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ACNE VULGARIS



TOPICAL 

RETINOIDS



Tretinoin 0.05% Lotion in Acne Vulgaris 
Once Daily – 12-Week Phase III Monotherapy Studies 

Del Rosso JQ, Pariser D, et al. Poster presentation, SCALE 

Meeting, Nashville, TN, May 2018

Harper JC, et al. J Dermatolog Treat. 2019 Apr 2:1-8. 

>9 Years of  Age

with Facial Acne

(N=1640)

Moderate to Severe

Acne at Baseline 

Two Randomized (1:1) 

Controlled Studies 

Greater Improvements in Skin 

Oiliness, Patient Satisfaction 

and QoL with active vs vehicle

(Week 12 vs Baseline)

WEEK 12

Mean % Reduction  

Inflammatory Lesions 
50.9% - 53.4%

(Tretinoin) vs 
40.4% - 41.5% 

(Vehicle)

Mean % Reduction 

Comedonal Lesions 
47.5% - 45.6% 

(Tretinoin) vs
27.3% - 31.9% 

(Vehicle) 

All Comparisons 

P<0.001



Tretinoin 0.05% Lotion in Acne Vulgaris 
Relevant Vehicle Characteristics 

Kircik L, et al. Poster presentations. Fall Clinical Dermatology,                                                                   

Las Vegas, NV, October 2018.
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showing Emulsion 

or Oil Droplets

30 FEMALE
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FOREARMS
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REACTIONS

RAPID AND SUSTAINED

INCREASE IN WATER CONTENT

RAPID AND SUSTAINED

DECREASE IN 

WATER LOSS

DELIVERY + TOLERABILITY



TRETINOIN 0.05% 

LOTION ONCE DAILY

MODERATE-SEVERE

ACNE

ASIAN POPULATION (N=69) 
AGE 12-48 YRS

EFFICACY AND TOLERABILITY CONFIRMED
Han G, et al. J Drugs Dermatol. 2019;18(9):910-916

ADULT AND

ADOLESCENT

FEMALE 

POPULATION 

(N=909) 
AGE 9-58 YRS

EFFICACY AND 

TOLERABILITY

CONFIRMED
Kircik L, et al. J Drugs 

Dermatol. 2019;18(2): 

178-188

POST HOC ANALYSES FROM PIVOTAL TRIALS

HISPANIC POPULATION (N=766) 
AGE 11-50 YRS

EFFICACY AND TOLERABILITY CONFIRMED
Cook-Bolden F, et al. J Drugs Dermatol. 2019;18(1):32-38

PREADOLESCENT 

POPULATION 

(N=154) 
AGE <13 YRS

EFFICACY AND 

TOLERABILITY 

CONFIRMED
Eichenfield L et al. Ped 

Dermatol. 2019;36(2):        

193-199



Tazarotene 0.045% Lotion in Acne Vulgaris 
Once Daily – 12-Week Phase 2 Comparative Study 

Tanghetti E, et al.  J Drugs Dermatol.  

1;18(6): 542-548

>12 Years of  Age

with Facial Acne

(N=210)

Moderate to Severe

Acne at Baseline 

TAZAROTENE 0.045% 

LOTION (n=69)

vs

TAZAROTENE 0.1% 

CREAM (n=72)

vs

VEHICLES (n=69)

WEEK 12

Mean % Reduction  

Inflammatory Lesions 
63.8%

(TAZ 0.045% LOTION) vs 
60% 

(TAZ 0.1% CREAM)

Mean % Reduction 

Comedonal Lesions 
56.9% 

(TAZ 0.045%  LOTION) vs
54.1% 

(TAZ 0.1% CREAM) 

TREATMENT RELATED

ADVERSE EFFECTS

5.6% (TAZ CREAM)

2.9% (TAZ LOTION)



TAZAROTENE 0.1% FOAM 

EXPEPIENCE PROGRAM

PATIENT SAMPLE SIZE = 203

(WKS 2, 4, 8, 12)

57% FEMALE

82% TREATED FACE

(53% FACE ONLY / 29% BOTH)

4 WEEKS: 78% ACNE IMPROVED

64% VERY OR MODERATELY

IMPROVED

12 WEEKS: 70% VERY SATISFIED

OR SATISFIED

65% VERY LIKELY OR LIKELY TO 

CONTINUE USE

Del Rosso JQ, et al. Poster presentation. Fall Clinical Dermatology, Las Vegas, Nevada, October 2019.



