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

Regorafenib monotherapy for previously treated metastatic
colorectal cancer (CORRECT): an international, multicentre,
randomised, placebo—controlled phase 3 trial

Axel Grothey®, EricVan Cutsem*, Alberto Sobrero, Solvatore Sieng, Alfredo Falcong, Marc Ychou, Yves Humblet, Olivier Bouché, Laurent Mineur,
Carlo Bn!one.AnlufncAdtn J sep Tabernero, Takayuki Y“h no, Heinz-Josef Lenz, Richard M Goldberg, Daniel | Sargent, Fre nrl’Cl‘or Lisa Cupit,
Andrea Wagner, Dirk Lavrent, for the CORRECT Study Group

Summary

Background No treatment options are available for patients with metastatic colorectal cancer that progresses after all
approved standard therapies, but many patients maintain a good performance sla‘rus and could be candidates for further
therapy. An international phase 3 trial was done to assess the muliik ib in these patients.

Methods We did this trial at 114 centres in 16 countries. Patients with documented metastatic colorectal cancer and
progression during or within 3 months after the last dard therapy were randomised (in a 2:1 ratio; by computer-
generated randomisation list and imteractive voice response system; preallocated block design (block size six);
stratified by previous with VEGF ing drugs, time from diagnosis of metastatic disease, and
geographical region) to receive best supportive care plus oral regorafenib 160 mg or placebo once daily, for the first
3 weeks of each 4 week cycle. The pnmary endpoint was overall survival. The study sponsor, participants, and
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investigators were masked 1o Efficacy analyses were by i ion to treat. This trial is regi:
at ClinicalTrials.gov, number NCT01103323.

Findings Between April 30, 2010, and March 22, 2011, 1052 patients were screened, 760 patients were randomised o

receive regorafenib (n=505) or placebo (n=255), and 753 patients initiated treatment (regorafenib n=500; placeba
n=253; population for safety The primary endpoint of overall survival was met at a preplanned interim
analysis; data cutoff was on July 21, 2011. Median overall survival was 6.4 months in the regorafenib group versus
5.0 months in the placebo group (hazard ratio 0.77; 95% CI 0-64-0.94; one-sided p=0-0052). Treatment-related

Randomisation was on the basis of preallocated block
sizes_(block size six) and was stratified by previous
treatment with VEGF-targeting drugs (yes or no; on the
assumption that not all countries would have access to
such agents), time from diagnosis of metastatic disease
(=18 months or <18 months), and geographical region
(North America, western Europe, Israel, and Australia;

Asia; and eastern Europe).
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Kubota K, et al. The Lancet Oncology. 2014;15(1):106-13.

Articles

>“» @ Etoposide and cisplatin versus irinotecan and cisplatin in
" patients with limited-stage small-cell lung cancer treated with
etoposide and cisplatin plus concurrent accelerated
hyperfractionated thoracic radiotherapy (JCOG0202):

ETOP+CDDP+RT# non-PD

arandomised phase 3 study

Kaorw Kubota, Toyoaki Hida, Satosl
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Lacet Oncol 2014; 15:106-13 - Background Four cycles of etoposide plus cisplatin and accelerated h\«perﬁactmnaled thoracic radiotherapy (AHTRT) is
he standard of care for limited-stage small-cell I| ng cancer (SCLC). Irinotecan plus cspl tin sg mificantly improved

overall survival compared with etoposide plus cisplatin for t..s SCLC. We
overall survival of patients with limited-stage SCLC.

¥ 1294 "

ETOP+CDDP

IRI+CDDP

u;': (_mprnl:lvt Oncolo gy(.mup (ECOG) performance status of 0-1, and adequ: In.m'ganl‘u ction

i ited-stage SCLC received one cycle of etoposide plus cisplatin f mtravenous etoposide
Hippo md s honl T kyo, 100 mg,fm on days 1-3; intravenous cisplatin 80 mp,.l’ m? on day 1) pll s AHTRT (1.5 Gy twice daily, 5 days a week, total
Jap ' 45 Gy over 3 weeks). Patients without progressive disease following induction therapy were randomised (1:1 ratio, using
W ment [ h a minimisation method with biased-coin assignment balancing on ECOG performance status [0 vs 1], response to
d stable d x:asc|
Randomisation was done using a minimisation method i
p] }s icians, and
]

with biased-coin __assignment balancing on ECOG

performance status (0 vs 1), response to induction
chemoradiotherapy (complete response plus near
complete response vs partial response and stable disease)
and institution. Patients, treating physicians, and
individuals assessing outcomes and analysing data were
not masked to treatment allocation.

