Long-Term Response with Topical Glycopyrronium Tosylate in Patients with Primary Axillary Hyperhidrosis According to

Double-Blind Treatment Group
E.L. Lain,! D.A. Glaser,2 R. Gopalan,® V. Yan,’ J. Drew,* D.M. Pariser*

'Austin Institute for Clinical Research, Austin, TX; 2Saint Louis University, St. Louis, MO; *Dermira, Inc., Menlo Park, CA; *Eastern Virginia Medical School and Virginia Clinical Research, Inc., Norfolk, VA

INTRODUCTION Analyses

. : i . : : . . : . , . Table 2. Baseline Disease Characteristics (Baseline of Open-Label Trial) Figure 4. Change from Baseline? in DLQI Score® by Double-Blind Table 4. Safety Outcomes Over Time in the Open-Label Extension
» Hyperhidrosis, a chronic condition characterized by sweat production exceeding that which « Safety and efficacy analyses were conducted in the safety population (patients receiving 21 Treatment Assianment Accordina to Treatment
is necessary to maintain normal thermal homeostasis, has an estimated US prevalence of dose of GT and having 21 post-Baseline assessment in ARIDO) d g
4.8% (~15.3 million people)’ VEH->GT
° people) * No imputation for missing data was performed N=189 Week 4 of Week 20 of Week 44/ET of
« Glycopyrronium tosylate (GT) is a topical anticholinergic recently approved by the US Food | | 5 - Double-Blind Trials Open-Label Extension Trial Open-Label Extension Trial 0 to 4 weeks >4 10 12 weeks  >12 to 24 weeks 524 to 36 weeks 36 vI\Ergesks to
and Drug Administration for treatment of primary axillary hyperhidrosis in patients =9 years RESULTS Sweat production (mg/5 min) N=550 R b sl N=365
of age (glycopyrronium cloth, 2.4% for topical use)? A total of 564/651 (86.6%) batients entered th bel oxtons 260 GT m:zr; SDs el 2 S 2 : :
* A total o : atients entered the open-label extension (n= : _ ' ; ' 1
* The efficacy and safety of GT were established in two double-blind, 4-week, vehicle _ : ( _ o) P b . ( : Min to max 05101179 34108044 05104179 _ n (%) VER ST VEHOGT VEH G VEHOST VER ST
: 23 n=195 VEH) (Figure 2); of these, 13 had no post-Baseline assessment and 1 did not g g n n n n n
(VEH)-controlled phase 3 trials (ATMOS-1 [NCT02530281], ATMOS-2 [NCT02530294])> . o . =
_ _ _ _ _ _ s receive study drug; therefore, the safety population included 550 patients (55.3% female, HDSS, n (%)° 2 Drua With
- GT |mproved sweating severity, reduced sweat production, and improved quality of life in 83.3% white, mean age 33 years; Table 1) g:zgz ; 1;13 8172; ég ((1%%)) ;255 ((3;1652) % 5 ; Lr:g{o TuEAIrann wua e 264 P2an] 1es Blee s01 0 1 (04) 0
these trials 332 (58,99 1 the trial at earlv studv terminati Grade 3 30.0( 8.3) 59.0 (31.2) 89.0 (16.2) g
T . . - . were In e trial at early stu ermination 10.0 (2.8) 21.0 (11.1) 31.0 (5.6) 11] b= . .
» Long-term safety and descriptive efficacy of GT were evaluated in an open-label, 44-week ( ° y y crades E ; ; g TEAEs reported in 25% of patients
extension (ARIDO [NCT02553798]) of the two double-blind trials — 226 (40.1%) completed Week 44 of the open-label extension (n=143 GT—GT, bLQI £ SD* 33443 61457 49150 E 10 - ] -9.1 g
_ » mean = xS A £ L ED. ) : 9.8 : o Dry mouth 26(72)  33(175) 14(40) 948 929  10(60) 8(30) = 7(48) 3(1.3) 2(16)
n=83 VEH—GT) 2 2
©
