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Epidermolysis Bullosa Simplex
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2. Herod et al. Paediatr Anaesth 2002;12:388-97
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1. 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; EBS, epidermolysis bullosa simplex;
JEB, junctional epidermolysis bullosa; NDA, new drug approval;

GlobalData; ClinicalTrials.gov; Company websites
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EBS ﬁ;%ﬂiﬂﬂﬁ&’ﬂ Figure 2

1. MclLean and Irvine. Ulster Med J 2007;76:72-82.
2. http://micro.magnet.fsu.edu/cells/intermediatefilaments/intermediatefilaments.ht
ml
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KRT5/KRT14 & [X R EE 2 EBS?
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EBS, epidermolysis bullosa simplex; IL, interleukin; JNK, c-Jun N-terminal kinase; KRT, keratin; NLRP3, NLR family pyrin domain
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[ #03 NLRP3 53378 -
EMmAPEl I-1p3
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_______________

containing 3; ROS, reactive oxygen species

1. Shinkuma et al. Clin Dermatol. 2011;29:412-9. 2. Wally et al. J Invest Dermatol. 2013;133:1901-3. 3. Chang et al. Am J Chin Med. 2019;47:135-1.
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EB, epidermolysis bullosa; EBS, epidermolysis bullosa simplex; EOP2, end-of-phase 2; FDA, Food and Drug Administration; NDA, new drug application; RPD, rare pediatric disease
@ 1. Wally et al. Orphanet J Rare Dise. 2013;8:69. 2. Wally et al. J Am Acad Dermatol. 2018;78:892-901.
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Subjects: Severe EBS patients with KRT5/14 mutations, n=17, 4-19 y/o

Treatment: 1% diacerein cream, QD for 4 weeks

Primary endpoint: Reduction of blister numbers by >40% in treated skin area after 4 weeks

Figure 2. (A) Proportion of patients with >40% reduction in blister numbers at 4 weeks (T4) and
3 months (T7). (B) Representative images of improvements in lesions.

A. P=.038 B. Start 2 weeks 4 weeks 4 months
Vo A4

P=.007

— 100%

1007

804

60

DIACEREIN

Percent

40+

20+

V2 V3

T4 T7
B Diacerein WM Placebo

p-values were calculated using a one-sided,
Bernard’s test for superiority.

PLACEBO

1. Phase 2a: Topical AC-203 for Severe EBS: a randomized controlled pilot study — Wally et al. Orphanet J Rare Dise 2013;8:69
@ 2. Phase 2b: A phase 2/3 randomized, placebo-controlled double-blind clinical trial for Severe EBS — 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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Safety
follow-up

Placebo
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Day -28 Day 1 Week 8 Week 16 Week 40
(6 months)
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c IGADERV 27U EWRS 0-1 B EE o EZFSEEN BSA 4L A
. KEEE - ?"‘%?E%Z
 QOLEB -~ EBDASI 73 8]
*UBR 4R SR NCT06073132
% BSA, body surface area; EBS, epidermolysis bullosa simplex; EBDASI, EB disease activity and scarring index ( EB BEREETZE T2 ) ; IGA, Investigator’s Global Assessment ( 5ZE7KE8 « EERE A5 2 BREFRZE TS ) ; QOLEB, quality of life in EB ( EB B&EE/EmE
B:FE% )
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02021 FHiE KB ERFRIKEELMD Dr. Damsky BRSNURIAZBERE GA
w2 - 8 H 2 ZOBR tofacitinib 3574 6 [AH%E - HEP 3 UTEBE -
2 U AKIERD> GA BEIEEEFRE (NCT03910543; #EInER) )

Patient 3 Patient 4

PR,
0 :'.‘3'];’.:,:.-.. . ¥ )

Patient 5

William Damsky,
MD, PhD

B AXBEREBR
FaBEMEARE A
BNEREE - EERIR
Hkl’? FRERVARTZS - 0
2 B8 ) AKHIN 1 B RY
AN B — HA B R B

By Yale University SBE70% S=RAE  AFe0% | =AE S22 AE

}' School of Medicine

@@ Non-confidential Ref: Wang et al. J Allergy Clin Immunol. 2021;147:1795-1809.
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oEl An open-label, single arm, phase | study to evaluate the safety and tolerability of & \ 18 B FIBIR A EEIE R E (n212) E“ \ SBEE 48

AC-1101 topical gel in patients with Granuloma Annulare (NCT05580042)

AC-1101-GA-001 s BRER 5
FR B A8 i 8 Y 5 BB Dr. Damsky 8177

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

. O . O O >

V1 V2 V3 V4 V5
Week -4 Day 1 Week 2 Week 4 Week 6

(end of treatment) (end of study)
@ EZ=itmisiE @) nEstemiste
- HRIERRTFEEE - M PLAC-1101 BEBEE 4 BEW o &} tofacitinib TEIRMAZFIEZEREANN YT EYEHE
22 AN = 4 (pharmacokinetics) %5 14%
-« BUHIRIRFEEZNEART G S - DUWERSIFRIAREWN
iR R4S RIETE
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