A phase | dose-escalation study of the Hsp90 inhibitor ganetespib administered twice weekly in patients with solid tumors: updated report

D. C. Chol, E. I. Heath?, J. M. Cleary3, E. L. Kwak?, L. Gandhi3, D. P. Lawrence?, C. Zack?, F. Teofilovici®, R. Bradley2, M. D. Karol®, G. Shapiro3, P. LoRusso?

1Beth Israel Deaconess Medical Center, Boston, MA, 2Karmanos Cancer Institute, Detroit, MI, 3Dana-Farber Cancer Institute, Boston, MA, 4Massachusetts General Hospital Cancer Center, Boston, MA, 5Synta Pharmaceuticals Corporation, Lexington, MA

BACKGROUND

METHODS

RESULTS

Hsp90 Inhibition Figure 2: Study Design Table 3: Most Common Overall AEs (=15% of all patients) Table 3: AEs with Outcome of Death Clinical Activity per RECIST Criteria
Hsp90 is a chaperone protein that controls the folding and processing of proteins that drive tumor o Phase 1. onen-label Number of patients 2-50 mg/m? 100-120 mg/m? 144 mg/m? Total # Pl Dose level Reason for DC of e Relationship Days from last 41 of 54 enrolled patients were assessable for response as of the March 25, 2011 data cut-off date
- » Oper ’ : e (N, %) (n=36) (n=11) (n=1) (n=54) study dose : : . .
development and progression dose-escalation Ganetespib dose: Ganetespib twice 13 patients discontinued prior to the Week 8 response assessment
, _ _ . , _ . e 2 to 144 mg/m? Diarrhea 12 (33) 9(82) 6 (86) 27 (50) symptomatic . T
solid tumors e Enrollment ongoing at 1-hr infusion, Fatigue 17 (47) 6 (55) 3(43) 26 (48)  oartial . tient with mel
HER2, c-MET, AKT, BCR-ABL, RAF, CDK4, KIT, FLT3, and VEGFR 173 mg/m? 1 wk off until disease | | oulmonary partial response in a patient with melanoma
. . . . . . L - L progression Nausea 13(36) 5 (46) 3 (43) 21 (39) 1 25 mg/m? disease progression embolism Not related 17 1 partial response in a patient with triple negative breast cancer
Degradation of client proteins allows for simultaneous targeting of multiple oncogenic signaling o Adequate orean function : _ _ _
q g Anemia 12 (33) 3(27) 2(29) 17 (32) symptomatic - 15 patients achieved stable disease
pathways 1 25 mg/m? deteriorati progressive disease Not related 7 _ . _
_ _ _ _ _ Enrolled to open cohort Imaging every 8 weeks Headache 7(19) 4 (36) 3 (43) 14 (26) elerloration The maximum tolerated dose has not yet been reached; dose escalation continues
Kinase C|.|(?nt Pr0t9|n§ are genera.”y dependent on HSng rega.rdless Of mUtat.atlonal status - wild type’ Standard “3 + 3” glesign; 3 patients e|_1rolled at each dos:e level, if one patient had a DLT during Cycle 1, 3 more were enrolled. Constipation 5 (14) 6 (55) 2 (29) 13 (24) Adverse events |eading to discontinuation of study drug:
TKI-sensitive, TKI-resistant — which creates potential for use in multiple settings If = 2 of the 6 patients had a DLT during Cycle 1, the prior dose level was declared the MTD Ganetespib Case Study
Vomiting 8(22) 3(27) 1(14) 12 (22) Occurred in 10 (19%) patients , _ _ _
. _ Study Objectives Aodominal oa _ | _ o _ _ A 39-year-old white female with triple negative breast cancer
Ganetespib Overview Primary Obiectives Sl e 7{19) 327 1(14) 11(20) 3 patients with AEs related to study drug: ALT increase, infusion reaction and dyspnea/hypoxia/rales Initial diagnosis: March 2007, Stage Ill invasive ductal carcinoma
. . s 1-3 : . - ’
Potent intravenous small molecule Hsp90 inhibitor o characterze the safety and alerabiit of ganetespib i cancer patints Decreased appetite 9 (25) 109 1(14) 11 (20) DLTs Progressed on 7 prior chemotherapeutic regimens