OBJECTIVE « At Baseline of the double-blind trials, demographics and disease characteristics were cbLal, mean £ Sb* 102 OAETS 5759 S - Vision blurred 8(22) [ECRN 7(20) BRGEEREY 30.0) EESESE 207) EEECR 3015 S
To compare long-term safety and efficacy in patients remaining on GT into the open-label similar across treatment arms (Table 1) “Gravimetrically measured average from the It and rght axilae » 1 : : o
extension (GT—GT) to patients newly exposed to GT in the open-label extension (VEH—GT) _ _ - _ Patons ioyeorage '::if‘"catm" Site | 11300 526 720 | 201 4¢3 106 622 | 0 3(1.3) 0
[ At Basel'ne Of the Open'label eXtenSIOH (Week 4 Of the dOUbIe'b“nd trlaIS), patlentS WhO Erg:%:f:tgEo%i?é%%(i%iuﬁ&s Igatients nl'eceit!?gé1 19ST(§G-T(§$deh|avmg 21 ppst-Bas?Iine.zéi_sezs_lr_nentlin the opgn-le;belg?gns;ond ble-blind trials wh ued on GT in th el § §
METHODS had been on GT durlng the double_bllnd trlals (GT_>GT) had |ower Sweat productlon’ 2:?:_72(:)2'I-el)li)tir?s,ilc-)!r)]/peyrhidros,is Disease Severity Scale; SD, standard deviation: VEH, vehicle; VEH—»GT, patients assigned to VEH in the double-blind trials who were newly exposed to GT in the -20 - N=G31;39 N\I=E|¢3 : GNT=_2>4G.5T Vﬁ':?ég-r : GNT=_2)6GsT Vﬁ':aﬁ;-r v Nasopharyngitis 9(2.5) 5 (2.6) 8(2.3) 1(0.5) 3(1.0) 1(0.6) 5(1.9) 0 2(08) 1(0.8)
Studv Desian HDSS, and DLQI/CDLQI scores than patients who had been treated with vehicle for the i i ATOSAATIHOS
y g i i’I'F;laefi:seer:ftt'ast>1(Zyilazrtsio?fi?]?:?udes atients receiving 21 dose of GT and having 21 post-Baseline assessment in the open-label extension Mydriasis 5 (1 4) 3 (16) 4 (1 1) 4 (21) 7 (22) 2 (12) 4 (15) 1 (07) 2 (08) 0
: : : : : : : _ previous 4 weeks (VEH—GT) (Table 2) Y population includes patient : aving 21 p . P the open-Iabel exten: | . . |
* Patients 9 years of age and older with primary axillary hyperhidrosis were randomized 2:1 B e o e e oo™ 115 1o contnuedon GT  ne TR .
to GT or VEH once-daily for 4 weeks in one of two double-blind trials: ATMOS-1 (sites in AR T i e T s i it ks st e T st ot e TEAR, (st strs
US and Germany) or ATMOS-2 (sites in US only; Figure 1) Figure 2. Patient Disposition - At the end of the double-blind trials, 59.3% (GT) vs 26.1% (VEH) of those entering the Safety et VERL vefieles VER=GT, pefents ssegned o VEH I fhe douple-bind nals whowere nevly exposed o T fhe epeniabel xiension
— Patients corrt:pleting Week 4 of thce;_lt_jouble-blind Itrit;alsI with 80% ?r higher Comg)(ljianceI open-label extension had achieved HDSS response (Figure 3) « Overall, GT was well tolerated, and most patients who experienced TEAEs had mild to
were given the option to receive in an open-label extension for up to an additiona GT ; Completed moderate events: few discontinued due to TEAEs (Table 3
44 ks (Fi 1 N=426 NEESE ‘(fl‘z";';* AU MO e AL OIS * By Week 2 of the open-label extension, HDSS responder rate was 62.8% for GT—-GT vs ’ ( )
weeks (Figure 1) Double-Blind Trials O/ i o CONCLUSIONS
_ - _ o _ . 55 7% for VEH—GT. and 95% £ it | | g i ked * The most frequently reported TEAEs were dry mouth (16.9%), vision blurred (6.7%), and
— Patients eligible for the double-blind lead-in trials were =9 years of age (only patients : (7 el — el el gigeiiitle S INENE IS OEIE IStk Iiplissialiing, & inelie application site pain (6.4%) Patients treated with GT showed reduced i it and ¢
