AMG 706 FIRST IN HUMAN, OPEN-LABEL, DOSE-FINDING STUDY EVALUATING THE SAFETY AND PHARMACOKINETICS (PK) IN SUBJECTS WITH
ADVANCED SOLID TUMORS

R. Herbst,! R. Kurzrock,! M. Parson,? R. Benjamin,! L. Chen,! C. Ng,! M. Ingram,2 S. Wong,2 D. Chang,? L. Rosens
IMD Anderson Cancer Center, Houston, TX, USA; 2Amgen Inc., Thousand Oaks, CA, USA; SCIMG/Premiere Oncology, Santa Monica, CA, USA

e Subjects were considered eligible for the study if they RESULTS EFFICACY Preliminary Mean AMG 706 Concentrations
Angiogenesis Is Regulated by Multiple Mechanisms During Tumor Growth

ABSTRACT

Introduction: AMG 706 Is a potent and selective small Tumorcell ~ Nucieus met the following criteria T e
olecule O of tiplz inases, including vascular = - Pathologically documented, advanced solid tumor Subject Demographics e Thirty-four of the 43 treated subjects reached the day 50 : - SR
endothelial growth factor receptors, platelet derived growth that was refractory to standard treatment or for which — - o and e ot o tur_nor assessment, Wlth_2 partlgl responses v

factor receptor, Ret, and c-it. To assess the safety, establish no standard therapy was available or 3(; reefS:MJ§C7(S)6W6_IFteh etﬂrot_e an trectelve ta €as (Iemmy_osarc_oma, thyroid), 4 minor responses

the maximum tolerated dose, and generate PK profiles of ora — > 18 years of age with a life expectancy > 3 months gr;?n ff(()e ;)85 e Wi e time on treatment ranging (gastromtg?/tmal ngt)zj)r_nal,h thyroid, Frﬁasl,t, and cgl_fcmmd f

AMG 706, a clinical study in adult subjects was initiated. a . - Eastern Cooperative Oncology Group performance g igf‘gﬁé;on"st)oan . ;']”ag e ; Siaglnegjéteaﬁe”;eter 2 <‘ <
Methods: Individuals with advanced solid tumors, refractory * Endothelial cell | . status < 2 e ” | J R o T e T S e

to standard therapy or with no standard therapy available, | — Absolute neutrophil count > 1.5 x 109/L, platelet count Cvaluable for safety, n 43 e Sixof 14 subjects with SD_ maintained SD for at least 134 =Co0 15 0% nibiton ofin vitro FUVEC ceflTine

were enrolled in t_:ms on-going, open-label, dose-e_sc_alatlon | i 2_ 100 x 109/L, or hemoglobin > 10 g/d_L_ o SeiYarl]u;Z)le for tumor response, n 34 g:yz 3?1dst3u(()jf these 6 subjects had SD for more than 218 Sul:_)ject 2009, a 63 year old Caucasian woman with Imatinib-
study. Cohorts of 3 to 9 subjects were orally administered ¢ T e Subjects were excluded from study participation if they Men 17 (40%) y y resistant GIST, started on AMG 706 175 mg QD (Nov03) and

AMG 706

50, 100, 125, or 175 mg once daily (QD) or 25 mg twice daily i ] e o met the following criteria: Women 26 (60%) demonstrated reduction of metabolic activity on !8FDG-PET
(BID) for 21 days in a 28-day cycle. Additional cohorts were — Inadequate organ or laboratory function Caucasiar 40 (93.0%) SAFETY AND TOLERABILITY (Dec 03).

