 2
ADAP-topical / TAZ-
topical

Treatment category

Topical retinoids

Interventions

Acne vulgaris: evidence reviews for management options for moderate to severe acne —
pairwise comparisons DRAFT (December 2020)

Outcomes and results
Skin irritation (n/N):
arm 1

6

Skin irritation (n/N):
arm 2

8

Skin irritation  (n/N):
arm 1

98

Skin irritation  (n/N):
arm 2

100

Results

125

Comments

Tool v2.0

1. Randomisation
Some concerns;no
information
provided

2. Deviation from
intervention
Some concerns;not
reported if
participants were
blinded; ITT
analysis was done
3. Missing
outcome data
(efficacy)
High;more than 5%
withdrawals; not
clear how balanced
between arms; no
reasons reported
4. Outcome
measurement
(efficacy)

Low

5. Selective
reporting

Some concerns;not
reported if trial
protocol was
registered

6. Overall bias
High

Cochrane RoB
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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.RCT

Source of funding
Industry funded. Galderma
Research & Development
(conflicts of interest reported).
Analysis method
Intention to treat or
completers analysis

ITT

Method of ITT imputation
LOFC

Participants

Characteristics

Sex

mixed.mixed

age (meanzSD)

20x7.47

age (median)

17

age (min/max)

12/63

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.

Acne scale

Global Acne Assessment Score (GAAS).
Inclusion details

Moderate to severe inflammatory facial acne,
that is a score of 3 (moderate) or 4 (severe) on
the IGA, the presence of 20 to 100
inflammatory lesions, 30 to 150 non-
inflammatory lesions (including the nose), and

up to 2 nodules on the face..A urine pregnancy

test was required for females at baseline and
throughout the study.

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

Interventions
Treatment duration
(weeks)

12.12

Treatment duration
category

12 to <24 weeks.12 to
<24 weeks

Number of arms

3

Split face design

no

Intervention: arm 1
ADAP 0.3%/BPO 2.5%
gel

Intervention: arm 2
ADAP 0.1%/BPO 2.5%
gel

Intervention: arm 3
Vehicle

Coded intervention:
arm 1

DAPS-topical. ADAP-
topical + BPO-topical
Coded intervention:
arm 2

ADAP-topical + BPO-
topical

Coded intervention:
arm 3

Vehicle

Treatment category
Topical non-retinoids +
other treatment.
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Outcomes and results
Skin irritation (n/N):
arm 1

45/213

Skin irritation (n/N):
arm 2

34/212

Skin irritation (n/N):
arm 3

5/68

Participant reported
improvement (n/N): arm
1

182/204

Participant reported
improvement (n/N): arm
2

na/na

Participant reported
improvement (n/N): arm
3

26/65

126

Comments

Tool v2.0

1. Randomisation
Some
concerns;participa
nts randomised on
a 1:1 ratio and
stratified by sex
using an interactive
voice/web
randomisation
system; methods
not reported for
allocation
concealment;Low
2. Deviation from
intervention
Some
concerns;double-
blind (not reported
if participants were
blinded); ITT
analysis was
done;Low;double-
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



DRAFT FOR CONSULTATION

Management options for moderate to severe ache — pairwise comparisons

Study details

Participants

conditions that required the use of topical or
systemic therapy, and skin abnormalities or
other physical characteristics that could
confound study results. Patients undergoing
topical procedures, such as phototherapy or
use of energy-based devices, or cosmetic
procedures within 1 week of screening and
those using topical acne treatments, including
anti-inflammatory drugs, salicylic acid,
corticosteroids, and retinoids, within 2 weeks
of screening. Participants with acne
conglobata, acne fulminans, nodulocystic
acne, or acne requiring systemic treatment.
Number included

Number randomised: arm 1

213

Number randomised: arm 2
212

Number completed: arm 1
197

Number completed: arm 2
192

Number randomised: arm 3
69

Number completed: arm 3
61

Interventions

Outcomes and results

Comments

due to termination
(serious non-
compliance with
Good Clinical
Practices);Some
concerns;10%
withdrawals -
balanced between
arms; ITT used
4. Outcome
measurement
(efficacy)

Some
concerns;unclear
who was
blinded;Some
concerns;not
reported if
assessment of
outcome was
blinded

5. Selective
reporting

Some
concerns;registere
d 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 participant,
but no results
appear to have
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Study details

Study details

Reference

Stewart, D. M. T., H. M.,Weiss,
J. S.,Plott, R. T.Dose-ranging
efficacy of new once-daily
extended-release minocycline
for acne vulgaris. 2006. Cultis;
cutaneous medicine for the
practitioner

Trial ID

Stewart 2006

Country

United States

Study type

RCT

Source of funding
Not reported (conflicts of
interest reported).
Analysis method
Intention to treat or
completers analysis
ITT

Method of ITT imputation
LOCF

Participants

N=174

Characteristics

Sex

mixed

age (meanzSD)

17.7

age (min/max)

17/19

Inclusion/exclusion criteria
Used validated acne scale
no

Acne scale

None

Inclusion details

Participants aged 12 to 30 years, weighing
between 39.1 kg and 102.3 kg (86 to 225
Ib)..Diagnosed with moderate to severe facial
acne vulgaris; at least 20 and no more than
100 inflammatory facial lesions and <5 facial
nodules or cysts..Females of childbearing
potential must have had a negative urine
pregnancy test result (25 pg/mL sensitivity), be
using contraception and will to continue on
contraception during the study..Participants or
parent/guardian consent provided.

Exclusion details

Participants sensitive to minocycline or any of
the components..Pregnancy..Males with facial
hair..Use of supplements containing
aluminium, calcium, iron, or magnesium, or
vitamin A..Prior history of complicating
illnesses or medications.

Interventions Outcomes and results

Interventions Results

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

12 3/59

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

12 to <24 weeks 2/60

Number of arms Skin irritation (n/N):

3 arm 3

Split face design 1/55

No Gl side effects (n/N):
Intervention: arm 1 arm 1

MINO-oral 2mg/kg/day 14/59

Intervention: arm 2 Gl side effects (n/N):
MINO-oral 3mg/kg/day arm 2

Intervention: arm 3 20/60

PLC-oral Gl side effects (n/N):
Coded intervention: arm 3

arm 1 18/55

MINO-oral

Coded intervention:

arm 2

MINO-oral

Coded intervention:

arm 3

PLC-oral

Treatment category
Oral antibiotics

Comments

been reported;Low
6. Overall bias
High;Some
concerns

Cochrane RoB
Tool v2.0

1. Randomisation
Some
concerns;methods
not reported

2. Deviation from
intervention
Low;double-
blind;ITT

3. Missing
outcome data
(efficacy)
High;>20%
discontinued -
unclear how many
were due to lack of
efficacy - or which
arm they were in
4. Outcome
measurement
(efficacy)
Low;described as
double-blind,
without further
details

5. Selective
reporting

Some concerns;not
reported if trial
protocol was
registered

6. Overall bias
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Study details

Study details

Reference

Strauss, J. S. R., R. P.,Shalita,
A. R.,Konecky, E.,Pochi, P.
E.,Comite, H.,Exner, J.

H.Isotretinoin therapy for acne:

Results of a multicenter dose-
response study. 1984a.
Journal of the American
Academy of Dermatology
Trial ID

Strauss 1984a

Country

United States

Study type

RCT

Source of funding

Not reported.

Analysis method
Intention to treat or
completers analysis
Completers

Participants

Number included

Number randomised: arm 1
59

Number randomised: arm 2
60

Number randomised: arm 3
55

Number completed: arm 1
na

Number completed: arm 2
na

Number completed: arm 3
na

N=141

Characteristics

Sex

mixed

age (other information)
Mean age 23.3,23.1 & 22.2 in the 3 groups (no
SDs reported)
Inclusion/exclusion criteria
Used validated acne scale
no

Acne scale

None

Inclusion details

Participants with treatment-resistant, severe
nodulocystic acne; minimum of 10
inflammatory nodulocystic acne lesions at
least 4 mm in diameter on the face, back, or
chest..Off all treatment for at least 1
month..Female participants were required to
have negative pregnancy test within 2 weeks
prior to starting treatment.

Exclusion details

Not reported.

