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Summary of review questions covered in this chapter

Summary of review questions covered in
this chapter

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 report contains information on the NMAs conducted to assess treatments for
people with mild to moderate acne vulgaris. Information on the pairwise meta-analyses
conducted to assess treatments for people with mild to moderate acne vulgaris is contained
in the evidence report E2. Information on the NMAs and pairwise meta-analyses conducted
to assess treatments for people with moderate to severe acne vulgaris are contained in the
evidence reports F1 and F2, respectively.

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

¢ 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 in the treatment of acne vulgaris, for
example:

o 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?

6
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Summary of review questions covered in this chapter

4,

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

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

What is the effectiveness of spironolactone in the treatment of acne vulgaris?

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

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

. What is the effectiveness of physical treatments for acne vulgaris, for example

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)?

7
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Management options for people with mild
to moderate acne vulgaris - network meta-
analyses

Review question

For people with mild to moderate acne vulgaris what are the most effective treatment
options?

Introduction

Mild to moderate acne is very common with a wide range of treatment modalities available
including over the counter products. Management options should be effective and acceptable
to individual, taking into consideration potential side effects and contraindications. The
identification of the most effective treatment options from this wide range is therefore the aim
of this review.

Summary of the protocol

See Table 1 for a summary of the Population, Intervention, Comparison and Outcome
(PICO) characteristics of this review. The protocol for this topic was written to encompass
both the NMA and pairwise analysis. To give the full context of this topic, the summary of the
protocol and the full protocol in appendix A contain the details of both (this is also how the
protocol is registered on PROSPERO).

Table 1: Summary of the protocol (PICO table)

People with acne vulgaris, of all ages and levels of symptom severity.

For all outcomes, separate analyses will be conducted for mild to moderate acne
vulgaris and moderate to severe acne vulgaris.

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

» 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 Fusidic 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)

8
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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]
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
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)
e Class of cephamycins/cephalosporins
o Sub-class of 1st-generation (for example cefadroxil)
o Sub-class of 2md-generation (for example cefaclore)
o Sub-class of 3rd-generation (for example cefdinir)
o Sub-class of 4th-generation (for example cefozopran)
o Sub-class of 5t-generation (for example ceftolozane)
e Class of cephamycins/cephalosporins with 3-lactamase inhibitor (for example
ceftraroline or ceftazidime with avibactam, cefoperazone with sulbactam,
ceftolozane with tazobactam)
Class of sulphones (dapsone)
Fusidic acid (sodium fusidate) [own class]
Class of lincosamides (for example clindamycin)
Class of macrolides (for example clarithromycin, erythromycin)
Class of monobactams (aztreonam)
Class of monobactams with B-lactamase inhibitor (aztreonam with avibactam)
Class of penicillins
o Sub-class of natural (for example almecillin)
o Sub-class of aminopenicillins (for example ampicillin)
o Sub-class of B-lactamase-resistant (for example methicillin)
o Sub-class of carboxypenicillins (for example ticarcillin)
o Sub-class of ureidopenicillins (for example azlocillin)
o Sub-class of other penicillins (mecillinam, pivmecillinam hydrochloride)
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
o Sub-class of 1st-generation (for example rosoxacin)
o Sub-class of 2M-generation (for example ofloxacin)
o Sub-class of 3d-generation (for example temafloxacin)
o Sub-class of 4th-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]

9
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» 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]

¢ Class of combined oral contraceptives

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

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

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

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

o 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 3 generation (for example desogestrel, norgestimate,
gestodene)

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

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

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

e 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
o Class of oral retinoid and total cumulative dose = 120mg/kg (single course)
o Sub-class of daily dosing (dose =20.5mg/kg/day or <0.5mg/kg/day)
o Sub-class of alternate day dosing (dose =20.5mg/kg/day or <0.5mg/kg/day)
o Sub-class of less frequent or other dosing (dose =0.5mg/kg/day or
<0.5mg/kg/day)
o Class of oral retinoid and total cumulative dose < 120mg/kg (single course)
o Sub-class of daily dosing (dose =0.5mg/kg/day or <0.5mg/kg/day)
o Sub-class of alternate day dosing (dose 20.5mg/kg/day or <0.5mg/kg/day)
o Sub-class of less frequent or other dosing (dose =0.5mg/kg/day or
<0.5mg/kg/day)

» PHYSICAL TREATMENTS
e 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)

10
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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])
Smoothbeam™ l|aser [own class]

Photopneumatic therapy (for example intense pulsed light + vacuum)

e Radiofrequency (for example fractional microneedling, bipolar)

¢ No treatment
e Waiting list
¢ Pill placebo
¢ Other active intervention
e Sham physical treatment
Critical
o Efficacy
o Clinician-rated improvement at treatment endpoint
- % change in acne lesion count from baseline
- change or final score on a validated acne severity scale
o Participant-reported improvement at treatment endpoint

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

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

Important
o Acceptability
o Treatment discontinuation for any reason
o Tolerability
o Treatment discontinuation due to side-effects

For further details see the review protocol in appendix A.

Methods and process

This evidence review was developed using the methods and process described in
Developing NICE guidelines: the manual. Methods specific to this review question are
described in the review protocol in appendix A and the methods document (supplement 1).

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

Clinical evidence

For brevity we have not listed the references in the included studies section below, but they
are summarised in Table 2.

Also, the terminology ‘observations’ rather than ‘participants’ has been used because the
evidence includes split-face RCTs where parts of the face are randomised.

Included studies

This report included 107 randomised controlled trials (RCTS).

