Results of a phase 2 study of praluzatamab ravtansine (CX-2009) in patients with advanced breast cancer (ABC) | &S
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BACKGROUND DEMOGRAPHICS EFFICACY RESULTS ARM A:

+ Praluzatamab ravtansine (CX-2009) is a Probody® drug conjugate consisting of a humanized anti-CD166 monoclonal antibody, a Table 1. Baseline Demographic and Disease Characteristics — Arms A and B H R ~= / H E R - B re a S t C a N C e I * Arm A met the study primary endpoint with an ORR of 14.3% by central radiology review in patients with HR+/HER2- ABC (median
peptide masking the antigen-binding site, a protease cleavable linker, and a DM4 payload conjugated to the antibody (Figure 1)’ of 3.5 prior regimens); mPFS of 2.6 (range, 1.4 - 7.1) months was observed
* 7 mg/kg Q3W was the starting dose for all patients in Arm A and 19 patients in Arm B; the protocol was amended, and the dose

« Upregulated tumor protease activity, a hallmark of cancer, cleaves the substrate linker and releases the masking peptide, which allows was reduced to 6 mg/kg Q3W. An additional 36 patients in Arm B initiated treatment at the reduced 6 mg/kg Q3W dose  Arm A met the primary efficacy endpoint with a confirmed ORR by central radiology review of 14.3% (n=49) (Table 3) « Durability of response appeared to be limited by the higher than anticipated toxicity at the 7mg/kg dose

CX-2009 to bind to CD1667 » All 60 patients received 7 mg/kg Q3W as their starting dose « Alower dose of 6 mg/kg Q3W appears to be better tolerated than 7 mg/kg Q3W
— Fewer AEs leading to discontinuation (8.3% vs 26.6%)

