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Introduction - Baseline demographics and disease characteristics are shown in Table 1 Table 2. Summary of TEAEs in the safety population and rates of discontinuation

Study 04
(N=284)

- Acne vulgaris is a chronic inflammatory disease that affects approximately 85% of Table 1. Baseline Demographics and Disease Characteristics

adolescents and can persist into adulthood' (double-blind phase) o fyswe il s o
: . . : . Number of TEAE 132 207
- FMX101 4% is a topical foam formulation of minocycline under development for the _ Study 04 m R e
treatment of moderate-to-severe acne vulgaris (N=284) Subjects with any serious TEAE, n (%) 1(0.4) 1(03)
- The efficacy and safety of FMX101 4% in treating moderate-to-severe acne have been ;ﬂ:a:iaage, L4 0.3 9.8 Number of serious TEAES 13 2
previously reported in 3 Phase 3 studies (Study 04, Study 05, and Study 22)23 SO i .-
- Subjects with treatment-related TEAEs, n (%) : :
* In all 3 studies, FMX101 4% demonstrated statistically significant reductions in Ge"h:elr’ ) 126 (44.4) 167 (44.9) d
both inflammatory and noninflammatory lesions from baseline to week 12 compared s ' ' Al i e T : =
o vehicl Female 158 (55.6) 206 (55.2)
O venicle Subjects discontinued due to TEAE, n (%) 2 (0.7) 5(1.3)
- During the 12-week double-blind phase, FMX101 4% appeared to be effective, Race, n (%) T el el e " o
safe, and well tolerated for the treatment of moderate-to-severe acne White 196 (69.0) 285 (76.4) ;
BIaCk 55 (19'4) 72 (19'3) aPne.zumonia. . o eAppI_icat.ion—s_ite acne. _ . _ o . N
¢ TO aSSGSS the |Ong-term Safety Of FMX1 01 4% tOpICa| manCyC“ne anm, an Open_label Other 33 (11.7) 16 (4 3) :Iila;(;g::egZ?:nllzjsgln:rlcrzg:'tr]zégf‘zr%se increased aspartate aminotransferase, increased gamma- i'I?\Epﬁ?lgC’?rt(l,(a)l?r_nscl,tnet—eedrﬁg]rgez'?gg:/;lrt;deOerI/]tlannE?[I pain. flanic pain. application-site dermatits

glutamyltransferase, application-site acne, headache.
dHeadache, migraine, sunburn, application-site dermatitis, application-site discoloration,
application-site edema, pharyngeal erythema, seborrheic dermatitis, lymphadenopathy.

extension phase of Study 04 and Study 05 was conducted in which FMX101 4% was

applied daily over the course of an additional 40 weeks Mean lesion count, n (SD)

Inflammatory lesions 32.2 (8.4) 32.0 (8.4) - Similar to the double-blind phase, the most frequently observed TEAEs in the
» Safety assessments were carried out at all visits (weeks 16, 22, 28, 34, 40, 46 and Noninflammatory lesions 49.7 (17.4) 50.0 (19.4) OLE were nasopharyngitis (5.0%), headache (3.2%), and elevated creatinine
52) including adverse events, vital signs, dermal tolerability and lab testing (weeks IGA score, n (%) phosphokinase (2.3%)
28 and 52) : . :
| | N | 3 — Moderate 238 (83.8) 335 (89.8) Table 3. Common TEAEs in =1% of Subjects During the Open-Label Phase
- Efficacy assessments were carried out at all visits during the open-label 4 - Severe 46 (16.2) 38 (10.2) (Week 52)
phase, allowing for an evaluation of the continuation of effects of FMX101 4% (GA: Investigator's Global Assessment: SD: standard deviation. e R T
in subjects with moderate-to-severe acne over a total of 52 weeks of treatment | | | e — T
- Throughout the OLE treatment period, both studies demonstrated ongoing | |
reduction in inflammatory and noninflammatory lesion counts from baseline Noncutaneous AEs,n(%) |
Methods and an increase in the proportion of subjects achieving IGA treatment success :‘;I“::Z’V"g‘“s 160(‘23-15;’ 253(‘15:)’
_ . _ . . ﬂ | . h k 2 h d CK increased 5(1:8) 10 (2'.7)
- Two Phase 3 (Study 04 and Study 05), randomized, double-blind, vehicle-controlled For the inflammatory lesion count, the week 52 assessment showe Cough N
trials evaluated the safety and efficacy of FMX101 4% in the treatment of moderate- reductions from baseline in both studies for subjects treated with FMX101 4% Headache 4(1.4) 17 (4.6)
to-severe acne vulgaris (Figure 1) (Study 04, 64.3%; Study 05, 78.0%) (Figure 3) :::k' o ::ig N
- Patients were randomized 2:1 to receive either FMX101 4% or vehicle foam Figure 3. Percentage change from baseline to week 52 in inflammatory lesions ETNs e .
by visit. DB: double-blind. W Y
- Foam was self-applied once daily for 12 weeks Study 04 Study 05 sinusitis | — 8 (2.1)
o _ _ Weeks Wika increased = |HSS— (1.3)
- Eligible patients from both groups moved to the open label phase and continued I T T e o 2 5 2 omle mom o ®oae e Wi pain Z(i.i)
for 40 weeks with FMX101 4% e grou e N ‘s
10D vehicle grou Gastroenteritis [ 4 (1.1