aged =18 years were recruited at German sites), had primary axillary hyperhidrosis oo _ _ increase over VEH response for patients who were newly exposed to GT (Figure 3) ] s g L oo atien S reate _W' S OYVG re uc.:e sweating S§Ver| y.an Syvea
for 26 months, gravimetrically measured sweat production of 250 mg/5 min in each . AE?B%‘S&”,:?{Z‘SQ o _ = _]E"e ) MK rlaS|s,fan symptoms related to urinary retention/hesitation were production (coprimary endpoints) and improvements in quality of life
axilla, Axillary Sweating Daily Diary (ASDD)/ASDD-Children (ASDD-C) patient-reported - Extension Trial * HDSS responder rate was maintained over the course of the open-label extension for both e BYER VSN2 0 y Speg'a' 't”te[.eftf(AES'.S) base‘é.onlk”"w” s L assessments in two 4-week, vehicle-controlled, phase 3, double-blind
sweating severity (Item 2) score 24 (numeric scale 0-10), and Hyperhidrosis Disease N=564 (86.6%) groups (Figure 3) antichioiinergic:compounds and potent&iior Serotsimedicalconse i trials compared with patients treated with vehicle
Severity Scale (HDSS) grade =3 Do — TEAESs of special interest infrequently led to drug withdrawal, and most events
iIscontinue ue to: . . . . . . . . . .
Dot : - Lost to follow- 92 (16.3% ] ] were managed by dose interruption or no action and resolved within 3 to In the open-label extension trial, improvements in efficacy were
Patients were excluded for history of a condition that could cause secondary Consent withdrawn 52 (14.5% Figure 3. HDSS Responder Rate (22-Grade Improvement from Baseline?) 14 days of onset intained throuah Week 44 i ive of randomized i th
hyperhidrosis or that could be exacerbated by trial medication, prior surgical procedure | Adverse event 44 (7.8%) to Week 44/ET bv Double-Blind Treatment Assianment maintained throug ee iIrrespective of randomized treatment in the
for hyperhidrosis, prior axillary treatment with an anti-hyperhidrosis medical device Eﬁ’;;":;;?&”"e 2 ((3‘5% y g * The incidence of dry mouth decreased over time and was highest in the first 4 weeks of double-blind trials
within 4 weeks of Baseline, botulinum toxin within 1 year of Baseline, or use of other el laon = (e the open-label extension for patients who were newly exposed to GT in the open-label
. _ . _ - o _ : Physician decision 1 (0.2%) 100 - : ) ) . ) . J . ) Patient i | Vi GT in the double-blind trial intained
treatments with anticholinergic activity within 4 weeks of Baseline unless dosing was extension (ie, had received vehicle during the double-blind lead-in trials), though rates of atients previously receiving In the double-blina trials maintaine
stable for 24 months prior to Baseline N=332 (58.9%) 90 - drug withdrawal due to TEAEs were not higher in this patient population (Table 4) levels of HDSS response and cfB in DLQI that were similar to those
— The open-label extension was terminated early per protocol based upon at least 100 patients : « A reduction in adverse events over time may be due to several factors, including patient observed in the double-blind trials
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Discontinued due to:
Study objectives met/
study terminated® 106 (18.8%)