« CD166 (activateq !eukocyte cgll adhesiqn mole_cqle, ALCAM) is a trqnsrnembrape protein that functi(?qs asa junctional adhe§ion CX-2009 Monotherapy . Significant tumor reduction noted at six week assessment lea | )
molecule and facilitates cell migration, differentiation, and hematopoiesis. It is widely expressed on dividing, normal, and malignant cells® — Decreased incidence of grade 3 and higher ocular toxicity, as well as grade 2 and above neuropathy
. CD166 is highly expressed in hormone receptor positive (HR+) breast cancer and variably expressed in TNBC (Figure 2) Arm A:_ Arm B:_ - A;Lm B:-36 Arm A: HR+/HER2- Breast Cancer — Anti-tumor activity was observed when dosing with 6 mg/kg dose (Arm B)
7 mg/kg (n=60) 7 mg/kg (n=19) mg/kg (n=36) Su g Unconfirmed Responder M Confirmed Responder + No on-target, off-tumor toxicities were observed, suggesting antibody masking was effective in normal tissues, and overall toxicity
Figyre 1. CX-20_09, a Probody drug Figure 2. ALCAM (CD166) expression by receptor status in three large breast Median age, years (range) 60.5 (36-83) 57.0 (37-75) 52.5 (25-72) g % profile was generally consistent with a DM4 payload
conjugate targeting CD166 cancer datasets Sex. N (%) 53 - CD166 is expressed significantly higher at the RNA and protein level in HR+ compared with TNBC
CX-2009 TCGA SCAN-B METABRIC Male 2 (3.3) 0 (0.0) 0 (0.0) = g * In TNBC, CD166 protein level by IHC is significantly correlated with tumor lesion reduction, suggesting a patient selection strategy
DM4I' _____ ;j xxxxxxxx > Antibody 15_0,P<2e-1f3_l . .1 - Pe2ete | - k | Female 58 (967) 19 (1000) 36 (1000) UE) g - may be eﬁ:eCtlve
P SR - ECOG performance status, n (%) ol 00 - Additional clinical studies in HR+ advanced breast cancer, incorporating a starting dose of 6 mg/kg and possible biomarker
/ — 5 & AL strategies, are warranted
L 0 29 (48.3) 12 (63.2) 23 (63.9) o 00
B 1 31 (51.7) 7 (36.8) 13 (36.1) gs o
_ ] . _ CD166 IHC H-score at baseline, n (%) = ._:—.-.-.P.—.—. POPULATION PK RESULTS
. : ) . 1 : atients
HER2+ HR+ TNBC HER2+ HR+ TNBC HER2+ HR+ 0_200 21 (35-0) 15 (78.9) 24 (66.7) I C
- - ALCAM (CD166) is highly expressed in HR+ breast cancer and variably expressed in TNBC Arm A: HR+/HER2- Breast Cancer
ST 201-300 32 (53.3) 4(21.1) 12(33.9) « Grade 3 ocular toxicity was highly correlated with intact CX-2009 exposure and to a lower extent with Cyough of DM4 (p=0.04). AUC
+ In the CX-2009 phase 1 study, patients with advanced solid tumors were enrolled at doses ranging from 0.25-10 mg/kg IV Q3W and at HISSIE 7 {7} 0i(0-0) U0 L was used for building the regression model (p<0.001)
4 and 6 mg/kg Q2W resulting in a recommended phase 2 dose of 7 mg/kg Q3W’ No. of prior regimens for advanced disease, 3.5 (1-6) 1.5 (1-3) 2 (1-3) : = - Grade 2 neuropathy was correlated with Cyougn of DM4 (p=0.04) and CX-2009 (p=0.03)
- This phase 2 study evaluated CX-2009 as monotherapy (Arm A: patients with advanced HR+/HER2- BC: Arm B: patients with TNBC) median (range)’ = S é'i - Probability of discontinuation due to any AE was correlated with intact CX-2009 exposure. AUC of CX-2009 was used in the final
and in combination with pacmilimab (a conditionally activated PD-L1 inhibitor) in TNBC (Arm C) Types of prior treatments, n (%) gn‘é = exposure-response model (p<0.001)
- Enrollment to the study is complete. This poster will only discuss the patients in the monotherapy arms (Arms A and B). Data is Platinum-containing compounds 4(6.7) 11(57.9) 18 (50.0) S £% * This modeling supports the clinical data observed in Arm B and suggests that reducing the dose to 6 mg/kg could lower
presented as of 25Aug2022 Microtubule inhibitors 42 (70.0) 19 (100.0) 36 (100.0) é $< probabilities of grade 3 and higher ocular toxicity, grade 2 and higher neuropathy, and discontinuation due to any AE
mTOR inhibitors 29 (48.3) 0 (0.0) 0 (0.0) - , —k " N P e
-100 - A Grade 3 Ocular Tox B Grade 2 Neuropath
PD-1/PD-L1 inhibitors 4 (6.7) 11 (57.9) 12 (33.3) . — Onsaprty — Loase 054G oo R
S T U D Y D E S I G N Endocrine therapy® 59 (98.3) 3 (15.8) 8 (22.2) 0 6 12 18 24 30 36 42 48 - | . |
* Patient still on treatment. Weeks Since Treatment Initiation 2 o vl I o Total N 2 5 1 5 Total N
Sacituzumab therapy 0 (0.0) 4(21.1) 4 (11.1) Red circle shows significant tumor reduction at six-week assessment. cg 2 s 13 S B o (i e e s oo Neuropathy Crade 2
Phase 2, prospective, open-label, parallel-cohort, multicenter, 3 arm study of single-agent CX-2009 or in combination with CDK4/6 inhibitors 60 (100.00 1 (5.3) 1(2.8) F - I : B -
CX-072 in patients with advanced breast cancer (NCT04596150 2Patients i A missing CD166 dat included into MEE lati I ifi i i i % = —| Q2=[4.84e+03,6.01+03 % = S Q2=[75.3,113)
P ( ) blnaclluegesdIgir?ég-agrgﬁtslhnogrmonal thearaap\;/\,ledrgljglceghirn:gr?al therggiutaarglgoer’:ed therapy, and cytotoxic therapy Table 3' Response In MOdlfled Efflcacy Evaluable Patlent POPUIatlon as Assessed by % 050 // Qszis_c,1e+o3,8_25e+03; % 0.50; A/__//‘/ Q3 = [113,191)
Inclusion: Arm A En dpoints Prior hormone therapy for one additional patient in Arm A was confirmed after data cutoff |nvestigator and Central Radiology Z V I I Z J_/k— Q4=[191:529]
. ECOG PS 0 or 1 CX-2009 (7 mglkg?) Q3W Primary: g o i o £ o -

