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Analyses

» This post hoc analysis evaluated pooled efficacy data according to patient age subgroups based on the DLQI and CDLQI,
which have rigid age cutoffs for questionnaire administration

* During both short and long-term treatment with GT, the majority of TEAESs reported in the GT group were related to
anticholinergic activity

— Anticholinergic TEAEs were similar between subgroups and between ATMOS-1/ATMOS-2 and ARIDO (Table 4)

INTRODUCTION

Hyperhidrosis, a condition characterized by sweat production exceeding that which is necessary to maintain normal
thermal homeostasis, has an estimated US prevalence of 4.8% (~15.3 million people)’

Table 1. Patient Demographics and Baseline Disease Characteristics (Baseline
of Double-Blind Trials)

Table 2. Gravimetric Sweat Production, HDSS Responder Rate, and DLQI (Week 4)

. L. . ) — As such, the pediatric subgroup was defined to include patients 29 to <16 years and the older subgroup included 29 to <16 Years >16 Years » The most frequently reported anticholinergic TEAE in GT-treated patients during both the double-blind trials and the
— In an online survey, 17.1% of US teens reported experiencing excessive sweating? . )
patients >16 years >9 to <16 Years >16 Years Vehicle Vehicle open-label extension was dry mouth
* Hyperhidrosis is largely undertreated and underdiagnosed, particularly among pediatric patients'** — All efficacy and safety assessments were made in accordance with these subgroup definitions N=215 - Unlike mydriasis events in the older subgroup, which were largely unilateral (22 of 27 events), the majority of events in
. Gl.ycopyrro.nium tosylat.e (GT) i.s a tqpical anticholinergic recently apprc_)ved by the US Food aﬁd Drug Administration for — As ASDD/ASDD-C Item 2 was psychometrically evaluated and validated, the standard age cutoffs (ASDD, =16 years; N=19 N=215 Median absolute change from Baseline in sweat | oo 410 4241426 620+ 1416 6062108 ’::e pedla:)rlc i;J.bt?r:)léptweredpllta_teralt_(3 (if ieyents). AI;[_rll(mIJgP ?lfﬁc;J]Itbtot:etermlr;f gléc_ern thellsmtfall number %‘I events,
primary axillary hyperhidrosis in patients 29 years of age (glycopyrronium cloth, 2.4%, for topical use)® ASDD-C <16 years) for questionnaire administration could be and were modified to match the subgroup definitions Demographics production,® mg/5 min, mean % SD 7 £110. 2%142. 0141. .6+ 210. If‘ mhal){ e attri ﬁ:J et (o) peit.|a rllcc pa |ents eing more like % c?] ouch bo .ey;:-sbat ert J app |tc:i1 ion orlpf[)slmbyt -
: anticholinergic effects resulting from systemic exposure, which are minimized but not eliminated completely by topica
« GT improved disease severity, reduced sweat production, and improved quality of life in patients evaluated in two established by the DLQI/CDLQI Age (years) Proportion of patients achieving HDSS response .5 —_p S . GT application
X SO0 . : : :
randomized, double-blind Phase 3 studies for primary axillary hyperhidrosis (ATMOS-1 [NCT02530281] and ATMOS-2 - Data for each age group were evaluated as follows: Mean + SD 141£17 146 + 1.4 351 +11.2 33.3+10.5 (22-grade improvement from Baseline), %
[NCT02530294]), and in the open-label study (ARIDO [NCT02553789])68 — Short-term (Week 4) Median 14.0 15.0 33.0 32.0 Mean change from Baseline in CDLQI/DLQI
+ ATMOS-1 and ATMOS-2 were the first randomized, controlled Phase 3 trials in primary axillary hyperhidrosis to enroll - ASDD/ASDD-C Item 2 responder rate (24-point improvement from Baseline) Range 9-16 11-16 17 - 76 17 - 65 CDLQP (patients 29 to <16 years) -1.9 -81 | 0 - Table 4. Antl(:ho'merg'c'rela!ted TEAEs During the Double-Blind Trials and
pediatric patients P L o etrical . Sex, n (%) DLQI (patients >16 years) | e 47 8.4 Open-Label Extension
H;SI:n — l:je > ang>e2 romd a_SG et grav;me r:a y;_measure - pro vetion Male 4 (211) 5 (200) 110 (512) 207 (473) aGravimetrically-measured average from the left and right axil!ae; ®n=23 for GT; °n=206 and n=405 for vehicle and GT, respectively
OBJ ECTIVE ’ responader e (_ -gra © Improvement rom Bage me) Female 15 (789) 20 (800) 105 (488) 231 (527) E?\gﬁjde?w\:rgi;/?;yu%ig%?tﬁw;i;ngigt-r:%grae:;ISgl)nﬁgﬁizllzt:gwnputation (MCMC) was used to impute missing values for sweat production and HDSS responder rate DOUbIe-BIind Trials Open-LabeI EXtenSion