Interventions

Interventions
Treatment duration
(weeks)

20

Treatment duration
category

12 to <24 weeks
Number of arms

3

Split face design

No

Intervention: arm 1
ISO<120.Daily<0.5 (0.1
mg/kg daily for 140 days)
Intervention: arm 2
ISO<120.Daily=0.5 (0.5
mg/kg daily for 140 days)
Intervention: arm 3
ISO=120.Daily=0.5 (1
mg/kg daily for 140 days)
Coded intervention:
arm 1
ISO<120.Daily<0.5-oral

Outcomes and results

Results

Mucosal or cutaneous
changes (n/N): arm 1
35/46

Mucosal or cutaneous
changes (n/N): arm 2
41/46

Mucosal or cutaneous
changes (n/N): arm 3
46/49

Relapse follow up: arm
1

12

Relapse follow up: arm
2

12

Relapse follow up: arm
3
12

Relapse (n/N): arm 1
19/46

Relapse (n/N): arm 2
9/46

Comments
High

Cochrane RoB
Tool v2.0

1. Randomisation
Some concerns; no
information about
allocation
concealment
provided

2. Deviation from
intervention

High; study was
double-blinded in
the beginning; then
"The protocol
design allowed
participating
participants to be
retreated with
isotretinoin in an
open study
beginning at least
8 weeks after the
completion of the
first course of
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Study details

Study details

Reference

Tanghetti, E. A., W.,Solomon,
B.,Loven, K.,Shalita,

Participants

Number included

Number randomised: arm 1
na

Number randomised: arm 2
na

Number randomised: arm 3
na

Number completed: arm 1
46

Number completed: arm 2
46

Number completed: arm 3
49

N=121
Characteristics
Sex

mixed

Interventions

Coded intervention:
arm 2
ISO<120.Daily=0.5-oral
Coded intervention:
arm 3
ISO=120.Daily=0.5-oral

Treatment category
Oral isotretinoin

Interventions
Treatment duration
(weeks)

12

Outcomes and results

Relapse (n/N): arm 3
5/49

Results

Skin irritation (n/N):
arm 1

11/61

Comments
therapy if optimal
improvement (less
than a 95%
reduction in
lesions) had not
been achieved in
the first course."”
No ITT analysis
was done

3. Missing
outcome data
(efficacy)

Some
concerns;6%
withdrawals in 2
out of 3 arms; no
reasons provided,;
noITT

4. Outcome
measurement
(efficacy)

Some concerns;not
reported if
assessment of
outcome was
blinded

5. Selective
reporting

Some concerns;not
reported if trial
protocol was
registered

6. Overall bias
High

Cochrane RoB
Tool v2.0

1. Randomisation
Some concerns;no
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Study details
A.Tazarotene versus
tazarotene plus
clindamycin/benzoyl peroxide
in the treatment of acne
vulgaris: a multicenter, double-
blind, randomized parallel-
group trial. 2006. Journal of
drugs in dermatology

Trial ID

Tanghetti 2006

Country

United States

Study type

RCT

Source of funding

Not reported (conflicts of
interest reported).
Analysis method
Intention to treat or
completers analysis

ITT

Method of ITT imputation
not reported

Study details
Reference

Participants

age (meanzSD)

20

age (min/max)

12

Inclusion/exclusion criteria

Used validated acne scale

no

Acne scale

None

Inclusion details

Participants aged at least 12 years of age.
Stable moderate to severe facial inflammatory
acne vulgaris (defined as 15 to 60 papules
plus pustules, 10 to 100 comedos, and no
more than 2 nodulocystic lesions with a
maximum diameter of 5 mm). Washout
periods required: 2 weeks for topical acne
treatments, 30 days for systemic antibiotics
and investigational drugs, 12 weeks for
oestrogens/birth control pills if previously used
for <12 weeks, and 6 months for oral retinoids.
Exclusion details

Participants with acne known to be resistant to
oral antibiotics. Pregnancy, breastfeeding or of
childbearing potential and not using reliable
contraception.

Number included

Number randomised: arm 1

61

Number randomised: arm 2
60

Number completed: arm 1
50

Number completed: arm 2
52

N=171
Characteristics

Outcomes and results
Skin irritation (n/N):
arm 2

6/60

Interventions

Treatment duration
category

12 to <24 weeks
Number of arms

2

Split face design

No

Intervention: arm 1
TAZ 0.1% cream +
Vehicle gel
Intervention: arm 2
BPO 5%/CLIND 1% gel +
TAZ 0.1% cream
Coded intervention:
arm 1

TAZ-topical + Vehicle
Coded intervention:
arm 2

BPO-topical + CLIND-
topical + TAZ
Treatment category
Topical retinoids + other
treatment

Results
Skin irritation (n/N):

Interventions
Treatment duration
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Comments

information
provided

2. Deviation from
intervention
Some
concerns;Double
blind but not clear
if participants were
blinded; no ITT

3. Missing
outcome data
(efficacy)
High;Around 20%
discontinued -
insufficient
information on
reasons

4. Outcome
measurement
(efficacy)

Some concerns;not
clear

5. Selective
reporting

Some concerns;not
reported if trial
protocol was
registered

6. Overall bias
High

Cochrane RoB
Tool v2.0
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Study details

Tanghetti, E. D., S.,Green,
L.,Ling, M.,Downie,
J.,.Germain, M. A, Kasteler, J.
S.,Kircik, L.,Oefelein, M.
G.,Draelos, Z.Clinical evidence
for the role of a topical anti-
inflammatory agent in
comedonal acne: Findings
from a randomized study of
dapsone gel 5% in combination
with tazarotene cream 0.1% in
patients with acne vulgaris.
2011. Journal of Drugs in
Dermatology

Trial ID
Tanghetti 2011

Country

United States

Study type

RCT

Source of funding
Allergan Inc (conflicts of
interest reported).
Analysis method
Intention to treat or
completers analysis
ITT

Method of ITT imputation
LOCF

Participants

Sex

mixed

age (meanzSD)

19.8+6.7

age (median)

17.2

age (min/max)

12.1/45.7
Inclusion/exclusion criteria
Used validated acne scale
no

Acne scale

None

Inclusion details

Males or females aged at least 12
years..Stable, non-rapidly progressing facial
acne vulgaris characterised by the presence of
50 to 100 inflammatory lesions (papules,
pustules), 25 to 100 facial non-inflammatory
lesions (open/closed comedones0, no more
than 3 facial nodules and/or cysts of diameter
=1 cm..Females of childbearing potential were
required to use reliable methods of birth
control.

Exclusion details

Participants with a skin disease or disorder
that might interfere with the diagnosis or
assessments of acne vulgaris or who failed to
comply with the protocol specified washout
periods for prohibited treatments..History of
clinically significant anaemia or
haemolysis..Evidence of recent alcohol or drug
abuse..Participants with a history of poor co-
operation or non-compliance with medical
treatment or who failed to comply with
specified procedures.

Number included

Interventions
(weeks)

12

Treatment duration
category

12 to <24 weeks
Number of arms

2

Split face design
No

Intervention: arm 1
TAZ 0.1% cream
Intervention: arm 2

Outcomes and results
arm 1

4

Skin irritation (n/N):
arm 2

2

Skin irritation  (n/N):
arm 1

84

Skin irritation (n/N):
arm 2

86

DAP 5% gel + TAZ 0.1%

cream

Coded intervention:

arm 1
TAZ-topical

Coded intervention:

arm 2
DAP-topical + TAZ-
topical

Treatment category
Topical non-retinoids

other treatment
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Comments

1. Randomisation
Some concerns;no
information
provided

2. Deviation from
intervention
Some concerns;not
clear if participants
or investigators
were blinded
(single-blinded
study); ITT
analysis was done
3. Missing
outcome data
(efficacy)

Some
concerns;6%
discontinued (1
participant for
inefficacy); ITT
used; imbalanced
between arms

4. Outcome
measurement
(efficacy)

Low

5. Selective
reporting

Some concerns;not
reported if trial
protocol was
registered

6. Overall bias
Some concerns
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Study details

Study details

Reference

Tanghetti, E. A. K., L.
H.,Green, L. J.,Guenin,

E. Harris, S.,Martin, G.,Pillai,
R.A Phase 2, Multicenter,
Double-Blind, Randomized,
Vehicle-Controlled Clinical
Study to Compare the Safety
and Efficacy of a Novel
Tazarotene 0.045% Lotion and
Tazarotene 0.1% Cream in the
Treatment of Moderate-to-
Severe Acne Vulgaris. 2019.
Journal of drugs in
dermatology

Trial ID

Tanghetti 2019

Country

United States

Study type

RCT

Source of funding

Ortho Dermatologics funded
Konic Limited's activities
relating to the manuscript
(conflicts of interest reported).
Analysis method

Intention to treat or

Participants

Number randomised: arm 1
85

Number randomised: arm 2
86

Number completed: arm 1
77

Number completed: arm 2
83

N=210
Characteristics

Sex

mixed

age (meanzSD)
22.1332857142857+9.2005769230769214
age (min/max)

12

Inclusion/exclusion criteria

Used validated acne scale

no

Acne scale

Evaluator's Global Severity Scale (EGSS)

Inclusion details

Participants of any gender, race and ethnicity,

aged 12 years or older..Participants with
moderate to severe acne; EGSS score of 3
(moderate) or 4 (severe); 20 to 40
inflammatory lesions (papules, pustules, and

nodules), 20 to 100 non-inflammatory lesions
(open and closed comedones), and 2 nodules
or less..Women of childbearing potential were

required to have a negative urine pregnancy
test at and agree to use a reliable method of
contraceptive during the study

period..Washout period of 1 month required for
participants who previously used prescription
and over-the-counter acne treatments, and 6

months for systemic retinoids.