0 5000 10000 15000 20000 0 200 400 600

Investigator Central Radiology
Population, n (%) n=52* n=49**

« Adequate hematologic, renal, and hepatic function HR+/HER2- (n=60) ORR by Central Radiology Review (CRR) *
. Measurable disease Secondary: Intact CX-2009 AUC (hr*nM) b= 0.0002 Intact CX-2009 Cirougn (NM) b= 0.0311
- TNBC — available tumor tissue (archival or fresh biopsy) Arm B ORR (inv), PFS, DCR, CBR24, DoR, OS, S A F E TY R E S U L T S - A R M S A a n d B ORR 8 (15.4%) 7 (14.3%) | | | | | Gmg/k!’QS\jvmg/kgosw || | | — /k|Q3VT/mg/ng3W
for CD166 analysis : safetv PK. ADA . : : e
Sgl)((mztgggf?; CD61 66 ?;(%;eéz:x’" o Iy, iy CR (confirmed or unconfirmed) 0 0
Exclusion: - or 6 mg/kg Xxploratory: . : : Discontinuation D Any AE
L Uniesied syrmsiemels CNG msEaases TNBC (n=55) Biomarker correlation with outcome « Grade 3+ AEs related to CX-2009 and serious treatment-related AEs (TRAEs) occurred less frequently at 6 mg/kg than 7 mg/kg PR (confirmed or unconfirmed) 17 (32.7%) 13 (26.5%) C ot Pty t_?ogisﬁcﬁtl:::o Obsezﬁons
» Prior malignancy within past 2 years unless considered - All patients starting dose was 7 mg/kg Q3W  Treatment discontinuations were lower in patients dosed with 6 mg/kg compared with those dosed with 7 mg/kg (8.3% vs 26.6%) Conﬂrnr.\ed PR 2 (154, {15, i) ot |az| e s e - _ _ .
low risk for recurrence cu : Cmpégm ?: e _ i 1 ST o 6 7 el GBI (e | | | | _ Unconfirmed PR 9 (17.3%) 6 (12.2%) g e % A 3 | A. Logistic regression analysis to assess probability of grade 3
+ Prior maytansinoid-containing drug conjugate treatment elected 8;(_2009 ( ;mg/-kg) +XpreSSl0n protocol was subsequently amended, and the dose was « Of 2|7 patler;ts who Q|§corXEued treatment d;e tohAEs, %4fV\;§re duTI to T:Aflsz, 13 were caused by neurological events and 9 by SD (%) 17 (32.7%) 24 (49.0%) . T ° o ° Ll and above ocular tox. Quartiles of AUC are indicated. The AUC
T O isloryof lcerance o rr O eatmen pacilimab (1200 mg) QoW | (S 00moko G Anacdlors 0 patars nAme  ocular events (remaining As were nausea, diarrhea and fatigue, all grade 3 D (%) 18 (34.6% 11 22.4% e ranges for 7 mglkg and 6 mo/kg Q3W shown, B. Probabilty of
TNBC (n=10) "Data from Arm C is not presented in the poster. » Five patients experienced grade 4 TRAES for a total of 7 events. One patient (0.9%) experienced grade 4 severe panenteritis and CBR24 (confirmed or unconfirmed) (95% Cl) 21 (27.0, 54.9) 17 (21.7, 49.6) 28 o) // Z::zz::zz grade 2 neuropathy correlated with Cy.,qn With quartiles included,
severe blistering rash as well as grade 5 neutropenia in Arm A. Remaining grade 4 events were neutrophil count decreased, blurred Confirmed > (2'3’10/') ” (2'2 ’4% gu . /V S —— C. Probability of discontinuation due to any AE is correlated with
vision, acute kidney injury and hypercalcemia(x2) all of which resolved . — e T Lt AUC. The ranges of exposures are shown.
Unconfirmed 13 (250%) 10 (204%) 0 5000 10000 15000 20000
PFS, median in months (95% Cl) 2.6 (2.1, 3.2) 2.6 (1.5, 2.7) I @EATIIALE (i) p=0.0002
METHODS Table 2. TRAES — Arms A and B in, max (11,111 14, 7.1 LT