. Evaluate the short- and |ong_term efﬁcacy of GT in pediatric patients (29 to <16 years) versus the older Subgroup (>16 * Mean change from Baseline in Dermatology Life Quallty Index (DLQ') and children’s DLQI (CDLQ') White,- n (%)- - 17 (89.5) 18 (72.0) 179 (83.3) 356 (81.3) ggﬁ;&gﬂﬁg;;tﬁh DLQI, Dermatology Life Quality Index; GT, topical glycopyrronium tosylate; HDSS, Hyperhidrosis Disease Severity Scale; MCMC, Markov chain Monte Carlo; >9 to <16 Years >16 Years >9 to <16 Years >16 Years
years) in a pooled post hoc analysis — Long-term (Week 44/End of Treatment [ET]) Baseline Disease Characteristics Sy T
- Median absolute change from Baseline in gravimetrically-measured sweat production Sweat production (mg/5 min),” mean + SD 1517 1506  1458+133.4 = 1784+1630  1740+2195 _ o (%) r‘f=2"1’3?
METHODS . HDSS responder rate (22-grade improvement from Baseling) ASDD/ASDD-C Item 2 (sweating severity), mean % SD 67417 75412 72416 73+16 Long-Term Efficacy (Through Week 44)
P = P HDSS, n (%) - Through Week 44/ET in ARIDO (up to 48 weeks of GT from the start of the double-blind ATMOS-1/ATMOS-2 trials), Mydriasis 0 4 (16.0)° 0 27 ( 6.2 3( 79 26 ( 5.1)
Study Design and Patients + Mean change from Baseline in Dermatology Life Quality Index (DLQI) and children’s DLQI (CDLQI) Srade 3 14.(737) 15 (60.0) 141 (65.6) 262 (59.8) |rqt[;]royerrents Inltefgc?cy met?\surez,' ITC?|UdIndg Sl\éveat ptr)oductloni:!-lDSS“responder rate, and DLQI/CDLQI, were maintained, Vision blurred 0 3 (12.0) 0 13 ( 3.0) 4 (10.5) 33( 6.4)
- ATMOS-1 (NCT02530281; sites in the US and Germany) and ATMOS-2 (NCT02530294; US sites only) were parallel- In the evaluation of the double-blind data: with similar results between the pediatric and older subgroups (Figure 4)
) . . Grade 4 5(26.3) 10 (40.0) 73 (34.0) 176 (40.2) From Basaline in ATMOS-1/ATMOS.2 to Week 44/ET in ARIDO: Dry eye 0 1( 4.0) 1(0.5) 10 ( 2.3) 0 16 ( 3.1)
group, 4-week, double-blind, Phase 3 clinical trials — Al efficacy analyses were conducted on the intent-to-treat (ITT) population (all patients who were randomized and DLQI, mean * SD NA° NA° 10.6 +5.9 11.9 + 6.1 QAL &= i U ) ~< o tvee ol ' 5 " ; I - T T e
— Patients were randomized 2:1 to GT or VEH once daily (Figure 1) dispensed study drug) CDLQI,> mean  SD 85+56 99+55 NAC NAC * Median svs;eat F]JCIroduction decreased byf—50.3 andd-75.1 mé:j/5 r?inutesain tl'cxje pediatric and (f)sls?sr sudbgsrgl;ps, p ry mou (24.0) 6.1) (24.2) (15.8) (17.0)
: AN . - ' respectively, reflecting a maintenance of sweat reduction benefit (median decreases were 61.3 an .7 mg/5 minutes i itati
— Eligible patients were 29 years of age (only patients aged 218 years were recruited at German sites), had primary * The Markov chain Monte Carlo method for multiple imputation was used for missing efficacy data *Gravimetrically-measured average from the left and right axillae =59 ) Ively, A ' W — l (_ plln ¢ w g inu Urinary hesitation 0 0 0 16 ( 3.7) 1( 2.6) 22 ( 4.3)
: . . ) _ . - : . ®N=24 for GT group 9 to <16 years of age in GT-treated patients after 4 weeks of GT treatment in the double-blind trials) . )
axillary hyperhidrosis for 26 months, gravimetrically-measured sweat production of 250 mg/5 min in each axilla, Axillary « ASDD/ASDD-C Item 2 responder rate was analyzed using the Cochran-Mantel-Haenszel test; change from Baseline “Patients 29 to <16 years of age were administered the CDLQI and patients >16 years of age were administered the DLQ + The proportion of HDSS responders was conslstent over the study.course sl IR C DT Urinary retention 0 1(4.0) 0 6( 1.4) 0 0
Sweating Daily Diary (ASDD) sweating severity (Item 2) score 24, and Hyperhidrosis Disease Severity Scale (HDSS) =3 in sweat production and change from Baseline in DLQI were each analyzed using an analysis of covariance ND Ao S B Diary: ASDD-C, ASDD-Children: CDLQI, children's DLQI: DLQI, Dermatology Life Qualiy Index: G, topical glycopytronium tosylate of GT treatment in the double-blind trials (59.9% and 60.2%, pediatric and older subgroups, respectively) Nasal dryness 0 1( 4.0) 1(0.5) 11 ( 2.5) 1( 2.6) 19 ( 3.7)
. ; (ANCOVA) model and there was no imputation for missing values; no imputation was made for missing DLQI and HDSS, Hyperhidrosis Disease Severity Scale; NA, not applicable; SD, standard deviation ' ' .
ARIDOIwesiagtstsweetc jopen-tigugligxtensionioagliiC Rl Nt E L VIR SEC S EEE S CDLQI data - Mean DLQI and CDLQI scores improved by 8.7 + 6.2 and 6.2 + 4.9, which were maintained from a mean decrease of Constipation 0 0 0 9(21) 1(26) 7(14)