enrolled to 125 mg QD in a continuous dosing regimen and a | N | _ Hematological malianancies. history of Other 3 (7%)
tablet formulation. Subjects remained on study until tumor AMG 706 Selectively Inhibits a Subset of Kinases 1 ercoagulo th gor sty of blge Hina dinthesis S 57(25 10 81) | | | —
progression or unacceptable toxicities occurred. Results: e s Inhibition (1C50 NM) yP g pathy. y | J ECOG performance status, n (%) 0 ° Mo_re than half (58%) of the subjects did not experience a
AMG 706 was generally well-tolerated up to 125 mg QD using VEGFRI 2 - Tumors with central nervous system involvement X 5 (1o serious adverse event (SAE) or DLT
the intermittent dose schedule. Most adverse events were VEGF-R2 3 — Prior treatment with a tyrosine kinase inhibitor of VEGF primary Cancer Site, n (%) e Thirty-one subjects (72%) experienced treatment-related
mild to moderate in severity and reversible. Thirty-four of the USEISHE : — Required use of anticoagulation therapy gg:ggjg;a' adverse events, most of which were mild to moderate in
43 treated subjects reached the day 50 tumor assessment, SiT.t 981 Breast severity
revealing 2 (leiomyosarcoma, thyroid) partial response, Gr R 07 ovarian e The most frequent adverse events considered possibly
4 (gastrointestinal stromal, thyroid, breast, and carcinoid 47 other kinases are not inhibited by AMG 706 ASSESSMENTS Thyroid related to AMG 706 were fatigue (35%) and headache (23%)
tumOrS) MINOI reSPONSES ('8% to -29% In the sum of the *represents ILsg in NM in cell-based assays gtShCel;C
longest dla_meter of target [esmn_s), and an ac!dmonal Tolerabilit Serious Adverse Events and Dose Limiting Toxicities
14 stable diseases (SD). Six subjects maintained SD for at Oleranility (20 July 2004)
. #
than 218 dayg rc])nhcslt_l;dy. k;A\MG 7r(])6 demcl)lnjtrateld falvorable unacceptable toxicities occurred Group  Number Type  Event - Criteria Relationship v Baseline Week 8
exposure aln a. -111e (a out 7/ rS) at a OS.e evels. A Prlmary ObJeCtlve B Adverse events were graded USing the Common . 25 mg BID ;812 EQE ;re(;gri(ra;:sc:\r/egliii?; e Ilfl?)t:Lit(;TitzS:tLijgrz/ Eg Data on file, Amgen. Subject had experienced disease progression taking Imatinib (Apr 03-Aug03).
Slngle- (and mUItIpIe) dose PK reSUIt Comparlson SuggeStS . . T I | C t : f Ad E t 3 O Capsmeé?ﬁéeé i - Each bar represents invidiual subject 2020  SAE Anefnia T HOSEita”ZBf[iOﬂ No
that no significant accumulation of AMG 706 occurred during ~ ® To assess the safety, establish the maximum tolerated erminology Criteria for Adverse Events (v 3.0) 125mg QD [t | G 50mgQD 1001 SAE  Abdominal Surgery Hospitalization ~ No
the first 3 weeks of drug administration. Conclusions: dose (MTD), and generate PK profiles of AMG 706 after — Dose limiting toxicities (DLT) were defined as any related R A Efogfffyzitfﬁso*va“an - ESEE:IZIEZIEE “
AMG 706 appears to be safe and tolerable at dailv doses u oral administration grade 3 or 4, or severe hematological or s 125mgQD 1010 SAE  G3 Hypertension Hospitalization  Yes CONCLUS | ONS
to 125 mg I:)(I):)nc:e daily dosing generated sustaingd eXpOSUFI)’e Secondary Objectives nonhematological toxicity, during the initial 28 days of - T penatemia e
sufficient .to elicit partial, minor and SD responses across ) stuay =T T AL B G Hospitalization N * AMG 706 was generally well tolerated as monotherapy in