1 these regi for

" Methods We did this phase 3 study in 36 institutions in Japan. Eligibility criteria included a geZD—?O years, Eastern
5. Eligible patients with
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‘ EB“E‘?’J‘%L\&\ Eb‘ﬂ] 5730\ Subcuticular Staples
J7OYVINTETTUINSGADELUS B | _sutures (1-562)  (n=518)
Age (years) 68 (61-75) 68 (61-74)
Sex
ARERTWHRORBL 7 NSV 388 (69:0%) 365 (70-5%)
20Y2IADIRENS >HAICIRDT 174(31:0%) 153 (29:5%)
Wbz ? Surgery
Upper gastrointestinal 385 (68-5%) 417 (80-5%)
Lower gastrointestinal 177 (31-5%) 101 (19-5%) 8
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Sorafenib(S) vs S+Cisplatin(SP)
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J Clin Oncol 33, 2015 (suppl; abstr 4076)
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Regorafenib monotherapy for previously treated metastatic
colorectal cancer (CORRECT): an international, multicentre,
randomised, placebo-controlled, phase 3 trial

Axel Grothey®, EricVan Cutsem*, Albarto Sobrero, Salvatore Sieng, Alfredo Falcong, Marc Ychou, Yues Humblet, Ofivier Bouché, Laurent Minewr,

Carlo Barone, Antoine Adenis, Josep Tabernero, TakayukiYoshino, Heinz-Josef Lenz, Richard M Goldberg, Daniel ] Sargent, Frank Cihon, Lisa Cupit,
Andrea Wagner, Diirk Laurent, for the CORRECT Study Groupt

Summary

Background No treatment options are available for patients with metastatic colorectal cancer that progresses after all
approved standard therapies, but many patients maintain a good performance status and could be candidates for further
therapy. An international phase 3 trial was done to assess the muliiki inhibi ib in these patients.

Methods We did this trial at 114 centres in 16 countries. Patients with documented metastatic colorectal cancer and
progression during or within 3 months after the last dard therapy were rand d (in a 2:1 ratio; by computer-
generated randomisation list and interactive voice response system; preallocated block design (block size six);
stratified by previous treatment with VEGF-targeting drugs, time from diagnosis of metastatic disease, and
geographical region) to teceive best supportive care plus oral regorafenib 160 mg or placebo once daily, for the first
3 weeks of each 4 week cycle. The primary endpoint was overall survival. The study sponsor, participants, and
investigators were masked to treatment assi Efficacy analyses were by i to treat. This trial is registered
at ClinicalTrials.gov, number NCT01103323.

Findings Between April 30, 2010, and March 22, 2011, 1052 patients were screened, 760 patients were randomised to
receive regorafenib (n=505) or placebo (n=255), and 753 patients initiated treatment (regorafenib n=500; placebo
n=253; population for safety analyses). The primary endp of overall survival was met at a preplanned interim
analysis; data cutoff was on July 21, 2011. Median overall survival was 6.4 months in the regorafenib group versus
5.0 months in the placebo group (hazard ratio 0.77; 95% CI 0-64-0.94; one-sided p=0.0052). Treatment-related
adverse events occurred in 465 (93%) patients assigned regorafenib and in 154 {61%) of those assigned placebo. The
most common adverse events of grade three or higher related 1o regorafenib were hand-foot skin reaction (83 patients,
17%), fatigue (48, 10%), diarrhoea (36, 7%), hypertension (36, 7%), and rash or desquamation (29, 6%).

Interpretation Regorafenib is the first small-molecule multikinase inhibitor with survival benefits in metastatic

EroWIn IAaclol (VEwl DEVAclZUMmap). N Daunenis wil  1a0on of MUIMOUr anglogenesls |V Eur KL IS0 KNown as

= mRIngS>oBE

(1= b f#4r)

wwewthelancetcom Vol 381 January 26, 2013
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We did statistical analyses with SAS (version 9.1 or
higher). Overall survival and PFS were compared be-

tween treatment groups with a stratified log-rank test;
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Crowley, John, and Antje Hoering, eds. Handbook of statistics in clinical oncology. CRC Press, 2012. p185-197
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