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Introduction Table 1. Double-blind baseline demographics, disease characteristics, and Long-Term Efficacy
- Rosacea is a chronic, inflammatory disorder involving the face that is concomitant use of medication * Treatment with FMX103 1.5% during the 40-week OL extension study was
characterized by central facial erythema, flushing, telangiectasia, edema FMX103/ | Vehicle Foam/| o associated with reduction in inflammatory lesions relative to the DB and OL
_ ’ ’ ’ ! Variable FMX103 FMX103 . - - : - :
papules, and pustules' (N=332) (N=172) (N=504) baselines, regardless of previous treatment during the DB studies (Figure 4)

. . . . Mean age (SD) 51.1(12.62) @ 51.9(11.90) = 51.4 (12.37) Figure 4. Absolute (A) and percent (B) change from DB baseline in
 QOral tetracyclines, such as doxycycline and minocycline, are among . .
th th ies that d for treatina the disorder with oral 18 10 40 years 68 (20.5) 26 (15.1) 94 (18.7) inflammatory lesions
e common therapies that are used for treating the disorder with oral, 41 to 64 years 214 (64.5) 121 (70.3) 335 (66.5) — —
sub-microbial doxycycline Currgntly approvec_j for this |_ndlcat|on. HOWGVGIF, > 65 years 50 (15.1) 25 (14.5) 75(14.9) 8 0 4 8 12 16 Z;G 2 4 40 46 52 ° 0 4 8 12 16 z;e N
these agents have been associated with antibiotic resistance, adverse side Gender, n (%) g N oseuy Vel group swiched s N oseue Venicl group swiched f
effects, such as gastrointestinal upset and permanent hyperpigmentation, Male 91 (27.4) 62 (36.0) 153 (30.4) £r o — £E L —
and following treatment cessation, the tendency for disease relapse is high®”’ Female 241 (72.6) 110 (64.0) 351 (69.6) €5 - ; § ;
Race, n (%) A fp ©
+ The efficacy and safety of FMX103 1.5% topical minocycline foam in treating White 321 (96.7) 163 (95.3) 484 (96.2) :g ! §E ¥
moderate-to-severe rosacea have previously been reported in two, 12-week, Black 5(1.5) 3(1.8) 8 (1.6) £ w0 — . i — 0o
double-blind, vehicle-controlled, Phase 3 studies (Study 11 and Study 12)8 Other 6 (1.8) 6 (1.8) 12 (2.4) S i * i
Mean inflammatory lesion count, n (SD) 28.8(12.63) 28.7(11.93)  28.8(12.38) gy | IFMXIOSE e TSNCFMXT031.5% gy | HIFIIOSLE e TSNCFAXT031.5%
’ O—IDjM TO demonStrate the Iong-term Safety’ t0|erab|||ty and efflcacy IGA Score’ n (%) DB, double-blind study; change from baseline is calculated as the value at baseline minus the post-baseline value
of topical FMX103 1.5% minocycline foam in moderate to severe facial 3 — Moderate 301 (90.7) 149 (86.6) 450 (89.3) - 6% of the EMX103/EMX103 oat 4 76.0% of
papulopustular rosacea for up to 52 weeks. 4 — Severe 31(9.3) 23 (13.4) 54 (10.7) * Atthe end of the study, 81.6% of the 0 patients, and 76.0% o
Any concomitant medication during the study, n (%) the vehicle/FMX103 patients, achieved IGA treatment success (Figure 5)
Vitamins 273 (82.2) 137 (79.7) 410 (81.3) _
Methods Lipid modifying agents 81 (24.4) 39 (22.7) 120 (23.8) Figure 5. IGA treatment success
Agents acting on the renin-angiotensin system 76 (22.9) 38 (22.1) 114 (22.6) 100 - |
+ FX2016-13 (Study 13) was an open-label, multicenter, 40-week extension L . 5 (20. 107 (21.2 Il " FMX103/FMX103 " VehiclelFMX103
Antibiotics and chemotherapeutics for 72(21.7) 35 (20.3) (21.2) g e s 760
study to evaluate the long-term safety, tolerability, and efficacy of FMX103 dermatological use 6 (1.8) 4 (2.3) 10 (2.0) I -
1.5% topical foam in the treatment of moderate-to-severe facial papulopustular Antifungals for dermatological use 6 (1.8) 1(0.6) 7 (1.4) 85
rosacea (Figure 1) Other dermatological preparations 9 (2.7) 3(1.7) 12 (2.4) §§ " e -
Baseline is defined as the Baseline visit in the double-blind study; IGA, Investigator’s Global Assessment; SD, standard deviation. °\°§ 25 1 19 122
« Subjects were eligible to enter Study 13 upon successful completion of either

Safety and Tolerability

double-blind study (Study 11 or Study 12)

« Summary of all adverse events in the all treated population is shown in Table 2 A i e s GernE it s iy
— There was no limit on the number of subjects who could enter the - The majority of the treatment-emergent adverse events (TEAEs) were considered =
