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Phase Ill study TARGET: Study Design
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 — g  US7z=J®m

Eligibility criteria
» Clear-cell histology

0

Sorafenib

400 bid
- Measurable disease mg DI

» Failed 1 prior systemic
therapy in last 8 months

* Low/intermediate-risk
MSKCC groups
included

* No brain metastasis
- ECOGPSOort

TSR

Z0—=-H-P>PN-=200Z2Ppr

Primary end points: OS, PFS

HEE LA TDa = 0.055F B1-0(2 2D
£ 7FHARM (0S) a<0.04CEE 0.0527Z
#E i B A F HAR (PFS) 0<0.01 (FWED Rl {Hl, 2 E 14D FHE)

ier B, et al. N Engl J Med 2007;356:125-134

200941 H22H http://www.icrweb jp/icr/



BAREFRFEI6E EFEIF—TRRHARSEFHE] T8 - R#EBKXEF

FRAREA BRI S EGRETINE R TS

5. $8# D primary endpoint

I8 E 4 77 HAR (PFS) 24 7FHAR (0S)

fan : ' -
Sorafenib=24 weeks Sorafenib (n=451) = 17.8 months
Placebo=12 weeks Placebo (n=452) = 14.3 manths
Hazard ratio (S/P)=0.44 (95% CI: 0.35, 0.55) HR (sorafenib/placebo) = 35% Cl: 0.62-0.97

P<0.000001 P=0.0287*

100

25— [B] o fE] fR AT \ hRIETOERE

[CKUEBEHAAIE BT HEHEETHL

e
Ny

progression-free
:
0S (% patients)

Proportion of patients
e
[ ]

— Sorafenib
= Placebo
Censored observation

0 6 1 18 24 30 36 4 48 54 60 0 4 8 12 16 20 24 28 32 36 40
Titme from randomization (weeks) Time From Randomization (months)
*Statistically significant: O'Brien—Fleming threshold for

statistical significance o=0.037.
Adapted from Bukowski BRM et al. Presented at ASCO 2007 ; Chicago

Escudier B, et al. N Engl J Med 2007;356:125-34
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Birthsign
Prior MI
Diabetic
Sex

Age
Systolic BP
Heart Rate

EKG

ALL PATIENTS (9.4 vs 11.8% mortality)

AEREEFIIZ )

analysisin

ASA vs Placebo in ISIS-II: Odds of Vascular Death

GeminifF 5/22-6/21
LibraXFE

Astrological Gemini/Libra (n=1442) -

9/24-10/23

All Others (n=7157) -

Yes

No

Yes

No

Male
Female
<60
60-69
70+
<100
100-149
150-175
<60
60-99
100+
BEB

IMI

AMI
ST

0.5 ASAbetier

& 2%l

Odds ratio and 95% ClI

= Play of chance
= Unrecognized randomization error
= True effect

Placebo infusion and tablets:
568/4300 (13.2 %)

343/4292 (8.0%)

2l 2

Aspirin:
461/4295 (10.7%

Streptokinase and aspirin:

17187 Patients

"When in a trial with a clearly positive
result many subgroups are considered,
false negative results in some particular
subgroups must be expected .. It is clear
adverse | that the best estimate of the real effect is
given by the overall results derived from all

effect

subgroups combined.”

Placebo befter 4.5
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Streptokinase:
448/4300
(10.4%)
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”S/Joﬁgr/o;p analysis in 1SIS-2 study

® The ISIS-2 investigators reported that “subdivision of
the patients in ISIS-2 with respect to their astrological
birth sign appears to indicate that for persons born
under Gemini or Libra, there was a slightly adverse
effect of aspirin on mortality (9% increase, SD 13; NS),
while for patients born under all other astrological
signs, there was a striking beneficial effect
(28% reduction, SD 5; 2p <0.00001.)”
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SPECIAL REPORT

Statistics in Medicine — Reporting of Subgroup
Analyses in Clinical Trials

Rui Wang, M.S., Stephen W. Lagakos, Ph.D., James H. Ware, Ph.D., David ). Hunter, M.B., B.S.,

and Jeffrey M. Drazen, M.D.

