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@ EBS, epidermolysis bullosa; FDA, Food and Drug Administration; RPD PRV, Rare Pediatric Disease Priority Review Voucher
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DEB, dystrophic epidermolysis bullosa; EB, epidermolysis bullosa; EBS, epidermolysis bullosa simplex; JEB, junctional epidermolysis bullosa
1. https://www.ncbi.nIm.nih.gov/books/NBK1369/. 2. Herod et al. Paediatr Anaesth. 2002;12:388-97.
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DEB, dystrophic epidermolysis bullosa; EB, epidermolysis bullosa; EBS, epidermolysis bullosa simplex; JEB, junctional epidermolysis bullosa
https://www.ncbi.nlm.nih.gov/books/NBK1369/.
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Other modalities such as gene / cell therapies predominantly targets DEB or JEB and are in early-stage development
@ BLA, biologics license application; CRL, complete response letter; DEB, dystrophic epidermolysis bullosa; EB, epidermolysis bullosa; A NZ\DFEY L BEHREA ,&%%}f AMPRE A 9

EBS, epidermolysis bullosa simplex; JEB, junctional epidermolysis bullosa; NDA, new drug approval;
GlobalData; ClinicalTrials.gov; Company websites.
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EBS, epidermolysis bullosa simplex
@ 1. McLean and Irvine. Ulster Med J. 2007;76:72-82. 2. http://micro.magnet.fsu.edu/cells/intermediatefilaments/intermediatefilaments.html.
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EBS, epidermolysis bullosa simplex; IL, interleukin; JNK, c-Jun N-terminal kinase; KRT, keratin; NLRP3, NLR family pyrin domain containing 3; ROS, reactive oxygen species

1. Shinkuma et al. Clin Dermatol. 2011;29:412-9. 2. Wally et al. / /nvest Dermato/. 2013;133:1901-3. 3. Chang et al. Am J Chin Med. 2019;47:135-1.
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Phase 2al: Randomized controlled pilot study

Phase 2b?% Phase 2/3 randomized, placebo-controlled
double-blind clinical trial

§

Proportion of patients with >40% reduction in
blister numbers
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e | Severe EBS with KRT5/14 mutations

1% diacerein cream, QD for
N=17,4-19y/o

4 weeks

&

Representative images of improvements in lesions

B Diacerein I Placebo
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p=0.007" E—
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80
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o 40
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4 weeks

3 months

“p-value were calculated using a one sided, Bernard’ s test for superiority.
EBS, epidermolysis bullosa simplex; KRT, keratin; QD, once daily; V, visit

iz

Sta rt

2 weeks

4 weeks 4 months

V3
N

1. Wally et al. OrphanetJ Rare Dise. 2013;8:69. 2. Wally et al. /Am Acad Dermatol. 2018;78:892-901.
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@ EBS, epidermolysis bullosa simplex; US FDA, the United States Food and Drug Administration
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Part A Part B
O M 1% AC-203
" (- =40
0 } Screenina -R) Safety Open-label extension:
8 > 6 B8 9 ¥ follow-up 1% AC-203
PEHMEE B Placebo
EBS (N=40)
(N=80)
< @ O O ®o—
Day -70 Day -1 Week 8 Week 16 (6 months) Week 40
@ FEsmisiE @ nEmmiste
. IGA RBHSED 2 HLFS 0-1 HHWSHELLE E- 21 BSA 028
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188 4R 5% NCT06073132
% BSA, body surface area; EBS, epidermolysis bullosa simplex; EBDASI, EB disease activity and scarring index ( EB &S 2E ¥4 ) ; IGA, Investigator’ s Global Assessment ( FZE7KEE  EEGE S ~ B B2 EF5 ) ; QOLEB, quality of
lifein EB ( EB &E4EmEBTES )
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Topical JAK (Janus Kinase) Inhibitor
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Granuloma Annulare
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AC-1101 ;5% GA ZERIK{Z:E

