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Objective introduction Methods

® CHE (hand eczema that persists for >3 months or recurs 22 times per year) is a common Patients and Study Design Figure 1. Study Design
inflammatory disorder associated with pruritus, burning, pain, stinging, sleep disturbances,
and/or mood disturbances'?

e To investigate the efficacy and safety of 1.5% ruxolitinib
cream BID applied as needed through Week 32 in
the open-label extension period of a phase 2 study

[n : : . [ DBVC period OLE period Follow-u
* Eligible patients were randomized 1:1 to apply 1.5% ruxolitinib cream (continuous treatment. 16 weeks) (reat s neeaed: 16 weeks) (30 days). 1 Patients with CHE due to AD were excluded.
or vehicle BID to all areas affected at baseline for 16 weeks (DBVC :

* Stratification by IGA 3 or 4 and geographic

I

+ No current or history (<5 y) of AD

NCTO5906628 A o Key eligibility criteria regiorj (North America or outside of North
( ) — CHE negatively affects quality of life, performance of daily activities, and work productivity period; Figure 1) + Aged 218 years 5 v America).

. %BAQECEE of CH? 264m°mhs - 1.5% Ruxolitinib cream BID 5 § Patients self-evaluated the recurrence of lesions

. . . . . . PY H H 0, Hini _ + 1GA-LHE score 5 or .% ] between study visits; lesions were treated as

* The pathophysiology of hand eczema is mediated by multiple cytokines acting through the Patients then applied 1.5% ruxolitinib cream BID on an as-needed *CHEvelted I NRS>4 | § & | Ruxolitinib cream BIDS ;| Safety needed with BID appiication. I lesions cleared
C lusi ianali 34 basis for an additional 16 weeks in an OLE " rovousyeceved CHE presrton | & 5 /| folowup between sty viits,patints siopped treaiment
0 n C u S | 0 n S JAK-STAT signaling pathway* therapy K Venicle cream BID £ 3 days after lesion disappearance. If new lesions

2

Randomized 1:1

Clearance of were extensive or appeared in new areas,
lesions - patients contacted the investigator to determine if
lesions should be treated and if an unscheduled