M%{Ei{f;ﬁ/

sess th . .

-nd o Such analyses, which assess the heterogeneity of treat-

ffjim ment effects in subgroups of patients, may provide useful
possibl - information for the care of patients and for future research.
openei

tients,

orpai| However, subgroup analyses ... can lead to overstated and
e”‘j@ misleading results.

5 dil

results.? //
sociated with F or example, Jackson et al.” reported the outcomes

analyses, ‘*m?% it sets forth guidelines for their use of a study in which 36,282 postmenopausal
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ost important medica
millennium, by Editors (2000) N Eng J Med

e past

lucidation of human anatomy and physiology

Discovery of cells and their substructures

Elucidation of the chemistry of life ‘

Application of statistics to medicine RF :ff?é =
Pkt TE

Development of anesthesia

Discovery of the relation of microbes to disease
Elucidation of inheritance and genetics
Knowledge of the immune system

s os e SR L L el Dl

Development of body imaging
10. Discovery of antimicrobial agents

11. Development of molecular pharmacotherapy
38
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r readings

® Piantadosi S. Clinical Trials -A Methodologic Perspective. Wiley.
2005.

* Wang R et al. Statistics in medicine -reporting of subgroup analyses
in clinical trials. New Eng J Med, vol.357:pp2189-94. 2007.

o ¥BILET, ERER, BEFIE (R). ChdoDERREHER—EE M
DR FZHIFHE-[REEHE HEEIE. 1999.

o fRHBE, =ML, AFREMR (R). KESWOGIZFESH AR
RABRDEE BERELMARDOBAZTOHSLT. EFEER.
2004. (Green S et al. Clinical Trials in Oncology, 2nd ed. CRC press.
2003.)

o FHRRER. AEAILERREER. BAE S 5. 2003.
o FHREER, LIRIEZ (#R). BRREAER/ \U T v 0. BAEEIE. 2006.
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e

thfE gt Vo7

* S+SeqTrial (Insightful Corporation) (S-PLUS) S\SeaT
+SeqTrial

® EaST (Cytel) N/
- | Easts
® PEST 4 (University of Reading)

® Lan-DeMets Group Sequential Calculator
(University of Wisconsin)

e http://www.biostat.wisc.edu/landemets/
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Bl (90 ]

I Lan- DeMets Group Segential Galculations

File Compute Help
Compute Bounds

Analysis Parameters Spending Function
Interim Analyses &x ’5_' {1 <k125 Overall Alpha: I_EIT 0emll1m
Information times{th [Equally Spaced »| @et1l) Functiari
Tezt Boundaries: |Orne-Sided LI Truncate boundzs? 4o -

oM f#— REBXF

Z-Score
’7 Obzerved Z7 IN.; vl

“ O’Brien-Fleming ”

00 01 02 08 04 05 0a 07 08 0.9 1.

Time |fUpper || Hominal Cum
Boundd | Upr Alpha Alpha
1 0208 42202 0.00001 0.00001
2 o4gy 2883 0.00794 000194
3 060 229031 noove 00140
4 | D80y 19618 002459 002843
5 100N 1.7 0.04096 0.0s000
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o FRAELT=UMRER (L) D

@*ﬂ [ZIGCCEAEETES
o EHEBFE vs. 2D DETIAY

S5 Lk « Avs.B  a=0.05/2

e Avs.C a=0.05/2
by Bonferroni i&

C o TR LEZIZHLR
« Avs.B  a=0.05/3

= = . Avs.C  @=0.05/3
v - Bvs.C 0=0.05/3

k BEQD HLESEK = k(k-1)/2 by Bonferroni j&
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=
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B
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