For the outcome of efficacy, the NMA included 76 RCTs, 41 treatment classes and 17,735
observations relevant to females; of these, 39 treatment classes were relevant also to males,
assessed in 67 RCTs and 14,145 observations.

11
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1 For details of the interventions that have been included in this analysis see Figure 1.
2 For the outcome of discontinuation for any reason, the NMA included 85 RCTs, 40 treatment
3 classes and 18,606 observations relevant to females; of these, 38 treatment classes were
4 relevant also to males, assessed in 77 RCTs and 15,147 observations.
5 For details of the interventions that have been included in this analysis see Figure 2.
6 For the outcome of discontinuation due to side effects, the NMA included 48 RCTs, 24
7 treatment classes and 15,213 observations relevant to females; of these, 22 treatment
8 classes were relevant also to males, assessed in 42 RCTs and 12,134 observations.
9 For details of the interventions that have been included in this analysis see Figure 3.
10 For the outcome of participant-reported improvement there were very limited data to allow
11 conducting a meaningful NMA, therefore these have been analysed in pairwise meta-
12 analysis (see evidence report E2).
13 For the outcome of prevention of scarring there were no data, therefore no analysis was
14 conducted.
15 See the literature search strategy in appendix B and study selection flow chart in appendix C.

16 Excluded studies

17 Studies not included in this review are listed, and reasons for their exclusion are provided in
18 appendix K.

19 Summary of studies included in the evidence review

20 Summaries of the studies that were included in this review are presented in Table 2.

21 Table 2: Summary of included studies.

Study Population* Interventions Outcomes

Abels N=120 Intervention: arm 1: e Treatment

2011b Sex: mixed GLY 10% lotion topical discontinuation for
Country: Number randomised: arm 1: 59 Intervention: arm 2: any reason
Europe Number randomised: arm 2: 61  PLC-topical

Study Inclusion details: Aged 12 years
type: RCT 4 oider with mild facial ache

(Leeds score 0.25; 0.5; 0.75; 1.00)
Akarsu N=50 Intervention: arm 1: SAL e Treatment
2012 Sex: mixed 3% + CLIND-topical 1% +  discontinuation for
Country:  Number randomised: arm 1: 25  BPO-topical 5% any reason
Turkey Number randomised: arm 2: 25  [ntérvention: arm 2: e Clinician rated
Study Inclusion details: Mild to CLIND-topical 1% + improvement in
type: RCT  moderate AV, between the ages B PO 5 acne

of 18 and 35 years, and with

between 10-50 IL and 10-100 NIL

above the mandibular line at

baseline.
Alba 2017 N=22 Intervention: arm 1: SAL e Clinician rated
Country:  Sex: mixed 10% improvement in
Brazil Number randomised: arm 1: 11 Intervention: arm 2: acne

Number randomised: arm 2: 11~ BLUE + RED LIGHT
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Study

Study
type: RCT

Alirezai
2005
Country:
Europe
Study
type: RCT

Alora
Palli 2013
Country:
United
States
Study
type: RCT

Babaeinej
ad 2013
Country:
Iran

Study
type: RCT

Babayeva
2011
Country:
Turkey
Study
type: RCT

Barbares
chi 1991
Country:
Italy

Population*

Inclusion details: Adolescents
aged between 12 and 18 years
old, with grades | and I
comedonal and papulopustular
acne, and who sought help at the
clinic in the trial period.

N=592

Sex: mixed

Number randomised: arm 1: 265
Number randomised: arm 2: 261
Number randomised: arm 3: 66

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

N=30

Sex: female

Number randomised: arm 1: 16
Number randomised: arm 2: 14

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

N=60

Sex: mixed

Number randomised: arm 1: 30
Number randomised: arm 2: 30

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

N=46

Sex: mixed

Number randomised: arm 1: 23
Number randomised: arm 2: 23

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

N=30

Sex: mixed

Number randomised: arm 1: 10
Number randomised: arm 2: 10
Number randomised: arm 3: 10

13

Interventions

(Spectra G3 machine,
Tonederm)

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

Intervention: arm 3:
Vehicle gel

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

Intervention: arm 1:
BPO 2.5% gel
Intervention: arm 2:
ADAP 0.1% gel

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

Intervention: arm 1:
AZE-topical 20% twice
daily

Intervention: arm 2:
TRET-topical 0.05%

Outcomes

e Treatment

discontinuation for
any reason

e Treatment

discontinuation
due to side effects
Clinician rated

improvement in
acne

e Treatment

discontinuation for
any reason

Clinician rated
improvement in
acne

Clinician rated
improvement in
acne

Clinician rated
improvement in
acne

Clinician rated
improvement in
acne

Acne Vulgaris: evidence reviews for management options for people with mild to moderate

acne vulgaris (NMA) DRAFT (December 2020)
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Study

Study
type: RCT

Barolet
2010
Country:
Canada
Study
type: RCT
(split face
design)

Becker
1981
Country:
United
States
Study
type: RCT

Bernhardt
2016
Country:
United
States
Study
type: RCT

Bleeker
1983
Country:
Sweden

Study
type: RCT

Boutli
2003
Country:
Greece

Study
type: RCT

Callender
2012b

Population*

Inclusion details: Comedonic
acne.

N=20 (observations)

Sex: mixed

Number randomised: arm 1: 10
Number randomised: arm 2: 10

Inclusion details: Mild to
moderate acne based on the
Combined Acne Severity
Classification with a lesion count
of at least 10 and skin type | to IlI
according to the Fitzpatrick
Classification System

N=238

Sex: mixed

Number randomised: arm 1: 124
Number randomised: arm 2: 114

Inclusion details: Age 12 to 30
with a minimum of 12 and a
maximum of 70 inflammatory
papules on the face.

