Open-Label Study (ARIDO) Evaluating Long-Term Safety of Topical Glycopyrronium Tosylate (GT) in Patients With Primary Axillary Hyperhidrosis
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|NTRODUCT|ON Assessments - Generally, TEAEs, including TEAESs prespecified as anticholinergic TEAEs of interest, did not increase over time
. - : i ine? Di isti with longer duration of exposure (Table 3 Figure 4. Summary of Local Skin Reactions by Severity From Baseline?
« Hyperhidrosis affects an estimated 4.8% of the US population, or approximately 15.3 million people,' and the * Primary objective was long-term safety Table 1 Demographlcs _an(: Baseline® Disease Characteristics : ( ) g y N y y
impact of hyperhidrosis on quality of life is reported as comparable to, or greater than, psoriasis or eczema? (Safety Populatlon ) * 179 (32.5%) of patients reported LSRs, which were typically mild or moderate in severity (Figure 4) to Week 44/ET (Safety Populatlon )

— Safety was evaluated via treatment-emergent adverse events (TEAEs) through Week 45 (Week 44 + 1 week

* Glycopyrronium tosylate (GT; formerly DRMO04) is a topical cholinergic receptor antagonist being developed for the safety follow-up), local skin reactions (LSRs) through Week 44, laboratory testing, vital signs, and physical * There were no clinically meaningful changes in laboratory parameters or vital signs 200
treatment of primary axillary hyperhidrosis in patients =9 years of age examinations (NSELO) [ | mﬂerate
* GT has been assessed in 2 replicate, randomized, double-blind, vehicle-controlled, pivotal phase 3 lead-in trials — TEAESs are summarized overall from the first application of study drug in ARIDO to Week 45 Demographics Table 2. Summary of Treatment'Emergent Adverse Events From " Severe
(ATMOS-1 and ATMOS-2) A v sp 502114 Baseline?to Week 45/ET (Safety Population®) o |
- Descriptive efficacy assessments evaluated in ARIDO were an extension of the primary endpoints in ge (years), mean & S 15 (8%)
— GT was generally well tolerated and demonstrated clinically meaningful improvements in disease severity and ATMOS-1/ATMOS-2 Age group, n (%)
reductions in sweat production through 4 weeks in these trials® 216 years 2 (L) GT
— Change from Baseline in ATMOS-1/ATMOS-2 in gravimetrically-measured sweat production at Week 44 <16 years 221 (N=550) 44 (25%)
* ARIDO (NCT02553798) assessed the long-term safety of GT in a minimum of 100 patients with primary axillary (Up to 48 weeks of GT) Female, n (%) 304 (55.3) Any TEAE, n (%) 329 (59.8) g 20
hyperhidrosis treated for at least 12 months o . . White, n (%) 458 (83.3) Any Serious TEAE, n (%) 7( 13y 2
— Change from Baseline in ATMOS-1/ATMOS-2 in HDSS responder rate (=2-grade improvement) at Week 44 : : - S 8 (7%)
BMI (kg/m?), mean £ SD 27350 Discontinuation due to a TEAE, n (%) 44 (8.0) -
METHODS (up to 48 weeks of GT) 2
Baseline Disease Characteristics Deaths, n (%) 0 E .. 27 (23%)
Study De3|gn + All safety and efficacy analyses were performed on the Safety Population (patients receiving 21 dose of GT and Sweat production (mg/5 min), mean + SD 164.7 + 145.0 Most frequently reported TEAEs (>5% patients), n (%) =
i L i i 93 (16.9 o
- ARIDO was a 44-week, open-label extension of ATMOS-1 (NCT02530281) and ATMOS-2 (NCT02530294) (Figure 1) LEMIE =) PSSt EssessmEm: i ANIDC) HDSS,%* n (%) oy mouh b= f 6_7; 7(10%) 1 (16%
Grade 3 348 (63.3) S 35( 6.4 5 - .