• Trifarotene is a RARγ-selective topical retinoid in a cream (50 µg/g) 

• Development program evaluated efficacy and safety in both                           
FACIAL and TRUNCAL ACNE 

• Two 12-week, double-blinded, multicenter, vehicle controlled studies

• Once daily trifarotene cream (n=1209) or vehicle cream (n=1183)

• Randomization pattern 1:1 

• TRUNCAL ACNE (Data at 12 Weeks) Study 1 Study 2
• Mean % Change Inflammatory Lesions 57.4% vs 50.0% 65.4% vs 51.1%

• Mean % Change Non-Inflammatory Lesions 49.1% vs 40.3% 55.2% vs 45.1%

• Majority of  adverse events local tolerability reactions early in therapy
• Consistent with topical retinoid therapy – managed with proper skin care

• Fewer reactions on trunk

Trifarotene Cream
Phase 3 Studies in Moderate Facial AND Truncal Acne

Tan J, Thiboutot D, Popp G, et al. J Am Acad Dermatol. 2019;80(6):1691-1699.  



Trifarotene Cream PGA* Success
Phase 3 Randomized Controlled Studies: Moderate Truncal Acne

*PGA = Physician Global Assessment

Tan J, Thiboutot D, Popp G, et al. J Am Acad Dermatol. 2019;80(6):1691-1699.  





TOPICAL

CLASTERONE



Clascoterone Targets Multiple Pathways
Operative in Acne Pathophysiology  

• CLASCOTERONE 

Reduces

• Sebum 

secretion1

• Follicle cell 

keratinization2

• Inflammation1

Image from : Tuchayi SM et al. Acne Vulgaris. Nature Reviews: Disease Primers.2015; Sept. 

https://www.nature.com/articles/nrdp201529?WT.mc_id=TWT_NRDP  

1. Data on File. Clinical Study Report. Cassiopea SpA & Submitted manuscript to Investigative Derm.

2. Lai JJ et al. Arch Dermatol Res. 2012;304(7):499-510



Topical Clascoterone Phase I/II Studies
Top Line Outcomes 

▪ First topical anti-androgen + anti-inflammatory properties 

▪ New Chemical Entity ~ New Mode of Action

▪ Previously referred to as CB-03-01 and/or cortexolone 17-α propionate 

▪ Safety profile similar to vehicle  (>1300 exposed in Phase I/II studies)

▪ Statistical significance in Phase II primary end-points 

▪ 35.7% Total Lesion Count reduction vs 13% with vehicle

▪ Clinically superior / better tolerated than topical tretinoin (Phase IIa trial) 

▪ 22% IGA improvement vs 11.5%, 66% Total Lesion Count reduction vs 52%

▪ Anticipate use in combination with other acne therapies 



Clascoterone 1% Cream Baseline Data 
Two Phase III Studies in Acne Vulgaris (N = 1440) 

16

Study 025 Study 026

Clascoterone 1%

(N = 353)

Vehicle

(N = 355)

Clascoterone 1%

(N = 369)

Vehicle

(N = 363)

BASELINE INFLAMMATORY LESIONS COUNTS

Mean (SD) 42.4 (11.8) 42.9  (12.3) 42.9 (12.2) 41.3 (11.0)

BASELINE NON-INFLAMMATORY (COMEDONAL) LESION COUNTS

Mean (SD) 59.1 (22.2) 60.7 (22.1) 62.8 (21.4) 63.3 (20.5)

BASELINE TOTAL LESION COUNTS

Mean (SD) 101.5 

(25.1)

103.6 

(26.1)

105.7 

(25.8)

104.6 

(24.2)
BASELINE IGA SCORE,N (%)

3 – Moderate 292 (82.7) 291 (82.0) 305 (82.7) 313 (86.2)

4 – Severe 61(17.3) 64 (18.0) 64 (17.3) 50 (13.8)

Baseline Inflammatory, Non-Inflammatory, Total Lesion Counts similar in treated and vehicle  groups within each study and 

between the 2 studies

Baseline Investigator’s Global Assessment (IGA) Scores similar with most rated as Moderate (3)