N=68

Sex: mixed

Number randomised: arm 1: 35
Number randomised: arm 2: 33

Inclusion details: Older than 12
years old with more than 1-
inflammatory lesions

N=40

Sex: mixed

Number randomised: arm 1: 20
Number randomised: arm 2: 20

Inclusion details: Mild to
moderate papulopustular acne

N=37

Sex: mixed

Number randomised: arm 1: 19
Number randomised: arm 2: 18

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

N=33
Sex: mixed
Number randomised: arm 1: 17

14

Interventions

Intervention: arm 3:
PLC-topical

Intervention: arm 1: IRL

and then 5ALA-RED-PDT

Intervention: arm 2:
5ALA-RED-PDT

Intervention: arm 1:
CLIND-topical 1%
(clindamycin phosphate)
Intervention: arm 2:
Vehicle

Intervention: arm 1:
Topical salicylic acid in
"Next Science Acne" gel
Intervention: arm 2:
Vehicle

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

Intervention: arm 1:
Topical benzoil peroxide
5% gel

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

Intervention: arm 1:
Topical clindamycin 1.2%
+ topical tretinoin 0.025%

Outcomes

e Clinician rated

improvement in
acne

e Treatment

discontinuation for
any reason
Clinician rated

improvement in
acne

e Treatment

discontinuation for
any reason
Clinician rated
improvement in
acne

e Treatment

discontinuation for
any reason

e Treatment

discontinuation
due to side effects
Clinician rated

improvement in
acne

e Treatment

discontinuation for
any reason

e Treatment

discontinuation
due to side effects

e Treatment

discontinuation for
any reason
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Study
Country:
United
States
Study
type: RCT

Capizzi
2004
Country:
Italy
Study
type: RCT

Carey
1996
Country:
Canada
Study
type: RCT

Charakid
a 2007
Country:
United
Kingdom
Study
type: RCT

Cheema
2018

Country:
Pakistan

Study
type: RCT

Choi 2010

Country:
Korea,

Population*
Number randomised: arm 2: 16

Inclusion details: 12 years of age
or older with skin types IV to VI
and exhibited mild-to-moderate
facial acne and mild-to-moderate
PIH

N=52

Sex: mixed

Number randomised: arm 1: 26
Number randomised: arm 2: 26

Inclusion details: Aged 15— 35
years with mild to moderate AV
defined as: at least 10 and <50
inflammatory lesions (IL), at least
10 and <100 noninflammatory
lesions (NL) and no more than two
nodulocystic lesions

N=499

Sex: mixed

Number randomised: arm 1: 249
Number randomised: arm 2: 250

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

N=40

Sex: mixed

Number randomised: arm 1: 20
Number randomised: arm 2: 20

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

N=140

Sex: mixed

Number randomised: arm 1: 70
Number randomised: arm 2: 70

Inclusion details: Mild to
moderate acne

N=40 (observations)

Sex: mixed

Number randomised: arm 1: 20
Number randomised: arm 2: 20

15

Interventions

Intervention: arm 2:
Vehicle

Intervention: arm 1:
Adapalene topical gel
0.1% + HPS-topical
cream 1%
Intervention: arm 2:
Adapalene topical gel
0.1% + BPO-topical
cream 4%

Intervention: arm 1:
Topical fusidic acid 2%
Intervention: arm 2:
Topical erythromycin 2%

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

Intervention: arm 1: blue
light (Soret Blue Light)
407-420nm high intensity
light

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

Intervention: arm 1:
INTENSE PULSED
LIGHT [IPL] Ellipse Flex
System

Outcomes
e Treatment

discontinuation
due to side effects

¢ Clinician rated

improvement in
acne

Clinician rated
improvement in
acne

e Treatment

discontinuation for
any reason

e Treatment

discontinuation
due to side effects

Clinician rated
improvement in
acne

e Treatment

discontinuation for
any reason

e Treatment

discontinuation
due to side effects
Clinician rated
improvement in
acne

e Treatment

discontinuation for
any reason

Clinician rated
improvement in
acne

Clinician rated
improvement in
acne
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Study Population*

Republic Inclusion details: Age >15 years,

of general good health, the ability to

Study comply with the study protocol and

type: RCT an acne severity grade of 2-4, as

(split face  defined by Cunliffe’s grading

design) system

Chottawo N=41

rnsak Sex: female

2019 Number randomised: arm 1: 20

Country:  Number randomised: arm 2: 21

Thailand . o .
Inclusion details: Participants

Study were women aged above 25

type: RCT  years.Mild acne with an AFA
score of 2 on the face based on
the Global Acne Severity Scale

Cunliffe N=79

2002b Sex: mixed

Co_untry: Number randomised: arm 1: 40

United Number randomised: arm 2: 39

Kingdom : . .
Inclusion details: Acne vulgaris,

Study aged 13 to 30. Baseline or

type: RCT  gcreening P acnes counts on
facial skin (cheek or forehead) had
to be at least 104 colony-forming
units (CFUSs) per square
centimeter, of which no more than
104 CFU/cm 2 could be
erythromycin or clindamycin
resistant. Eligible patients also
had to have 15 to 100
inflammatory lesions, 15 to 100
comedones, and <2 nodules/cysts
on the face. Sexually active
female patients were required to
use contraception for 28 days
before the start and for the
duration of the study.