— Patients who completed ATMOS-1/ATMOS-2 with 280% treatment compliance were eligible to continue into ARIDO and
receive open-label GT for up to 44 additional weeks or until early termination (study terminated once the study objective
of 100 patients receiving treatment for 212 months was achieved; Figure 1)

— Safety analyses were conducted on the safety population (all randomized patients who received =1 confirmed dose of
study drug); no imputation was made for missing safety data

For the long-term open-label extension study, safety and efficacy analyses were performed on the Safety Population
(patients receiving 21 dose of GT and having 21 post-Baseline assessment in ARIDO)

Short-Term Efficacy (Week 4)

 Efficacy results (ASDD ltem 2 responder rate, gravimetric sweat production, HDSS responder rate, and DLQI/CDLQI) at
Week 4 were consistent among the pediatric and older subgroups, with similar improvements in sweating severity, sweat
production, and quality of life observed at Week 4, regardless of age

8.4 £ 6.0 and 8.1 £ 5.4, respectively, in GT-treated patients after 4 weeks of treatment in ATMOS 1/ATMOS-2

Figure 4. ARIDO Outcomes at Week 44/End of Treatment

aIn either treatment arm in either age subgroup in the pooled population

°Numbers in table represent the number of patients reporting 21 TEAE, not number of events
¢4 patients reported 1 unilateral event and 3 bilateral events

