Interim subgroup analysis for response by 1D status of CLASSICIAINg, a phase 1b/2 study of pepinemab (VX15/2503) in comborawith avelumab in advanced NSCLC
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BACKGROUND INTERIM RESULTS: CLASSI#d (NCT03268057) SAFETY

Despiteprogressof immune checkpointblockadetherapies,many non-smallcell lung cancer(NSCLQjatientsdo not receive | | Figure 2. Durable clinical benefit observed, including patients who had previously progressed o Btherapy Figure 3. Multiplex IHC demonstrating tumor content and shift in balance of T cells in tumor microenvironment AThe combination therapy of pepinemab plus avelumab is well

durable clinical benefit from these agents, and even in those _who do respond |n|t|aIIy,_ach|red resstancgand tu_mor and in difficult to treat PDL1 Iow/negative disease tolerated at all dose levelsno concerning safety signals identifigd

recurrencecan develop Therefore,the developmentof therapiesthat can overcomeresistancefactors remainsa critical PRO1 PRO2 SDO1 SDB03 SbBo4 SB05 SDB06 PDO1 PDO02 to date

unmet need The CLASSICAIlung clinical trial evaluatesthe combination of a novel first-in-classanti-SEMAD antibody A. Immunotherapv Naive B. Immunotherapv Failure ; ' _ _

pepinemabwith PDL1 antibodyavelumabto couplebeneficialmodificationsof the immune microenvironmentvia pepinemab Py Py A One_ DLT, a grade 3 pulmonary embollsm, occurred in the 10mp/I

with immuneactivationvia checkpointinhibition. (83 6064 59 42 30 27 2524 24 16 16 14 14 12121210 7 7 6 |(783322926 24 2318 18181614 141313121211 8 8 6 6 6 6 6 6 6 5 4 pepinemab + 10mg/kg avelumab escalation cohort, resolved apd
did not recur in that same subject or additional subjects in any

Pepinemab cohort.

A'Is an Ig& humanized monoclonal antibody targeting semaphorin 4D (SEMAD, CDL00). In vivo preclinical studies :

demonstratedantibody blockadeof SEMAD neutralizesthe SEMAD barrier and & 2 L38e/3 | (i 6fdhé tumor to the AThe most frequent related AEs grade 1 or 2 AEs are fatigue,

immune system,and promoted infiltration of CE8+ T cells and dendritic cells, and reduced function and recruitment of pyrexia GammaGlutamyl Transferase (GGT) increasd chills.

immunosuppressivenyeloid and regulatory T cells (Treg within the tumor. Importantly, preclinicalcombinationsof anti- . ORQWKYV A Two (2) Immune Related Adverse Ever®) occurred during the
SEMAD with variousimmunotherapeuticagentsenhancedT cellactivity andtumor regression Expansion Cohort (immune related myositis and immune
Avelumab mediated pneumonitis).

A Isafully humananti-PDLL IgGL antibody that hasbeenapprovedfor the treatment of patientswith metastaticMerkel cell