Cunliffe N=246

2005 Sex: mixed

Country:  Number randomised: arm 1: 83

Europe Number randomised: arm 2: 80

Study Number randomised: arm 3: 83

B2 (I Inclusion details: Age between
12 and 40 years with mild to
moderate acne graded between 2
and 7 with at least 15
inflammatory and 10 non-
inflammatory lesions, but fewer
than 75 lesions of either type

Darrah N=188

1996 Sex: mixed

16

Interventions

Intervention: arm 2:
PULSED DYE LASER
585-nm (Cynergy;
system)

Intervention: arm 1:
Topical 2% ketoconazole
cream

Intervention: arm 2:
Placebo

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

Intervention: arm 1:
topical clindamycin 1% /
zinc gel b.d.
Intervention: arm 2:
topical clindamycin 1% /
zinc gel g.d.
Intervention: arm 3:
topical clindamycin 1%
b.d.

Intervention: arm 1:
topical fusidic acid 2%
lotion b.d.

Outcomes

e Treatment
discontinuation for
any reason

e Clinician rated
improvement in
acne

e Treatment
discontinuation for
any reason

¢ Clinician rated
improvement in
acne

e Treatment
discontinuation for
any reason

e Treatment
discontinuation
due to side effects

¢ Clinician rated
improvement in
acne

e Treatment
discontinuation for
any reason
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Study
Country:
United
Kingdom
Study
type: RCT

Dayal
2017
Country:
India
Study
type: RCT

Dayal
2020
Country:
India
Study
type: RCT

Draelos
2002
Country:
United
States
Study
type: RCT

Population*

Number randomised: arm 1: 95
Number randomised: arm 2: 93
Inclusion details: Aged 12 to 25
with diagnosis of mild-to-moderate
acne vulgaris of the face, and
history of acne for at least 3
months. Mild acne was defined as
the presence of 5 to 20 papules
and/or pustules, and moderate
acne was defined as the presence
of 21 to 50 papules and/or
pustules on the right side of the
face.

N=40

Sex: mixed

Number randomised: arm 1: 20
Number randomised: arm 2: 20

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

N=50

Sex: mixed

Number randomised: arm 1: 25
Number randomised: arm 2: 25

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

N=440

Sex: mixed

Number randomised:
Number randomised:
Number randomised:
Number randomised: arm 4: 90
Number randomised: arm 5: 87

Inclusion details: At least 12
years of age, had mild-to-
moderate facial acne vulgaris, and
had not used any topical anti-acne
medication in the 14 days
preceding study entry, any oral
anti-acne medication in the 28
days preceding study entry, or any

arm 1: 89
arm 2: 85
arm 3: 89

17

Interventions

Intervention: arm 2: oral

minocycline 50mg b.d.

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

Intervention: arm 1:
30% salicylic acid peel
Intervention: arm 2:
45% mandelic acid peel

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

Intervention: arm 2:
topical clindamycin b.d.
Intervention: arm 3:
topical tazarotene 0.1%
0.d. plus BPO 4% b.d.
Intervention: arm 4:
topical tazarotene 0.1%
0.d. plus topical
erythromycin 3%/BPO
5% gel b.d.
Intervention: arm 5:
topical tazarotene 0.1%

Outcomes

e Treatment
discontinuation
due to side effects

e Clinician rated
improvement in
acne

o Clinician rated
improvement in
acne

e Treatment
discontinuation for
any reason

e Treatment
discontinuation
due to side effects
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Study

Dubey
2016
Country:
India
Study
type: RCT

Eichenfiel
d 2013a
Country:
north
america
Study
type: RCT

Elgendy
2015
Country:
Egypt
Study
type: RCT

Glass
1999
Country:
United
Kingdom
Study
type: RCT

Population*

investigational drug or device in
the 30 days preceding study entry.

N=100

Sex: mixed

Number randomised: arm 1: 50
Number randomised: arm 2: 50
Inclusion details: Male and non-
pregnant participants aged
between 12 and 30 years.
Participants with mild to moderate
acne vulgaris; based on simple
acne grading scale (grade 1 to
grade 4).Participants with only
comedones as noninflammatory
lesions, and papules and pustules
as inflammatory lesions were
included in the study (mild to
moderate acne vulgaris- grades 1
and 2).

N=285

Sex: mixed

Number randomised: arm 1: 142
Number randomised: arm 2: 143

Inclusion details: 9 to 11 years of
age, with a score of 3 (moderate)
on the Investigator’s Global
Assessment (IGA) scale and 20-
100 total lesions (non-
inflammatory and/or inflammatory)
on the face, including the nose

N=60

Sex: mixed

Number randomised: arm 1: 30
Number randomised: arm 2: 30

Inclusion details: Age at least 12
years, mild to moderate facial
acne vulgaris which failed to
respond to standard topical
treatment

N=160

Sex: mixed

Number randomised: arm 1: 40
Number randomised: arm 2: 41
Number randomised: arm 3: 40
Number randomised: arm 4: 39

Inclusion details: Between 15
and 100 inflammatory lesions
and/or between 15 and 100 non-
inflammatory lesions and no more
than 3 nodules

18

Interventions

0.d. plus topical
clindamycin b.d.

Intervention: arm 1:
adapalene (0.1%) o.d.

Intervention: arm 2:
benzoyl peroxide (2.5%)
clindamycin (1%)
combination o.d.

Intervention: arm 1:
ADAP 0.1%/BPO 2.5%
gel o.d.

Intervention: arm 2:
Vehicle o.d.

Intervention: arm 1:
Blue light: high intensity,
enhanced, narrowband,
blue, light source (cure
light, Iclear XL)
Intervention: arm 2:
isotretinoin 0.3 mg/kg/d in
divided doses for six
months

Intervention: arm 1:
Topical ISO 0.05% +
ERYTH 2% gel b.d.
Intervention: arm 2:
Topical placebo gel
Intervention: arm 3:
Topical ISO 0.05% gel
b.d.

