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Abstract ## *Authors contributed equally.
Advanced microsatellite stable (MSS) metastatic colorectal cancers Subjects with CD73 positive tumors derive increased benefit CD73 positive tumors show a propensity toward immune Stratification by CD73 and PD-L1 defines tumors with
(r_“C_'?CS) are refl'fa_CtOIry t% 1CheCkP0'”t inhibitors and  represent a with EZFB treatment compared to CD73 negative cases exclusion in the TME away from CD73+ cancer cells exceptional response to EZFB treatment but poor
signiticant unmet clinical need. (A) (B) , —
. . o owazmom  oms 1 257 pQr OrmanGeW it O e
= mMCRCs express elevated levels of adenosine-generating enzyme CD73, . HRICLOS, OS o o (A) ___Ccpre  CD73 (B) * * . (A) 0 = | h(ﬁ?g Y
which leads to reduced effector T cell-mediated antitumor immunity.2 N - ot el ] e e wg "1 o =P Coai] PO °
= Etrumadenant (etruma) is an orally bioavailable, selective adenosine 2a/ oy | B E N [T, O | e WA AT e LA _ F T . ’ﬁ Ry o 5 0] 8 2o o .
. . . . ’ ] Vel g 3 B ey : | = R o 28 o ) ) 2 | [ ® - g + m 2 30 o . °
2b receptor antagonist designed to reverse adenosine-mediated - |5 Rego .+ 0.64[0.25, 1.63] 0.346 O [E e | g - & 8. ¢ e b I 2 1o .5 :QE £ . o {»
. . iv : - ° ° O “ ° o o © o 207 ° e o, °
immuno-suppression. o7 ¢l re.s e 0.44 [0.20, 0.96] 0.040 E . % - S 8 1o : s o & ] £ 5, g o, ;o %o 3 ? 1o
. . . . . . . . u ego i _ e ° (&) o x ° g 10 © . oo e o : o ° @
= Etruma, in combination with zimberelimab (Z) (an anti-PD-1 antibody) c|m A | 0640025163 0346 < e ° &5, . 4 -ira% + EX ¥y . 85 55 51 %5 23 f
. . ce EZFB E ° o @ . ° X 6% o o o : : 0 090 20 2% @ $8 S ©
and FOLFOX/bevacizumab (bev) (EZFB regimen) demonstrated a G 0-6110-25,1.32) 0213 L s ﬁ oLad H & . 2 ol E= "iw f% e mERm  RE RE 5 0z @ § gz @
: : : ego : - - 0T 5 8 88 8 & 8 a 832 838 g ¢ 3 g 8§ 3
significant progression free survival (PFS) and overall survival (OS) = —i o e A B EEOEE PR E :E EE ° © o © © ¢ | : :
: - . . . . N | N |Besteu| = ! ' ! ' 0.35[0.16, 0.80] 0.012 2 £ 28 2 £ g2 £ 28 28 PD-L1low PD-L1high PD-Lilow PD-L1high PD-L1low PD-L1hioh S =
benefit over regorafenib (rego) in third-line, MSS, chemo-resistant mCRC as| T rego o . 2 ¢ S - 58 5B gog° g° g° S Pl poiie
. eq igh Better ow Better ) .30, 3. ) . . L o o - cancer cells (] + cancer cells
in Cohort B of the ARC-9 Phase 2 study (NCT04660812).3 oheer——tow e S i E 0 D75 tmors . CD73 (C) (D) corse cubgroup by wesimont and o1 st
. . . . Shh - wumors * tumors ) xS 5 _
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= Acustom multiplex immunofluorescence (mlIF) panel was de\(eloped to qqant_n‘y pan cy.tokeratln g‘ 3 3 2 CD73 status. (B) Distal localization of T cells (=10um) from CD73+ cancer cells is not influenced by
(panCK), CD73, CD3, CD8, granzyme B (GZMB), and fibroblast activation protein (FAP) § Low 3 PD-L1 status. (C) KM analysis of OS in EZFB cohort by CD73 and PD-L1 status. (D) KM analysis of
proteins. (B) Density ® CD73 cancer cells @ CD73* cancer cells OS in CD73* tumors by the treatment and PD-L1 status. CD73* tumor status defined by 21% tumor
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3xpressmg th X markers in tumor tissues. . ° 1 — ° . - . . L oa model for OS estimates, stratified by region.
(A (B) ARC-9 HC-BEP 40— " 20+ ° % - Flgure 4: TME lmmunophenotyplng shows preferentlal localization of T cells to the stroma aAt 2023-11-13 DCO with 20.4 mon’ths follow-up, CD73*, PD-L1high group treated with EZFB did not reach mOS, so the landmark OS analyses were
a0 [mEmonmos| T 2 - 3 O 1o and distal to CD73+ cancer cells. (A) mIF CD73 staining is concordant with the chromogenic IHC performed at 18 months. NR: not reached, NE: not estimable.
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EZFB Rego cp7s cp73’ cpb73 cpb73*  cD73° CD73’ Enriched in  Enriched in bottom row shows the CD8+ T cell density represented by a heatmap, where high density is observed compared to regorafenib.
(n=75/61/61)* ERVEIFL) ©CD73 tumors  © CD73+ tumors CD73- CD73+ in the stroma of the CD73+ tumor (right) and a more even distribution throughout the cancer nests » CD73 positivity is associated with improved OS in EZFB arm
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| OSSOVer 1c | Figure 3: CD73 positivity is independent of other clinically relevant factors and shows CD8+ T cells, and activated CD8+GzmB+ effector T cells according to their frequency out of total cells independent of clinically relevant covariates, linking clinical benefit with
e EZFB — mcregsed T cell |nf|Itrat.|on, as V\_lell as enrichment of IFN and_T effector signaling gene sets. in carcinoma (intraepithelial) vs stromal compartments. (C) Representative mIF image showing EZFB to adenosine biology.
AN *Rego arm OS data includes crossover patients. (A) Pie charts of propoartlor)s for, sidedness, PD-L1 status zlm.edlan CD274 RNA’ RAS, and CMS CD73+ and CD73- cancer cells and the corresponding relationship to T cell populations which are = While CD73 positive tumors show increased T cell infiltration and
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EZFB, etrumadenant and zimberelimab with modified FOLFOX-6 and bevacizumab; mCRC, g ta” 0 ‘:;“Ofs (”;h )- ( ]2 | tgepc_’ﬁ : eah'”g'e /ge ge”eds Cort“pf‘F”I:I‘Q i1 Vﬁ percentage of total T cells in the entire tissue, compared to CD73- cancer cells. Scale bars: low mag distally to CD73+ cancer cells. Distal localization is true regardless of
metastatic colorectal cancer; R, randomization; rego, regorafenib. (B) Kaplan-Meier curves for UmOrs?. Fathways With significant ehrichment are Snown. Arrows dehote an ce =1 mm, high mag = 100 yum. CD73+ = 25t percentile cancer cell expression. PD-L1 status, linking adenosine biology to a suppressive immune

ARC-9 BEP-IHC comparing overall survival (OS) across arms. Cox regression HRs stratified by gene expression (GEP) pathways.

region shown in inset table. Data cut off: 2023-11-13. aCD73+ defined as = 1% tumor positive by IHC in (a) and (c); °CD73+ defined as % CD73 positive tumor cells above the 25t percentile by mlIF in (b).
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