Interventions

Interventions
Treatment duration
(weeks)

12

Treatment duration
category

12 to <24 weeks
Number of arms

3

Split face design
No

Intervention: arm 1
TAZ 0.045% lotion
Intervention: arm 2
TAZ 0.1% cream
Intervention: arm 3
Lotion vehicle or cream
vehicle (arms combined)
Coded intervention:
arm 1

TAZ-topical

Coded intervention:
arm 2

TAZ-topical

Coded intervention:
arm 3

Vehicle

Treatment category
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Outcomes and results

Results

Skin irritation (n/N):
arm 1

0/68

Skin irritation (n/N):
arm 2

1/71

Skin irritation (n/N):
arm 3

0/67

Participant reported
improvement (n/N): arm
1

27/69

Participant reported
improvement (n/N): arm

26/72

Participant reported
improvement (n/N): arm
3

20/69

Comments

Cochrane RoB
Tool v2.0

1. Randomisation
Some concerns;no
information
provided

2. Deviation from
intervention
Low;double-
blinded; ITT
analysis was done
3. Missing
outcome data
(efficacy)

Some
concerns;10%
withdrawals -
imbalanced
between arms

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

Some concerns;not
reported if trial
protocol was
registered
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Study details

completers analysis
ITT

Method of ITT imputation
LOCF

Study details

Reference

Thiboutot, D. J., M.,Rich,
P.,Rist, T.,Rodriguez, D.,Levy,
S.A randomized, parallel,
vehicle-controlled comparison
of two erythromycin/benzoyl
peroxide preparations for acne
vulgaris. 2002. Clinical
Therapeutics

Trial ID

Thiboutot 2002

Country

United States

Study type

RCT

Source of funding

Dermik Laboratories, US.
Analysis method

Intention to treat or
completers analysis

Participants

Exclusion details

Not reported.

Number included

Number randomised: arm 1
69

Number randomised: arm 2
72

Number randomised: arm 3
69

Number completed: arm 1
65

Number completed: arm 2
63

Number completed: arm 3
61

N=327

Characteristics

Sex

mixed

age (mean+SD)

19.9

age (min/max)

12/46

Inclusion/exclusion criteria
Used validated acne scale
no

Acne scale

Physician's Global Assessment
(PGA)/Physician’s Global Acne Severity Score
Inclusion details

Males and females aged >12 years of
age..Moderate to moderately severe acne; 15
to 80 facial inflammatory lesions, 20 to 140
facial comedones (not including the nose or
nasolabial area), <2 nodules or cysts >5 mm,
and a minimum Physician's Global Acne

Interventions
Topical retinoids

Interventions
Treatment duration
(weeks)

8

Treatment duration
category

6 to <12 weeks
Number of arms

4

Split face design
No

Intervention: arm 1

Outcomes and results

Results

Skin irritation (n/N):
arm 1

1

Skin irritation (n/N):
arm 2

3

Skin irritation (n/N):
arm 3

0

Skin irritation (n/N):
arm 4

BPO 5%/ERYTH 3% gel O

Intervention: arm 2

BPO 5%/ERYTH 3% jar

Intervention: arm 3
Vehicle gel
Intervention: arm 4
Vehicle Jar

Coded intervention:

arm 1

Acne vulgaris: evidence reviews for management options for moderate to severe acne —
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Skin irritation
arm 1

124

Skin irritation
arm 2

121

Skin irritation
arm 3

(n/N):

(n/N):

(n/N):

134

Comments

6. Overall bias
Some concerns

Cochrane RoB
Tool v2.0

1. Randomisation
Some
concerns;insufficie
nt information
provided

2. Deviation from
intervention
Low;Double blind;
ITT

3. Missing
outcome data
(efficacy)

Low

4. Outcome
measurement
(efficacy)

Low

5. Selective
reporting

Some concerns;not
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Study details
ITT

Method of ITT imputation
Unclear

Study details

Reference

Thiboutot, D. A., S.,Soto,
P.Efficacy and tolerability of
adapalene 0.3% gel compared
to tazarotene 0.1% gel in the
treatment of acne vulgaris.
2008. Journal of drugs in
dermatology

Trial ID

Thiboutot 2008

Country
United States
Study type
RCT

Participants

Severity score of 1.5.

Exclusion details
Not reported.

Number included

Number randomised: arm 1

124

Number randomised: arm 2

121

Number randomised: arm 3

42

Number randomised: arm 4

40

Number completed:

115

Number completed:

110

Number completed:

33

Number completed:

35

N=2813
Characteristics
Sex

mixed

age (meanzSD)
19.3

age (median)
16.8

age (min/max)
12/70.2

arm 1

arm 2

arm 3

arm 4

Inclusion/exclusion criteria
Used validated acne scale

no
Acne scale

Evaluator's Global Severity Scale (EGSS)

Interventions

BPO-topical + ERYTH-

topical

Coded intervention:

arm 2

BPO-topical + ERYTH-

topical

Coded intervention:

arm 3
Vehicle

Coded intervention:

arm 4
Vehicle

Treatment category
Topical or combination

Interventions
Treatment duration
(weeks)

12

Treatment duration
category

12 to <24 weeks
Number of arms

4

Split face design
No

Intervention: arm 1

CLIND 1.2%/BPO 2.5%

gel
Intervention: arm 2
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Outcomes and results
42

Skin irritation  (n/N):
arm 4

40

Results

Participant reported
improvement (n/N): arm
1

284/724

Participant reported
improvement (n/N): arm
2

215/724

Participant reported
improvement (n/N): arm
3

211/711

Participant reported
improvement (n/N): arm

Comments
reported if trial
protocol was
registered

6. Overall bias
Some concerns

Cochrane RoB
Tool v2.0

1. Randomisation
Some
concerns;insufficie
nt information
provided on
allocation
concealment

2. Deviation from
intervention
Low;Double blind;
ITT

3. Missing
outcome data
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Study details

Source of funding

Arcutis Pharmaceuticals
(conflicts of interest reported).
Analysis method

Intention to treat or
completers analysis

ITT

Method of ITT imputation
LOCF

Participants

Inclusion details

Males and females of any race and ethnicity,
aged 12 years or older..Moderate to severe
acne vulgaris (a score of 3 or 4 on the EGSS);
presenting with 17 to 40 inflammatory lesions
(papules, pustules, and nodules), 20 to 100
non-inflammatory lesions (open and closed
comedones), and 2 nodules or less..Women of
childbearing potential were required to have a
negative urine pregnancy test and to agree to
use an effective form of contraception during
the study..Washout periods required: 1 month
for previous prescription and over-the-counter
acne treatments; for topical (face) and
systemic treatments: topical astringents and
abrasives (1 week); topical antiacne products,
including soaps containing antimicrobials,

and known comedogenic products (2 weeks);
topical retinoids, retinol, and systemic acne
treatments (4 weeks); and systemic retinoids
(6 months).

Exclusion details

Not reported.

Number included

Number randomised: arm 1

797

Number randomised: arm 2

812

Number randomised: arm 3

809

Number randomised: arm 4

395

Number completed: arm 1

724

Number completed: arm 2

Interventions Outcomes and results
CLIND 1.2% 4
Intervention: arm 3 55/333
BPO 2.5%

Intervention: arm 4

Vehicle

Coded intervention:

arm 1

BPO-topical + CLIND-

topical

Coded intervention:

arm 2

CLIND-topical

Coded intervention:

arm 3

BPO-topical

Coded intervention:

arm 4

Vehicle

Treatment category

Topical or combination
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Comments

(efficacy)

Some
concerns;around
10% discontinued
4. Outcome
measurement
(efficacy)

Low

5. Selective
reporting

Some concerns;not
reported if trial
protocol was
registered

6. Overall bias
Some concerns
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Study details

Study details

Reference

Tyring, S. K., Kircik, L. H.,
Pariser, D. M., Guenin, E.,
Bhatt, V., & Pillai, R.Novel
Tretinoin 0.05% Lotion for the
Once-Daily Treatment of
Moderate-to-Severe Ache
Vulgaris: assessment of
Efficacy and Safety in Patients
Aged 9 Years and Older. 2018.
Journal of drugs in
dermatology

Trial ID

Tyring 2018

Country

International

Study type

RCT

Source of funding

Dow Pharmaceutical Sciences,
US; Ortho Dermatologics
funded Konic's activities
relating to the manuscript
(conflicts of interest reported).
Analysis method

Intention to treat or
completers analysis

ITT

Method of ITT imputation
Ml MCMC

Participants
724

Number completed: arm 3
711

Number completed: arm 4

333

N=1640

Characteristics

Sex

mixed

age (meanzSD)

20.54£7.31

age (min/max)

9/58

Inclusion/exclusion criteria

Acne scale

None

Inclusion details

Males and females of any race and ethnicity,
aged 9 years and older..Moderate (EGSS
score 3) to severe (EGSS score 4) ache
presenting with 20 to 40 inflammatory lesions
(papules, pustules, and nodules), 20 to 100
non-inflammatory lesions (open and closed
comedones), and 2 nodules or less..Women of
childbearing potential were required to have a
negative urine pregnancy test and to agree to
use an effective form of contraception during
the study..Washout periods required: 1 month
for previous prescription and over-the-counter
acne treatments; for topical and systemic
treatments: topical astringents and abrasives
(1 week); topical anti-acne products, including
soaps containing antimicrobials, and known
comedogenic products (2 weeks); topical
retinoids, retinol, and systemic acne
treatments such as hormonal or antibiotic
treatments (4 weeks); and systemic retinoids