Intervention: arm 4:
Topical ERYTH 2% gel
b.d.

Outcomes

e Treatment

discontinuation for
any reason

e Clinician rated

improvement in
acne

e Treatment

discontinuation for
any reason

e Treatment

discontinuation
due to side effects
Clinician rated

improvement in
acne

e Treatment

discontinuation for
any reason
Clinician rated
improvement in
acne

e Treatment

discontinuation for
any reason

e Treatment

discontinuation
due to side effects

Clinician rated
improvement in
acne
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Study

Gollnick
2009
Country:
North
America/E
urope
Study
type: RCT

Guerra-
Tapia
2012
Country:
Spain
Study
type: RCT

Gupta
2003
Country:
Canada
Study
type: RCT

Hajheyda
ri 2011
Country:
Iran

Study
type: RCT

Hansted
1985

Country:
Denmark

Study
type: RCT

Population*

N=1670

Sex: mixed

Number randomised: arm 1: 419
Number randomised: arm 2: 418
Number randomised: arm 3: 415
Number randomised: arm 4: 418

Inclusion details: 12 years of age
or older with acne vulgaris, having
on the face 20-50 inflammatory
lesions, 30—100 noninflammatory
lesions and an Investigator’'s
Global Assessment (IGA) score of
3, corresponding to moderate
acne.

N=168

Sex: mixed

Number randomised: arm 1: 83
Number randomised: arm 2: 85

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

N=112

Sex: mixed

Number randomised: arm 1: 53
Number randomised: arm 2: 59

Inclusion details: 13-40 years of
age, with moderate acne vulgaris
of the face. This was grade II-lll
with more than12 inflammatory
lesions.

N=96

Sex: mixed

Number randomised: arm 1: 32
Number randomised: arm 2: 32
Number randomised: arm 3: 32

Inclusion details: Aged 12-28
years with mild to moderate acne
vulgaris

N=79

Sex: mixed

Number randomised: arm 1: 40
Number randomised: arm 2: 39

Inclusion details: Mild to
moderate acne vulgaris

19

Interventions

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

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

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

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

Intervention: arm 1:
Topical 3%
Erythromycin/5% Benzoyl
Peroxide b.d.
Intervention: arm 2:
Topical 0.025%
Tretinoin/Erythromycin
4% b.d.

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

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

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

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

Outcomes

e Treatment
discontinuation for
any reason

e Treatment
discontinuation
due to side effects

e Clinician rated
improvement in
acne

e Treatment
discontinuation for
any reason

e Treatment
discontinuation
due to side effects

o Treatment
discontinuation for
any reason

e Treatment
discontinuation
due to side effects

e Clinician rated
improvement in
acne

e Treatment
discontinuation for
any reason

e Clinician rated

improvement in
acne
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Study

Henderso
n 1995
Country:
United
States
Study
type: RCT

Hughes
1992
Country:
United
Kingdom
Study
type: RCT

Hunt 1992
Country:
Australia

Study
type: RCT

lanosi
2013
Country:
Romania
Study
type: RCT

Iraji 2007
Country:
Iran

Study
type: RCT

Jaisamrar
n 2014

Population*

N=120

Sex: mixed

Number randomised: arm 1: 59
Number randomised: arm 2: 61

Inclusion details: 10-50
inflammatory facial lesions and no
more than 2 cysts.

N=77

Sex: mixed

Number randomised: arm 1: 25
Number randomised: arm 2: 26
Number randomised: arm 3: 26

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

N=150

Sex: mixed

Number randomised: arm 1: 50
Number randomised: arm 2: 50
Number randomised: arm 3: 50

Inclusion details: Mild to
moderate acne, older than 12
years, free from intercurrent
disease

N=180

Sex: mixed

Number randomised: arm 1: 60
Number randomised: arm 2: 60
Number randomised: arm 3: 60

Inclusion details: Mild to
moderate comedonal and
inflammatory acne vulgaris, with
one or more inflammatory lesions,
over 18 years with Fitzpatrick skin
phototypes | — IV

N=60

Sex: mixed

Number randomised: arm 1: 30
(c)

Number randomised: arm 2: 30
(c)

Inclusion details: Age 15-35
years with mild to moderate acne

N=201
Sex: female

Interventions Outcomes

Intervention: arm 1:
Clindamycin phosphate
1% topical solution o.d.
Intervention: arm 2:
Erythromycin 2% topical
pledgets o.d.

e Treatment
discontinuation for
any reason

e Treatment
discontinuation
due to side effects

e Clinician rated
improvement in
acne

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

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

e Treatment
discontinuation for
any reason

e Treatment
discontinuation
due to side effects

Intervention: arm 1:
Topical gluconolactone
lotion 14%
Intervention: arm 2:
Topical BPO 5% lotion
Intervention: arm 3:
Topical vehicle

e Treatment
discontinuation for
any reason

e Treatment
discontinuation
due to side effects

Intervention: arm 1:
IPL+Vacuum

e Treatment
discontinuation for
any reason

Intervention: arm 2: IPL

Intervention: arm 3:
Sebium H20 Micellaire
solution

Intervention: arm 1:
20% azelaic acid gel b.d.
Intervention: arm 2:
vehicle gel (contains
carbapol 934 (1%),
glycerin (5%) and
triethanolamine (0.2-
0.5%) b.d.