* In ATMOS-1/ATMOS-2 patients with primary axillary hyperhidrosis were randomized 2:1 to GT (3.75% topical RESU LTS Grade 4 201 (36.5) ﬁgzlc;;it;;nsgltiﬁspam 32§ 5-8; S o
. . . : q . X . . 29( 5.3 40 7 26 (38%) 2 (6%)
solution) or vehicle applied once daily to each axilla for 28 days (Figure 1) Quality of Life Mydriasis (5.3 -
» The majority of patients (86.6%; N=564) completing ATMOS-1/ATMOS-2 (369 patients [65.4%] had received GT, DLQI,' mean + SD 1.4+59 P e : . . . 0 8 (24%) 5 (20%)
. . i P o . . i : ’ respecified anticholinergic TEAEs of interest, n (%) 78 (14.2)
Patients who completed ATMOS-1/ATMOS-2 with 280% treatment compliance were eligible to continue into and 195 [34.6%] had received vehicle) continued into ARIDO (Figure 2) CDLQI ¢ mean + SD 89+54 Vision blurred 37( 6.7y I
ARIDO and receive open-label GT for up to 44 weeks or until early termination, including patients terminated once *Baseline in ATMOS-1/ATMOS-2 Mydriasis 29 ( 5.3¢
the study objective of 100 patients receiving treatment for 212 months was achieved (Figure 1) » Of the patients enrolled in ARIDO, most patients were female (55.3%) and white (83.3%) with a mean age of 33.0 Gravimetrically-moasared svorage from the ot and ignt axiize. Urinary hesitation ZSE 3'421; 0 Ay Erythoma Burming/Stngmg Praritus Drymoss —— Scaling
d BMI f273 k / 2 T bl 1 ZHBSS '23 ;Vlfs':; ierl:lzfeion Criteria_ wi =2, which was a protocol violation Nocturia . = = = = = = =
* Key inclusion criteria for ATMOS-1/ATMOS-2 were: years and mean 2 g/m*(Table 1) Patonts >16 years ofage | D002 Which was & profocol violat Urine flow decreased fg 8-‘21; (N=179) (N=116) (N=73) (N=68) (N=48) (N=34) (N=25)
o . . H : JPatients <16 years of'age ) , . . ) . ) ) . ) . } . - Hypermetmpia . atients were counted as having an if any post-Baseline assessment was mild, moderate, or severe
_ >9 years of age (patients <16 years were ey onIy at US sites) The trial was terminated, per pFOtOCOL once Study ObJeCt|VeS were reached BMI, body mass index; CDLQI, Children’s DLQI; DLQI, Dermatology Life Quality Index; GT, topical glycopyrronium tosylate; HDSS, Hyperhidrosis Disease Severity Scale; SD, standard deviation Pollgkiuria :II E 85; :szt::ﬁr::r.gC/;TVI\IArgéjﬁTjgfs.;zT an:ShI:Vfing );:)pot:Basle”ne assessmetn“n ARII(;O derat
~ Primary aXi"ary hyperhidrOSiS for >6 months _ A tOta| Of 226 patientS Completed 44 WeekS Of treatment PUpI'S unequal ) ET, early termination; GT, topical glycopyrronium tosylate; LSR, local skin reaction
Efficacy Assessments A'Z%_T:EZQ)ES
- i ically- i f> ini h axill . : : "
Gravimetrically-measured sweat production of 250 mg/5 min in each axilla Fiqure 2. Patient Di ition * Through Week 44/ET in ARIDO (up to 48 weeks of GT), GT-treated patients continued to demonstrate TEAEs by severity, n (%)
— Axillary Sweating Daily Diary (ASDD; for patients 216 years of age) or ASDD-Children (ASDD-C; for patients gure 2. Fatie Spositio improvements in efficacy measures, including sweat production and HDSS responder rate (Figure 3) Mild 148 (45.0)

153 (46.5) CONCLUSIONS

<16 years of age) axillary sweating severity item (ltem 2) 4 score 24 (0 to 10 numeric rating scale) _ From Baseline in ATMOS-1/ATMOS-2 to Week 44/ET in ARIDO, mean sweat production decreased by I\SA:\?eerreate b
— Hyperhidrosis Disease Severity Scale (HDSS) 23 GT N651 Vehicle Completed 95.7 + 140.8 mg/5 min, which was maintained from a decrease of 107.6 + 207.2 mg/5 min in GT-treated Relation to study drug, n (%) - Safety results were consistent with anticholinergic treatment and with the
=65 atients after 4 weeks in ATMOS-1/ATMOS-2 (Figure 3A ’ i i i iac 3 Wi
 Key exclusion criteria for ATMOS-1/ATMOS-2 were: N=225 ATMOS-1 and ATMOS-2 P (Fig ) Not related o 52323 gafgty profile observed in prior GT studies,’ with no new or unexpected
Hist ¢ dition that I oy hidrosi — At Week 44/ET in ARIDO, HDSS responder rate (=2-grade improvement) was 63.2%, a further improvement flndlngs
- IS Ory Ol a condition at cou cause secon ary yper Iarosis o/ ), - g I _ !\lumbers in table represent the numbgr of pati_ents_ reporting 21 TE{-\E, not number of events ) . . .
e | el _ e ! from 59.1% In GT-treated peents At e TERGs re oo it an g it epplcalon sy angn A0 o — Most TEAESs were mild or moderate in severity and considered by the
— Prior Surg|Ca| procedure or treatment with a medical device for aXI||aI'y hypel’hldrOSIS VehiCIe - HDSS grade improved by 1’ 2, and 3 gradeS in 309%’ 467%, and 16.5% of patients, reSpeCtively (Figure 3B) :Igniepc%;u%;t:(!ﬂz,rf;féeézg\(I?S?}??og?uer:esdug?:E;t(tgéﬂ{{;}).rgz/f)rﬁ::%,tc;irllae%trzlam, concussion, diverticulitis Investlgator to be related to Study drug
e patients reporte: mydriasis events; .8%) were unilatera
— Treatment with iontophoresis within 4 weeks or treatment with botulinum toxin within 1 year for axillary hyperhidrosis N=195 ET, early termination; GT, topical glycopyrronium tosylate; TEAE, treatment-emergent adverse event e subjects discontinued due to a TEAE
— Axillary use of nonprescription antiperspirants within 1 week or prescription antiperspirants within 2 weeks 7 Entered ARIDO Figure 3. Mean Sweat Production and HDSS Improvement From While approximately one-third of patients reported local skin reactions. most
— New or modified psychotherapeutic medication regimen within 2 weeks GT Baseline® to Week 44/ET (Safety POPUIationb) . rl)CFI) d yt : it > > ,
NSeel (80 Y Table 3. Summary of Frequently Reported TEAEs and TEAEs of Special were miid or moderate in Severity
a 0 0 0 o 0 0 0 00 a 0 n = a . . c . . , . e . , .
