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BACKGROUND STUDY DESIGN AND CONDUCT GPNMB EXPRESSION ACTIVITY

= GPNMB (osteoactivin): Patient Population Immunohistochemistry for GPNMB was performed on biopsy samples for _ _ _
_ a novel glycoprotein expressed in 25 - 40% of breast « Progressive locally advanced or metastatic breast cancer a subset of patients using a polyclonal goat anti-GPNMB antibody (R&D Primary Efficacy Endpoint: 0% Maximum Tumor Shrinkage: Phase Il Dose
cancers, as well as other tumor types * At least 2 prior chemotherapy regimens SJyStEmS) Ia”d a bllgtm-conjrl:glg_atbed dton_key aSntl-gt;_oat secongary f‘”“%c’d}’th Progression-Free Survival (PFS) at 12 Weeks 50%
rating : - . Pri i ini i ackson ImmunoResearch Laboratories). Sections were developed wi
~ promotes the migration, invasion, and metastasis of Prior freafments must indlude, when cinica v appropriate, an E)AB and counterstained with hematox |i21 Samples with > 5% 01|‘D cells Statistical Plan: Study considered positive with 2 5 out of 25
breast cancer and is an independent prognostic anthracycllne, taxane, capeutabme and trastuzumab. _ _ y P = 970 without progression at 12 weeks 40%
factor for recurrence of disease « No limit to number of prior treatments. expressing GPNMB were considered positive. 200 -
- CDX-011 (CRO11-veMMAE: glembatumumab vedotin) Treatment: In each cohort, CDX-011 was administered as a 90 minute IV All Doses Analyzed Positive Progression-free
: 9 : : infusion, once every three weeks until intolerance or progression. n n (%) at 12 weeks 0% 1
consists of a fully-human monoclonal antibody targeting 0 .
the extracellular domain of GPNMB (CR011), Phase | (n=14) Overall 14 10 (71%) Primary Endpoint: 9/26 (35%) 20%
conjugated via an enzyme sensitive Imke_r to the potent ?tandard 3+3 do§e escalgtlon to evaluate .tolerabllltv and establish MTD Triple-negative (ER-/PR-/HER-2/neu-) 7 5 (71%) Phase Il popglqtlon (1.88 mg/.kg) | 40%
chemotherapeutic, MMAE (Seattle Genetics). 1.34 mg/kg « Starting dose and maximum dose level were pre- t Phase Il population includes the 28 patients enrolled in the Phase Il study 0%
— CDX-011 is designed to be stable in the bloodstream n=2 defined. based on MTD of 1.88 mg/kg in the Partial Response (PR) 3 3 (100%) pOtrr:iont. Two are eXC|Udedtdliz to pe:(nding data or study discontinuation B 0
_ At ’ \ J : ' without progression prior to 12 weeks.
but to refease MMAE Hpon internalization into f 1.00 r\lr/1g/kg . melanoma StUdyl Stable Disease (SD) or better 9 8 (89%) 00% Maximum percent decrease in the sum of longest diameters of target lesions
GPNMB-expressing tumor cells, resulting in a . n=3 « At the 1.34 mg/kg dose, 2/2 patients experienced Progression-free at 12 weeks 3 7 (88%) is plotted individually for all patients treated at the Phase Il dose (1.88 mg/kg),
targeted cell-killing effect. A T Z  DLT (worsening baseline neuropathy) in_clhuding dosg-es::_alation (n=6)fand Phasilll I(n=_28)- Excludes nine patients
— In a Phase Il study in patients with metastatic ([ 1.34mg/kg ) - Study was amended to exclude patients with _ _ without post-baseline Imaging of measurable fesions.
melanoma, CDX-011 (1.88 mg/kg IV g3w) has been ! n=3 ) baseline neuropathy = Grade 2 Satient 5000: Progression-free Survival by N _ o
shown to be active with observed objective p . \ + Dose-escalation resumed at 1.00 mg/kg, and atient oUUY. GPNMB Expression Status (All Doses) Additional Measures of Anti-tumor Activity: Phase Il Dose
responses. ROCTINO /K9 completed through the pre-defined maximum Strongly positive stromal — GPNMB Positive (n=9)": median PFS = 18.3 weeks Phase Il d Triple-negati
> L=k “  dose of 1.88 mg/kg, with no further DLT expression of GPNMB at i =4): i = 88 malka. P iconae '
= The current Phase I/Il study evaluates the safety and ' 9/%g, study entry and Partial GPNMB Negative (n=4): median PFS = 5.9 weeks 1.88 mg/kg disease Expressing GPNMB
efficacy of CDX-011 in patients with heavily pre-treated, Phase Il (n=28) Response (53% shrinkage) 1.00 Best Response (RECIST criteria)
advanced breast cancer. Simon Two-Stage Design (based on 12-week I.3F8) | | malirlnt?lr]r;sdp;ct)ireﬁft%;\l\i/\{ﬁeks Partial Response (PR) 4132 (13%) 1 2/10 (20%) 217 (29%) **
} . - _ - Stage 1 Stage 1: Proceed to stage 2 if 2 2 patients without _ _ _ 2 0.75] . 0 0 0
CDX-011: Antibody-Drug Conjugate 1.88 ma/kg orogression at 12 weeks (P, = < 10%; P, = > 30%) ”,',P'e"ligét,yf9,‘,??.?}5_9- 5 Confirmed PR 2/32 (6%) 1/10 (10%) 217 (29%)
)'\I( j\/:\rr DI/Q n=16 — Criteria for further Phase Il expansion met. S e D § 0.507 Stable Disease (SD) or better 18/32 (56%) T 8/10 (80%) 717 (100%) **
T f OCH; 0 (j\/ Aw'l l Final study analysis: P, accepted if 2 5 out of 25 0.25 - Any tumor shrinkage 15/25 (60%) T+ 719 (78%) * 5/7 (71%) **
. ° OCH3 0 patients without progression at 12 weeks :
Median PFS (weeks 9.1 17.9 18.3
- valine-citrulline enzyme-cleavable Stage 2 — Primary efficacy endpoint met (to date, 0.00 . . . . : . . _ ( ) _ . _ _ _ _
linker 1.88 mg/kg : : 0 4 8 12 16 20 24 28 t Patients treated at the Phase Il dose (1.88 mg/kg), including dose-escalation (n=6) and Phase Il (n=28). Two patients without a post-baseline tumor assessment or
VIMAE N =12 9/26 without progression at 12 weeks) Time (weeks) clinical progression are excluded.
CRO11 — Three patients continue on treatment. Fo LR SRR AL + + Excludes an additional seven patients without post-baseline imaging of measurable lesions.
fully-human 1gG, targeting GPNMB  dolastatin-like tubulin inhibitor e U e DA One patient without a post-baseline tumor assessment or * Ten triple-negative patients were treated at the Phase Il dose. One patient without post-baseline imaging of measurable lesions is excluded.