¢ Clinician rated
improvement in
acne

Intervention: arm 1:
triphasic EE/NGM
treatment at the dosage

e Treatment
discontinuation for
any reason
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Study
Country:
Thailand
Study
type: RCT

Jung
2009
Country:
Korea
Study
type: RCT
(split face
design)

Katsamba
s 1989
Country:
Greece
Study
type: RCT

Kaur 2015
Country:
India
Study
type: RCT

Korkut
2005
Country:
Turkey

Study
type: RCT

Population*
Number randomised: arm 1: 100
Number randomised: arm 2: 101

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

N=36 (observations)

Sex: mixed

Number randomised: arm 1: 18
Number randomised: arm 2: 18

Inclusion details: Mild to
moderate facial ache (acne
severity grade of 2-5, as defined
using the Cunliffe grading
system), that hadn't improved for
more than a year.

N=92

Sex: mixed

Number randomised: arm 1: 43
Number randomised: arm 2: 49

Inclusion details: Papulo-
pustular acne (degree Il/Ill of
Plewig-Kligmann)

N=66

Sex: mixed

Number randomised: arm 1: 33
Number randomised: arm 2: 33

Inclusion details: Age range of
15-35 years having =2 and =30
inflammatory and/or
noninflammatory lesions with
Investigator's Global Assessment
score (IGA) 2 or 3.

N=105

Sex: Mixed

Number randomised: arm 1: 35
Number randomised: arm 2: 35
Number randomised: arm 3: 35

21

Interventions

of 0.035/0.18,
0.035/0.215 and
0.035/0.25mg on days 1—
7,8-14 and 15-21,
respectively, and took
inactive tablets for 7 days
before starting the next
treatment cycle
Intervention: arm 2:
biphasic EE/DSG
treatment at the dosage
of 0.04/0.025 and
0.03/0.125mg on days 1—
7 and 8-22 of each cycle,
respectively, and
discontinued treatment
for 6 days before starting
the next treatment cycle

Intervention: arm 1:
combined 585-nm PDL +
1,064-nm Nd:YAG lasers
Intervention: arm 2:
585-nm PDL laser

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

Intervention: arm 1:
benzoyl peroxide 2.5%
gel and clindamycin 1%
gel

Intervention: arm 2:
tretinoin 0.025% and
clindamycin 1% gel

Intervention: arm 1:
0.1% adapalene gel,
Intervention: arm 2: 5%
benzoyl peroxide lotion
Intervention: arm 3:
combination of 0.1%

Outcomes

e Treatment
discontinuation
due to side effects

e Clinician rated
improvement in
acne

e Clinician rated
improvement in
acne

e Treatment
discontinuation for
any reason

e Treatment
discontinuation
due to side effects

e Clinician rated
improvement in
acne

e Clinician rated
improvement in
acne

e Treatment
discontinuation for
any reason

e Treatment
discontinuation
due to side effects
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Study

Kwon
2019
Country:
Korea
Study
type: RCT
(split face
design)

Langner
2007
Country:
Europe
Study
type: RCT

Langner
2008
Country:
Europe
Study
type: RCT

Population*

Inclusion details: Diagnosis of
acne vulgaris

N=50 (observations)

Sex: Mixed

Number randomised: arm 1: 25
Number randomised: arm 2: 25
Inclusion details: Mild-to-

moderate acne vulgaris as defined

by revised Leeds score 2-8

N=148

Sex: Mixed

Number randomised: arm 1: 73
Number randomised: arm 2: 75
Inclusion details: Patients aged

12-39 years with mild to moderate

acne vulgaris of the face, with at
least 15 inflammatory and/or non-
inflammatory lesions but no more
than three nodulocystic lesions
and an acne grade of less than 7

N=130

Sex: Mixed

Number randomised: arm 1: 65
Number randomised: arm 2: 65
Inclusion details: Patients aged

12-39 years with mild to moderate

acne vulgaris of the face, with at
least 15 inflammatory and/or non-
inflammatory lesions but no more
than three nodulocystic lesions

22

Interventions

adapalene gel +5%
benzoyl peroxide

Intervention: arm 1:
sequential application of
both nonablative 1,450-
nm diode laser
(Smoothbeam) and 450-
nm blue light; For the DL
mode treatment, each
half of the facial area
received 2 passes of the
stamp mode, which
comprised 4 micropulses
lasting a total of 280 ms
with 5 cryogen spurts
interspersed lasting a
total of 35 to 40 ms. The
spot size was 6 mm.
Laser energies ranged
from 5 to 7 J/cm2.
Intervention: arm 2:
450-nm visible blue light;
With the BL mode,
treatment hand piece
delivered symmetrical
peak wavelengths; 450
nm for the BL. The
irradiance range was 3.5
to 7.0 mW/cm?2 for the
BL, with the radiant
fluencies during a single
treatment being 0.6 to 1.2
J/icm?2.

