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* New oral treatments

* New biological therapies
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« STAT3, JAK/STAK inhibitors
» Tofacitinib was approved for APs

* Baricitinib and ruxolitinig for AD.
* Baricitinib. Papp KA et al. Br J Dermatol 2016; 174: 174: 1266-76.
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* BMS-986165 treatment reduces the Th17 pathway
* Titration at different doses 3 mg OD/BID, 6 mg BID or 12 mg QD.

*  Seems not to block biomarkers related to JAK inhibitors. No changes in Hb, NK
cell count, Neutrophil count or total cholesterol levels.

*  PHASE 2 trial. PASI response over 12 weeks.
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TYKZ2 mediates signaling of fewer cytokines compared with JAKs1-3
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+ BMS-986165 is a molecule that binds selectively to a regulatory domain of TYK2
and changes its conformation such that the kinase activity is inactivated

* This approach has more selectivity than any previous attempt to target the kinase
domain of JAKs

* Is it possible to develop a truly selective TYK2 inhibitor?
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12-week outcomes with oral TYK2 inhibitor in moderate to severe psoriasis

Placebo 3 mg every 3 mg 3 mg twice 6 mg twice 12 mg

other day a day a day daily
PASI7S % 9% 39% 69% 67% 75
Static Physiclan’s % 20% 39% 716% 64% 5%
Global Assessment
scoreof O or 1
PAS| 50 31% 43% 68% 91% 8% 89%
PASI 90 2% 7% 16% 44% 44% 43%
PASI 100 0 2% 0 9% 18% 25%
Dermatology Life 4% 16% 16% 42% 60% 4% =
Quality Index ’

score of 0 or 1 .

Note: The randomized, double-bling, placebo-controlied phase 2 study Inciuded 267 patlents.
Source: N Engl J Med. 2018 Sep 11. gol: 10.1056/NEJM0al1806382
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* CLASS EFFECT: ACNE in 2 to 9% of patients. Dose dependent effect.

Placsbo
(n=45) Img qnd 3 mg qd 3 mg bid 6 mg bid 12 mg q-;|
(n=44 (n=44) (n=45) [n—dﬁ} :n

1{2) 1 [E:I 1(2) 1{2)
AEs 23 (51) 26 (59) 24 (558) 29 (B4) 36 I_‘-Elﬂ] 34 {??}
Drug-related AEs T (16) G (14) T {16} 13 (28) 12 {27} 10 {23)
Discontinuations duse to AEs 2(4) 1(2) 2(5) 1 (2] im 1{2}
Maost frequently reported AEs
Masophanymngitis 2(4) 1(2) 403 5(11) T {16} 2 (8}
Headachsa 2(4) 4 (3 409 3T ET g 2 (&)
Diarrhea 2(4) 1(2) 1(2) 2 (4] 24 4 (8}
Mausea 2(4) 4 (3 i] 1{2] 1{2) 2 (&)
URTI a 1(2) 37 1{2) 4 (3) 1{2}
| Acna a 1(2) i] 1{2] 2{4) 4 (8}
Data ara n (%)

. FI'ElII"I"III"IEI"_',I' but FEEEELII'II"IQ safety data suggest that TYK2 inhibition with BMS-986165 is

PAPP K ET AL. N ENGL J MED 2018.
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Oclacnib for itchy dogs
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* Phase 2 results from XP-23829 a novel fumaric acid ester
* Extended release FAE

* Randomized, double-blind placebo-controlled dose-finding efficacy in 33 USA
sites.

* 200 subjets. 1:1:1:1 400 QD; 400 BID, 800 QD or placebo.

* Efficacy
* “Least squares Mean % change: from 25 to 50.7%

* Safety
* Diarrhea: Mostly mild.
* Nausea and abdominal pain more than 10%
* Flushing in 5.9%. More in the placebo?
* No lymphopenia.

*  No mean PASI levels, peculiar data on safety, more flushing in placebo.
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* Results from the BE ABLE 1, 12 week, placebo controlled phase 2 B trial.

*  PASI 75, 93%; PASI 90 79%; PASI 100 60%.
* ACR50 response 320 mg. 63.4%. ACR 70 39%.

PASI90 response rates increased up to Week 24 and were maintained
through the study (NRI)

Reallocation Dose-blind period
1

PASI20 at Week 12
Placebo: 7.1%
1 00 BKZ 16 mg: 20.7%
BKZ 160 mg: 46.4%
BKZ 160 mg (LD):
53.8%
BKZ 320 mg: 53.8%
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—— Placebo —— BKZ 16 mg —8— BKZ 160 —=— BKZ 160 mg (320 mg —e— BKZ 320
n=28 n=29 mg, LD) mg
(FAS) (FAS) n=28 (FAS) n=26 (FAS) n=26 (FAS)
—55) n=23 (DBS) —_— n=26 (DBS)

*Subgroup of patients with 23% BSA at baseline. The following data are not presented: placebo - BKZ 160 mg, placebo -» BKZ 320 mg, BKZ 16 mg -» BKZ 160 mg. BKZ 16 mg -» BKZ 320 mg (Weeks

16-48). Full data provided on slide 18, PASI, Psoriasis Area and Severity Index
FAS un 10 Week 12. dosebilind set Weeks 1648 INRI)
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* PRUSOL
* Oral antiretroviral. Finished Phase Il. Results pending.
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Phase 1 study: Safety and efficacy of Bl 655130 for acute

generalized pustular psoriasis

Summary of AEs through Week 20
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7 (100)
0
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GPPGA score 071 achieved in 5 patients (71.4%) by Week 1,

and in all patients by Week 4

* Preliminary evidence in support of safety and

efficacy of IL-36R inhibition to treat GPP flares




