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Abstract #95010

'combmatlon of a new VEGFR mh:bltor pazopamb (PZP) with
‘bevacizumab (Bev), in mRCC treatment-naive patients (pts) or in pts
with other advanced refractory solid tumors.
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Bladder cancer
Seminoma (n=3) (n=12)
Cervix cancer Mean AUC D15 (pg/mL.h) 1112 755
Colo;ecta: cancer Standard deviation 89 272
reast cancer One sided Student test p=0.02

ine the MTb of the combination, as assessed by the :
incidence rate of DLT (any grade 4 and/or specific grade 3 toxicities) L e lieenilcia . eapiy - grade 3 transaminitis.

during the first 8 weeks ; ; ’ - grade 3 pulmonary embolism

e To characterize the pharmacokinetic (PK) profile of PZP in - grade 3 reversible MAHA**

combination with Bev. e Step 3 (4* non-nephrectomized pts) © 2 DLT: - grade 3 transaminitis, grade 2 hyperbilirubinemia ¢ 1PR ® > 6 months
in inclusi a g - grade 3 MAHA 3SD 1.3 months
! L * 1 pt with early drop out for non authorized reduced dose at week 5 ** Microangiopathic hemolytic anemia

® mRCC pts with no previous treatment, others < 2 lines = After the end of the Step 2 in DL2:

®ECOGPS<1 = |DSMB approved in November 2011 the enrolment of 3 non-nephrectomized pts in the DL2 Step 3.

® ALT and AST < 2.5xULN s MTD of the combination of PZP and Bev is 400 mg/d and 7.5 mg/kg respectively.

e Serum creatinine < 1.5 mg/dl or creatine clearance < 50 ml/mn
e Absence of uncontrolled hypertension

n d a Monitor ard
;_:gﬂg%’;o;r:::itt'::;?rag‘:f;s Szf:::"; °F";Z:,SCGEFRANCE D15 according to prelimmary PK results (n=15). To note, 6-month persstent PR was observed in 3/19 pts in preliminary efﬁcacy analvsls. As
previously reported with other TKis combined with Bev, it is impossible to combine full dose PZP with full dose Bev. An extension cohort to
Sufparted Ly grantytramGCNd RO CHE validate PK data is of interest.
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