Intervention: arm 1: a
ready mixed, once daily
gel containing
clindamycin phosphate
(1%) plus benzoyl
peroxide (5%)
Intervention: arm 2: a
twice daily solution of
erythromycin (4%) plus
zinc acetate (1.2%)

Intervention: arm 1: a
ready-mixed once daily
gel containing
clindamycin phosphate
10 mg mL-1 + benzoyl
peroxide 50 mg mL-1
(Duac; also known as
Clindoxyl and Indoxyl

Outcomes

e Clinician rated
improvement in
acne

e Clinician rated
improvement in
acne

e Treatment
discontinuation for
any reason

e Treatment
discontinuation
due to side effects

¢ Clinician rated
improvement in
acne

e Treatment
discontinuation for
any reason

e Treatment
discontinuation
due to side effects

e Clinician rated
improvement in
acne
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Study Population* Interventions Outcomes
and an acne grade of 2 or more, Intervention: arm 2: a
but less than 7 once-daily gel containing
adapalene 0.1% (Differin)
Leheta N=45 Intervention: arm 1: e Treatment
2009 Sex: Mixed non-purpuric PDL discontinuation for
Country:  Number randomised: arm 1: 15  treatmentwith the any reason
Egypt Number randomised: arm 2: 15~ Xcgenkite laser, using
Study Number randomised: arm 3: 15 the following laser
type: RCT _ o : parameters: wavelengt.h
Inclusion details: Age of 18 of 585 nm, pulse duration
years or older, general good of 350, spot size of 7 mm,
health, mild to moderately severe and fluence of 3 J/cm2
facial acne vulgaris. Intervention: arm 2:
0.1% tretinoin cream
each evening and 5%
benzoyl peroxide gel
each morning.
Intervention: arm 3:
retinoic acid cream
(0.025%) at bedtime for 2
weeks prior to TCA
peeling.
Leyden N=109 Intervention: arm 1: 2% e Treatment
1987 Sex: Mixed erythromycin gel discontinuation for
Country:  Number randomised: arm 1: 55  Intervention: arm 2: A R
United Number randomised: arm 2: 54  clindamycin phosphate e Clinician rated
SIEHES Inclusion details: At least 14 Lo SR improvement in
Study years of age and had to have a acne
type: RCT  minimum of ten but no more than
sixty facial papules and pustules,
and no more than six facial
nodular cystic lesions
Leyden N=164 Intervention: arm 1: e Treatment
2001 Sex: Mixed tazarotene 1% gel on discontinuation for
Country: Number randomised: arm 1: 82 alte_rnate eveni_ngs with any reason
United Number randomised: arm 2: g2 VENicle gelonintervening ¢ Treatment
SIEIES Inclusion details: 12 years or HEEE : discontinuation
Study older with mild to moderate facial ~ miervention: arm 2: due to side effects
type: RCT  ,cne vulgaris (10 - 60 adapglene 0.1% gel each
inflammatory lesions, 10-200 evening
facial noninflammatory lesions, no
more than 2 facial nodular cystic
lesions - no more than 5mm in
diameter)
Leyden N=371 Intervention: arm 1: e Clinician rated
2002 Sex: Female tablets containing 20 g of improvement in
Country:  Number randomised: arm 1: 185 EE and 100 gof LNG in acne
United Number randomised: arm 2: 186 221122-day ?“St?r pack with
2:‘3’[;; Inclusion details: Healthy med?:};ign?glll:)l\?ved by 7
type: RCT women, at least 14 years of age, days of placebo

with regular menstrual cycles and
moderate facial ache. Moderate
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Study

Lucky
2001
Country:
United
States
Study
type: RCT

Maleszka
2011
Country:
Poland
Study
type: RCT

Marazzi
2002a
Country:
United
Kingdom
Study
type: RCT

Population*

facial acne was defined as a total
facial count of 6 to 200
noninflammatory comedones, 10
to 75 inflammatory lesions
(papules and pustules), and 5 or
fewer nodules. Also required a
normal Papanicolaou test result
within the past 6 months or a low-
grade abnormal Papanicolaou test
result under medical evaluation, a
negative pregnancy test result,
and agreement to use a
nonhormonal method of
contraception if at risk for
pregnancy.

N=237

Sex: Mixed

Number randomised: arm 1: 119
Number randomised: arm 2: 118

Inclusion details: 12 to 30 years
of age, with grade 2 or 3 acne
vulgaris (using the Cunliffe acne
grade 1-5: 30 or more
noninflammatory comedones and
10 or more inflammatory lesions),
who observed a washout period of
2 weeks of other treatments.

N=240

Sex: mixed

Number randomised: arm 1: 120
Number randomised: arm 2: 120

Inclusion details: 14 years or
older with a clinical diagnosis of
moderate acne vulgaris.

N=188

Sex: Mixed

Number randomised: arm 1: 95
Number randomised: arm 2: 93
Inclusion details: Facial acne
vulgaris having 15-100
inflammatory lesions and/or 15—
100 non-inflammatory lesions, but
not more than three nodulocystic
lesions.

24

Interventions

Intervention: arm 2:
Placebo oral

Intervention: arm 1:
adapalene cream 0.1%
Intervention: arm 2:
vehicle

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

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

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

Outcomes

e Treatment

discontinuation for
any reason
Clinician rated
improvement in
acne

e Treatment

discontinuation for
any reason

e Treatment

discontinuation
due to side effects
Clinician rated
improvement in
acne

e Treatment

discontinuation for
any reason

e Treatment

discontinuation
due to side effects
Clinician rated

improvement in
acne
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Study

Milani
2003
Country:
Italy
Study
type: RCT

Mills 1986
Country:
United
States

Study
type: RCT

Mills 1992
Country:
United
States
Study
type: RCT

Mohamm
adi 2019
Country:
Iran

Study
type: RCT

Mokhtari
2017
Country:
Iran

Study
type: RCT

Population*

N=60

Sex: Mixed

Number randomised: arm 1: 30
Number randomised: arm 2: 30

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

N=50

Sex: Mixed

Number randomised: arm 1: 25
Number randomised: arm 2: 25

Inclusion details: Mild to
moderately severe inflammatory
acne vulgaris of the face
(minimum of 10 inflammatory
lesions)

N=116

Sex: mixed

Number randomised: arm 1: 59
(c)

Number randomised: arm 2:57
(c)

Inclusion details: Good health,
18-30 years, and with 10 to 50
lesions consisting of comedones,
papules and pustules.