- Z:e;ettn;e;to ff:r:ﬁﬁ'hc.?tfcvseﬁ:Eﬁéﬁtigi ir;t(;cgzlr;esr?;Izcilxltrsr/;oﬁ;:zm a\;:r;g:] s:pef;a-jc?:;etr;egﬁ:nageonlsts, ( o) A. S;::)e_at Productlol\r/llean o B. H1|0303_s Improvement¢ Interest (Safety Population?) Incidence of TEAEsS, including prespecified anticholinergic TEAEs of
B P . E ) interest, did not increase with long-term treatment
— Conditions that could be exacerbated by study medication . . v S ; . . . .
SRl Discontinued due to: S 250 - 5 ] ITEEN) G BTEHIE Efficacy measures obtained at the end of treatment in ARIDO indicated that
0, ~ [} . . . . .
_ _ é%srf;gnf[ou?t"r‘]’;:gw . g% 8224"; 5 2007 617 : Otod >4eg:( 8 >80 20 >241036 | >36 wesks subjects had maintained sweat production reduction and less bothersome
5% = i > ] w w w w . . . .
Figure 1. Study Design | Adverse event 44 (7.8%) é :Z‘; _ 2 467% TEAES, n (%) (N=550) (N=537) (N=479) (N=417) (N=365) sweating compared with Baseline in ATMOS-1/ATMOS-2
i o - : 1 [ ] .
; ; Efegcfamngyance : ((3243 2 5. ﬁ— g ” 0% Any TEAE 176 (32.0) 148 (27.6) 102 (213) 78 (18.7) 59 (16.2) GT was generally well tolerated and improvements in efficacy measures were
: : : . 4 o . . . . . o 5 5 5 o o
| ATMOS-1 | ARIDO Protocol violation 2 (0.4%) 2 o0 S 0 16.5% TEAEs reported in >5% of maintained in patients with primary axillary hyperhidrosis when applied once
| ATMOS-2 | Physician decision 1 (0.2% S 50 - . % patients ' ' '
y (0.2%) 5 > | 0 5.9% . ‘:’? ((128 ?2 g 32; 13 E 12; 12 E ?g i (( 1 ?)) daily to both axillae over a maximum of 48 weeks
: Baseli Week 44/ET None 1 Grade 2 Grades 3 Grades Vision blurred : . . . .
Target (ﬁzgslg;a ?§=430) Improvement Application site pain 16 (1 2.9) 9(17) 5(1.0) 6( 14) 3(0.8)
Recruitment N=332 (58 90/) *Baseline in ATMOS-1/ATMOS-2 Nasopharyngitis nee oD Loy ! 2009
(bOth trials GT . = t’P:tsi:r:rt]serI(r;ceiving 2_1 dose of C_BT and having 21 post-Baseline assessment in ARIDO MydriaSiS 8 ( 15) 8 ( 15) 9 ( 19) 5 ( 12) 2 ( 05)
combined): 564 (86.6%) patients continued into ARIDO “Gravimetically-measured average ffom the left and right axilac Prespecified References
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: : . Vision blurred : : : : :
" study terminated® 106 (18.8%) Safety Assessments Mogimeis 8( 15) 8( 15) 9( 19) 5(1.2) 2( 05)
Screening; PouDIe-Blind: ool olleck o _ _ _ Urinary hesitation 14 ( 2.5) 4(07) 4(0.8) 2( 0.5) 1(0.3) Acknowledgements
reatmen pen-Label Extension * After 44 weeks, 329 (59.8%) patients reported 21 TEAE, though most were mild or moderate in severity (Table 2) Nocturia ?E 8‘213 1 (00 . 8 8 8 This study was funded by Dermira, Inc. Medical writing support was provided by Prescott Medical Communications Group (Chicago, IL).
| i i | | | i — « A total of 44 (8.0%) patients discontinued due to a TEAE and 7 (1.3%) reported >1 serious TEAE (Table 2) ﬁgggr‘:ﬁ’grgsgeased 0 0 0 1 02) 0 All costs associated with developiT
Wk 0 Wk 4 Wk 48 Wk 49 - P 0 0 0 1(0.2 0 .
Randomization END N=226 (40.1%) Completed 44 Weeks - Prespecified anticholinergic TEAEs of interest were reported in 78 (14.2%) patients; most were mild or moderate E‘J"‘}"I:"ng Lal 1(02) 0 0 (0 ) 0 Author Disclosures
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