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INTRODUCTON SUMMARY

* Rosacea is a chronic inflammatory disease. Efficacy Safety In these 4 studies, VM demonstrated strong efficacy, tolerability, and safety
* R tionally beendassified aserytt langiectatic(ETR), papulopustul * 1683 subjects in 4 studies (two phase 2, two phase 3) are induded in this analysis * Thetreatmentwas highly tolerablein all 4 studies, and there were few study discontinuations The duta supporting efficacy, tolerability, and safety was replicated with a high
Q;R), ILhYm;TOFSI :LochIqurm(elu' " S oersistent eyt * All 4 studies confirmed the statistical superiority of IVM vs vehicle (Table 1) h level of consistency
¢ FPRIs charaderized by facial papules, pustules, and persistent erythema. — Success rate (IGA 0 or 1) was statistically superior for IVM vs vehicle in all 4 studies ~ Discontinuations Due o AEs in the [VM arm - ili iah effi
« The pathogenesis of PPR is not yet completely understood; however, current studies (Figure 1) ( ) v + Phase 2, Study 1: 1(1.9%) Zi‘felllzm';:;gﬂ;i&;éfé'fg?gdpé"hmb'l"Y' and high efficacy make VM an
indicote that u'nderlylng “’”‘fs may indude ':Yb‘erfg]”r!:'m" ofthe '""“;fg'[ﬂw:;e:ﬁ’iwe - Phase 2 studies: a statistically superior rate of success was seen, compared to vehicle - Phase 2, Study 2: 2 (1.9%)
ular I . = . . 0
produdlon of inflammatory mediators in facial skin.' i gg:ﬂf‘" aeet % F;:nse g’ gu((iiy ]2' 1 _ ]2%' '; Z g? . ::use g' g:ugy ; Z (dgujo ))
« Ivermectin 1% cream (IVM) is an effective and safe topical therapy approved to treat the - 02.070; Vieek 12, Thase Z, Sludy 2, n = 218, F < . . rhase 9, SIudy £: 0 11,57 . .
inflammatory lesions of rosacea.? - Phase 3 studies: a stafistically superior rate of success was seen, compared tovehicle ~ * No serious adverse events related to VM were observed in any of the 4 studies
— During the development of IVM, 2 Phase 2 and 2 Phase 3 vehide-controlled studies - 38.4%; Week 12, Phase 3, Study 1, n = 683, P < .001 « The incidences of treatment related AEs were low, and comparable in both treatment
were conducted in more than 1600 subjects. - 40.1%; Week 12, Phase 3, Study 2, n = 688, P < .001 groups Buslne Mook 12

— Lesion reduction was stafistically superior for IVM vs vehicle in all 4 studies (Figure2). ~ — Related AEs: Phase 2, Study 1; IVM: 6 (5 subjects, 4.8%); Vehicle: 5 (5 subjects, 4.7%)

— Related AEs: Phase 2, Study 2; IVM: 5 (3 subjects, 5.8%); Vehicle: 6 (5 subjects,

METHODS 10.0%) Lesion Count &4 O L5 counr2
- Relnleq AEs: Phase 3, Study 1; IVM: 24 (19 subjects, 4.2%); Vehicle: 25 ? 2 i

(18 subjects, 7.8%)

Study Design — Phase 2, Study 2
« Objectives - 12 week, multicenter, prospective, randomized, double-blind, vehicle-controlled - Ee_‘!us'::egfsé Srl.’/h)use 3, Study 2; WM: 17 (12 subjects, 2.6%); Vehide: 20
— This analysis reviews the consistency of efficacy and safety results of 4 (two phase 2 study ' ) feds 0.7
and 2 phase 3) 12-week, vehicle-controlled studies (N = 1683) conducted during the - Ivermectin 1%, QD; Vehicle, QD
development of IVM. - Subjects were male or female, > 18 years of age, with PR (= 15 lesions)
 Methods — Phase 3, Study 1and 2
- Phuse? Study 1 - Two 12 week, multicenter, randomized, double-blind, parallel-group, vehidle- Phase 2, Study 1 Phase 2, Study 2 Phase 3, Study 1 Phase 3, Study 2
6-arm, 12 week, dose ranging, multicenter, randomized, investigator-blind, vehicle- controlled studies of identical design n i ) B m
and active-controlled study - Ivermectin 1%, QD; Vehicle, QD i R pets B el et
- Ivermectin 0.1%, QD; Ivermectin 0.3%, QD; Ivermectin 1%, QD; lvermectin 1%, - Subjects were male or female, > 18 years of age, with PR (> 15 lesions) £ X1 £ | o
BID ; Metronidazole 0.75%, BID; and Vehicle, QD — Endpoints = * H 3
- Subjects were male or female, = 18 years of age, with PPR (= 15 lesions) - 1GA success (IGA 0 or 1; IGA scale 0 [Clear] to 4 [Severe]) &’ & £ ‘
- For the sake of consistency of this analysis, only data from the Ivermectin 1% and - Lesion counts (absolute change and mean percent reduction from baseline) g g F] ¢
the vehicle QD arms are reported here. - Tolerability R Z b
- Adverse evens o - s . ) -
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1 Nnd\rvll;sl,‘l:«l D, Steinhoff, M. (2016). i i i Exp Dermatol. doi:10.1111/ 2. Stein L, Kircik L, Fowler J, et al. ivermedtin rosaceo: ized, double-blind,
Phose2 Phose3 Phase 2, Study 1 Phase 2, Study 2 Phase 3, Study 1 Phase 3, Study 2
S'“dY] (": qu) S'"dyz(" =Tm) S'“dY] (":633) S'"dYZ(" =683) Week 2 Week4. Week 8 Week 12 Week2 Week 4 Week Week 12 Week?2 WVieek 4 Week B Week12
CERL LTI L el e vl 04 ot 106 el 51 oot 22 vl 9 ol » . N ;
olf) i e D e Disoninied, n = 5 Discontnued, 0 = 10 Disontinued, n = 37 Diconinued, n = 22 Discontinued, n = 30 Discontnued, 0 = ] B
Dm0 58 | Dieimued ) 140 |  Dsominued ()48 | Disoninued ()94 |  Disonnued ()82 |  Disontned ()95 |  Disontnwed %665 | Dioniued %) b in i
Adverse Event 1(19%) 0 2(19%) 2(1.9%) 7(1.6%) 107%) 6(13%) 4(17%) £ H
Pregnancy [ 0 0 0 2(04%) 0 1(02% 0 5 0| orem H
Lack of Efficacy 1(1.9%) 1(2.0%) 0 0 [] 1(0.4%) 1(0.2%) 0 <0 . - %
Withdrawal 1(19%) 5(10.0%) 1(1.0%) 5 (47%) 18 (4.0%) 7(3.0%) 9(20%) 8(35%) R 2,
Protocol Vilation 0 1020%) 0 1(09%) 2004%) 1(04% 4(09% 0 sl W osesmen @
Lostto Fllow-up 0 0 0 1(09%) 70.6%) 3(34% 8(17% 8B5%)
Other 0 0 2(19%) 1(09% 1(02%) 1(04% 1(02%) 1(04%)
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