open-label phase mild or moderate in severity and no serious TEAEs were related to treatment -----------
FMX103
- Concomitant use of prescription or OTC medications that the subjects were Table 2. Summary of TEAES, rates of discontinuation and overall FMX103 1.5% —
. . . i . i , douple-plind study; , Investgator s Global Assessmen
taking or any change in dosage was permitted and recorded treatment duration in the OL extension “Week 12 of the DB study sérves as the baseline for the OLE study
FMX103 1.5%/ | Vehicle Foam/ - : :
* Investigator Global Assessments (IGAs) were based upon a 5-point scale with Variable FMX103 1.5% | FMX103 1.5% (?l‘iesrg‘i') Subject Satisfaction | | | |
O=clear, 1=almost clear, 2=mild, 3=moderate, and 4=severe (N=332) (N=172) : A’F the end of the open-label study there was a high rate of subject_ satisfaction
Subjects with any AE, n (%) 151 (45.5) 70 (40.7) 221 (43.8) with FMX103 1.5% for the treatment of papulopustular rosacea (Figure 6)
I I 0 ] L] L] L] [ [
Fi 1. Studv desi Subjects with any TEAE, n (%) 137 (41.3) 04 (37.2) 201 (39.9) Figure 6. Subject satisfaction questionnaire results at Week 52
igure 1. study gesign Subjects with TEAE, n (% 9 (2.7) 4 (2.3)
USIEES Bl Sy SRELe LB, 1) () (2.7) (£:3) Si(2:6) All Treated Population, N=504
led (N=1522) Subjects with treatment-related TEAES, n (%) (1.5)° (4.7)° 3 (2.6)
Subjects WI th Serious treatmen t relate d Overall satisfaction with product Compared to other products Recommend to friend
b FMX103 1.5% (n=495) B 1% 1% 1%
: " ( 5 TEAES, n (%) 0(0.0) 0(0.0) 0 (0.0)
@ Vehicle Foam (n=256) Subjects discontinued due to AE, n (%) 3 (0.9)° 2 (1.2) 5(1.0)
08 el 20t KOS S ) ; TEAES resulting in death, n (%) 0 (0.0) 0 (0.0) 0 (0.0)
N FMX103 1.5% (n=514 enrolled, in safety population, complete : )
S S A : ; Subjects exposed to > 6 months (>168 days), n (%) = 319 (96.1) 146 (84.9) | 465 (92.3)
& Vehicle Foam (n=257) Visit every 6 weeks Subjects exposed to > 1 year (>350 days), n (%) 272 (81.9) 0 (0.0) 272 (54.0)
- Number (%) of subjects with at least 1 AE per category; AE, adverse event; TEAE, treatment-emergent adverse event
Baseline Week 12 Week 52 aabyrinthitis, periorbital cellulitis, pneumonia, staphylococcal infection, cerebrospinal fluid leakage, cerebrovascular accident, syncope, subdural hematoma, death, hypokalemia, malignant melanoma
i i ®Appendicitis perforated, post procedural hemorrhage, large intestinal instruction, chronic obstructive pulmonary disease
Key Inclusion Criteria for DB Study Co-Primary Efficacy Endpoints CM.ydriasis, angular.c.h.eilitis, herpes simplex, dermatitis contact, hair color (I:hanges - o o o _ _ ]
- Males and nonpregnant females 218 years * Absolute change in the inflammatory lesion count at Week 52 compared to DB :B:r:;h;:i’scsgﬁggtt'vr:'sér?:;zug;’;g;%rgi;s:it: contact, erythema, pruritus, rosacea, skin lesion B V(_ery s_at'?ﬂed " Sat'Sﬂ?d o " Somewhat satisfied . Ver?’"kely o Likely _ " Somewhatlikely
* Moderate-to-severe facial papulopustular rosacea (IGA baseline ‘Rosacea, anemia,’leu}liocytos,is, appendicitis perforated, sepsis, appendicectomy = Dissatisfied o Very dissatistied = Unlikely = Very uniikely
score of 3 or 4) . IGA Success Rate (dichotomized as yes/no) at Week 52,_where success was Percentages exclude 110 missing responses
715 to <75 facal papules and pustles, excluding esions from DB basing o1 b end atieasta zorade improvement (decrease) - TEAEs occurring in at least 2% of open-label subjects from either arm of the
- P hi f facial ervth flushi Secondary Efficacy Endpoints “hh I
resence or history of facial erythema or flushing - The absolute and percent change from DB baseline in inflammatory lesion count at dOU ble b||nd phase are ShOWﬂ N Table 3 Su m mary
Weeks 16, 22, 28, 34, 40, 46, and 52 of the OL study . . . . .
- The dichotomized IGA Success Rate at Weeks 16, 22, 28, 34, 40, and 46 Table 3. TEAEs in the OL extension Limitations
e o I|:=I\|\’I||))((11%::33 1155‘:{;’ \é?\’fl‘)ia'g:;':;’as{;" Overall - Because of the nature of the open-label study, no inference can be made on
nvestigator’s Global Assessment; ouble-blind study; open-lapel stuay,; over-tne-counter. arla e n u LY .