IGA: Investigator’s Global Assessment ; SD: Standard Deviation  Source: http://www.cassiopea.com/investor-relations/presentations/yr-2018.aspx

MEAN AGE 

19 – 20 YEARS

~60% FEMALE

MODERATE 

SEVERITY

~82 – 86%

TOTAL LESIONS

COUNTS

101 - 105



Clascoterone 1% Cream Efficacy Data 
Two Phase III Studies in Acne Vulgaris (N = 1440)

ENDPOINT SUCCESS 

17

MEAN AGE 

19 – 20 YEARS

~60% FEMALE

MODERATE 

SEVERITY

~82 – 86%

TOTAL LESIONS

COUNTS

101 - 105
N=531 N=560

Clascoterone

Vehicle 

Clascoterone

Vehicle 

PP: Per Protocol 

IGA: Investigator’s Global Assessment   Source: http://www.cassiopea.com/investor-relations/presentations/yr-2018.aspx

20.4%

7.3%

22.2%

5.5%

In Study 25, IGA Treatment Success for Clascoterone, 1% treatment group =  20.4% versus 7.3% in vehicle (p<0.0001)

In Study 26, IGA Treatment Success for Clascoterone, 1% treatment group =  22.2% versus 5.5% in vehicle (p<0.0001)



ENCAPSULATED

BENZOYLPEROXIDE





CRYO-SEM PICTURE ENERGY-DISPERSIVE X-RAY SPECTROSCOPY MAPPING

Encapsulated Benzoyl Peroxide 

Skin lipids migrate through the silica 

shell to promote solubilization of BP. 

Dissolved BP then migrates to

sebaceous follicles

Silica shell wraps BP crystals and serves 

as a barrier between benzoyl peroxide 

crystals and skin or other Ingredients
ENHANCED SKIN TOLERABILITY

ENCAPSULATED BENZOYL PEROXIDE (BP)
TOPICAL DELIVERY TECHNOLOGY



TOPICAL

CANNABIDIOL



2222

Cannabidiol (CBD) [BTX 1503] 
Mechanism of Action in Acne

BTX 1503 (Cannabidiol) Effects on Acne Pathophysiologic Factors

1. Olah et al. J Clin Invest. 2014:124(9):3713-372; 

2. Wilkinson & Williamson. J Derm Sci. 2007;45:87-92

3. Appendino et al. J Natl Prod. 2008;71:1427-1430; . 

PRIMARY FACTORS IN ACNE PATHOPHYSIOLOGY: CBD SHOWN TO:

▪ Excess sebum production -Suppress sebocyte proliferation1

▪ Follicular hyperkeratinization (microcomedo) -Inhibit human keratinocyte 

proliferation, through a of the 

follicle non-CB1/CBs mechanism 2

▪ C. acnes (formerly P. acnes) colonization -Have potent anti-microbial activity 

against gram-positive bacteria3

▪ Perifollicular inflammation -Have anti-inflammatory effects on 

human sebocytes 1



2323

Cannabidiol (CBD) [BTX 1503] 
Proprietary Delivery Technology 

1. Data on File, Botanix Pharmaceuticals.. 



TOPICAL

MINOCYCLINE

FORMULATIONS



MINOCYCLINE

GEL



Minocycline 2% Gel (BPX-01) 
12-Week Phase 2b Study 

Outcomes in Once Daily for Acne Treatment

▪ 58.5% lesion reduction at 

Week 12 (2% dose) 

▪ 43.3% lesion reduction at 

Week 4 (2% dose) 

▪ 25% with >2-grade reduction 

in IGA + Clear or Almost Clear 

(2% dose)

▪ 25% lesion reduction at    

Week 4 (Time to Onset) 

▪ Statistically significant lesion 

reduction (P=0.0256)

-70.0%

-60.0%

-50.0%

-40.0%

-30.0%

-20.0%

-10.0%

0.0%

Baseline Week 2 Week 4 Week 8 Week 12

% Lesion Reduction
Baseline

vs Vehicle

BPX-01 2% BPX-01 1%

43.3%

58.5%25% IGA “SUCCESS”

% INFLAMMATORY LESION 

REDUCTION

Baseline to Week 12

2% vs 1% vs Vehicle



Minocycline 2% Gel (BPX-01) Topical Gel                                              

for Acne Vulgaris

Courtesy of Joely Kaufman, M.D.