*Of 60 patients in Arm A safety population, 6 discontinued treatment prior to first assessment due to AE, 1 withdrew consent and 1 started different systemic therapy making them not evaluable for
CX-2009 Monotherapy tumor response. **Three additional patients could not be assessed by CRR due to not having imaging of measurable disease at baseline.

Statistical Methods

« Safety-evaluable population: all enrolled patients who received at least 1 dose of CX-2009 regardless of the duration of treatment Patients reporting AE, n (%) 7 mg/kg (n=79)* 6 mg/kg (n=36) Total (N=115)

» Efficacy-evaluable population: all patients in the safety-evaluable population who have expression of CD166 by IHC and at least st el SAEe 9 (11.4) 1(2.8) 10 (8.7) _ B I O M A R K E R R E S U L T S
1 measurable lesion on the screening radiology scans (per protocol this population would only be used to perform sensitivity . _ : . E F F I ( :( : R E S U L T S A R M B T N B ( :
analyses related to objective response) TRAES leading to discontinuation 21(26.6) 3 (8.3) 24 (20.9) .
- Due to established high CD166 expression in HR+ breast cancer no CD166 testing was performed during screening for enrollment A B did not ocoldefined futilit bound £ 10% ORR in TNBC The biomarker strategy was hypothesis-generating and warrants further validation
iIn Arm A, but was implemented for Arm B due to known variability of CD166 expression in TNBC m | ‘@ no Pass protocol-detined Tutliity botindary o ° n « CD166 is expressed at significantly higher levels at the RNA and protein level in HR+ compared to TNBC
- Modified efficacy-evaluable populatci:on (MEE): all patients in the efficacy-evaluable population who have at least 1 post-baseline Ocular toxicities 20 (25.3) | 11(13.9) 50 (63.3) 1(2.8) 1(2.8) 14 (38.9) 64 (55.7) » Confirmed partial responses were observed at 6 mg/kg Q3W . In TNBC, CD166 protein level by IHC is significantly correlated with tumor lesion reduction
tumor scan centrally assessed by the CRR .
| | | o Neuropathy/neurotoxicity 26 (32.9 9(11.4 44 (55.7) 7(19.4) 1(2.8) 16 (44.4) 60 (52.2) : ) : ) |
« All Arms: the primary endpoint was ORR according to RECIST v1.1 based on assessment by CRR. The analysis will include the . (32.9) (114) (G Ay 8 (22.2) 36 (31.3) 0. Arm B: TNBC, Started CX-2009 6 mg/ kg - Arm B: TNBC, Started CX-2009 7 mg/ kg CD1H?'>?' rInHo(r:| : SS;::J: by ALﬁ““.ﬂf&'LiEé‘iﬁii‘°“ | HRYIHER?- TNEC 0o, HRAHER?- ™G
MEE population. The analyses of ORR will be performed separately for each arm Fatigue 6(7.6) 1(1.3) 28(35.4) (56) {218 | | 5 & 160 SIS RS RS 5 & 100, Fneonfirmed Responder p— it cosffiient =008, coeffient =-0.47 coeficient = -0.14 cgeffient=-0.31
« No futility rule was set for Arm A; a futility rule of less than 10% ORR was set for Arm B (TNBC) Nausea 10 (12.7) 3(3.8) 30 (38.0) 2 (9.6) 0 5(13.9) 35 (30.4) 88 140- S0 || 38 wao- co166 T o S Ce . . g _ . g