Itip| | ina that AMG 706 has broad * Toassess safety profiles with S|gn|f|_cant Iaborator_y . — MTD was defined as the highest dose level with an emeQs o e ot Eif‘ﬁ;ﬂifi::ﬁ?z " subjects with advanced solid tumors
mu'tiple cancer types, suggesting that s brod changes and adverse events not defined as dose limiting - - - i talizat - B
anti-tumor activity. o observed incidence of a DLT in < 33% of the subjects 100mg o0 mRE e e 22.“.”5;;?{2:‘5;”” Eﬁiﬁ:ﬁ:l:iit:ﬁﬂ - e AMG 706 125 mg QD continuous oral dosing is
toxicities enrolled in the cohort 50 mg QD 175mg QD 1006 SAE/DLT Dehydration, EIevate_d_BiIirubin Hospital?zation Yes recommended for further inveStigatiOn In future studies
e To determine the pharmaCOdynamiC prOfile of AMG 706 In 0 28 56 84 112 140 168 196 224 252 280 308 336 304 1007 SAEPLT E;gi?&ﬁ;’;ﬁthy, Colts eEgIATEE 15 e AMG 706 demonstrated activity N Subjects with a
INTRODUCTION study subjects by measuring tumor vascular permeability Pharmacokinetics bays on Study Treatment 05 e g;og;f;slj\ée Disease elcsuc o number of different tumor types with:
1 ’ ) : | . . off study thyroid, imatinib-resistant GIST, breast, and carcinoid
Inhibitor that exhibits anti-angiogenic and anti-tumor Study Design 32;625 n study day 1 and after multiple doses on study Study Clinical Experience ;ggg :ﬁg ggi?urggzl Pain, Emesis :gzg::::zzﬁgg Eg tu?/n ors
activity by selectively targeting all known VEGF receptors, e Phase 1, first in human, 2 center, open-label study S SR B Stable disease in renal cell carcinoma. Sarcoma
PDGF receptors, c-kit, and Ret. e Cohorts of 3 to 9 subiects received AMG 706 on an Effi Cohort Dose Level Enrolled  SAE DLT Evaluation  Response S _ _ B _ ’ ’
et 13 o ol p oo o ICacy T mmgd 3 0 0 3 R0 No Significant Accumulation of Drug Occurs During the NSCLC, ovarian, and other tumors
The aim of this StUdy was to evgluate the Safe.ty, t0|erab|||ty, ,IAr\]MeCr-:,n;IO6e)nor(C?)In¥|n([)Jr()uZV(edea||S§/ VSHﬁX)Vuet thgzh\z\lge?()gife(e) e Tumor response was assessed using a modified RECIST IIIII 132 23 8g 2 g g Z I\Pﬂ:zl()l)MSRE 8 FiI‘St 3 WeekS Of AMG 706 AdminiStration o PK pr()files established sustained exposure and a
and PK parameters of AMG 706 in subjects with advanced ) dosing schedul criteria at week 8 and every 12 weeks thereafter v 125mgQd 9 1 1 8 MRr();SD@ ey 1 ay 21 sufficient half-life for convenient, once-daily dosing
solid tumors that were refractory to standard treatment or period) dosing schedule v 25mgBD 7 0 0 6 sD(2) PK Parameter 125 mg (n = 6) 125 mg (n = 6) Cont iy 1 iect
for which no standard therapy was available. e 50(N=3),100(N=6),125(N=9), 175 (N =6) mg QD and Vi 125mg QD * Cax (ng/mL) 417+ 92 425 + 249 ¢ Lonlinued study In more homogeneous subject
25 (N = 7) mg BID intermittently contmuolus 6 0 0 5 MR* (1); SD (3) tya (1) o B populations and with other anti-tumor agents will identify
U by 6 0 00 AUCq 24 (ugehrimL) 284+ 0.99 1.5 £ 0.96 the optimal disease settings for AMG 706 use

e A cohort of 125 mg QD continuous dosing continues to i ] ) 3% PR(): MR () CLIF (LIh) 50.1+ 22.2 101 + 43

accrue SUbJeCtS SD (14); PD (14) Cyu (ngIML) 20.3 + 219 117+ 12.9 @
# For continuous dosing, cycle 1 consists of 28 days; * MR = minor response (- 8 to -29% SLD)

EORTC - NCI - AACR 2004