Baseline 12 Weeks

Poster presented at Alabama Dermatology Summer Symposium, June 22, 2017, Sandestin, Florida.



MINOCYCLINE

FOAM



ANCOVA, Intent to Treat (ITT) Population, Observed Cases
*P ≤.0001; †P ≤.001; ‡P≤.01. 

Study 22 - IL Count % Change Study 05 - IL Count % Change
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1. Raoof TJ et al. J Am Acad Dermatol. 2019; doi: 10.1016/j.jaad.2019.05.078. [Epub ahead of print]

2. Gold LS et al. J Am Acad Dermatol. 2019;80(1):168-177. 

FMX101 4%
Vehicle

MINOCYCLINE 4% FOAM ONCE DAILY
PHASE 3 12-WEEK STUDIES – MODERATE/SEVERE ACNE

>9 YEARS OF AGE – CHANGE IN INFLAMMATORY LESIONS (ILs)
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MINOCYCLINE 4% 
FOAM

ONCE DAILY

BASELINE

IGA = 4

Lesion Count = 53

WEEK 12

IGA = 1

Lesion Count = 9

Study 22 Data on file. Foamix Pharmaceuticals Ltd. 



ANCOVA, Intent to Treat (ITT) Population, Observed Cases
*P ≤.0001; †P ≤.001; ‡P≤.01. 

Study 22 - IL Count % Change Study 05 - IL Count % Change

−56%

−43%
-40%

-60%
0 3 6 9 12

Weeks

FMX101 4%
Vehicle

-20%

0%

*

*

* *

−43%

−34%

-40%

-60%
0 3 6 9 12

Weeks

-20%

0%

‡

*
†*

1. Raoof TJ et al. J Am Acad Dermatol. 2019; doi: 10.1016/j.jaad.2019.05.078. [Epub ahead of print]

2. Gold LS et al. J Am Acad Dermatol. 2019;80(1):168-177. 

3. Data on File, Foamix Pharmaceuticals

FMX101 4%
Vehicle

MINOCYCLINE 4% FOAM ONCE DAILY
LONG TERM SAFETY DATA – MODERATE/SEVERE ACNE

>9 YEARS OF AGE – CHANGE IN INFLAMMATORY LESIONS (ILs)

N = 495
BASELINE TOTAL 

LESIONS ~81-83
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Minocycline Distribution
CONCENTRATIONS IN SKIN AND PLASMA

Approximately half of minocycline delivered to the epidermis was recovered from the sebaceous appendages1

EPIDERMIS3:
560.21 μg/mL

DERMIS3:
17.50 μg/mL

1 Macdonald H et al. Clin Pharmacol Ther. 1973;14(5):852-861  2 Jones TM. J Drugs Dermatol. 2017;16(10):1022-1028. 3 Data on file: MedPharm Study No. 474-1701-1702. 

PLASMA
2 (4g/day for 21 days)
Mean Cmax = 1.3 ng/mL

EPIDERMIS1: 
3.7 μg/mL

DERMIS1: 
2.3 μg/mL

PLASMA2

Mean Cmax = 850 ng/mL

ORAL MINOCYCLINE          
(1mg/kg) at Day 21

TOPICAL MINOCYCLINE 4% FOAM 
(10mg/cm2)



TOPICAL VS ORAL ANTIBIOTIC USE
IMPLICATIONS FOR MINOCYCLINE 4% FOAM



Proprietary Stabilized pH Neutralized

Hypochlorous Acid Gel or Liquid Applied in Acne Vulgaris
Pilot Study (N=20) / Mild to Moderate Severity / BID x 12 Weeks

Nestor M, et al. Presented in Vail Colorado, August 2018. 

