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Rudin C.M., et al. N Engl J Med 2009; 361: 1173 1178

v'26 . B, medulloblastoma
v 2004 (22 ?H#) :ﬁﬁﬁ?)ﬁﬁ
7LL. é ﬁ'ﬁ‘fgﬂh—ﬁ\ 2 9**"'__?’1- \
(Dradiosurgical procedure’z Hﬁ_o
vBE. LEBREFBEEZE L.
640mg/dayDAF IRV ZANRLT
L\fCo
v Pancytopenia
WBC 1750/ul, Plt 14000 /ul,
Hb 9.7g/d|




Ligand-independent Oncogenic Hedgehog Signaling
in Basal-cell Carcinoma and Medulloblastoma Cells
is Caused by Mutations Leading to The Loss(x) Of
PTCH1 or Activation (*) of Smo

Dlugosz A.A. and Talpaz M., N Engl J Med 2009; 361:1202 - 1205

(Ligand-Dependent) Oncogenic Hedgehog Signaling
(Ligand-Independent)

Hedgehog pathway on Activated tumor cell




GDC-0449 (¥¥CSMO BHEHI) D
BRARSE | tHE 5%

Protocol deviation was proposed to allow this patient to be
treated with GDC-0449. (Institutional review board
at Johns Hopkins University on April 18, 2008)
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Figure 1. Tumor Response on Positron-Emission Tomographic (PET) Scanning.

Whole-body projections from *®F-fluorodeoxyglucose (FDG)—PET scans are shown. Panel A shows the pretreatment
scan; Panel B, the repeat scan after 2 months of therapy with the hedgehog pathway inhibitor GDC-0449; and Panel C,
the repeat scan after 3 months of therapy.
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Phase Il of CP-751,871 with paclitaxel,
carboplatin in first-line advanced NSCLC

Sihcy At TCl: paclitaxel 200 mg/m?

: : paclitaxe mg/m?,
150 patients carboplatin (AUC=6), CP_751,871
Step 1: CP-751,871 10 mglkg Single agent

=97 Step 2: CP-751,871 20 malkg

2:1 randomization TCl

Optional upon
TC: paclitaxel 200 mg/m?, progression
carboplatin (AUC=6) on TC alone

Step 3: single-arm, CP-751,871
30 patients Single agent
post-study extension TClI: paclitaxe.al 200 mg/m?,
in squamous carboplatin (AUC=6)

CP-751,871 20 mg/kg
(14 evaluable)




Possible dose response
with CP-751,871

TCl 10 mg/kg B TCl 20 mg/kg
N=43 N=49

78

Adenocarcinoma Squamous Squamous
(randomized) (single arm)




Continue Sorafenib

Cross-over
| ’ to Sorafenib

Placebox 2
months S5

‘Run-in”
Sorafenib
X2
months

PR, CR, Continue
Sorafenib x stable T until PD

2 months /

mMm—-=>Crrr><mMm

| Off-Study

.
O

OfE-Study




E2501: Consort Diagram Based on Treatment Received
(5/15/2008)




2501
Primary Endpoint

Overdl | Placebo Sorafenib

Number evaluable | 83 32 | 51

Stable or
IEDOIMT 6(19%) | 24 (47%)

disease 2 mo after
randomization




2501

Outcomes: Step 2

Number
evaluable

Median PFS*
(95%Cl)

Median
Survival™

(95% Cl)

Overal Placebo

83 32

2.3 mo | 2.0mo

20-37) | (1.8-2.3)

106mo | 9.0mo
(75-134) | (7.0-117)

| Sorafenib

o1

3.6 mo
(2.3-4.7)

11.9mo
(7.9-16.2)

0.009

0.18

* PFS measured from randomizabon, with 12 pts censored attime of trestment swilch
* * Survival measured from randomizaion; no censonng st time of trestment switch




E2501: Consort Diagram Based on Treatment Received
(5/15/2008)
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Kaplan-Meier Analysis of Overall Survival
- ITT population -

Gigure 1. Kaplan-Meier Analysis of Overall Survival - \
Update Data (ITT Population)

p=0.014 2

1.0+
0.9+ NY—FL 0.805 (95%C1:0.677, 0.958) )
3 0.8 4
: 0.7
5 vy ERIBULIN (N=508)
§ 0 mOS: 13.2m
5§ 0.4
0.3
% 024 TREATMENT OF
PHYSICIANS CHOICE (N=254) __\_‘x‘_‘—\;
g:;_w,,.m,m mOS: 10.5m \
» %
Time (months)
\ y

L RUR(FEE) B HvhATE_03 Mar. 2010]: TUT1 (38641, 76.0%), TPC (20341, 79.9%)
a) HER2/neu, AR EZE VATABRER UM% B LLT-BAllog-rankiX €

numan neain ca
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TTF and Survival by Therapy.
Patients with 1 Molecular Aberration

TTF

\ Matched N Failed Median

1 Yes 175 149 5.2
-0 T8 111 22

Survival, %

p <.0001

| I I | I I

B = 9n AR aF N
Time, months

Survival
Matched N Died Median

Yes 175 94 134
e W 2

p=.017

I 1 I 1 1 I 1

6 12 18 24 30 36 42 48
Time, months