Figure 1. Study Design Completed 44 Weeks

receiving GT for a total of 12 months, including the 4-week treatment in the double-blind trials selection as those experiencing TEAEs discontinued, increased time length between visits,

. : : : i N Patients newly exposed to GT in the open-label extension showed a
increased patient experience with drug application, and/or acclimation to adverse events
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marked response to GT observed as early as Week 2, as measured
by HDSS response; this was similar to results observed for the GT
arm of the double-blind trials
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Table 3. Summary of Treatment-Emergent Adverse Events in ARIDO

Proportion of Patients with
22 Point Improvement in HDSS (95% CI)
N
o

. [ ATMOS1 and ATMOS 2] : o7 Gyeomroniun it (Safety Population?)
:651 of 697 pa?ients (93.4%) randomized to treatment in ATM.OS—l1 and ATMO$—2 complgt_ed study . . . .
: : Sponsor terminated study early, per protocol, when study objective of 100 patients receiving treatment for at least 12 months was achieved 40 | ‘ Slmllar reSUItS Were Observed for the DLQI, though the flrSt DLQI
GT (n=229 | 234) U 1EiEl assessment in the open-label trial occurred later (Week 20)
2:1 Randomization GT 30 n (%) N=189 (N=550)
ATMOS-1/ATMOS-2 564/651 (86.6%) completers from i ' '
- ' - inued | . . . o Any TEAE 210(58.2) 119 (63.0) 329 (59.8) The most common TEAE in the open-label extension, regardless of
N=344/353 Vehicte (et | 119 ATMOS rls coniued no ARIDO | Table 1. Demographics and Baseline Disease Characteristics ” Any Serious TEAE: e 09 ) ot i e doublechind o P y " ) - Qh .
. . . 1 : : ' ' reatment In the aoupie-piin ase, was dry mou wnichn oCccurre
(Baseline of Randomized Control Trials : Discontinuation due to TEAE 26(7.2) 17 (9.0) 43(7.8) _ P y - :
n _ 44-Week | Safety 101 s Doaths 0 0 0 most frequently in those newly exposed to GT during the first 4 weeks of
Screening i 4-Week Double-Blind Treatment : Open-Label Extension i Follow-Up : 5 th | b | t .
. L 1 1 : py : . VEH->GT m TR TEAES by Severity s e open-label extension
I T T T T T 1/ T 1 -Week Open-Label Extension . (26.9)
N=189 N=550 0 - : : : : : : , Mild 95 (26.3) 53 (28.0)
Randomi aton Baseline’ e s E AN I? g?d i | 012340 2 4 8 12 16 20 28 36 44 Moderate 98@271) 55(29.) e i i i i
andomization; Baseline nd of Study Demographics Severe 1747) 1 (58) 28(51) GT, applied once-daily to both axillae, was generally well tolerated in
aFor efficacy assessments, Baseline for the open-label extension was Week 0 of the double-blin - -2 trials 356 356 353 361 355 342 328 309 279 269 253 232 186 . . . . . . .
or sfficacy assessments, Baseine or he ARIDO open-iabel ext Week 0 ofthe double-blind ATMOS-1IATMOS 2 i Age (years), mean * SD 326+ 11.0 339123 330114 [ e o . - o s s o Relation to Study Drug o patients with primary axillary hyperhidrosis over a maximum of 48 weeks
Age group, n (%) Not related 90 (24.9) 41 (21.7) 198 (36.0) . . q
<16 years 15 (4.2) 13 (6.9) 28 (5.1) Week Related 120 (33.2) 78 (41.3) : in this open-label extension study
Assessments 216 years 346 (95.8) 176 (931) 522 (94-9) 2Baseline of ATMOS-1/ATMOS-2 for vehicle-treated and GT-treated patients who continued into ARIDO and received GT treatment thereafter Most frequently reported TEAEs (>5°A’ patients)
- - i Female, n (%) 206 (57-) 9 (51.9) 304 (55.9) e e o opon e Dry mouth 47 (13.0) 46 (243 93 (16.9)
° Though the prlmary OUtcome Of the Open_label eXtenSIon Was |Ong_term Safety’ descrlptlve White. n (0/) 297 (82 3) 161 (85 2) 458 (83 3) S)I(’tensigtr’l;HDSSt, Hy[:érEhTiéiros(:s lthiseatse Ste/verilt);/tScale; \BEHngég,atlggts assignt(ed);i)\t/éhiec-:—e ir?;l;;epd;ubtle—bling trigI; wGh-(r;wef?e :ewlbylexb[losdetd tcl> GThinthetopeno—‘labeel-tl:xte;hsionp fabel Vision blurred 21 (58) 16 (85) 37 (67)