Subjective and Objective Local Skin Reactions Rated Extremely Mild 

No Significant Adverse Events



Proprietary Stabilized pH Neutralized

Hypochlorous Acid Gel or Liquid Applied in Acne Vulgaris
Pilot Study (N=20) / Mild to Moderate Severity / BID x 12 Weeks

BASELINE WEEK 12

BASELINE

WEEK 12
Nestor MS; Berman B; et al: A PILOT STUDY TO ASSESS THE EFFICACY AND TOLERABILITY OF TWO NEW PROPRIETARY, PURE HYPOCHLOROUS ACID-BASED                    

(HOCL) TREATMENTS FOR MILD-TO-MODERATE ACNE VULGARIS. (Poster) Practical Symposium, Vail CO August 2018



Tirado-Sánchez A, Ponce-Olivera: Efficacy and Tolerance of Superoxidized Solution in the Treatment of Mild to Moderate Inflammatory Acne. A Double-Blinded, 
Placebo- Controlled, Parallel-Group, Randomized, Clinical Trial.” J Derm Treatment 20, (5) 289–292, 2009. 

Superoxidized Solution (HOCl) BID (n=39) vs Benzoyl Peroxide BID (n=24)         
vs Placebo BID (n=24) for Mild to Moderate Inflammatory Acne

Double-blinded, Placebo-controlled, Randomized Clinical Trial



ROSACEA





Ivermectin 1% Cream Appears to Modulate the Pathophysiology of Rosacea

*P<0.001

SPP, species.

1. Del Rosso JQ, et al. J Clin Aesthet Dermatol 2017;10(9):28–31. 2. Thibaut de Ménonville S, et al. Dermatol Ther (Heidelb) 2017;7(2):213–225.                                                

3. Schaller M, et al. JEADV 2017;31(11):1907–1911. 4. Soolantra SPC. 

Reduction of  Demodex spp
Density in vivo3

Decreased expression of  

cutaneous inflammatory 

biomarkers2,3

Decrease in mean 

Demodex mite count 

over 12 weeks

Baseline 99.9/cm2*

≥ 6 weeks 3.8/cm2*

≥ 12 weeks 0.8/cm2*

>99%

Reduced 

interleukin-8, 

cathelicidin 

and Toll-like 

receptor 4 

expression

Ivermectin 1% Cream 
Dual Mode of Action in Rosacea: Anti-Inflammatory + Antiparasitic Properties

Suppression of  the Innate

Immune Response2

Inhibition        

of  the 

cathelicidin 

pathway2

DECREASE IN INNATE 

IMMUNE RESPONSE 

AND INFLAMMATION

REDUCTION IN 

ANGIOGENESIS

REDUCED RESPONSE TO

TRIGGERS

DECREASE NEUTOPHIL

RECRUITMENT



ANSWER Study. Poster Presentation, Fall Clinical Dermatology, Las Vegas, NV, October 2018 / Soolantra Product Information, Galderma Laboratories, Fort Worth, TX. 

Decrease in mean 

Demodex mite count 

over 12 weeks
>99%

Reduced 

interleukin-8, 

cathelicidin 

and Toll-like 

receptor 4 

expression

Ivermectin (IVM) 1% Cream + Subantibiotic Dose 
Doxycycline(Doxy MR 40 mg/day) vs IVM 1% Cream Alone

Severe Rosacea / Mean Lesion Count ~39 /  Multiple Prior Therapies

48.15

69.14

80.29

39.27

61.44

73.56
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147% more 

subjects on 

combination 

therapy 

achieved 

100% lesion 

reduction vs. 

monotherapy



Reduction in Mean Frequency of  Flushing Episodes vs Baseline
IVM 1% Cream vs IVM + Doxy-MR 40 mg/Day
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IVM + Doxycycline 40 mg MR IVM + Vehicle

Baseline: IVM + DMR n=135 IVM + PBO n=138;  Week 12 IVM + DMR n=125 IVM + PBO n=124

DMR, doxycycline modified release; IVM, ivermectin; PBO, placebo

ANSWER Study. Poster Presentation, Fall Clinical Dermatology, Las Vegas, NV, October 2018 

P<0.001

4.6

5.6



Oxymetazoline
α-1versus α-2 receptor agonism

END OF STUDY WEEK 17 presence of presynaptic             

α-2 receptors                                            

→ inhibition of norepinephrine 

release

→ vasodilation via a negative 

feedback loop mechanism

presence of α-2 receptors         

on endothelial cells                    

→ mediates release of             

nitric oxide (NO)

→ stimulation causes a

vasodilatory response





Oxymetazoline 1% Cream Phase 4 vs Phase 3 Outcomes 

≥1-Grade Improvement in Clinician Erythema Assessment (CEA)

Phase 4 Trial Phase 3 Pivotal Trials

§P<0.0001 for the comparison to vehicle. ‡P<0.001 for the comparison to vehicle.

