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SCOPE - Xevinapant is a potentially first-in-class, potent, oral, « This randomized, crossover, open-label, phase 1 study * The primary endpoint was the pharmacokinetics (PK) of Figure 1. Study design*.
_ . small-molecule IAP (inhibitor of apoptosis protein) inhibitor that is (Figure 1) included healthy volunteers aged 18—-60 years who xevinapant and its metabolite (D-1143-MET1)
e We report results of this ra ndomlzed, thought to restore cancer cell sensitivity to apoptosis and increase smoked <5 cigarettes per day, had a body mass index between « In both stages, PK samples were collected within 72 hours of the ' Stage 1 (N=24)
Q 2-stage, phase 1 study evaluating anti-tumor immunity, thereby enhancing the effects of 18 and 30 kg/m?, and had no regular intake of any medication or final dose in each treatment period SIngf&?&?fﬁga:j\g?ge%’s?ézr:nzr?;over
. . i 3-5 y/ia- vitamin, mineral, or dietary supplement within 2 weeks prior to ’
food effect, drug-drug interactions chemotherapy and radiotherapy™= via: dministration of stud Y PP d durina th d Prio d — Nonparametric superposition was used to simulate
: Chibi ~ Inhibiting X-linked IAP, which releases the blockade on administration of study treatment and during the study perio on-ti -
with a proton pump inhibitor y tg ) s o - , . This study was composed of 2 stages: steady-state con?entratlon-tlme profiles based on observed
. ownstream caspase activity in the intrinsic apoptotic pathwa : single-dose) profiles - :
(pantoprazole) and the relative P Y POPIOHEP Y Stage 1 & sinle dose of oral xevinanant 200 ma formulated (sing )P Preliminary analysis
bioavailability of 2 formulations of — Inhibiting cellular IAP1/2 (clAP1/2), which promotes proapoptotic - . élgfj : 15' gSeI gse g (or.?hxew ap?o'l't Igtor) . ufa et js — PK parameters were derived by noncompartmental analyses (N=10)
- - - N : olution A or Solution B (with permeability regulator) in faste
cevinapant TNF receptor sgnahhg via the extr|n§|c pathway and induces and fed conditions P yred * Blood samples for clAP1 (the PD biomarker in peripheral blood
P TNF-a expression via the noncanonical NF-kB pathway=¢-® Stace 2: a sindle d ¢ oral veui 200 ma f ated mononuclear cells [PBMCs]) were collected over 72 hours of the
. . . . - age Z£: a single aose o1 oral Xxevinapan mg rormulate final dose in treatment period 1in stage 1 onl Stage 2 (N=12)
In a randomized phase ?I StUd.y of patlfen;s \;:”th unreseCtekd locally as Solution A with or without pantoprazole (40 mg for 6 days . P . 9 y . Single-dose, randomized, 2-arm crossover
CONCLUSIONS adv'anced squamous cell carcinoma o t e .e.ad ano! neck, (twice daily on Days 2 to 5, once daily on Days 1and 6)) — clAP1 and B-actin levels in PBMCs were determined by Solution A £ PPI
xevinapant + chemoradiotherapy (CRT) significantly improved Stace 1 included 4 treatment beriods lasting 4 d Western blot; clAP1 levels were normalized to B-actin levels
. locoregional control at 18 months after the end of CRT and halved * otage lincluae reatment periods fasting 4 days . , , , , - PPI, proton pump inhibitor. .
o) + Food and pantoprazole did not the risk of death after 5 years of follow-up vs placebo + CRT%0 (Supplementary Table 1), and stage 2 included 2 treatment g Dlosauivalence margin used to assess bioavallability was e oot
- . g iods Iasting 6 days ’ - greater number of subjects was needed to prove exchangeability or a clinically
,5\ mean|nng”y alter the eXtent Of Pero relevant difference between formulations. Stage 1b was not required.
absorption of xevinapant, as - AN Y,
evidenced by no change in the AUC — RESULTS N
- le,en xevmapant s mechanism of Volunteer disposition Table 1. PK parameters in volunteers and patients with cancer Table 2. Plasma xevinapant PK parameters after a single Table 3. Plasma PK parameters of Solution A at steady state
action, AUC is Fhe mOS1': relevant - Stage 1 consisted of 26 volunteers (mean age, 44 years; receiving Solution A under fasted conditions in stage 1. dose of Solution A. based on PK simulations.
Sxposure metric for efficacy S5% malel Geometicmean Gevs) ] astea 25 __Jreat2e) Il ceomaticmemcovsy ____ Jreseeioas __rian
e Ta rget engagement was not affected - 2 .dlscontlnuatlons yvere re.ported Sjl,.le to volunteer C._, ng/mL 1610 (45.8) 1934 (42.6) AUC,,_,, ng.h/mL 9,909 (35.2) 9,733 (30.5) Cnax;ss» Ng/mL 2,020 (42.2) 1,210 (37.5)
T d withdrawal and an issue with obtaining blood samples; AUC,, ng.h/mL 10,018 (34.8) 9,836 (30.4) Cirough.ss» NG/mL 87.2 (1.48) 95.5 (1.40)
?1/ 00d a ks' e‘i' ysS ade|' aseda on however, all volunteers completed xevinapant treatment AUC,, ng.h/mL 11,900 (46.0) 10,018 (34.8) C.... ng/mL 1,934 (42.6) 1130 (37.9) AUC,_54ss, Ng-h/mL 10,000 (34.8) 9,830 (30.4)
p slirisigordini=Uie ol Ing ¢ Stage 2 consisted of 12 volunteers (mean age, 55 years; AUC, area under the plasma concentration-time curve; C,,,,, maximum plasma concentration; tnax Median (range), h 1.0 (0.5-4.0) 2.75 (1.5-6.0) ?;]Cég_:’:r,;;,sr:z? ::eiz:/t:;g?é?a concs:let;ac’:goen;tlonaz:lég/:cztni:sﬁg: Z;asz;;a;';;’tzz(gjzeﬂﬁgsc
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e |n futu re Studies Xevina pa Nt can be 83% male) *Derivizc;ro?n t;:%ipslztior? PI? n?oc(j)eling fr%n? NC?1?8107§36Z9 and NCT02022098." Y2 h 13.3(18.8) 13.3(16.8) coefficient of variation; PK, pharmacokinetic.