N=110

Sex: mixed

Number randomised: arm 1: 55
Number randomised: arm 2: 55

Inclusion details: Participants
ranging from 12 to 30 years

N=72

Sex: Mixed

Number randomised: arm 1: 32
Number randomised: arm 2: 40

Inclusion details: Mild-to-
moderate acne and Fitzpatrick
skin phototype Ill and IV, patient
preference to experience laser
therapy, having no acne scar, no
pregnancy or breast feeding, not
receiving topical or systemic
antibiotic in the last 2 weeks, not

25

Interventions

5.0%w/w and
erythromycin 3.0%w/w

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

Intervention: arm 1:
2.5% BPO gel
Intervention: arm 2:
vehicle

Intervention: arm 1:
Clindamycin phosphate
1% topical solution b.d.
Intervention: arm 2:
Erythromycin 2% topical
pledgets b.d.

Intervention: arm 1:
niosomal CL 1%
Intervention: arm 2:
niosomal combination of
BPO 1% and CL 1%

Intervention: arm 1:
benzoyl peroxide 5%
with concomitant intense-
pulsed light
Intervention: arm 2:
BPO only

Outcomes

¢ Clinician rated

improvement in
acne

o Treatment

discontinuation for
any reason

Clinician rated
improvement in
acne

Clinician rated
improvement in
acne

e Treatment

discontinuation for
any reason
Clinician rated
improvement in
acne

e Treatment

discontinuation for
any reason
Treatment
discontinuation
due to side effects
Clinician rated

improvement in
acne
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Study

Na 2007

Country:
Korea
Study
type: RCT
(split face
design)

Nestor
2016
Country:
United
States
Study
type: RCT

Ozolins
2004
Country:
United
Kingdom
Study
type: RCT

Population*

receiving systemic steroid and
retinoid in the last 6 months,
photosensitivity, no tendency to
developing hypertrophic and
keloid scars.

N=60 (observations)

Sex: Mixed

Number randomised: arm 1: 30
Number randomised: arm 2: 30

Inclusion details: Mild to
moderate ache

N=105

Sex: Mixed

Number randomised: arm 1: 35
Number randomised: arm 2: 35
Number randomised: arm 3: 35
Inclusion details: Healthy male
and female subjects 12 to 35
years old with Fitzpatrick Skin
Types | to VI. Mild to moderate
facial acne vulgaris, defined as 20
to 140 total lesions, with 10 to 90
noninflammatory and 10 to 50
inflammatory facial lesions, but no
nodules or cysts (Investigator’s
Global Assessment Score of 2,
2.5, 3, or 3.5 using the Modified
Cook’s Scale)

N=649

Sex: mixed

Number randomised:
Number randomised:
Number randomised:
Number randomised: arm 4: 127
Number randomised: arm 5: 131

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

arm 1: 131
arm 2: 130
arm 3: 130

26

Interventions

Intervention: arm 1: The
irradiation source was a
portable red light—
emitting device,

which had a wavelength
of 635 to 670nm and an
irradiance of 6mW.

Intervention: arm 2: No
treatment

Intervention: arm 1:
445nm blue/630nm red
light therapy mask
(MASK)

Intervention: arm 2:
Neutrogena® Complete
Acne Therapy System
Overnight Acne Control
Lotion (2.5% benzoyl
peroxide)

Intervention: arm 3:
Neutrogena® All-in-1
Acne Control Facial
Treatment (1% salicylic
acid plus retinol) and the
MASK treatment

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

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

Intervention: arm 4:
Combined formulation of
BPO- topical 5%/ERYTH-
topical 3%+ PLC-oral
Intervention: arm 5:
BPO-topical 5% +
ERYTH-topical 2% +
PLC-oral

Outcomes

¢ Clinician rated
improvement in
acne

e Treatment
discontinuation for
any reason

e Clinician rated
improvement in
acne

e Treatment
discontinuation for
any reason

e Treatment
discontinuation
due to side effects

e Clinician rated
improvement in
acne
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Study

Palombo-
Kinne
2009

Country:
Europe

Study
type: RCT

Papageor
giou
2000a
Country:
United
Kingdom
Study
type: RCT

Papageor
giou
2000b
Country:
United
Kingdom
Study
type: RCT

Pazoki-
Toroudi
2010
Country:
Iran

Study
type: RCT

Population*

N=1338

Sex: female

Number randomised: arm 1: 530
Number randomised: arm 2: 541
Number randomised: arm 3: 267

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

N=107

Sex: mixed

Number randomised: arm 1: 27
Number randomised: arm 2: 30
Number randomised: arm 3: 25
Number randomised: arm 4: 25

Inclusion details: Mild to
moderate acne, age ranging from
14 to 50 years, otherwise healthy

N=45

Sex: mixed

Number randomised: arm 1: 15
Number randomised: arm 2: 15
Number randomised: arm 3: 15

Inclusion details: Age ranging

from 14 to 50 years, with grade |
acne severity and a minimum of
five inflammatory lesions on the
face.

N=126

Sex: mixed

Number randomised: arm 1: 35
(c)

Number randomised: arm 2: 31
(c)

Number randomised: arm 3: 40
(c)

Number randomised: arm 4: 20

()
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Interventions
Intervention: arm 1:

EE-

oral 0.030mg + DNG-oral

2mg
Intervention: arm 2:

CPA-oral (2mg) + EE-oral

(0.035mg)

Intervention: arm 3:
PLC-oral