Submitted and accepted for publication by Br J Dermatol. 2019. 



Oxymetazoline Hydrochloride 1% Cream  
with Energy-Based Therapy in Rosacea:                   

Phase 4 Open-Label Study

Patients (%) with ≥1-Grade Improvement in 

Clinician Erythema Assessment

(days 1–3, n=44; days 29–56, n=43)

6 HOURS 

POST DOSE

Goldberg D, et al. Poster. Fall Clinical Dermatology, Las Vegas, Nevada, October 2019. 



Together Out of the Shoot vs Staggered
Combining Topical Agents in Papulopustular Rosacea (N=190)  

END OF STUDY WEEK 17

TOGETHER FROM START 

=

BETTER RESULT

12-Week Randomized Controlled Study
Moderate to Severe-Papulopustular Rosacea (N=190)

TOPICAL IVERMECTIN + BRIMONIDINE REGIMENS
CONTROLLED APPLICATION AND SKIN CARE 

Del Rosso JQ, Papp K, et al, EADV, 2016



➢ The proportion of subjects achieving IGA treatment success in both FMX103 1.5% treatment 
groups was statistically significant as compared with vehicle at week 12 (

Figure 3. IGA treatment success at week 12

P=.027 P=.0077
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n=495 n=256 n=514 n=257

Subjects 

Achieving 

IGA 

SUCCESS (%)

at WEEK 12

P = .027 P = .0077

Co-Primary End Points

✓ Absolute change 

from Baseline in 

Inflammatory Lesion 

Count  (ILC) Week 12 

✓ IGA success at Week 

12 (Clear” or Almost 

Clear) + ≥2-grade 

Decrease from 

Baseline

Minocycline Topical 1.5% Foam Once Daily
Phase 3 12-Week Studies in Moderate-to-Severe            

Papulopustular Rosacea (N=1522 / 2:1) 

Stein Gold L, Del Rosso JQ, DO, Bhatia ND, et al. Phase 3 Studies, Foamix Pharmaceuticals, Data on File, 2019. 

ILC DECREASE

64% vs 57% 

ILC DECREASE

62% vs 50% 



➢ The proportion of subjects achieving IGA treatment success in both FMX103 1.5% treatment 
groups was statistically significant as compared with vehicle at week 12 (

Figure 3. IGA treatment success at week 12

P=.027 P=.0077
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Minocycline Topical 1.5% Foam Once Daily
Moderate-to-Severe Papulopustular Rosacea (N=1522)

Phase 3 – 12 Weeks / Mean Lesions = 28.5-30.2 

Stein Gold L, at al. SKIN, 2019.  

Baseline Week 12

IGA=3 IGA=0

Baseline Week 12

IGA=3 IGA=2



49

BPX-04 Patient Outcomes

Bhatia ND, Del Rosso JQ. Poster presentation. Fall Clinical Dermatology, Las Vegas, NV, October 2018.

1% = n=10; 2% = n=9 

12 WeeksBaseline

Minocycline 2% Topical Gel  
Pilot Study in Moderate-to-Severe Papulopustular Rosacea (N=19) 



ENCAPSULATED BENZOYL PEROXIDE 5%  
ONCE DAILY - PAPULOPUSTULAR ROSACEA

-38.3%

-68.2%

-46.0%

-69.4%
-80%

-60%

-40%

-20%

0%

Vehicle (n = 118) EPSOLAY® (n = 243) Vehicle (n = 122) EPSOLAY® (n = 250)

Study 54-02Study 54-01

% CHANGE INFLAMMATORY LESIONS FROM BASELINE TO WEEK 12 

P<0.001 P<0.001
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INCIDENCE OF ADVERSE EVENTS (E-BP GROUPS): 5.9 (n=14) and 3.6% (n=9)
Sol-Gel, Data on file, http://ir.sol-gel.com/static-files/1ee0e842-1fab-4299-8332-ef9450983cc4, accessed 22 July 2019 