efficacy assessments included two outcomes from the double-blind trials L ' ' : Application site pain 27 (75) 8 (4.2) 35 (6.4)
Body mass index (kg/m?), mean + SD 271+5.0 276+4.8 27.3+5.0 Nasopharyngitis 24 (6.6) 8 (4.2 32(5.8) REFERENCES
— HDSS responder rate (22-grade improvement from Baseline) Baseline Disease Characteristics Mydriasis 21(5.8) 8 (4.2) 29053 1. Doolittle et al. Arch Dermatol Res. 2016;308(10):743-9.
. . . Sweat production (mg/5 min)? DLQI Score AESiIs (prespecified anticholinergic TEAEs of special 2. QBREXZA™ (glycopyrronium) cloth [Prescribing Information]. Dermira, Inc., Menlo Park, CA. 2018
— Dermatology Life Quality Index (DLQI) change from Baseline (cfB) to Week 4 (end of _ ] _ _ _ interest) : ; e Aeshebias
: Mean + SD 1591 £ 132.6 1753 £165.9 164.7% 1450 « At the end of the double-blind trials, patients entering the open-label extension who . 51 (14.1) 27 (14.3) 78 (14.2) i i i i idrosis:
double-blind) and to Week 20 and Week 44/ET of open-label (up to Week 48 total GT 5 e v s - oo i, rtar . et st okn oo
treatment [4 weeks double-blind + 44 weeks open-label extension]) HDSS, n (%)>* had received GT in the double-blind trials had a greater decrease (improvement) from Urinary hesitation 21(5.8) 8 (4.2) 29 (5.3 doi:10.1016/}.jaad.2018.07.002. [Epub ahead of print]. ' ' o '
Grade 3 225 (62.3) 123 (65.1) 348 (63.3) _ _ _ _ Nocturia 13 (3.6) 10(5.3) 23(4.2)
- Safety outcomes included treatment-emergent adverse events (TEAES) Grade 4 136 (37.7) 65 (34.4) 201 (36.5) Baseline in DLQI score (mean + SD, -8.6 + 5.9) than those who had received VEH in the Urine flow decreased e 1 05) (04
DLQI, mean * SD* 119+59 106+6.0 114459 : : , Hypermetropia ' ' ' ACKNOWLEDGEMENTS
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2 2 DS rate s wae an et oo T ond roht exilee - By Week 20 of the open-label extension, patients newly exposed to GT (VEH—GT) o T om0 Mandaatt et
° - 1 1 °N=549; 1 patient entered ATMOS-2 with HDSS=2, which was a protocol violation ) . . ) . y bInfec:tipus colitis, affectivg qisorder, suicide attempt, mydriasis, qhest pain, concussion
TEAES and HDSS were assessed on Day 1 (Week 4 Of the dOUbIe bl'nd tr'aIS) and WeekS 2, :E:;:z:g ;gzz:zg:gz Showed a Slmllar Improvement from Base“ne iNn mean DLQI score (_86 i 624) as patlents :ggggg::ﬁ:zgﬁ:ggf;\r/r:?z):atélltérzist\éegtf(ggg/%:)i\)’\"’/eozgvslrlgtk;ﬂ;teral AUTHOR DISCLOSU RES
4, 8, 12, 16, 20, 28, 36, and 44/ET (end Of treatment/early termlnatlon), DLQI WaS assessed The safety population includes patients receiving 21 dose of GT and having 21 post-Baseline assessment in the open-label extension h i d GT th h t th t i I (GT GT 9 8 5 84) th . t Numbers in table represent the number of patients reporting one or more TEAEs, not number of events; small discrepancies in overall totals reflect differences in source data (Adverse Event form vs
i i S)?Ie:r?sli‘o?”drenvs DLQeI;rE?Lgaléigeri?:;zsg}ébgs Quacgt)é'lndexs; Sr-:— S’IVCZF\)/)i,arric:)r:}Jmtos}\//l:t?éSTHGlpatien;Si::ssi%r;i? tn(zaGToin £y s}oul:eflzini_tri?rl]s V\:?:s\?vnt;n:v:?eo:e(jvT iz;hssc;per:)_labeiL e W O remalne On rou Ou e rla S — ! “J. i o s IS Im rovemen Was o Of?:?d)/r:gr:?sj)m osylate; GT— atients assigned to in the double-blind trials who continued on in the open-label extension; reatment-emergent adverse event; vehicle; ELL: Consultant fOI' Dermira’ Inc. DG Consultant fOf Dermira’ Inc., and <l investigator fOI' A"ergan’ Atacama Therapeutics, BriCke"
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