427 patients reported 23 unilateral events and 5 bilateral events

3 patients reported 3 unilateral events

f26 patients reported 28 unilateral events and 6 bilateral events

Pooled ATMOS-1/ATMOS-2 data; safety population

GT, topical glycopyrronium tosylate; TEAE, treatment-emergent adverse event

Figure 1. ATMOS-1/ATMOS-2 and ARIDO Study Design Statistical comparisons were not performed as the analysis was post hoc and not designed or powered to detect o _ . _ Sweat Production® HDSS Responder Rate cbLa/bLal
differences in the pediatric population — ASDD/ASDD-C Item 2 responder rates (24-point improvement from Baseline) were similar among GT-treated patients o < 100 4 2 0
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o e 2 ATMOS2 2 304 + Overall, GT was well tolerated across short and long-term treatment, and most adverse events were mild to moderate in both adults and pediatric patients with primary axillary hyperhidrosis
ASDD, Axillary Sweating Daily Diary; ASDD-C, ASDD-Children; CDLQI, children’s DLQI; DLQI, Dermatology Life Quality Index; GT, topical glycopyrronium tosylate; | 697 Randomized | E 20 13.0 severity, and infrequently led to discontinuation, regardleSS of age (Table 3)
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» For the open-label extension, the primary outcome was evaluation of long-term safety ‘ l gravimetrically-measured sweat production compared with the pediatric subgroup (-80.6 vs -64.2, respectively), GT- Any TEAE 2 (10.5) 11 (44.0) 73 (34.3) 246 (56.7) 22 (57.9) 307 (60.0)
_ Safety was evaluated via treatment-emergent adverse events (TEAES) through Week 45 (Week 44 + 1-week safety >9 to <16 Years, N=38 | | >16 Years, N=526 treated patients in both subgroups had greater median absolute change compared with vehicle-treated patients (Table 2) Any Serious TEAE 0 0 0 2( 0.5) 0 7(14) ACKNOWLEDGEMENTS
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follow-up) and local skin reactions (LSRs) through Week 44 l — HDSS responder rate at Week 4 was similar among GT-treated pediatric and older subgroup patients (61.3% vs Discontinuation due to TEAE 0 1( 4.0) 1( 05) 17( 3.9) 1( 26) 42( 8.2) These studies were funded by Dermira, Inc. Medical writing support was provided by Prescott Medical Communications Group (Chicago,
— TEAEs are summarized from the first application of study drug in ARIDO to Week 45 E?;.:H;s si[]udA;{tlgronizg ::?ne t58.7tA> oftpatlents)(,Tbc;:r (;;’ treatment groups had a markedly higher HDSS responder rate compared with the vehicle TEAE by intensity IL) with financial support from Dermira, Inc.
reatment groups (Table _
— Descriptive efficacy assessments were evaluated in ARIDO at Week 44 and relative to Baseline of ATMOS-1/ATMOS-2 l l . . . . . . Mild 2(10.5) 6(24.0) = 51(23.9) 164 (37.8) 14 (36.8) 134 (26.2)
(up to 48 weeks of GT) and were an extension of select ATMOS-1/ATMOS-2 endpoints - Me.an Im.provemenlt fr(?m Baseline at Week 4 in CDLQI was conS|st.ent with that observed for F)LQI in GT-treated Moderate 0 4 (16.0) 22 (10.3) 79 (18.2) 7 (18.4) 146 (28.5) DISCLOSURES
Completed ARIDO patients in the pediatric and older subgroups (-8.1 vs -8.4); the vehicle response was greater in the older subgroup Severe 0 1( 4.0) 0 3( 0.7) 1( 2.6) 27 ( 5.3)
+ Gravimetrically-measured sweat production

+ HDSS responder rate (=2-grade improvement)

+ Dermatology Life Quality Index (DLQI; patients >16 years) and children’s DLQI (CDLQI; patients <16 years)

aPer protocol, Sponsor terminated study early when study objective of 100 patients receiving treatment for at least 12 months was achieved
GT, topical glycopyrronium tosylate

Poster presented at the 37th Fall Clinical Dermatology Conference | Las Vegas, NV | October 18-21, 2018

+ Mean improvements in CDLQI and DLQI scores were approximately 4-fold and 2-fold greater, respectively, for
GT-treated patients compared with vehicle-treated patients in each subgroup, indicating a positive impact of GT
treatment on health-related quality of life (Table 2)

aNumbers in table represent the number of patients reporting 21 TEAE, not number of events
Pooled ATMOS-1/ATMOS-2 and ARIDO safety population
GT, topical glycopyrronium tosylate; TEAE, treatment-emergent adverse event
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