sl fEered wilhaur regard to food — All volunteers received the full dose of study treatment "AUC, after the first dose is equivalent to AUC,_, at steady state. CL/F, L/h 20.0 (34.8) 20.3(30.4) Figure 3. clAP1:B-actin ratio over time in stage 1.
- id duci Figure 2. Plasma concentrations of xevinapant (A) and V./F, L 382 (40.) 389 (291)
or gastric acid—reducing agents, PK: stage 1 D-1143-MET1 (B) over time for Solution Ain fasted and fed  AUc vesunder o pisracossmuminne v oL st o o ™ e o
Wh|.Ch W|” be a(.jva ntageous fOI‘ . Fo||OWing a single dose of xevinapant 200 Mg, exposures conditions in stage 1. pharmacokinetic; t,/,, eliminatior’l h’alf-life; | S tim’e to réach Crnaxs V5, apparent volume of’distr’ibution.
patient convenience and adherence . . o ; ’ ” 0,015 -
in volunteers receiving Solution A under fasted conditions A . °
: were consistent with t%ose observed previously in patients 100007 Soton A-Fosies |- 5ta9€ 1 g
* These results have already informed with cancer (Table 1) ) Solution A - Fed @)\ ° Norelevant differences in PD were observed across T oo
dosing in the ongoing HyperlynX and . . . L % ‘ treatments in fasted and fed conditions (Figure 3) @
. . : * Food (high-fat meal) did not meaningfully alter the extent of S ) . . : < T
XRay Vision studies that are xevinapant absorption, as evidenced by no change in the 2 * The mean clAP1B-actin ratio decreased after completion " ooos '
evaluating xevinapant in combination area under the plasma concentration-time curve (AUC) in "§ 100 - SLEaPC[r)1 ’gf?:é?ent, ndicating robustiarget engagement
sl chermereidiotveray & e e vsﬁ:‘astej vor:unteers; hower\:%r, the rate of agsfrptign § * The clAP1:3-actin ratio was lowest 4-24 hours after P01
. . . was affected—the time to reac t was delayed, g P - Y4 ' ' '
radiotherapy, respectively'? in these and C_,., was decreased by 39% (E?;ilp;X;A and Taﬁle 2) g v treatment e ’ Hours N :
stud!e§, xevinapa nt is being . PK simulations indicated no relevant change in xevinapant % * clAP1:B-actin levels tended to increase 24 hours after Each dota point represenis mean (SD.
d d h d food treatment; however, they had not returned to baseline by ’ poptosis p
administered without regard to 100 AUC and no impact on target engagement at steady state 14 ’ ’ , , . . . . .
with food (Table 3) 72 r;jours aft§r tredatment, consalstent with PK/PD model Figure 4. Xevinapant plasma concentrations over time with
predictions based on patient data r with PPl in 2
* The PK profile of xevinapant’s metabolite, D-1143-MET1 B or without In stage 2.
(inactive on IAP1/2), was affected by food, as shown by a PK: stage 2 10,000 - — mEoF;TPm
64% decrease in Cm.ax and 46% decrease in AUC,, in fed vs 10000 Zg:zﬂg:ﬁizzted  The PK profiles of xevinapant and D-1143-MET1 were 2
GET POSTER PDF fasted volunteers (Figure 2B and Supplementary Table 2) g similar in the presence and absence of pantoprazole, with 3 100 -
Copies of this poster obtained through this QR E 10007 Cmax observed app,rOXima,telw and 4 hours after §
code are for personal use only and may not be Bioavailability of Solution A vs Solution B £ treatment, respectively (Figure 4) £
iﬁgrgftﬁcoers :ﬁﬂiosuégsetren:'ss'on from AACR and g 100 - * Xevinapant exposure was comparable with and without g 1t
* Both xevinapant formulations had a comparable AUC,_,, 8 pantoprazole, as 90% Cls of AUC and C,,_, were within the =
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* Inter-individual variability was not impacted by the change & 114
SUPPLEMENTARY DATA in the excipients between Solution A and Solution B (B | | | | * Stage T: Both xevinapant formulations were safe and well 02468 12 16 24 3 48 72
Please scan this QR code to view 02468 12 16 24 36 48 72 tolerated in both fasted and fed volunteers Hours
supplementary data associated with this poster Hours ° Stage 2: Solution A was safe and well tolerated in the Each data point represents geometric mean (geometric SD).
Each data point represents geometric mean (geometric SD). presence or absence of pantoprazole PP, proton pump inhibitor.
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