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. Table 3. Study drug concentrations by time points in PK population, 5 :
Introduction o ey s Pharmacokinetics Summary

 Rosacea is a chronic, inflammatory, facial skin condition affecting » After daily application of FMX103 1.5%, PK parameters of minocycline were
approximately 16 million people in the United States'? | | FMX103 1.5% (N=20) generally similar for day 1 and day 14. Plasma concentrations of minocycline
Time Point Mean (SD) were low across the study (Table 2)

* Topical therapies such as metronidazole and azelaic acid are considered first-

line options for the treatment of papulopustular rosacea®> Day 1 Pre-dose 0.05 (0.20) . D.ay 1 and df‘:\y 14 plasma concentrations demonstrated a PK profile.consistent
* Oral tetracyclines, doxycycline and minocycline, are mainstays of treatment; 2 hours post-dose 0.24(0.36) with the dosing of FMX103 1.'5%' The mean (SD) vglues for the maximum
however, they are associated with significant systemic side effects?* | 4 hours post-dose 0.70(0.75) observed plasma concentration (C,...) were approximately 1.30 ng/mL on day
, they 9 y 8 hours post-dose 1.09 (0.89) 1 and 0.75 ng/mL on day 14 (Tables 2-4; Figure 2)
e FMX103 1.5f% ISOT topical minocycline floam th?t was develéfp]c).ed for ﬂ;le f 12 hours post-dose 1.13 (0.96) * Trough levels were approximately 0.5 ng/mL overall, from 24 hours after the
treatment of moderate-to-severe papulopustular rosacea. titicacy and satety 16 hours post-dose 0.98 (0.77) first dose through 24 hours after the day 14 dose; mean (SD) values ranged
have been established in: from 0.34 (0.37) ng/mL to 0.78 (0.66) ng/mL (Table 3; Figure 3)

— A Phase 2 clinical trial Day 2 24 hours post-dose 0.78 (0.66)
— 2 pivotal, identical, Phase 3, double-blind, vehicle-controlled studies

* Steady-state appeared to be achieved within 1 day

Day 6 Pre-dose 0.38 (0.40)

(Study FX2016-11 and Study FX2016-12) Table 5. Summary of TEAEs in the all-treated population
* A Phase 1 open-label study (FX2017-14) was conducted to evaluate Day 7 Pre-dose 0-3710.38) EMX103 1.5%
minocycline’s pharmacokinetic (PK) and safety profile following multiple-dose Day 11 Pre-dose 0.44 (0.37) (N=20)
topical administration of FMX103 1.5% minocycline foam for moderate-to- . .
Se\F:ere P | | o y Day 12 Pre-dose 0.40 (0.33) Subjects with any TEAE, n (%) 1(5.0)
papulopustular rosacea Number of TEAES 9a
— Single-center, nonrandomized trial - . .
9 . o Day 14 Pre-dose 0.34(0.37) Subjects with any treatment-related TEAE, n (%) 1 (5.0)
- 14 days, maximum-use conditions 2 hours post-dose 0.40 (0.45) Number of treatment-related TEAEs 16
* This report presents data from the completed PK and safety study 4 hours post-dose 0.53 (0.51) Subjects with any serious TEAE, n (%) 0
8 hours post-dose 0.62(0.53) Number of serious TEAEs 0
MethOdS 12 hours post-dose 0.61(0.60) Subjects with any severe TEAE, n (%) 0
16 hours post-dose 0.56 (0.51) Number of severe TEAEs 0
e FX2017-14, a Ph 1, single-center, nonrandomi ingle-peri PK an
0 ra Thase 7, sSINgie-¢e ter, S 3 FIO |z.ed, SINTIE-PE IO(.:I' and . . L . Subjects with any TEAE leading to discontinuation of study, n (%) 0
safety evaluation study of FMX103 1.5% topical minocycline foam in the Table 4. Study drug concentrations by time points in PK population, 24 to 96 Number of TEAEs leading to discontinuation 0
treatment of moderate-to-severe facial papulopustular rosacea (Figure 1) hours after final treatment with FMX103 1.5%
~ FMX103 1.5% foam applied daily to full face for 14 e hesceche
93 5% foam applied daily to full face fo days S —— endache.
— 20 subjects (N=20)
— Approximately 2 grams of FMX103 1.5% Time Point Mean (SD) Table 6. TEAEs in the all-treated population
Figure 1. Study design Day 15 24 hours post-dose 0.45 (0.44) FM)&&%S).S i
FX2017/-14 Day 16 48 hours post-dose 0.16 (0.35) One or more TEAEs, n (%) 1 (5.0)
FMX103 1.5% (N=20) *. Day 17 72 hours post-dose 0.09 (0.27) Adverse events, n (%)
Baseli Day 1 Day 6 Day 9 Day 11 Day 12 Day 14 -
aseine o W W ay ay (End of?:eatment) Day 18 96 hours post-dose 0.07 (0.32) Arthralgia 1.0
Headache 1 (5.0)
Inclusion Criteria Pharmacokinetic Evaluation
Males and nonpregnant females >18 years » PK blood samples: Pre-dose at 30 minutes prior to . . . . .
Moderate-to-severe facial papulopustular administration on Day 1, 6, 9, 11, 12, and 14; and post-dose at Flgure. 2. Llnea.r pI.Ot Of mean plasma mmocydme concentration, day 1 and day 14
rosacea (IGA score of 3 or 4) 2,4,8,12, 16, and 24 hours after administration of study drug followmg appllcatlon of FMX103 1.5% Safety Su m mary
Presence or history of facial erythema or Safety Evaluation
flushing » TEAEs, clinical laboratory tests, vital signs, physical e FMX103 1 5% was generally safe and weII tolerated
examinations, clinical laboratory tests, and IGA scores 2.4 - .
| _ e All 20 subjects completed the study
|GA=Investigator’s Global Assessment; TEAE=treatment-emergent adverse event. 2.0 - -
_ * There were no serious TEAEs, no severe TEAEs, and no TEAEs that resulted in
1.6 -

N _ the study drug being withdrawn or requiring a dose reduction (Table 5)

Results

* 1 subject reported 2 TEAEs: arthralgia, which was thought to be unrelated to
* 20 subjects enrolled in the study

the study drug, and a mild headache, considered possibly related to the study
drug (Table 6)

* Baseline demographics and disease characteristics are shown in Table 1

-| LLOQ

Plasma Minocycline Concentration (ng/mL) * SD

Table 1. Baseline demographics and disease characteristics
€ [
FMX103 1.5% 0.4 - Conclusions
(N=20) Dy 14202020 20 20 20 20 20 20 20 * The results of the Phase 1 PK and safety evaluation study showed that
024 8 12 16 24 48 72 % FMX103 1.5% was safe and well tolerated by subjects with moderate-to-
Mean age, years 47.3 Hours Post-Administration :
severe facial papulopustular rosacea
o . . ° ° °
Male, n (/")o 6(30.0) ° Dayl @ bay14 * Once-daily topical application of approximately 2 grams of FMX103 1.5%
Female, n (%) 14 (70.0) — — for 14 days yielded low plasma concentrations of minocycline over time
Race, n (%) HOQ=lower limit of quantiiication. and a PK profile consistent with dosing
White 20 (100) * TEAEs were reported in 1 subject, but there were no serious or severe
IGA score, n (%) Figure 3. Linear plot of mean plasma trough concentrations of minocycline TEAEs, and no subjects discontinued or required dose reductions
3 — Moderate 18 (90.0) _ secondary to a TEAE
4 — Severe 2 (10.0) 2 0.80-
’_g —_
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