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 0.05% lotion
Intervention: arm 2
Vehicle

Coded intervention:

arm 1
TRET-topical

Coded intervention:

arm 2

Vehicle

Treatment category
Topical retinoids
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Outcomes and results

Results

Skin irritation (n/N):
arm 1

28/767

Skin irritation (n/N):
arm 2

1/783

Comments

Cochrane RoB
Tool v2.0

1. Randomisation
Some concerns;no
information
provided

2. Deviation from
intervention
Low;Double-
blinded: ITT
analysis was done
3. Missing
outcome data
(efficacy)

Some
concerns;more
than 5%
withdrawals -
balanced between
arms

4. Outcome
measurement
(efficacy)

Low

5. Selective
reporting

Some concerns;not
reported if trial
protocol was
registered

6. Overall bias
Some concerns
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Study details

Study details

Reference

Zouboulis Ch, C. D.,
L.,Decroix, J.,Maciejewska-
Udziela, B.,Cambazard,
F.,Stuhlert, A.A multicentre,
single-blind, randomized
comparison of a fixed
clindamycin
phosphate/tretinoin gel
formulation (Velac) applied
once daily and a clindamycin
lotion formulation (Dalacin T)
applied twice daily in the
topical treatment of acne
vulgaris. 2000. British Journal
of Dermatology

Trial ID

Zouboulis 2000

Country

Europe

Study type

RCT

Source of funding
Yamanouchi Europe BV, The

Participants

(6 months).

Exclusion details

Not reported.

Number included

Number randomised: arm 1

819

Number randomised: arm 2

821

Number completed: arm 1

680

Number completed: arm 2

701

N=209

Characteristics

Sex

mixed

age group

=25 years

age (mean+SD)

18.6+3.2

age (median)

18

age (min/max)

14/26

Inclusion/exclusion criteria

Used validated acne scale

no

Acne scale

Cook

Inclusion details

Participants aged between 14 and 26
years..Moderate to severe acne vulgaris;
scoring =3 on the Cook acne scale.
Exclusion details

Use of tretinoin or antibiotic treatments for
acne during the 4 weeks prior to study; use of

Interventions Outcomes and results

Interventions Results

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

12 7

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

12 to <24 weeks 1

Number of arms Skin irritation (n/N):
2 arm 1

Split face design 104

No Skin irritation (n/N):

Intervention: arm 1 arm 2
CLIND 1%/TRET 0.025% 105
gel

Intervention: arm 2

CLIND 1% lotion

Coded intervention:

arm 1

CLIND-topical + TRET-

topical

Coded intervention:

arm 2

CLIND-topical

Treatment category
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Comments

Cochrane RoB
Tool v2.0

1. Randomisation
Some concerns;No
information
provided

2. Deviation from
intervention

Low; participants
were blinded; ITT
used

3. Missing
outcome data
(efficacy)

Some
concerns;Withdraw
al imbalanced
between
groups,(5% vs
13%) - mostly due
to patient request.
4. Outcome
measurement
(efficacy)

Some



DRAFT FOR CONSULTATION

Management options for moderate to severe ache — pairwise comparisons

Study details
Netherlands.

Analysis method
Intention to treat or

completers analysis

completers

Interventions
Topical or combination

Participants

irritants such as salicylic acid and benzoyl
peroxide during the 2 weeks prior to study;
required other medical interventions within 5
days of the study..Participants with skin
disorders likely to compromise drug

Outcomes and results

Comments
concerns;lnvestigat
or not blinded

5. Selective
reporting

Some concerns;not

absorption, known or suspected
hypersensitivity to lincomycin, clindamycin or
vitamin A derivatives..Participants who had
changed or started use of contraceptives or
use of Diane® within 3 months of the study.
Those who had participated in another clinical
trial within 3 months of the study.

Number included

Number randomised: arm 1

104

Number randomised: arm 2

105

Number completed: arm 1
90

Number completed: arm 2
100

ADAP: adapalene; ALA-PDT: aminolevulinic acid photodymanic therapy; ALA-RED-PDT: aminolevulinic acid using red light photodymanic therapy; AZITH: azithromycin; BPO:
benzoyl peroxide; CLIND: clindomycin; CPA: cyproterone acetate; DAPS: dapsone; DOXY: doxycycline; EE: ethinylestradiol; ERYTH: erythromycin; FU: follow up; ISO:
isotretinoin; IPL: intense pulsed light; ITT: intention to treat analysis; LOCF: last observation carried forward; LYME: lymecycline; MAL DL: methyl aminolevulinate using daylight;
MICO: miconazole nitrate; MINO: minocycline; MOT: motretinide; NAFL: fractional erbium glass laser; NOR: norfloxacin; PDL: pulsed dye laser; PLC: placebo; PDT: photodynamic;
PT: photochemical; RCT: randomised controlled trial; SAR/SARE: sarecycline; SD: standard deviation; TAZ: tazarotene; TETRA: tetracycline; TRET: tretinoin

reported if trial
protocol was
registered

6. Overall bias
Some concerns
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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 moderate to severe 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.

Oral antibiotics

Figure 2: Comparison of oral antibiotics with placebo for the outcome of gastrointestinal effects

Oral antibiotic Placebo Risk Ratio Risk Ratio
Study or Subgroup Events  Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
3.2.1 Lymecycline versus placeho
Dubertret 2003 T rak:] 4 53 14.8% 0.43[0.13,1.40] —
Subtotal (95% Cl) 218 53 148% 0.43[0.13, 1.40] e
Tatal events T 4

Heterogeneity: Mot applicable
Test for overall effect £2=1.41 (P =016}

3.2.2 Sarecyline versus placebo

Leyden 2018 9 M2 4 73 155% 0.77[0.25, 2.44] T

toore 2018 (3C14013 22 481 12 483 251% 1.84[0.92, 3.68] T
hioore 2018 (SC1402) 10 413 3 513 13.48% 3.331[0.92,12.04] T
Subtotal (95% CIy 1206 1069 54.2% 1.67 [0.83, 3.35] il

Total events 41 19

Heterogeneity: Tauf=0.13; Chi*= 293, df=2 (P=023), F=32%
Test for overall effect £2=1.44 (P=0.14)

3.2.3 Minocycline versus placebo

Stewart 2006 4 114 18 55 31.0% 0.87 [0.54, 1.40] ;}—
Subtotal (95% CIy 119 55 31.0% 0.87 [0.54, 1.40]
Total events 34 18

Heterogeneity: Mot applicahle
Test for averall effect 7= 056 (F=057)

Total (95% CI) 1543 1177 100.0% 1.11[0.62, 2.00] -
Total events az 41

Heterogeneity; Tau?=0.23; Chi*=8.94, df= 4 (P = 0.06); F= 56% IEI 0 051 150 o0
Testfor averall eﬁeclt: Z£=0.386 (P=, 072 Favours aral antibiotic Favours placeho

Testfor subgroup differences: Chi*= 436, df= 2 (P=011), F=54 1%

Figure 3: Comparison of oral antibiotics with placebo for the outcome of thrush/candiasis

Oral antibiotic Placebo Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Events Total Ewvents Total Weight Peto, Fized, 95% CI Peto, Fized, 95% C|
3.3.1 Sarecyline versus placebo
Moare 2018 (514013 3 481 0 483 FA0%  F45[07F7, 71.80] —l—
Maoaore 2018 {5C1402 1 a13 0 513 250% 7.39[0.15 372.38] o
Subtotal (95% Clj 004 905 100.0% 7.44[1.05,52.86] il
Total events 4 0

Heterogeneity: Chi®=0.00,df=1 (P=1.00), F=0%
Testfor averall effect: Z=2.00 (P = 0.04)

0.001 0.1 10 1000
Favours oral antibiotic Fawours placebo

Testfor subgroup differences: Mot applicable
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Oral hormonal contraceptives and hormone-modifying agents

No meta-analysis was conducted for oral hormonal contraceptives and hormone-
modifying agents and so there are no forest plots.

Oral isotretinoin

Figure 4: Comparison of higher dose isotretinoin with lower dose isotretinoin for the
outcome of mucosal/cutaneous changes

Higher dose Lower dose Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
9.1.2 1SO<120.Daily =0.5 versus 150<120.Daily<0.5
Faghili 2017 12 a0 ] 3B 211% 2.40[1.02, 5.63] I —
Kapadia 2005 a0 a0 a0 30 407% 1.00 [0.94, 1.07] E
Strauss 1934 41 46 18 23 382% 1.14[0.90, 1.44]
Subtotal (95% CI) 106 89 100.0% 1.26[0.72, 2.22]

Total events a3 a4
Heterageneity: Tau®= 0.20; Chi®= 2944 df=2 (P = 0.00001); F= 33%
Testfor overall effect. Z2=0.82 (F=0.41)

01 02 0.5 2 5 10
Fawours higher dose  Favours lower dose

Testfor subgroup differences: Mot applicable
ISO: isotretinoin

Physical treatments

No meta-analysis was conducted for physical treatments and so there are no forest plots.