switched to

/ active treatment

Vehicle group
switched to
active treatment

Cutaneous AEs, n (%) _
Application-site acne I I

ALT: alanine aminotransferase; AST: aspartate aminotransferase; CK: creatine phosphokinase; TEAE: treatment-emergent adverse event;
URTI: upper respiratory tract infection; UTI: urinary tract infection.

Figure 1. Study Design
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o
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-hli i = = els 1 i * i . g
_‘% Double-blind, vehicle-controlled (N=961) Open-Label, for subjects who completed the first 12 weeks | 50.0 - At the week 52 assessment of facial local tolerablllty (erythema, dryness,
£ FMX101 4% (n=640) | 0.0 -64.3% hyperpigmentation, skin peeling, itching), >95% of subjects evaluated in the open-
-§ I E— FMX101 4% (n=657) | T0.0 e -74.9% | ybp| phg h th’ ; dp g’t J g)’ | IdJ _ 3 ; P
5 Foam vehicle (n=321) | -72.3% N abel phase of both studies reported none, or only mild, signs and symptoms
80.0 -/06.U%
, N e EMX1014% in DB e Vehicle in DB ——FMX1014% inDB  ——Vehicle in DB Table 4. Dermal Tolerability Assessment at Week 52 (Scale: O=none to 3=severe)
Baseline Week3 Week6 Week9 Week 12 Visit every 6 weeks Week 52 (n=193) (n=91) (n=256) (n=117) Study 04 Study 05
s, e, . o _ . _ _ (N=284)2 (N=373)°
Inclusion Criteria AsseLssments A - The reduction from baseline in noninflammatory lesion count was also maintained n (%)° n (%)
° 1 t = H
la\llgaeljszgnyde:inpregnant females, . AZS‘:::SZOeI::;:tzr;nd olerabilly Harameters throughout the OLE phase (S-tudy 04, 525%, StUdy 05, 596%) (Flgure 4) o 0=None 1=Mild 2=Moc:)erate 3=Se(\)/ere 0=I;l;);1e 1=M|I;J3 2=Modzerate 3=Se(\)/ere
oderateto-severe aene [|&A scare af 3 | oublect satisfaction questionnalre Figure 4. Percentage change from baseline to week 52 in noninflammato
and 4) Treatment guided by subject’s clinical response g . g g ry (96.9) (3L (0.0) (0.0) (88.3) (10.8) (0.9) (0.0)
o 20to 25 inflammatory lesions * Investigator may suspend treatment if there is clinical improvement or lesions by visit Dryness 146 13 1 0 209 4 0 0
o 25 to 100 noninflammatory lesions resolution of acne or resume treatment if acne recurs or worsens Study 04 Study 05 (91.3) (8.1) (0.6) (0.0) (98.1) (1.9) (0.0) (0.0)
o <2 nodules ¢ May discontinue if disease becomes refractory or intolerant to treatment g o . ) 0 103 18 5 0
Weeks Weeks
0 3 6 9 12 16 22 28 34 40 46 52 0 3 6 9 12 16 22 28 34 40 46 52 (95.6) ) (=) (0.0) (90.6) (8.5) (0.9) (0.0)
*Subjects with >1-grade IGA improvement. IGA=Investigator’s Global Assessment. 0.0 & | Skin peeling 155 4 1 0 212 1 0 0 b;?g gggzgzgﬁ 2: \xzzt gg
—_ Vehicle group ! Vehicle group (96.9) (2.5) (0.6) (0.0) (99.5) (0.5) (0.0) (0.0) “Percentages based on observed cases.
switched to I switched to : : é : 3 . . : dHyperpigmentation was considered
20.0 / activettreatr;ent | / activettreatnt1ent 159 1 0 0 210 3 0 0 Fa) C,C;?{;T;?nri;t;oﬂ,igﬂzm grzgt;ngoacr;:t od
ReSUItS £ 30.0 c : (99.4) (0.6) (0.0) (0.0) (98.6) (1.4) (0.0) (0.0)  Wihaene
£ g |
| | | 3 “° : Limitations
- 961 subjects (Study 04: N=466; Study 05: N=495) were enrolled in the studies 2 50.0 5y ; \ 59.6%
(Figure 2) 60.0 £ 00 i o Due to the nature of the open-label trial design, a comparator analysis of efficacy