A No deaths (grade 5) have been reported that were related to
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carcinoma,advancedor metastaticurothelial carcinomaand in combinationwith axitinib for patients with advancedrenal . . 1 . . . _ \
cellcarcinomaAvelumabinhibits PBL1/PD-1 interactionsand alsohasthe potential to induceADCC -30% / ! 1 NEdueto . - - study treatment (pepinemab and avelumab) (20 April 2020)
. .. M Partial Response 0.5 0.5 , . . : 05 05 05 . . . . .
Figure 1. Preclinical Model - Colon26 _ / 0.5 /O 0.5 / necrosis A Overall immunogenicity does not appear to be a concern with this
M Stable Disease 0 0 0 0 0 0 0 0 . combination.
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2 ] Table 1. Baseline Demographics and Clinical Characteristics
“é 400 PDL1 <1% NA NA NA NA NA Phase Ib Phase |l
s ] % PDL1 149% Weeks on 71 32 23 18 26 16 18 11 6 5mghkg 10mgkg 20 mg/kg ION IOF
ST e oy " PonL oo Sl Matched tumor biopsies from IOF cohort of CLASSIDAg Characteristic Né.nzf}g N(:.:E& Nc()r.]:%/)o Nf:: 102) Né.n:32c;o
v y PDL1 >80% . 1 Age, median (range) 37 (30-79) 65 (59-75) 61 (60-69) 64 (54-83) 67 (51-85)
NA-Not available 18 to <65 2 67% 3 50% 2 67% 9 50% 12 38%
65 and over 1 33% 3 50% 1 33% 9 50% 20 63%
Figure 2. Waterfall Plot of Best Systemic Response in Immunotherapy Naive and Failure Patients a. ImmunotherapyANizsease control Figure 3: Exploratory Biomarkers: Multiplex Tumor Immunohistochemistry in Patients that Failed on Immunothe@pse biopsies from nine| | > e L 3% 4 67% 2 67% 7 39% 23 7o%
A rate of 81% has been achieved (17/21 patients with either a PR and SD). Partial responses have been observed for @pieckai@keof |Ofajlure subjects were analyzed, including pre anere@atment samples isolated from the same lesion:toeatment biopsies \ere collected _ Wwomen 2 67% 2 3% 1 3% 11 61% 9  28%
e Sema: nflammator ncrease in Pro n: § " N 3 3 3 pa " = N H < ] ] 3 oy ] 3 ] . 3 H H H H ace
Mg ¢ amatony erense i CDBe T cell whom were either PRL1 negative or Low{d d3z 0 ® 5dzNF 0t S NballZyasSa 2% xm eS| NJuky@E@82 0SSy _boQykd ppd fdfktredtientvithlpkphh Y+lagebima® fatlclicle 8, wéel B54sifyror®PPE Sections were stained sequentially with . e e,
neutralize into tumor infiltration and activi * H H . 1 H 1 i i 0 0 0 0 0
;<' ‘ ”_> ’;”C fitrat *d tvity weeks and #59 weeks) at data cutoff*. Hematoxylin, parcytokeratin, and CD8; scans wereregistered for each stain. C) # of CD8+ T cells/sample area (mm2) wasidetr total Black or Afrcan American 2 G O\Gh D Gn 0 B8 e
.o . . . . . . . . er % % % % %
number of CD8+ cells were guantified from entire section, excluding necrotic areas and benign tissue, and normalizec [&esanspig ECOG performance status
Figure 1. SEMA4D regulates organization of PLXNB1 and APC in the tumor microenvironment of preclinical Dexeiic _Flgure 2. : I|mmun0theTaF]ch Failur&9% (17/29) ofO_F|a|Iure anen:ls berlljeflted \k/)vhen s(;/v]:tchlgg 'g the’l comblkr)l_atlon therap)r;hwhlch appears to Visiopharmsoftware to determine CD8 density. Images were taken at 10x magnification with CD8 (red) overlays on cytokeratin stjieytgq  © LW 3 Sw 0 0% 6 3 5 16k
cells express high affinity receptor PLXNB1 and CD11c+ and by this binding to SEMA4D at the tumor edge, it restricts Induce a halt or reversal of tumor progression. Fﬂ’art,|a responses have been observed for (2) |V Failure subjects, O\E@ﬂM’ geipwas fOSItIVve tumay is colored green. Tumor contept was verified by Ijgathologlvst’_‘,_* review. NE-evadueble for CD8 density duetiecrosis Disease Stage at Screening
penetration of PLXNB1 and dendritic cells into the tumor. An“body neutralization of SEMA4D’ enhances penetration arld unknown and the Other WhOm IS H[]. LOW (.J.I'I Chn:" U CD I R dZNJ (0] f S N\.B a L\J2 y a S 2 -'F )K M e S I tINdy (#1‘78 0] S S I O K 7\ S Q S R 7\ y M LJI u 7\ S y u Z %] 7\ u H a u 7\ f f 2 y a A 0 0% 0 0% 0 0% 0 0% 1 3%
differentiation ofpro-inflammatory CD11c and F4/80 doulpesitive APC into tumor interior. This shift in balance of immune | weeks and #38 weeks) at data cutoff*. _ _ _ _ IV s 100% 6 1300 s 100% 18 1009 31 970
cells and factors, facilitates CD8+ T cell infiltration, thus enhancing immune checkpoint therapies. A Data cutoff (27 Apr 2020) Figure 4. Overall Response Rate by—PDComparlson of Javelin Solid Tumor to CLASSIOAg. Histology