Topical and oral combination interventions

No meta-analysis was conducted for topical and oral combination interventions and so
there are no forest plots.

Topical non-retinoids

Figure 5: Comparison of topical non-retinoid with vehicle for the outcome of skin irritation
Topical treatment Yehicle Peto Odds Ratio Peto Odds Ratio

Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
9.1.1 BPO + erythromycin versus wvehicle
Jones 1981 3 90 ] 85 286% 051 [017F,1.51] —
Jones 2002 14 112 6 111 404% 2381095, 5.94] -
Shkdlar 1996 13 3z 1 3 244%  B41[2.59, 27.33] e E—
Thiboutot 2002 4 245 0 82  BE%  3.85[040, 37.29]
Subtotal (95% Ch 470 Joo 100.0% 2.15[1.20, 3.84] i
Total events 36 16
Heterogeneity: Chi®=12.20, df= 3 {F = 0.007); F=79%
Testfar overall effect Z=2.57 (P =0.01)
n.01 0.1 10 100

BPO: benzoyl peroxide
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Figure 6: Comparison of topical clindamycin with vehicle for the outcome of participant

reported improvement

Topical treatment Vehicle Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI

1.5.1 Clindamycin versus vehicle

Braathen 1984 23 29 1 29 100%  Z200[317 15260 .

Gratton 1982 92 104 a6 97 48.4% 1.8921.26,1.83] [ ]

Thiboutat 2008 214 T4 18 111 HE% 1.83[1.18, 2.84] L

Subtotal (95% Cl) 858 237 100.0% 2.15[1.08, 4.26] -

Total events 329 il

Heterageneity: Tau®= 024, Chi®=10.74, df = 2 (P = 0.008); F= 81%

Testfor overall effect: Z=218 (F=003)
I } 1 {
0001 0.1 10 1000

Test for subgroup differences: Mot applicahble

Favours vehicle Favours topical treatment

Figure 7: Comparison of topical benzoyl peroxide plus clindamycin with vehicles for the
outcome of participant reported improvement

Topical treatment VYehicle Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI

1.6.1 BPO + clindarmycin versus vehicle

Parizer 2014 164 253 101 245 B11% 1.62[1.36,1.93] -

Thiboutat 2008 284 T4 18 111 38.58% 242187 377 —

Subtotal (95% Cl) o977 J56  100.0% 1.89 [1.26, 2.86] .

Total events 453 1149

Heterageneity: Tau®= 0.06; Chi®= 3.27, df=1{P =007}, F= 69%

Test for overall effect: Z=3.05 (F=0.002)
I } } t } {
0.1 0z na 2 ] 10

Test for subgroup differences: Mot applicahble

BPO: benzoyl peroxide

Topical retinoids

Favours vehicle Favours topical treatment
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Figure 8: Comparison of topical retinoid with vehicle for the outcome of skin irritation

Topical retinoid Vehicle Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Events Total Ewvents Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
1.2.1 Tazarotene versus vehicle
Feldman 2013 (study 3013 66 an 5 372 318%  GEEY[4.10, 10.40] —
Feldman 2013 (study 302} 41 373 4 369 209%  ABB[I11,10.37] —
Tanghetti 20149 1 138 i 67 0.4% 4.40([0.07, 288.82)]
Subtotal {95% Cl) 883 808 53.2% 6.25[4.28,9.12] L 2
Total events 108 9
Heterogeneity: Chi®= 0.20, df= 2 {P = 0.913; F= 0%
Test for overall effect: Z=9.50 (P = 0.00001)
1.2.2 Tretinoin versus vehicle
Tyting 2018 28 TBY 1 783 141%  BEBO[3.26,14.19] I
Subtotal {95% Cl) 767 783 14.1% 6.80[3.26, 14.19] -
Total events 28 1
Heterogeneity: Mat applicahle
Testfor overall effect: Z=5.12 (P = 0.00001)
1.2.3 Adapalene versus vehicle
Pariser 2005 24 70 a T4 11.8% 12.91[5.73, 28.08] —
Subtotal {95% CI) 70 74 11.5% 12.91[5.73, 29.08] -
Total events 249 i
Heterogeneity: Not applicable
Test for averall effect: Z= 617 (P = 0.00001)
1.2.4 Adapalene + BPO versus vehicle
Stein Gold 2016 74 225 g B8 21.2% 387 [213,7.04] —
Subtotal {95% Cl) 225 68 21.2% 3.87[2.13,7.04] <
Total events ra ]
Heterogeneity: Mot applicahle
Test for overall effect: Z=4.43 (P = 0.00001)
Total (95% CI) 1945 1733 100.0% 6.21[4.71, 8.18] L
Total events 244 14
Heterogeneity: Chi*= 5.78, df= 5 (P= 0.33); F= 13% ID.DD1 0?1 150 ‘IDDDI

Test for averall effect Z=12.93 (P = 0.00001)
Testfor subgroup differences: Chi*= 558, df= 3(P=0.13), F=46.3%

BPO: benzoyl peroxide

Favours topical retinoid  Favours vehicle

Figure 9: Comparison of topical plus retinoid with topical without retinoid for the outcome
of skin irritation

topical with retinoid  topical without retinoid Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
9.1.1 TRET + CLIND versus CLIND
Daogra 2020 i ejuln] i 1480 Mot estimahle
Schmidt 2011 34 1008 14 1002 B85.8% 2.33[1.32,4.14] ‘.‘
Zouboulis 2000 7 104 1 105 142%  477[1.16,19.53] S —
Subtotal (95% Cl) 1412 1257 100.0% 2.58[1.52, 4.39] L 3
Total events 41 15

Heterogeneity: Chi®= 0.85, df=1 {P = 0.36); F= 0%
Testfor averall effect: £= 350 (P = 0.0005)

0.001 01 10 1000

. . Favours with retinoid - Favours no retinaid
Testfar subaroup differences: Mot applicable

CLIND: clindamycin; TRET: tretinoin
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Figure 10: Comparison of topical retinoid plus another topical agent with topical
retinoid for the outcome of skin irritation

Topical retinoid + other  Topical retinoid alone Risk Ratio Risk Ratio
Studhy or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fized, 95% CI
2.3.1 TRET + CLIND versus TRET
Richter 1998 5 72 3 T3 O 124% 1.69[0.42 6.81]
Subtotal (95% Cly 72 73 124%  1.69[0.42,6.81]
Total events g ]

Heterogeneity. Mot applicahle
Testfor overall effect: Z= 0.74 (P = 0.46)

2.3.2 ADAP + TAZ versus ADAP

Stein Gald 2008 g 100 B 98 25.3% 1.31[0.47, 3.63] I —
Subtotal (95% Cly 100 08 25.3%  1.31[0.47,3.63] ——et
Total events a b

Heterogeneity: Mot applicahble
Testfor overall effect: 2= 0.51 (P = 0.61)

2.3.3 BPO+CLIND+TAZ versus TAZ

Tanghetti 2006 i 60 11 61 455%  0.55[0.22, 1.40] ——
Subtotal (95% CIy 60 61  45.5%  0.55[0.22, 1.40] e
Total events ] 11

Heterogeneity: Mot applicahle
Testfor overall effect: Z=1.24 (P = 0.21)

2.3.4 TAZ + DAP versus TAZ

Tanghetti 2011 2 86 4 84  16.9% 0.49[0.09, 2.60] e N I
Subtotal (95% Cly 86 84 16.9%  0.49[0.09, 2.60] —— e ———
Total events 2 4

Heterageneity, Mot applicable
Test for averall effect: 2= 0.84 (P = 0.40)

Total (95% CI) 318 316 100.0%  0.87 [0.50, 1.53] i

Total events 21 24

¢Et?:’0gen9|wi| CQI T§?4D i;:sEPD:Si.Q); F=0% o1 o1 0 100
estior overall & ec.. =047 (=064 Favours Topical retinaid + aother Favours Topical retinoid alone

Testfor subaroup differences: Chi*= 284, df=3 (P =042). F=0%

ADAP: adapalene; CLIND: clindamycin; TAZ: tazarotene; TRET: tretinoin

Figure 11: Comparison of topical retinoid with vehicle for the outcome of light sensitivity

Topical retinoid Vehicle Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Events Total Ewvents Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
1.3.2 Tazarotene versus vehicle
Feldman 2013 (study 302} 1 373 0 369 A500% 7.31[0.15, 368.43] ]
Feldman 2013 (study 3013 1 an 0 372 500% 7.41[0.15, 373.39] L
Subtotal {95% CI) 744 741 100.0% 7.36 [0.46, 117.66] AR ——
Total events 2 i

Heterogeneity: Chi®=0.00, df=1 {F =1.00}; F= 0%
Testfor averall effect Z=1.41 (P =0.16)

n.0m 01 10 1000
Favours topical retinoid  Fawours wehicle
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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 moderate
to severe acne (side effects and participant reported improvement)?