clinical progression is excluded. ** Eight GPNMB-expressing patients were treated at the Phase Il dose. Of these, one without post-baseline tumor assessment or clinical progression is excluded.

PATIENT CHARACTERISTICS & PRIOR THERAPIES TOLERABILITY CONCLUSIONS

gharaCtSet”St'C . . All Patlzen;:/ (n =42) Er.lor Thheraprlnes | All Pat;er;tslén =42)| - Treatedlpgtlentf (n:f4t2) chelvfd a T%an of 3.5 Adveﬂ?e”evef}ts ) ,i\lltPlatlents g‘:‘(‘f) ; This is a positive Phase Il study of CDX-011 in a population of advanced breast cancer patients who
ancer Stage (n [%]) (5%) rlo(rj_c emotherapy regimens (2-18) (range 1-8) cycles of treatment on study. potentially relate ooa raoe were heavily pretreated (median of seven prior regimens).
v 40 (95%) (median [range])  Four patients discontinued treatment due to LORCRYSOIS n (%) n (%)
| 5 . . . . . o . .
Age (median [range]) 58 (33-76) Taxan(? _ 42 (100%) adverse events (neuropathy, rash, dermatologic Fatigue 20 (48%) | 2 (5%) The primary efficacy endpoint has been met, with 35% of treated patients progression-free at 12
ECOG Performance 0 21 (50%) Capecitabine 41 (98%) bullae and acute renal failure). Rash . 19(452/0) ____________________________ 2 (52@ _______________ weeks.
i 0 . . . . .
Status (n [%)) 1 19 (45%) Anthracycline 38 (90%) . Dose-escalation DLTs were limited to two cases Nausea _________________________________________________________________ 19(450/0) ____________________________ 2(3%) The target GPNMB was frequently expressed in this patient population (71%) and expression of
0 Hormonal Therapy 30 (71%) Alopecia | 14(33%) | S - b - -

2 2 (5%) e of neuropathy (at the 1.34 mg/kg dose). After '\ \vonenia 12 (29%) 3 (19%) GPNMB was associated with improved outcomes following treatment with CDX-011.
Metastatic to liver and/or lung (n [%0]) 34 (83%) Gemcitabine 27 (64%) revision of the protocol to exclude pre-existing p T L . All o be | qf q _ _

+ 0 Bevacizumab 24 (57%) neuropathy = Grade 2, no further DLT occurred.|.Yomiting | 12 (29%) | 1(2%) All activity parameters appear to be improved for CDX-O11-treated patients expressing GPNMB.
Receptor status ER 24 (57%) h 249 1 (2%
(n [%)]) PR+ 15 (36%) Vinorelbine 23 (55%) + Serious adverse events potentially related to MNeuropathy | e |1 (%) - Both patients who achieved an objective, confirmed Partial Responses expressed GPNMB, with

. : 0 _ ]
HER-2/neu+ 11 (27%) Epothilone 17 (40%) CDX-011 (all single cases at the Phase Il dose): ﬁ;‘;@;ﬁa _____________________________________________________________ 1283%0) ____________________________ ) response durations of 23+ to 27 weeks.
: : Trastuzumab 14 (33%) — Intractable vomitina/nausea 0 0 : i .. : : . : : . .
Triple-negative 13 (32%) 1 Lapatinib 8 (10%) _ dermatologic bullag Table includes events potentially related to treatment, occurring in Encouraging evidence of activity is seen in the subset of patients with triple-negative disease where
ER-/PR-/HER-2/neu- ) > 20% of patients overall or at Grade 3 severity in > 5%. There i i M

+ HER-2/neu status is u(nknown for one patient. ) Investigational agents 8 (19%) —acute renal failure were no Grade 4/5 treatment-related events. treatment options are refatively limited.