Population PK Model Infusion-related reaction 9 (11.4) 0 17 (21.5) 7(19.4) 1(2.8) 11 (30.6) 28 (24.3) E’% 1(2)2 200 §§ 122 200 o ] L% i S i ? S - .
- a — s S 200- E i - ? . O ) O
A 3 compartmental population PK (POPPK) model with linear elimination from the central compartment was fitted to the PK data for Diarrhea 2 (2.5) 1(1.3) 19 (24.1) 1(2.8) 0 3 (8.3) 22 (19.1) 5 2 s0- ;00 ° 2 8- ;00 2 ‘i R 5 1] - : - 5
intact and total CX-2009 from 97 phase 1 patients and 115 phase 2 patients. A 2-compartmental PK model was also developed and : @ = 607 @ = 60- © K - i : i
_ Decreased appetite 6 (7.6 0 15 (19.0 0 0 4 (11.1) 19 (16.9) 23 D3 © ; = & . o &
fitted to DM4 and Me-DM4 PK data PP (7:6) 19.9) e 7 148 5F - £ - R ‘ Z s : . o .
i D C 3 1 1 1 1 1 1 1 | Pttt e LR R Rl D> C <4 T T T TR = -50- ; . -50;
* Formal exposure-response analysis was performed to identify exposure parameters correlated with selected toxicity endpoints ALT increased 0 4(5.1) 15 (19.0) 0 0 =) (14.8) I s 23_ — e __o = *e2 :
: : i 2 (5.6 16 (13.9 O O ] = ]
Blomarker COrrelatlve MethOdS AST Increased 2 (25) 2 (25) 14 (177) O O ( ) ( ) § QCE: -4212:;ﬁéfl_eﬁ{:s,fll_l_o_n_t_r_e_a{r_n_eh_t “““““““““““““““““““““““““““ § E R D —— 1 1 B ° HR+/|1|ER2- ;;;‘; ° HR+/|'I|ER2 TNIBC 0 100 200 300 0 100 200 300 0 5 10 15 7.5 10.0 12.5 15.0
» CD166 was measured by IHC as performed USing a validated assay by central laboratory Vomltlng 2 (25) . (25) 12 (152) 1 (28) L 4 (11 1) 16 (139) Dq!h.J = -60—**PD due to new lesion - DGL-) - ::g: *The best tumor piili? clgacnges;:rg;ew baseline was using investigator'rb\eI:/?ef/\vM TP 1002
« Gene expression (ALCAM) was measured by RNA sequencing from archival FFPE tumor tissues. Read counts were upper quantile Myalgia 9 (11.4) 0 14 (17.7) 0 0 1(2.8) 15 (13.0) et _ e Boxplots of target expression for HR+ and TNBC populations. Scatter plots of target expression and best tumor percent change (BestPCHG). Spear-
: o _ o o o  Patients Left: CD166 IHC H scores. Right: Normalized ALCAM mRNA expression in log2. man rank correlation rho is shown on the top-left corner of each plot. In TNBC, both protein
normalized and log2 transferred Headache 3(3.8) 0 12 (152 0 0 1(28) | 13(113) e A P o s atenoot b R s o o v i o mste b i o assm ose o et | At et v e e o and mRNA expressian wes signifcanty coralted Wi BestPCHG (-vale= 0,001
« Correlation between target expression and tumor lesion reduction (by investigator review) was calculated by Spearman'’s disease at baseline, and 3 patients did not have tumor measurements recorded prior o data cutoff. prior to data cutoft. | glggpr;sdﬁf\tg?rl]yég;t t[r)l(e:Fsat;onndgggéeilstiﬁ\r;vaCa?Arm sée)eglj?nll?; I:aége(g :?:;e;s;rxn)

rank-order correlation *Patients dosed at 7 mg/kg in Arms A and B were combined for AE reporting purposes
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