Oral antibiotics

Table 5: Clinical evidence profile for comparison of oral antibiotic versus placebo in participants with moderate to severe acne

it randomised serious’ no serious no serious very serious® none 5/119 1/55 RR 2.31(0.28 to 24 more per 1000 (from 13 @®000 CRITICAL
trials inconsistency indirectness (4.2%) (1.8%) 19.31) fewer to 333 more) VERY
LOW

512345  randomised very serious™® no serious very serious®  none 82/1543 41/1177 RR 1.11 (0.62to 4 more per 1000 (from 13 @®000 CRITICAL
trials serious® indirectness (5.3%) (3.5%) 2) fewer to 35 more) VERY
LOW

248 randomised serious’ no serious no serious serious!! none 4/994 0/996  Peto OR 7.44 - @®®00 CRITICAL
trials inconsistency indirectness (0.4%) (0%)  (1.05to 52.86) LOW

1° randomised very no serious no serious no serious none 21/29 1/29 RR 21 (3.02to 690 more per 1000 (from @®®00 CRITICAL
trials serious®  inconsistency indirectness imprecision (72.4%)  (3.4%) 145.98) 70 more to 1000 more) LOW

ClI: confidence interval; Gl: gastrointestinal; POR: peto odds ratio; RR: risk ratio
1 Stewart 2006
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2 Dubertret 2003

3 Leyden 2018

4 Moore 2018 (SC1401)

5 Moore 2018 (SC1402)

6 Braathen 1984

7 Overall risk of bias judgement: serious risk of bias.

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 Overall risk of bias judgement: very serious risk of bias

10 Evidence downgraded by 1 level due to serious inconsistency.

11 Evidence downgraded by 1 level due to risk of serious imprecision as 95% confidence interval crosses 1 default MID for dichotomous outcomes.

Table 6: Clinical evidence profile for comparison of oral antibiotic versus oral antibiotic in participants with moderate to severe ache

it randomised very no serious no serious very serious* none 3/56 2/53 RR 1.42 (0.25 16 more per 1000 (from @000 CRITICAL
trials serious®  inconsistency indirectness (5.4%) (3.8%) to 8.16) 28 fewer to 270 more) VERY
LOW

12 randomised very no serious no serious very serious* none 1/21 1/23 RR 1.1 (0.07 4 more per 1000 (from 40 @000 CRITICAL
trials serious®  inconsistency indirectness (4.8%) (4.3%) to 16.43) fewer to 671 more) VERY
LOW

1t randomised very no serious no serious no serious none 53/66 53/68 RR 1.03 (0.87 23 more per 1000 (from @®00 CRITICAL
trials serious®  inconsistency indirectness imprecision (80.3%) (77.9%) to 1.23) 101 fewer to 179 more) LOW

Cl: confidence interval; LYME: lymecycline; MINO: minocycline; RR: risk ratio; TETRA: tetracycline

1 Bossuyt 2003

2 Khanna 2013

3 Overall risk of bias judgement: very serious risk of bias.

4 Evidence downgraded by 2 levels due to risk of very serious imprecision as 95% confidence interval crosses 2 default MIDs for dichotomous outcomes.

Oral hormonal contraceptives and hormone-modifying agents
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Table 7: Clinical evidence profile for comparison of hormonal treatments versus hormonal treatments in participants with moderate to
severe acne

i randomised very no serious no serious very none 5/26 3/24 RR 1.54 (0.41 67 more per 1000 (from @000 CRITICAL
trials serious® inconsistency indirectness serious* (19.2%) (12.5%) t0 5.76) 74 fewer to 595 more)  VERY
LOW

1t randomised very no serious no serious very none 5/26 4/26 RR 1.25 (0.38 38 more per 1000 (from @000 CRITICAL
trials serious®  inconsistency indirectness serious* (29.2%) (15.4%) to 4.14) 95 fewer to 483 more)  VERY
LOW

1t randomised very no serious no serious very none 0/26 1/24 Peto OR 0.12 37 fewer per 1000 (from @©000 CRITICAL
trials serious®  inconsistency indirectness serious* (0%) (4.2%) (0 to 6.29) 42 fewer to 220 more) VERY
LOW

it randomised very no serious no serious very none 0/26 1/24 Peto OR 0.12 37 fewer per 1000 (from @000 CRITICAL
trials serious®  inconsistency indirectness serious* (0%) (4.2%) (0 to 6.29) 42 fewer to 220 more)  VERY
LOW

1t randomised very no serious no serious very none 3/26 3/26 RR 1 (0.22to 0 fewer per 1000 (from @000 CRITICAL
trials serious®  inconsistency indirectness serious* (11.5%) (11.5%) 4.5) 90 fewer to 404 more) VERY
LOW

1t randomised very no serious no serious very none 3/26 3/24 RR 0.92 (0.21 10 fewer per 1000 (from @000 CRITICAL
trials serious®  inconsistency indirectness serious* (11.5%) (12.5%) to 4.14) 99 fewer to 392 more) VERY
LOW
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12 randomised very no serious no serious very none 4/33 2/40 RR 2.42 (0.47 71 more per 1000 (from @000 CRITICAL
trials serious®  inconsistency indirectness serious* (12.1%) (5%) to 12.42) 26 fewer to 571 more)  VERY
LOW

1t randomised very no serious no serious very none 2/26 3/24 RR 0.62 (0.11 47 fewer per 1000 (from @000 CRITICAL
trials serious® inconsistency indirectness serious* (7.7%) (12.5%) to 3.37) 111 fewer to 296 more) VERY
LOW

it randomised very no serious no serious very none 2/26 4/26 RR 0.5 (0.1to 77 fewer per 1000 (from @000 CRITICAL
trials serious®  inconsistency indirectness serious* (7.7%) (15.4%) 2.5) 138 fewer to 231 more) VERY
LOW

Cl: confidence interval, CPA: cyproterone acetate; EE: ethinyl estradiol; NOR: northisterone; OR: odds ratio; RR: risk ratio

L Miller 1986

2 Fugere 1990

3 Overall risk of bias judgement: very serious risk of bias.

4 Evidence downgraded by 2 levels due to risk of very serious imprecision as 95% confidence interval crosses 2 default MIDs for dichotomous outcomes.

Oral isotretinoin

Table 8: Clinical evidence profile for comparison of isotretinoin versus isotretinoin in participants with moderate to severe acne
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randomised very no serious no serious serious’ none 46/49 18/23 RR1.2(0.96to 157 more per 1000 @000 CRITICAL
trials serious®  inconsistency indirectness (93.9%) (78.3%) 1.51) (from 31 fewer to 399 VERY LOW
more)

323 randomised very very serious® no serious very serious®® none 83/106 54/89 RR 1.26 (0.72 158 more per 1000 @000  CRITICAL
trials serious® indirectness (78.3%) (60.7%) to 2.22) (from 170 fewer to 740 VERY LOW
more)
14 randomised very no serious no serious serious’ none 37/38 16/22 RR 1.34 (1.03 247 more per 1000 ®000 CRITICAL
trials serious®  inconsistency indirectness (97.4%) (72.7%) to 1.74) (from 22 more to 538 VERY LOW
more)
1° randomised serious!* no serious no serious no serious none 115/118 111/116 RR 1.02 (0.97 19 more per 1000 (from  ®®®0 CRITICAL
trials inconsistency indirectness imprecision (97.5%) (95.7%) to 1.07) 29 fewer to 67 more) MODERAT
E
e randomised serious no serious no serious very serious'® none 2/30 2/36 RR 1.2 (0.18 to 11 more per 1000 (from @000 CRITICAL
trials inconsistency indirectness (6.7%) (5.6%) 8.02) 46 fewer to 390 more) VERY LOW
s randomised serious!* no serious no serious very serious'® none 3/30 0/30 Peto OR 7.93 - ®000  CRITICAL
trials inconsistency indirectness (10%) (0%) (0.79 to 79.26) VERY LOW

1t randomised very no serious no serious no serious none 14/95 38/92 RR 0.25 (0.1to 310 fewer per 1000 ®DO0 CRITICAL
trials serious®  inconsistency indirectness imprecision (14.7%) (41.3%) 0.61) (from 161 fewer to 372 LOW
fewer)
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1t randomised very no serious no serious serious’ none 9/46 19/46 RR 0.47 (0.24 219 fewer per 1000 ®000 CRITICAL
trials serious®  inconsistency indirectness (19.6%) (41.3%) to 0.93) (from 29 fewer to 314 VERY LOW
fewer)

14 randomised very no serious no serious no serious none 0/38 3/22 Peto OR 0.06 128 fewer per 1000 ®DO0 CRITICAL
trials serious®  inconsistency indirectness imprecision (0%) (13.6%) (0.01to0 0.65) (from 48 fewer to 135 LOW
fewer)
1° randomised serious!* no serious no serious very serious'?  none 0/118 0/116 RD 0 (-0.02 to - ®000  CRITICAL
trials inconsistency indirectness (0%) (0%) 0.02) VERY LOW

Alt: alternative; 1ISO: isotretinoin; POR: peto odds ratio; RD: risk difference; RR: risk ratio

! Strauss 1984a

2 Faghihi 2017

3 Kapadia 2005

4 Akman 2007

5 Dhaked 2016

6 Overall risk of bias judgement: very serious risk of bias.

7 Evidence downgraded by 1 level due to risk of serious imprecision as 95% confidence interval crosses 1 default MID for dichotomous outcomes.
8 Evidence downgraded by 2 levels due to very serious inconsistency.

