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Ramucirumab with cisplatin and fluoropyrimidine as
first-line therapy in patients with metastatic gastric or
junctional adenocarcinoma (RAINFALL): a double-blind,
randomised, placebo-controlled, phase 3 trial
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Summary
Background VEGF and VEGF recepor 2 (VEGFR-2ymediated sygmalling and anglogenests can contribause w0 the
pathogenests and progression afpsuKQMWenmdmmswhahamemumdmmmab AVEGFR-2

menocional anstbody, 10 firse-Itne ch Py tmp ourcomes In paients with metastatlc gaswric or
gastro-oesophageal juncrion adenocarcinoma.
Metheds For this double-biind, d, placebo- phaxe)maldmemuﬂmmmzommmswe
recrubted patlents aged 18 years or older with HER2-neg: gastric or gasy hageal juncion
adenocarcinoma, an Eastern Cmpennveomdogycmw (ECOG) performance swaws of 0 of 1, and adequate organ

Eligtble p were d {1:1) with an Imeracitve web response syseem 10 recebe cisplatn

{80 mg/m2, on the first day) plus capechabine (1000 mg/m?, wwice dafly for 14 days), every 21 days, and either

ramucirumab (8 mg/kg) or placebo on days 1and 8, every 21 days. 5-Flu 1l (800 mg/m? in

on days 1-5) was permiued In patients unable 10 ke capecizbine. The primary endpoln: was im

{ree survival, analysed by 10 wreat In the first 508 patlems. Wed!dasmsmv!yam!yslsoiﬂ!

prlmzrymdpolnnmdudmgacmmlmmdnmmﬂmﬂwnams&nMeMMLmsmh
1s regseered with ClintcalTrials. gov, number NCT02314117.

A

Findings Between Jan 28, 2015, and Sept 16, 2016, 645 p were randomk gned o recetve ramu
fluoropyrimidine and cisplaun (n-326) or placebo plus Auoropyrimidine and cisplatin (n-319). Investlg
progression-free survival was significamly longer in the mmudrumab group than the placebo group
[HR] 0-753, 95% CI 0-607-0- 935, p=0-0106; median progression-free survival 5-7 months [5-5-6-5]v
[4-5-5-7]). A sensitivity analysis based on cenwral independent review of the radiological tmages did no
the iInvesugator-assessed difference in progression-free survival (HR 0- 961, 95% C1 0-768-1-203, p=0-7
nao difference in overall survival between groups {0-962, 0-801-1-156, p=0-6757; medan overall survival
[9-9-11-9] In the ramucirumab group «s 10-7 manths [9-5-11-9] In the placebo group). The most comn
adverse events were nawropenta (85 [2656) of 323 patienss In the ramudrumab group vs 85 275 of 3151
group), anaemia (39 [12%] vs 44 [14%), and hypenension (32 [10%] s 5 [2%]). The Inddence of any-|
adverse events was 160 (50%) of 323 pademus In the ramuctrumab group and 149 (475€) of 315 patlems §
group. The most common serlous adverse evems were vomng (14 [436] In the ramuctrumab group vs

Bioum  glacabo group) and dizrrhoea (11 [3%] vs 19 [6%]). There were seven deaths in each group, efther
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treament or within 30 days of discontinuing sudy wearment, which were the result of reammensre
events. In the ramucirumab group, these adverse events were acuse kidney infury, cardtac arres, gaseric |
perionis, pneumothorax, sepuc shock, and sudden death (n-1 of each). Indmphmbogmp thsea
were cerebrovascular accklent (n-1), multiple organ dysfunciion synd (n=2), p

{n=1), and small inesiine perforatlon (o1,

3 hﬁerpwhbunAllhough the prlmuy amlysh for progresslornfree survival was siadsucally significant,
i 1§ ofip

Was Dot ¢ {ree survival by central Independent review
tmprove overall mhrhral. Thesefore, the additton of ramuctnsmab o dsplatin plus fuoropy imidine che

no ded as firseline wreatmem for this pavlen: populaton.

Progression- free survival (%)

604

40-

204

Ramucirumab plus Placebo plus
fluoropyrimidine and cisplatin  fluoropyrimidine and
group (n=326) cisplatin group (n=319)
Median age, years 60 (51-68) 62 (54-68)
Sex
Male 214 (66%) 215(67%)
Female 112 (34%) 104 (33%)
Race*
White 256 (79%) 264 (83%)
Asian 38 (12%) 31(10%)
Black or African American 2 (1%) 3(1%)
Other 13 (4%) 11(3%)
Data missing 17 (5%) 10(3%)
ECOG performance status
0 141(43%) 143 (45%)
1 185 (57%) 176 (55%)
Geographic region
North America 52 (16%) 37(12%)
Europe 194 (60%) 205 (64%)
Japan 32 (10%) 28(9%)
Other 48 (15%) 49 (15%)

1 ocation of nrimarnv tumour

—— Ramucirumab plus fluoropyrimidine/cisplatin

—— Placebo plus fluoropyrimidine/cisplatin
HR 0753 (95% C10-607-0.935)
Log-rank p=0-011

Number at risk

(number censored)

Funding Elf Lilly and Company.
Copyright i 2019 Elsevier Ltd. All rights reserved.

www.ihelaroe comyoncology Vol 20 Maxh 2019

Ramucirumabgroup 255

(0)

Placebo group 253

(0)

Charles S Fuchs et al. (2019) Lancet Oncol;20(3):420-435.

194 144
(32) (40)
179 141
(30) (26)

8
(54)

(42)

(59)
51
(45)

29
72)

(55)

15 7 2
(78) (83) (83)
12 1 1
(56) (61) (61)

(86)

(62)

(87)
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(62)
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g
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0 T T T T T T T £ T 1
a 2 4 b 8 10 12 14 16 18 20
Number at risk
(number censored
Ramucirumab groupl 255 154 144 89 60 29 i5 7 2 1 0
(0) (32) (40) (54) (59) 72) (78) (83) (85) (86) (87)
Placebo group) 253 179 141 78 51 21 12 1 1 0 0
(0) (30) (36) (42) (45) (55) (56) (61) (61) (62) (62)
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HR 0-753 (95% C1 0-607-0-935) B Median PFS
Log-rank p=0-011 :
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0 2 4 6 8 10 12 14 16 18 20
Number at risk
(number censored)
Ramucirumab group 255 154 144 89 60 29 15 7 2 1 0
(0) (32) (40) (54) (59) (72) (78) (83) (85) (86) (87)
Placebo group 253 179 141 78 51 21 12 1 1 0 0
(0) (30) (36) (42) (45) (55) (56) (61) (61) (62) (62)
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