At the end of Week 12, 657 subjects (Study 04: N=284; Study 05: N=373) were C - i o was not feasible
3 . —_— y . —_ 80.0 = . “
rolled over into the open label phase — FVIX101 in DB N — R e HOWGVGF, the results of this StUdy Suggest that the Safety and eﬁlCaCy of
(n=193) (n=91) (n=256) (ne117) FMX101 4% were sustained from week 12 through week 52
- 414 subjects completed the open-label extension (Study 04, n=172; Study 05, - Through week 52, therg was an increase in the proportion of subjects achieving IGA During the OLE period, subjects were permitted to use concomitant medications
n=242). treatment success defined as a score of “clear” (0) or “almost clear” (1) and at least (orescription or over—th,e—counter) and were able to discontinue oF recommence
2-grade improvement from baseline (Study 04, 37.7%; Study 05, 50.3%) (Figure 5 NP .
J P ( Yo% ’ y L9, ) (Fig ) participation in the study at any time
Figure 2. Subject Disposition Figure 5. Percentage of patients achieving IGA treatment success at week - Although this may confound interpretation of the long-term clinical effect
52. IGA is shown by bars, and changes in the number of subjects (observed attributed to FMX101 4%, it may be more representative of real-world practice
Study 04 Study 05 cases) are shown as lines Conclusions
Randomized (N=466) Randomized (N=495)
/ T 4_,/——""7 \, Double-blind StUdy 04 Double-blind StUdy 05
leted h % leted h hicl leted h % leted h hicl . A . . . . .
Complete DBnp=2a7$f (FMX101 4%) Complete I?:lpzsase (Vehicle) Complete DBnp=2ags7e (FMX101 4%) Complete I?:lpyase (Vehicle) 1001 \ - o 100 fﬁ \ Vehide group swched t . o The reSU|tS Of thIS OLE Study eXtend prIOI’ flndlngS demonstratlng the Safety and
} } } } ° o D swan| = efficacy of FMX101 4% beyond 12 weeks of use
Entered open-label phase Entered open-label phase Entered open-label phase Entered open-label phase o 37 79 ’ 0 ‘§
L2 =k =255 Lo T @ * o 3 -+ The safety profile for an additional 40 weeks of daily application was similar to
e e 5 T 150 %0 0 2 that frer 12 ks of in the double-blind bh f th tudi
Total entering open-label phase Total entering open-label phase :{2 40 100 :g 166 < at seen atrter WEEKS Of use In € aouble-Dblin p ase o €3S€ Studies
n=284 n=373 30 z : : : :
———— " 20 F ' o 2 Lub ' I l < Through week 52, inflammatory and non-inflammatory lesion counts continued to
10 1 . . . . . .
Completed open-label phase Discontinuation Completed open-label phase Discontinuation . 5 ; o " 1-6 ’s 28 2 4 s o 0 o ) 6 5 ° decrease Whlle the portlon Of SUbJeCtS aChIeVIng IGA treatment SUCCESS Contlnued
n=172 Advarse eyent=3 n=242 Adverse event = 5 Weeks Weeks tO inCI‘eaSe
Lost to follow-up =32 Lost to follow-up = 27 T R | . .
e e et e e ces o " SEIOLG mm—uetice foam » Overall, FMX101 4% during the open label extension phase of Study 04 and
Administrative = 33 Administrative = 38 * More than 99% of the TEAEs that occurred were mild or moderate in severity (Table 2) Study 05 appeared to be safe, effective and well tolerated for the long-term
Other?=7 Other=7
_ _ _ _ _ _ o treatment of acne
* No serious TEAEs leading to subject discontinuation were reported in either study
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