J NCT03910543; $81 2 5 J EMIRE GA (n=5) J CBR tofacitinib, BID J 10 6 (B 5

William Damsky;,
MD, PhD

- ERBEREEREAEM

- HERBHEHE

o EERERASBITFR

- 2838 JAK HIHIE A2 = B ER RA AR

Ak 70%

S

= Yale University
P School of Medicine

J

BID, twice daily; GA, granuloma annulare; JAK, Janus kinase

@ Wang et al. JAllergy Clin Immunol. 2021;147:1795-18009.
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AC-1101 ER/R 1b HAz AR

'El An open-label, single arm, phase | study to evaluate the safety and tolerability of 0  18SEUUIIBRATESRE | e 438
—J | AC-1101 topical gel in patients with Granuloma Annulare (NCT05580042) - 1>1) EH | A%

AC-1101-GA-001 5@z
BA L L BRI % BT Dr Damsky $177

Screening AC-1101 gel 2%, QD Follow-up

O O O O O
V1 V2 V3 V4 V5
Week -4 Day 1 Week 2 Week 4 Week 6
(end of treatment) (end of study)

@ =EstmneE @ REsmnE

- HRIRIKANZFIERE - &L AC-1101 BRBAE 4 BEMN « & tofacitinib FEIRINAZF B R E ISR YL EY EN H 2
(pharmacokinetics) 44

Z = MM =214 |
o BUBIRRAFBREEARFEE - DFRSISARIREIH

i KA R IE 1R
@ QD, once daily; V, visit
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*Eﬁlj A3 T aEREINRAEREERE - Bn AC-1101
BREBERERMREBE

« GA-IGA &% (induration) 5% : t4Z 34% (P<0.05)

- DLQI &2 : Eiﬁ 44% (P<0.05)

* PGIC-GA &7 : 8% (P<0.05)

@ EBENRS tiﬂ,,jﬁéz

IFDAEREE I SR L E 15 P

@@ GA-IGA: Investigator’s Global Assessment for GA; DLQI: Dermatology Life Quality Index; PGIC-GA: Patient Global Impression of Change for GA
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AC-1101 FK3RKE

AC-1101

« Completed the enrollment of
Phase 1b GA trial

by Dr. William Damsky at Yale University

Global / Local Area Partnership

CSR, clinical study report ; ODD, orphan drug designation
K. Papp, et al. JAAD. 2021 May 03. doi: 10.1016/j.jaad.2021.04.085

Completed the CSR

@ Co-Development

.

o

e

». J Licensing-out

(J==————————- ->

After |
_________________________ 1
Applying for ODD with FDA i
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AC-1101
lopical JAK inhibitor
2021
- Preclinical IND Phase 1 Phase 2 Phase 3 ———»

Atopic Dermatitis Granuloma Annulare

2023 2024

@ IND, investigational new drug; JAK, Janus kinase 29
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218 = RYSEBLIER AR BRITR
EEEETE BEREREBEHBN  oEEREERBWN—FENRN - B ETRLE 10% B
(Postpartum AR=21E B  KIREAF - deeFBIEEEE - SR - 20% 2B - 195
Depression, PPD) 2011 - EABR SR 1B RUIEAS (R 2k - 11.5% °
fﬂ’fﬁgﬁ BUMERESE  EROEEESE KARE KD Ll 10X

Aﬁ\h ,%;%/—f— + ix/| , SoUEAS == 2%

Disorder, MDD) RE -

HBETEEE | EZMERIE (general anX|etyd|sorder) BREE (bipolar disorder) ~ ZRE (orphan
epilepsy) - [REHBAEL (essential tremor) Z

Source: Psychopharmacology (2023) 240:1841-63.
https://www.nimh.nih.gov/health/statistics/major-depression



https://www.nimh.nih.gov/health/statistics/major-depression
https://www.nimh.nih.gov/health/statistics/major-depression
https://www.nimh.nih.gov/health/statistics/major-depression

NORA520 (Brexanolone) {EFE i

Synaptic Extrasynaptic
GABA-A receptors GABA-A receptors

GABA site GABA site

Benzodiazepine
site

3 .
Neurosteroid Y Neurosteroid

bS] i ¢ h \(
site Y Y g il BN w&w«v site
. .