15F, Investggtor's Blobel Asssesment, D5, doublerbind siucy: OF opemisbet study, OTE, overfhercou - - - : (N=504) comparability due to the absence of a vehicle-treated control
(N=332) (N=172)
Subjects with one or more TEAE, n (%) 137 (41.3) 64 (37.2) 201 (39.9) Conclusions
Infections and infestations
Results Upper respiratory tract infection 14 (4.2) 5 (2.9) 19 (3.8) - FMX103 1.5% appeared to be safe and well tolerated for the long-term treatment of
, , .- - - - Viral upper respiratory tract infection 14 (4.2 5(2.9 19 (3.8 I lar rosacea for up to 52 weeks of treatment
Subject Disposition and Double-Blind Baseline Demographics Sirusite o Aor o ((2_4)) 5 §5_2; 17 §3_4g papulopustula P
* As shown in Figure 2, 504 subjects who completed the DB study (Study 11: Influenza 9 (2.7) 5(2.9) 14 (2.8) * No minocycline-induced hyperpigmentation was observed
N=217; Study 12: N=287) comprised the All Treated (Safety) population in the B';?n”af’h'tt'fact S g gjg ? 8%3 190 ((1230)) - Throughout 52 weeks of treatment, FMX103 1.5% continued to be associated with a
OL extension study (Study 13) Nervour;/ system disorders ' | | decreasing number of inflammatory lesions, as well as with improvement in overall
- D e ubiect o . Headache 8 (2.4) 2 (1.2) 10 (2.0) disease severity, as assessed by IGA scores
Igure <. subject disposition Vascular disorders + Patient satisfaction levels were high, with >80% of all subjects being either satisfied
Hypertension [ (2.1 1 (0.6 8 (1.6 o - 0
Rand(?rm;e%1(h:751) Rand‘jsél;ggd’l(zN:?ﬂ) TEAE, treatment-emergent adverse event Or Very SatISfled Wlth FMX1 03 1 5 /0
| | | |
([ I 0 . [ |
Completed DB stu4d3y7(FMX103 1.5%) Completed DBzgtzudy (Vehicle) Completed DB stu4d73g(FMX1031 .5%) Completed DBzggudy (Vehicle) Local faCIaI assessments at Week 52 demonStrated that FMX1 03 1 5 /0 t0p|Ca| DISCIOS“ res,ACk“ OWI edg ment
= = = = . . . . . Discl
minocycline foam was well tolerated during the OL extension study (Figure 3) Dr. Stein Gold s an advisor and investigator for Foamix, Galderma, LEO Pharma, Novartis, and Valeant and is an investigator for Janssen, AbbVie, and Solgel and an
P - t dy Entered OL study Entered OL stud ) _ o advisor and investigator _for Novart!s. Dr. Del _Rosso isaconsylta_nt forAcIaris,AImir.aII,Athenex, Qutanea, Dermira, Ferndale, Galfjerma,. Genentech, LEO Pharma,
et s SR o Figure 3. Facial tolerability assessed at Week 52 B e o o A T e
= 0=None m 1=Mild = 2=Moderate = 3=Severe Aclaris, Celgene, Galderma, Genentech, LEO Pharma, Novartis, Ortho, Pfizer, Promius, Sanofi/Regeneron, and SunPharma; and he participates in speakers bureaus
100% - 0.5 1.5 0.4 0.5 1.0 100% - for honoraria from Aclaris, Celgene, Galderma, Genentech, LEO Pharma, Novartis, Ortho, Pfizer, Promius, Sanofi/Regeneron, and SunPharma. Dr. Bhatia is an
’ e <Kl 38 5.0 10.7 7.3 9.0 7.3 investigator and consultant for Foamix Pharmaceuticals. Dr. Hooper served as an investigator for Foamix Pharmaceuticals; she reports personal fees from DelRicht
Study 13 L : 165 18.2 : 132 ' Research during the conduct of the study; honoraria from Allergan, Almirall Aesthetics, Aqua Galderma USA, Cutera, Inc., Ferndale, La Roche Posay, Pixacore, RBC
Total entering OL study (N=505%) 36.5 Consultants (clarisonic), Revance, and Viviscal; and other financial benefits from Actavis, Dermira, GSK, Mylan, and Sol Gel. Dr. Nahm is an investigator for Foamix
Toptf/wossﬂ:e%ﬁgguﬁtégg gg,z()m) o e — 23.4 369 M -, — Pharmaceuticals. Dr. lain Stuart is an employee and stockholder at VYNE Therapeutics Inc. This study is funded by Foamix Pharmaceuticals Ltd, a wholly owned
Vehicle/FMX103, n=172 (37%) e iz e + Severe subsidiary of VYNE Therapeutics Inc.
ﬁgxgﬁrsneaIel\ellf)r(;trazto5 follow-up = 0 '§ = B Moderate Acknowledgment
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Subject request = 50 § 50% 1 97.0 50% 1 = Mild
Protocol deviation = 0 - 20,3 B Almost Clear
Completed OL study (N=410) Other = 9 ° o 423
VehicloFMX 103, ne134 (18%) 25 | 2 | "o Refe rences
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