. . ) o e * Ruxolitinib (selective JAK1/JAK2 inhibitor)® cream BID demonstrated significant efficacy vs (stratified by IGA and region)
In patients with nonatopic CHE, 1.5% ruxolitinib cream . . . , . . - - X additonal vsit was needed.
. . . . vehicle and was well tolerated in patients with moderate to severe nonatopic CHE during the * * >~ —e
BID substantially improved clinical signs, symptoms, 16-week. double-blind treatment beriod in a ohase 2 studv® =0 . Z”t 16 : Week 32 EoS
and quality of life vs vehicle in a 16-week, double- ! P P y ety endpont ssessmen
blind continuous treatment period, with improvements
BID treatment
. . o .
¢ Patlel_‘l!s_who crossec_i over from vehlt_:le to 1.5% Patients Figure 2. Proportion of Patients Achieving IGA-CHE-TS Figure 6. Change From Baseline in DLQI
ruxolitinib cream during the OLE achieved comparable _ _ _ . .
levels of improvement to those initially randomized to ‘ Pat'er\‘/tlshﬁ:\M%) had a median (range) age of 50 (18-80) years, 59.7% were female, and 90.3% R [ DBYC rovspondermputaton) oy O BV015% nbcran T ; BT v ;
agn = B 5% Ruxolitinib cream (n= . as observed) ™ 1.5% Ruxolitinib cream eel
ruxolitinib cream were e | | | | g mnm——— = b N s
¢ Ruxolitinib cream was generally well tolerated — Baseline IGA-CI—!E scpre was 3 (moderate) in 72.6% of patients, and median (rapge) baseline g 22 o 532 54 512 548 g6 éa N B B ~- Ve o 1% i
throughout the 32-week study, consistent with its Itch NRS and Skin Pain NRS scores were 6.6 (2.1-10) and 6.3 (0.6—10), respectively £ o] R 48 . »  Les
established safety profile”? — Mean (95% ClI) baseline DLQI scores were 11.8 (10.6-13.1) for the vehicle group and 13.2 g 5£] T ! Lo
e g 207 8§ -8 ) f-o.
e These findings support the use of ruxolitinib cream (11.9-14.5) for the ruxolitinib cream group i §.0f 0= = — -+ jE .
as a potential treatment option for the management of — Overall, several CHE types were represented, including irritant contact dermatitis (27.4%), e o e et o ekt ek 32, ~12J
nonatopic CHE allergic contact dermatitis (16.1%), vesicular (pompholyx; 15.1%), and hyperkeratotic eczema
(14.0%) Figure 3. Proportion of Patients Achieving ltch NRS4 Figure 7. Proportion of Patients Achieving Skin Pain NRS2
e Of patients initially randomized to ruxolitinib cream (n=94) or vehicle (n=92), 84 (89.4%) and 77 o | mveice ot DBYG (ronresponder mputation oE | Vetco 1% rmcttab ceam T verce e o mVehidon 5% ol cean
(83.7%) entered the OLE period, respectively 100 W 1.5% Ruoliini oeam (192 (ss observed) M 1.5% Rusaltinb cream o 100 W 1.5% Ruolfinb cream o ™ 1.5% Rucoiiinib cream
g &l P<0.0001t 742 758 . g::: %0 4 767 744
Efﬁcacy E: 60 - Mf::ﬂ 500 511 522 o %% 60 -
¢ Significantly more patients who applied ruxolitinib cream vs vehicle achieved IGA-CHE-TS at E 23 s i i £5 ]
2 17.6 : @ i
Week 16 (primary endpoint) and ltch NRS4 at Weeks 4 and 16 (key secondary endpoints)® S 22 |
- Numerlcal Improvement In ItCh NRS4 was Observed by Day 2’ Wlth StatIStlca"y Slgnlflcant 'Pvalueswe:c;culated|0rV‘{IV:kesl:ind160nly.usingmeCcchmn‘»l:ln:z::l»‘:laensze\testwilhslralmcalion‘::j::-gHEscme(3or4)andregior\tvr‘\l’:r:\l;;:\caorouls\deoiNonhAmen'\:,:Z)eEK16 n= ﬁgveek 2467 62week 3267 n= BZWBGK; 50week :6 75week ZZ 7\2‘/99“275 70week132 6‘1Neek 2:6 SZveek 3268
improvement by Day 7 (key secondary endpoint)
* Patients who continued applying ruxolitinib cream as needed in the OLE maintained the Figure 4. Proportion of Patients Achieving HECSI-75 Table 1. TEAEs During the Study
improvements seen at Week 16 in IGA-CHE-TS (Figure 2), Iltch NRS4 (Figure 3), HECSI-75 g 100: — - dE =itk DBVC OLE
(Figure 4), HECSI-90 (Figure 5), DLQI score (Figure 6), and Skin Pain NRS2 (Figure 7) g o = 1:5% Rocltinb eream e 805 802 . mo e Vehicle  1.5% Ruxolitinib  1.5% Ruxolitinib
— Patients who crossed over from vehicle to open-label ruxolitinib cream at Week 16 % 60 i n (%) (n=92) cream (n=94) cream (n=161)
demonstrated rapid improvement in signs and symptoms of CHE, and by Week 24 had = 40+ Patients with TEAE 29 (31.5) 36 (38.3) 35(21.7)
responses comparable to those in patients initially randomized to ruxolitinib cream, with f 2 Moljt comhmon T!E_AES* 385) e e}
improvements maintained at Week 32 C eel el el ce - e - asopharyngitis ' ' '
. p ) . . . o . a o oy B S S Upper respiratory tract infection 3(3.3) 4 (4.3) 3(1.9)
© Asimilar result was observed in the proportion of patients applying 1.5% ruxolitinib cream who Patients with treatment-related TEAE 3(3.3) 6 (6.4) 1(0.6)f
reported a PGIC score of 1 or 2 (very much or much improved; Week 16, 88.8% vs Figure 5. Proportion of Patients Achieving HECSI-90 Patients with grade =3 TEAE? 1(1.1) 2(2.1) 2 (1.2)f
35.1% [vehicle]; Week 32, 86.1% vs 86.6% [crossover from vehicle]) 7 ] e - e e o Patients with serious TEAES 1(1.1) 2(2.1) 3(1.9)
Safety ; 07 18kl e " 1% Rolinb oeam N Patients with fatal TEAE 0 0 1(0.6)
e Ruxolitinib Il tolerated in the OLE istent with the DBVC period (Table 1 g o [ i il Patients with TEAE leading to dose reduction/interruption 0 0 0
uxolitinib cream was wetl tolerated in the » consistent wi e period (Table 1) :’ o Patients with TEAE leading to discontinuation of study drug 0 0 1(0.6)"
¢ Inthe OLE’ the Only treatment-related TEAE was grade 1 app“catlon site pain g ;g: *Repgrtgd in '23% patients treated with ruxolitinib cream in either the DBVC period or OLE.
* No grade 23 or serious TEAEs were considered related to treatment £ 12: 1g‘;zgzaggrll'?sza\lnr/]e(rgr?:g?d:e;cn:rnrsezglo:ns(’i fs‘,stzl(‘)/:gtz{ritis (n=1 each; none considered related to treatment).

Week 2 Week 4 Week 8 Week 12 Week 16 Week 24 Week 32 § Serious TEAEs were brain neoplasm (later determined to be nonneoplastic lesion), cardiac arrest,” and osteoarthritis (n=1 each; none considered related to treatment).
= 8% 8 84 % 80 88 B8 B8 “o® BT 1 Fatal TEAE of cardiac arrest in patient with cardiovascular risk factors. This event led to discontinuation of study drug and was not considered related to treatment.