Brexanolone
(o]

7 Extrasynaptic

Extrasynaptic by
/' GABA-A receptors

GABA-A receptors \“‘»g
4

Source: Psychopharmacology 2023;240:1841-63.

@

NORAS520 A& brexanolone BYF] & 2%
LEEAN B ESE brexanolone -

Brexanolone B BEREN—& - B
=18 GABA, X 32fY1E M) S 18 80 5
(positive allosteric modulators) - &

B A RIS AR BAS AR GABA RURE -

ez = GABA H &L chIANHIER -
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Em 5 BB BB MHEzEE 78 B fin = 28 iy
Zulresso™! [ EREE 552
NORAG20 e B9 505b(2) Phase 2 Ef%ﬁjﬁ (PPD) Zurzuvae (oral)
Bl 52247 Phase 1 EEEEE (MDD) SPT-300
2019 2023 2025
e — . « PPD =B _HAfG K&t 6 ( ETT
NORA520 @ || Fx#h PPD 2E—sEFRE =Bl _PEEA=R ()
- BEETHERE MDD —HEG PR B
L ‘ ) I J
________________ >
521 : Zulresso (brexanolone) 2H Sage Therapeutics F3& - B5E FDA #UERNIGE PPD RUZE4) ( 2019F £ ) - ZEF T EEHEETT 60 /NS IRET -
WHEHEASEZ - HIVAERAS - KE S EH  MBESER - Zulresso B/R 2025 F£4 B 14 HELLHE -

72 : Zurzuvae (zuranolone) 7NE Sage Therapeutics Fi3 - & FDA iR 2023 & 8 /&N EMOAR PPD ja & FHZ
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NORA520 MiEFE =l & PRI

NORA520
B mtHRARVEIFA | (200-1,600 Z R

(EESN) mg/day) (N=18)
(N=60)

2V0E—E=IFR 21 (35.0%) 5 (27.8%)

BT — n (%) 17 (283%) 5 (27.8%)
B — n (%) 5 (8.3 %) 0 (0.0 %)
BE - n (%) 1 (1.7 %) 0 (0.0%)
E“"Erﬁﬁﬁﬁ%@ 1 (1.7 %) 0 (0.0%)

iz

RIFNZEE

LL

NORAS20E B R HFRYZ E 14
B H#%E 1,600 mg B ARERRAMZHE £
EiR AR — AR ER R IR B ERIEIER

EFZHAA%E 1,600 mg AP A —UREE LIREERVE
PR haEER - BEM LNREEZRBHIREIER -

YRS/ R s/ mF A RAEMEM - hEPEZ
SERIEE/ R/ BFHED/ NSAKE -

ZEEOEE =/ NS KE
RERHAE LIREAEE

TR — A H SRR TRE IR EENEFRIEF
M
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4 ~ Placebo g' a1 HAM-D17 #8 2 BRI &=
‘o o (N =30)

EEIEAN [ §3\)§< NORAS520 Dose 1 ® 0 » ®
HAM-D17 = 26 (N =30) Day 0 Day 4 Day 8 Day 30
E%%%%%% ~— NORA520 Dose 2 Primary  Secondary Secondary

) (N =30) Endpoint  Endpoint Endpoint

| 2024 F 3 BE B AIRE

@@ 21 B8 AR SENCT06285916
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Source: Fortune Business Insights, 2024

© Fortune Business Insights FRETEIK
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2. Al/AN: American Indian & Alaska Native People. NH/OPI: Native Hawaiian/Other Pacific Islander
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