Sucturll nrelted t st-gensteton iophinhbfors (Such o5 F7343 and 508 To determine the pharmacokinetics of ganetespib when administered by intravenous infusion ﬁ:til::ezhosphatase 719) Lo L4 () ALT increase, grade 3: 1 at 10 mg/m? Enrolled in November 2010, ganetespib dosing at 144 mg/m? twice weekly
Up to 100 times more potent than first-generation Hsp90 inhibitors Socondan Ot Weight decrease s (1) L @) 2 29) 3 a7 ALT increase, grade 3: 1 at 144 mg/m? After 2 cycles, demonstrated stgble disease per RECIST; 31% reduction in target lesion size
Strong preclinical results econdary UbJectives: AT inorensed ") - )29 - documented after Cycle 4 (partial response)
Potently inhibits Hsp90 leading to the degradation of multiple clinically-validated oncogenic client Torecommend the dose for future study using a twice-a-week schedule AST increased 6(17) 1(9) 1(14) 8 (15) Pharmamkmetlcs , _ o . Treatmen.t Interrupted due to brain metastases treated with whole brain radiation; ganetespib
proteins To assess preliminary evidence of anti-tumor activity S Ganetespib exposures are directly proportional to dose. This is shown in Figure 3 where the area under resumed in cycle 9
: : . YROAEE b 1o 3 5o the curve (AUC) increases linearly with dose. Treatment well tolerated with mild/moderate toxicities
Penetrates deeply into hypoxic tumors, inhibiting HIF-1at o o . _
. . , L o _ RESU LTS Exposures on Day 1 and Day 15 are not statistically significantly different (p-value = 0.1885) (Figure 4).
Clinically well tolerated and has shown promising antitumor activity in early trials in multiple cancers Table 4: Most Common Grade =3 Adverse Events (occurred in =2 patients) o _ , Figure 6: Case Study CT Scans
. . . : ; ; . No drug accumulation is seen upon multiple dosing '
Twice-weekly dosing may be needed in some tumor types _ _ Number of patients 2-50 mg/m 100-120 mg/m 144 mg/m Total S o Baseline
- L . . . . o Table 1: Demographics and Baseline Status (N, %) (n=36) (n=11) (n=7) (n=54) Ganetespib exhibits biphasic pharmacokinetics
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Sex Figure 3: Ganetespib AUC on Cycle 1 Figure 4: Ganetespib AUC, Days 1 and 15
I:Iale | ;8 g ? g; Hypophosphatemia 1(3) 0 2(29) 3 (6) by Subject (Cycle 1)
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Wild-type and mutant . - o
clientzli)ncluding- ' Iﬂnmgmype 5 1 0 6 Pulmonary embolism 2 (6) 0 0 2 (4) _ Ganetespib appears to be well-tolerated at the dose levels administered in this regimen of
o KIT (exon 9. 11. 13) —l> Breast 1 0 1 2 Renal Failure 0 1(9) 1(14) 2 ) Hsp70 Plasma Protem o | | o twice-weekly dosing to date (2-144 mg/m?)
M1 o Genitourinary . . 0 2 Hsp70 plasma protein concentrations increased in response to ganetespib administration Enrollment in the study continues, with the objective of identifying the MTD and recommended
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>, N . "y Hsp70 plasma protein levels were lower 2 weeks post-dose relative to 1 week post-dose, approaching Encouraging signs of clinical activity — MTD has not yet been reached
. Inactive client, degraded Other 13 4 4 21 Gastrointestinal events (diarrhea, nausea, vomiting) , _ _ | _ _
Ganetes_plh_prevent_s ’ _ _ _ _ baseline for lower doses Ganetespib shows linear PK (exposures directly proportional to dose), shows no accumulation, and
Hsp90 binding to client through proteasome Most events were transient, and mild or moderate in severity There is no increased dose response at levels higher than 100 mg/m?2 exposures are essentially identical on days 1 and 15 of dosing
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