A PDL1 analysis was performed \Bako73-10 pharmDx PDBL1 status was available for 51/62 subjects. A total of 29 SD and PR subjects were analyzed and 28 were reporteld todgaf2 or low (@0%); 10 of these were Pl negative (<1%). Adenocarcinoma 1 33% 4 67% 1 33% 13 72% 20 63%
METHODS Javelin Solid Tumor CLASSICAL-Lung Prev?g&*;‘?:;;g;” 2 67% 2 3% 2 67% 5 28% 12 38%
Objective Response Rate by PD-L1 status Objective Response Rate by PD-L1 status Chemotherapy only 3 100% 3 50% 3 100% 8 44% O 0%
Thisongoingcompletelyenrolled phaselb/2, openlabel, singlearm, first- Phase 1b Phase 2 T I I " " 50 Study n=184 50 Study n=30 None e
. . . . . . . — o - —_— ] - = - PD-L1 Status (Dako 73-10
in-human combination study is designedto evaluatethe combination of IO nalve’ nega‘tlve a‘nd |OW PD]‘ patlents aChIeved h Ig her d PD-L1 evaluable n=142 . PD-L1 evaluable n=22 pharme? e (bake
pepinemabwith avelumabin 62 subjects(pts) with advancedstagelllB/IV) Dose Escalation Dose Expansion - - . - . - 40— 40— 33% No PD-L1 expression- 0 0% 2 3% 1 33% 5 45% 11  38%
NSCLC -sc A response rates with pepinemab combination, than historical _ _ e LagwPDLiepresson 1 S 3 56 L 3 5 43k 1 %
(n ) 25% 50-79% PDL-1 expression 1 50% 1 17% 0 0% 1 9% 6 21%
_ - . . * X 30- & 30— (2/8) = 080 % -B &xpression 0 0% 0 0% 1 33% 0 0% 0 0%
StudyDesign pepinemabr 10 my/kgavelumab Q2W patient treated with single agent avelumab = o = 2005 T N AL WO AN
. . - . . *Testing was cancelled due to: Sample past stabilit; sample not receive , ho tumor present (4), incorrect sample type and was not
A Thetrial is splitinto doseescalation(n=12) and expansion(n=50) phases 2 20~ . 13.2% (2/'1 3)° e 20 (2/10) iTesting was canceled . Ple paststablty (1) samp @ present (4 ple e (2
A The dose escalationportion includessubjectswho are immunotherapy IO Naive 10% (9/68) 4
naiveand have either progressedor declinedstandardfirst or second [ 5 ma/k ) 10- (2/20) 10— CONCLUSIONS
line systemicanticancertherapy. ( 93)9 ) | -
A Subjectsin the three dose escalationcohorts receivedascendingdoses n= IO Failure 8 0 0 A i i i i i i i
_ : CIVE : L ) - - . T I Anti-SEMAA4D shifts the immune balance in the TME to overcome immune exclusion and myelpic
of pepinemab(5, 10, 20 mg/kg, Q2W) in combinationwith avelumab - 10 mg/kg A Tumor blOpSleS Showe () & (<1%) (1-49%) (50-79%) (<1%) (1-49%) (50-79%) suppression, with increased T cell penetration and T cell activity
(10mg/kg, Q2W). 10 mg/kg L (n=32) ) . Negative Low Low Negative Low Low S _ _ _ _
A The expansionphase includes an 10 naive (ION) cohort as well as a B ) _ - IN bOth F) R & S D tS _ A The combination of pepinemab + avelumab is well tolerated in CLASISIGd\Lrial.
secondcohort of subjectswhosetumors progressedduring or followin (n=6) SO p . iRD-L1 ‘expression, Yorof fumor PD-L1 expression, % of tumor i i i i i i :
] prog g g L ) A 10N 5 immunotherapy naive patients experienced a PR, 4 patients have durable benefit over ] y
immunotherapy(IOfailure, IOF) 10 mg/kg 5o . . (Dako 73-10 pharmDx) (Dako 73-10 pharmDx) , ) .
’ ( oo e ) . Durable C||n|Ca| responses have been aCh|eved N both |O N - and the_ Disease Control R_ate (PR+SD) was 81%. (n=21 evaluable subjects enrolled in either ¢lo
StudyObjectives (n_i) ° : ’ , : Figure 4. PR.1 low (279%) and negative (<1%) patients responded better to the combination theraj ~ €scalation or dose expansion)
A The primary objective is safety, tolerability, and identification of the | ) & Fa| I ure pt pOpUlaﬂonS resulting in a higher response rate that previously observed in historical datawélumab A 10F 59% of evaluable patients (17/29) whose tumors had progressed during or following treatrme
RP2D for doseexpansion \ / _ : _ _ with anti-PDx antibodies benefited from switching to the combinatiorpefinemab+ avelumab
A Secondarybjectivesincludeevaluationof efficacyimmunogenicityand Y A Combination is safe and tolerable in all doses tested 1. Calculated from previously published data (56 which appeared to induce a halt or reversal of tumor progression (PR or SD).
PK/ P'_:)?nd an exploratoryobjectiveis to identify candidatebiomarkers 2. 27% (8/30) subjects did not have-PDstatus reported and 9.5% (2/21) subjects were-saaluable for post dose scans (iradal in
of activity ENROLLMENT COMPLETE ORR calculation) due to withdrawal prior to first scan. o _ o _ o _ _
A Notably, clinical response or disease stabilization was observed in majority of patients despite Joy
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