9 Evidence downgraded by 2 levels due to risk of very serious imprecision as 95% confidence interval crosses 2 default MIDs for dichotomous outcomes.
10 Qverall risk of bias judgement: serious risk of bias.

11 Evidence downgraded by 2 levels due to risk of very serious imprecision due to small number of events.

Physical treatments
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Table 9: Clinical evidence profile for comparison of physical treatments versus inactive control in participants with moderate to severe
acne

i randomised serious? no serious no serious very none 7124 2/23 RR 3.35 (0.78 204 more per 1000 (from @000 CRITICAL
trials inconsistency indirectness serious® (29.2%) (8.7%) to 14.5) 19 fewer to 1000 more)  VERY
LOW

Cl: confidence interval; RR: risk ratio

! Chen 2015

2 Overall 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.

Table 10: Clinical evidence profile for comparison of physical treatments versus physical treatments in participants with moderate to
severe acne

il randomised very no serious no serious no serious none 21/21 20/20 RR 1(0.91to O fewer per 1000 (from @®®00 CRITICAL
trials serious® inconsistency indirectness imprecision (100%) (100%) 1.1) 90 fewer to 100 more)  LOW

e randomised very no serious no serious very serious’  none 0/14 2/14 Peto OR0.13 124 fewer per 1000  @®000 CRITICAL
trials serious® inconsistency indirectness (0%) (14.3%) (0.01to 2.11) (from 141 fewer to 159 VERY
more) LOW
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1t randomised very no serious no serious very serious’  none 3/21 0/20 Peto OR 7.81 - ®000 CRITICAL
trials serious® inconsistency indirectness (14.3%) (0%) (0.77 to 79.66) VERY
LOW

13 randomised serious® no serious no serious very serious’  none 4/100 0/53 Peto OR 4.76 - ®000 CRITICAL
trials inconsistency indirectness (4%) (0%) (0.59 to 38.13) VERY
LOW

i randomised very no serious no serious very serious’  none 1/14 1/14 RR 1 (0.07 to 0 fewer per 1000 (from @000 CRITICAL
trials serious® inconsistency indirectness (7.1%) (7.1%) 14.45) 66 fewer to 961 more) VERY
LOW

14 randomised very no serious no serious serious® none 3/15 0/15 Peto OR 8.57 - @®000 CRITICAL
trials serious® inconsistency indirectness (20%) (0%) (0.82 to 89.45) VERY
LOW

s randomised serious® no serious no serious very serious’  none 2/100 0/53 Peto OR 4.67 - @®000 CRITICAL
trials inconsistency indirectness (2%) (0%) (0.25 to 86.7) VERY
LOW

14 randomised very no serious no serious serious® none 3/15 0/15 Peto OR 8.57 - @000 CRITICAL
trials serious’ inconsistency indirectness (20%) (0%) (0.82 to 89.45) VERY
LOW
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randomised very no serious no serious serious® none 14/14 12/14 RR 1.16 (0.91 137 more per 1000 @®000 CRITICAL
trials serious® inconsistency indirectness (100%) (85.7%) to 1.48) (from 77 fewer to 411  VERY
more) LOW

il randomised very no serious no serious serious® none 15/15 12/15 RR 1.24 (0.94 192 more per 1000 @®000 CRITICAL
trials serious’ inconsistency indirectness (100%) (80%) to 1.63) (from 48 fewer to 504 VERY
more) LOW

14 randomised very no serious no serious serious® none 15/15 6/15 RR 2.38 (1.31 552 more per 1000 @®000 CRITICAL
trials serious’  inconsistency indirectness (100%) (40%) t0 4.34) (from 124 more to 1000 VERY
more) LOW

5ALA: 5-aminolevulinic acid; BR: blue red; Cl: confidence interval; IPL: intense pulsed light; LED: light emitting diode; MAL: methyl aminolevulinate; OR: odds ratio; PDL: pulsed
dye laser; RR: risk ratio

1 Mei 2013

2 Kim 2017

3 Pariser 2016

4 Sami 2008

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.

Topical and oral combination interventions

Table 11: Clinical evidence profile for comparison of topical+oral versus topical+oral in participants with moderate to severe acne
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i randomised very no serious no serious very none 3/32 2/28 RR 1.31 (0.24 22 more per 1000 (from 54 @000 CRITICAL
trials serious®  inconsistency indirectness serious* (9.4%) (7.1%) t0 7.3) fewer to 450 more) VERY
LOW

12 randomised very no serious no serious very none 3/22 4/28 RR 0.95 (0.24 7 fewer per 1000 (from 109 @000 CRITICAL
trials serious®  inconsistency indirectness serious* (13.6%) (14.3%) to 3.83) fewer to 404 more) VERY
LOW

i randomised very no serious no serious very none 1/33 5/33 RR 0.2 (0.02 121 fewer per 1000 (from @®000 CRITICAL
trials serious®  inconsistency indirectness serious* (3%) (15.2%) to 1.62) 148 fewer to 94 more) VERY
LOW

AZITH: azithromycin; BPO: benzoyl peroxide; Cl: confidence interval; CLIND: clindamycin; DOXY: doxycycline; RR: risk ratio; TRET: tretinoin

1 Del Rosso 2007

2 Parsad 2001

3 Qverall risk of bias judgement: very serious risk of bias.

4 Evidence downgraded by 2 levels due to risk of very serious imprecision as 95% confidence interval crosses 2 default MIDs for dichotomous outcomes.

Topical non-retinoids and retinoids

Table 12: Clinical evidence profile for comparison of topical interventions versus vehicle in participants with moderate to severe ache

1t randomised very no serious no serious very serious? none 26/109 26/90 RR 0.83 49 fewer per @®000  CRITICAL
trials serious? inconsistency  indirectness (23.9%) (28.9%) (0.52to 1000 (from 139 VERY LOW
fewer to 92
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1.32) more)

12 randomised very no serious no serious very serious®* none 2/21 0/14 Peto OR - ®000 CRITICAL
trials serious? inconsistency  indirectness (9.5%) (0%) 5.57 (0.32 to VERY LOW
98.36)
13 randomised serious?? no serious no serious very serious®* none 4/30 1/31 Peto OR 89 more per @®000 CRITICAL
trials inconsistency  indirectness (13.3%) (3.2%) 3.75(0.61to 1000 (from 13 VERY LOW
23.01) fewer to 710
more)
43458 randomised very serious?® no serious serious? none 36/479 16/309 Peto OR 60 more per ®000 CRITICAL
trials serious? indirectness (7.5%) (5.2%) 2.15(1.2to 1000 (from 10 VERY LOW
3.84) more to 147
more)
6789101112 randomised very no serious no serious no serious  none 244/1945 15/1733 Peto OR 45 more per @®®00  CRITICAL
trials serious? inconsistency indirectness  imprecision (12.5%) (0.87%) 6.21 (4.71to 1000 (from 32 LOW
8.18) more to 62
more)
2712 randomised serious? no serious no serious very serious? none 2/744 0/741 Peto OR - @000  CRITICAL
trials inconsistency  indirectness (0.27%) (0%) 7.36 (0.46 to VERY LOW
117.66)
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randomised serious? no serious no serious serious?* none 211/711 18/111 RR 1.83 135 more per ®®00  CRITICAL
trials inconsistency  indirectness (29.7%) (16.2%) (1.18 to 1000 (from 29 LOW
2.84) more to 298
more)

3131516 randomised very very serious?®  no serious serious? none 329/858 75/237 RR 2.15 364 more per ®000 CRITICAL
trials serious? indirectness (38.3%) (31.6%) (1.08to 1000 (from 25 VERY LOW
4.26) more to 1000
more)
2L randomised serious?? serious®* no serious no serious  none 453/977 119/356 RR 1.89 298 more per ®3®00 CRITICAL
trials indirectness  imprecision (46.4%) (33.4%) (1.26 to 1000 (from 87 LOW
2.86) more to 622
more)
18 randomised serious? no serious no serious no serious none 182/204 26/65 RR 2.23 492 more per ®®®0  CRITICAL
trials inconsistency  indirectness  imprecision (89.2%) (40%) (1.65to 1000 (from 260 MODERAT
3.02) more to 808 E
more)
i randomised serious?? no serious no serious serious? none 53/141 20/69 RR 1.3 87 more per 0Ood  CRITICAL
trials inconsistency  indirectness (37.6%) (29%) (0.85 to 1000 (from 43 LOW
1.99) fewer to 287
more)

el randomised serious'® no serious no serious serious® none increase in increase in scars from - - @®®00 CRITICAL
trials inconsistency  indirectness scars from  baseline by 24.8% (p=0.036) LOW
baseline by
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4.5%

i randomised serious'® no serious no serious serious® none decrease in increase in scars from - - @®00 CRITICAL
trials inconsistency  indirectness scars from  baseline by 14.4% (p value not LOW
baseline by reported, reported only that
15.5% there was a statistical
difference)

BPO: benzoyl peroxide; Cl: confidence interval; POR: peto odds ratio; RR: risk ratio; SD: standard deviation
! Dobson 1980

2 Kuhlman 1986

3 Sklar 1996

4 Jones 1981

5 Jones 2002

6 Thiboutot 2002

7 Feldman 2013 (study 301)

8 Feldman 2013 (study 302)

9 Stein Gold 2016

10 Tanghetti 2019

11 Tyring 2018

12 pariser 2005

13 Thiboutot 2008

14 Braathen 1984

15 Gratton 1982

16 pariser 2014

17 Dreno 2017

18 Dreno 2018

19 Qverall risk of bias judgement: very serious risk of bias.

20 Evidence downgraded by 2 levels due to risk of very serious imprecision as 95% confidence interval crosses 2 default MIDs for dichotomous outcomes.
21 Overall risk of bias judgement: serious risk of bias.

