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CORRECT s S ODATtE T AL E IR
2nd |ine, SEIEMXIRE - A Lan-Demets alpha spending function
determined the monitoring boundary for efficacy
1 so the overall false positive rate (a) was less than
S5 >4 LET or equal to 0-025 (one-sided).
| « The alpha spending function was the O’Brien-
2251§|J‘ 1 5054 Fleming type boundary specified. Boundaries
| Placebo | Regorafenib were specified to stop the study for efficacy or
futility on the basis of the actual number of
(IE#£585%) (GlERiaRR) events included in the analysis.
Primary endpoint : OS e At the second interim analysis, the study was to
Eflg = 2.5% be stopped for futility if the HR (regorafenib over

_ o placebo) was 0-9006 or greater, and for efficacy if
Power = 90% the one-sided p value was less than or equal to
N(event) = 690(582) 0:009279, roughly corresponding to an HR
(regorafenib over placebo) of less than or equal to
0-7864.

e O’'Brien-FlemingBDOaiHEREA = > CTER/KEZRE

o 2[MIEHMHRIAEF T, p<0.009279 RSB
Grothey A et al. The Lancet. 2013;381(9863).303:12. 11




FalCESIEBEE/KEaZzplEN TRIDEBEZIPRIE

Overall survival (%)

100

757

50

25

—&— Regorafenib 160 mg
—®- Placebo

HR 0.77 (<0.7864) 95%CI[0.64-0.94],
p=0.0052(<0.009279)

0
0

Mumber at risk
Regorafenib
Placebo

zli é é 10 12 14
Maonths after randomisation

352 187 93 33 7

150 75 32 9 3

Grothey A et al. The Lancet. 2013;381(9863):303:12. 12



FREIf%4R T #E3h R LE D

NCCTG N1047/ 5 S DR ET LB DIRA%
« The decision to terminate enroliment was made by the

study team following a recommendation from an
external data and safety monitoring committee (DSMC)

Stage III colon cancer
Wild-type KRAS

‘ review of a nonprespecified conditional power analysis.
5249 LEUY « At the time of the second planned interim analysis, the
90944 | 95445 results indicated that the experimental group would not
be better than the control group.

I mFOLFOX6 I MFOLFOX6 + Cet | . Based on this information, the authors informed the
DSMC for the trial through a confidential presentation of

(FR#ERE) (GARiaHR) the analysis.
primary end point * DFS « The DSMC then voted to recommend closure of accrual
g = 5% to the trial, with the study team then being informed of

P — 90% this recommendation. With this recommendation, the
ower = 0 study team was obligated to either halt accrual or to
N(event) = 2070(515) provide additional information to the DSMC to alter their
decision.
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e Non-prespecified/REEATIER(CE DN TDSMCHV RN L Z Ehes

e Alberts SR et al. JAMA. 2012;307(13):1383-93. 13
« http://www.jco.ascopubs.org/content/suppl/2013/04/01/1C0O.2012.46.2457.DC2/Pratocol_4ex4s/ysdf
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