22 Evidence downgraded by 1 level due to serious inconsistency. Random effects model was not possible.
23 Evidence downgraded by 1 level due to risk of serious imprecision as 95% confidence interval crosses 1 default MID for dichotomous outcomes.
24 Evidence downgraded by 2 levels due to very serious inconsistency.

25 Evidence downgraded by 1 level due to serious imprecision surrounding small sample size.
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Table 13: Clinical evidence profile for comparison of topical interventions versus topical interventions in participants with moderate to
severe acne

i randomised  serious’® no serious no serious serious®® none 13/32 4/30 RR3.05(1.12to 273 more per 1000 (from @®®00  CRITICAL
trials inconsistency indirectness (40.6%) (13.3%) 8.31) 16 more to 975 more) LOW

i randomised very no serious no serious no serious none 1/15 11/15 Peto OR 0.07 682 fewer per 1000 (from ®D00 CRITICAL
trials serious* inconsistency indirectness imprecision (6.7%) (73.3%) (0.02 to 0.29) 521 fewer to 719 fewer) LOW

18 randomised  serious’® no serious no serious very serious®®  none 1/20  0/20 Peto OR 7.39 - ®000  CRITICAL
trials inconsistency indirectness (5%) (0%) (0.15 to 372.38) VERY LOW

34568 randomised  serious*? no serious no serious no serious none 41/141 15/125 Peto OR 2.58 19 more per 1000 (from 6 [SIeeTe) CRITICAL
trials inconsistency indirectness imprecision 2 7 (1.52 to 4.39) more to 40 more) MODERAT

(2.9%) (1.2%) E

14 randomised  serious’? no serious no serious very serious®  none 0/300 2/300 Peto OR0.13 6 fewer per 1000 (from 7 ®000  CRITICAL
trials inconsistency indirectness (0%) (0.67%) (0.01 to 2.16) fewer to 8 more) VERY LOW

14 randomised  serious’? no serious no serious very serious®®  none 2/300 0/150 Peto OR 4.50 - @000  CRITICAL
trials inconsistency indirectness (0.67%) (0%) (0.24 to 85.33) VERY LOW

478310 randomised very no serious no serious very serious®®  none 21/318 24/316 RR 0.87 (0.5to 10 fewer per 1000 (from 38 ®000  CRITICAL
trials serious!®  inconsistency indirectness (6.6%) (7.6%) 1.53) fewer to 40 more) VERY LOW
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es randomised serious'?> no serious no serious no serious none 45/51 27/51 RR 1.67 (1.26to 355 more per 1000 (from ADDO CRITICAL
trials inconsistency indirectness imprecision (88.2%) (52.9%) 2.2) 138 more to 635 more) MODERAT
E

BPO: benzoyl peroxide; CLIND: clindamycin; Cl: confidence interval; ERYTH: erythromycin; MICO: miconazole nitrate; POR: peto odds ratio; RR: risk ratio; TAZ: tazarotene TRET:
tretinoin

1 Sklar 1996

2 Lassus 1984

3 Dhawan 2013

4 Dogra 2020

5 Schmidt 2011

6 Zouboulis 2000

7 Richter 1998

8 Stein Gold 2008

9 Tanghetti 2006

10 Tanghetti 2011

11 Degreef 1982

12 Qveralll risk of bias judgement: serious risk of bias.

13 Evidence downgraded by 1 level due to risk of serious imprecision as 95% confidence interval crosses 1 default MID for dichotomous outcomes.

14 Overall risk of bias judgement: very serious risk of bias.

15 Evidence downgraded by 2 levels due to risk of very serious imprecision as 95% confidence interval crosses 2 default MIDs 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 moderate
to severe 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 12. Flow diagram of selection process for economic evaluations of
interventions and strategies associated with the care of people with ache
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 moderate to severe acne
(side effects and participant reported improvement)?

No economic evidence was identified which was applicable to this review question.

Acne vulgaris: evidence reviews for management options for moderate to severe acne —
pairwise comparisons DRAFT (December 2020)

162



DRAFT FOR CONSULTATION
Management options for moderate to severe acne — pairwise comparisons

Appendix | - Economic evidence profiles

Economic evidence profiles for review question: What is the effectiveness and
acceptability of interventions for the treatment of moderate to severe 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 F1.
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Appendix J — Economic analysis

Economic analysis for review question: What is the effectiveness and
acceptability of interventions for the treatment of moderate to severe 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 F1.
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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 moderate
to severe 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 ache and polycystic

ovary syndrome reports.

Table 14: Excluded clinical 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

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
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Adalatkhah, H. P., F., Sadeghi-Bazargani, H. Flutamide versus a
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

Moderate acne - no
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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trial. 2009. Journal of Pakistan Association of Dermatologists

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-
01 Minocycline Topical Gel Shows Promise for the Treatment of
Moderate-to-severe Inflammatory Acne Vulgaris. 2018. The Journal of
Clinical & Aesthetic Dermatology

Alexis, A. F. C.-B., F. E.,York, J. P.Adapalene/benzoyl peroxide gel
0.3%/2.5%: A safe and effective acne therapy in all skin phototypes.
2017. Journal of Drugs in Dermatology
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Journal of Drugs in Dermatology

Alexis, A. F., Cook-Bolden, F., & Lin, T. Treatment of moderate-to-
severe acne vulgaris in a hispanic population: a post-hoc analysis of
the efficacy and tolerability of clindamycin 1.2%/benzoyl peroxide

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

No relevant data reported -
pharmokinetic study

No relevant study design -
not RCT

No relevant outcomes
reported

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

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 intervention -
intervention & class not
available in the UK

No relevant data reported -
post hock analysis
according to Fitzpatrick
skin type of Stein Gold
2016

No relevant data reported -
subgroup analysis of
Thiboutot 2007, Gollnick
2009, Gold 2009

No relevant data reported -
post hoc subgroup
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3.75% gel. 2017. Journal of clinical and aesthetic dermatology

Alirezai, M. M., J.,Jablonska, S.,Czernielewski, J.,Verschoore,
M.Comparative study of the efficacy and tolerability of 0.1 and 0.03
p.100 adapalene gel and 0.025 p.100 tretinoin gel in the treatment of
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Alirezai, M. V., K.,,Humbert, P.,Valensi, P.,Cambon, L.,Dupuy, P.A
low-salt medical water reduces irritancy of retinoic acid in facial acne.
2000. European Journal of Dermatology

Allen, H.F., Mazzoni, C., Heptulla, R.A., Murray, M.A., Miller, N.,
Koenigs, L., Reiter, E.O. Randomized controlled trial evaluating
response to metformin versus standard therapy in the treatment
of adolescents with polycystic ovary syndrome. 2005. Journal of
Pediatric Endocrinology and Metabolism

Al-Mishari, M. A. Clinical and bacteriological evaluation of tetracycline
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Amer, S. S., Nasr, M., Abdel-Aziz, R. T. A., Moftah, N. H., El Shaer,
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and exploratory clinical experimentation. 2020. International Journal of
Pharmaceuticsint J Pharm

Amiri, M., Nahidi, F., Bidhendi-Yarandi, R., Khalili, D., Tohidi, M.,
Ramezani Tehrani, F.A comparison of the effects of oral
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polycystic ovary syndrome: A crossover randomized controlled trial.
2020. Human Reproduction

An, W. X. Z., Z. H. Curative observation on herbal tea combined with
ear acupoint in treating 120 middle school students with acne. 2016.
Western journal of traditional chinese medicine[xi bu zhong yi yao]

Anadolu, R. Y. S., T.,Tarimci, N.,Birol, A.,Erdem, C.Improved efficacy
and tolerability of retinoic acid in acne vulgaris: A new topical
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Anonymous, Pharmacokinetic profile, safety, and tolerability of
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Not in English language
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Not in English language
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maintenance or refractory
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No relevant article type -
conference abstract

Not in English language
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efficacy of tretinoin 0.025% gel and adapalene 0.1% gel in the
treatment of acne vulgaris. 2002. Ondokuz mayis universitesi tip
dergisi

Aydinlik, S. L.-F., U.,Lehnert, J.Reduced estrogen ovulation inhibitor in
acne therapy. Double-blind study comparing Diane-35 to Diane. 1986.
Fortschritte der medizin

Aziz-Jalali, M. H. T., S. M.,Djavid, G. E.Comparison of red and
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Appendix L - Research recommendations — full details

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

For research recommendations associated with this review question see appendix L in
evidence report F.
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