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Ramucirumab plus Placebo plus
Articles fluoropyrimidine and cisplatin - fluoropyrimidine and
group (n=326) cisplatin group (n=319)
Median age, years 60 (51-68) 62 (54-68)
S
+ . . . . . s qs Male 214 (66%) 215 (67%)
3y M Ramucirumab with cisplatin and fluoropyrimidine as o 1 ) 104 35
A emale
first-line therapy in patients with metastatic gastric or -
junctional adenocarcinoma (RAINFALL): a double-blind, . i e
randomised, placebo-controlled, phase 3 trial Acian o S
Charles SFuchy Kohei Shitarg Maria DV Bortslomen, Soro Lonordi, Salah-E ddin AL Batran, EricVen (o tsem, DawidH Bson, Maria Alsing, Black or African American 2 {1%} 3 (1%}
lanCho, il Locy, Michd Du oreen, Goillerme Ariel Mende, Alejando Malina Alaves, Daizske Tak ahari Woset Mansoor, Peter CE rminger,
VernGarbounovg Tewll Wainberg, Susonna Hegewisch-Becker, David Fery, filin, Robarto Corlesi, Mapukh Das Manish A Shah RAINFALL Other 13 (4%) 11 (3%)
Study Group®
Data missing 17 (5%) 10 (3%)
Summary
Locet Onead 2003;30- 43035 Backgrownd VEGF and VEGF tecepeor 2 (VEGFR-2ymadtated sgmalling and angiogenests can comribuse o the ECOG performance status
Pubsbabed Ordie  Pathogenesis and progression of gasoic @ncer. We aimed 1o assess whether the addidon of mmucinumab, a VEGFR-2
. ;::1 s amiagomist monaclonal anethody, 1w frseline chemotharapy IMPTOves G0KCOMES 1N patents with MsEsENc @S or 0 141(43%) 143 (45%)
e 101005
1470 TSR 15 gasirc-pesophageal juncrlon adenocarcinoma. 1 185 (57%) 176 (55%)
i oirm pElestion by ethods For tiits double-bitnd, randomised, placebo-comrolled, phase 3 wrial done at 126 cenwres in 20 couneries, we z hic rectk
smnion first appaaredat TOCTUME patlemis aged 18 years or older with mewmsaic, HERZ-negihve fRsric of m@siro-oesophageal junceion Er A
thalarcat meyoredegy=n adenocarcinoma, an Eastern Cooperathve Oncology Group [ECOG) performance stams of 0 or 1, and adequare organ 5
Aerlan 1009 fumolgn. Eligible patlents were randomby assigned (1:1) with an Inpracthve web Tesponse syseem o receke clsplatin R i 37 (12%)
SeaCommart e 3 (B0 myg/m?, on the firs day) plus capechabine (1000 mg/m?, wwice datly for 14 days), every 21 days, and elther Europe 194 (60%) 205 (64%)
AREAL ey Lo amudimimah (8 mygkgy or placebo on days 1 and 8, every 21 days. 5-Fluorourad] (800 mg/m? imravenous infeslon
prncwd "'"“':::’:; on days 1-5) was permiteed in parents unable 10 tabem'pedrah‘p:l?_ The primary endpoin: was Investgatorassessed Japan 32 (10%) 28 (9%)
Valn Carar G S progresslon-iree survlval, anahesad by inenon e reat in the frse 508 padenis. We did a sensiv iy analysts of the
Camear Houttal, Naw Haenn,  PTIMArY endpodne, incleding a ceniral review of CT scans. Cverall survival was a key secondary endpoine. This smdy Other 48 (15%) 49 (15%)
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Findings Betwesn Jan 28, 2015, and Sept 16, 2016, 645 padents were randomly assigned o recetve ramu
fluoropyrimidine and dsplatin {n=326) or placebo plus fuoropyrimidine and cisplatn [n-=31%). Investlg
progresslon-free survival was signifimmly longer in the mmudnmab group than the placebo group
[HR]0-753, 955 CI 0-607—0-935, p=0-0106; median progression-free survihval 5-7 months [5-5-6-5] ¥
[4-5-5-7]). A senslth ity anakvsls based on cemral Independent revies of the radiological images did no
the imvestigavor-assessed difference in progression-iree sur bl (HR 0- 961, 953 C1 0-F65-1- 203, p=d-7
nao difference in overall survhal betvosn groups (- 962, 8- 803-1- 156, p=0- 6757; median overall suryhal
[9-9-11- 9] in the ramuctrumab group vs 10- 7 months [9-511- 9] in the placebo group). The most comm
adversa evants ware neEwropenta (85 [26%] of 323 pavlents in the ramudnimab group vs 85 [273] of 3151
group), anaemia (39 [123] w5 44 [143%]). and hypenension (32 [10%] = 5 [2%]). The Inddence of any-|
adverse evenes was 160 (30%) of 323 patems In the ramucirumab group and 149 (473€) of 315 patlens |
group. The most common serlows adverse evems were vomidng [14 [436] In the ramucirumab group v
placabo group) and dirrhoea (11 [3%] vs 19 [635]). There were seven deaths in each group, either
weatment or within 30 days of discominuing susdy wreatment, which were the result of weaimentre
evems. In the ramucirumab group, these adverse events wers aome kidney injury, cardiac armes:, gasiricl
periwonits, pneumothorax, sepuic shock, and sudden death (n=1 of each). In the placebo group. these a
wre cerehrovasoular accklent [n=1), muldple organ dysfunceion syndrome (o= 2), pulmonary embalism
(n=1j, and small imeestine perforatlon {o=1).

Interpretation Although the primary anakysls for progressionfree survhval was satistcally significant,
was ot confirmed In @ senslivity analysis of progression-fres survival by cenral independent revies
improve overall survhal. Therefore, the addivon of ramucinimab o dsplain plus fucropy imidine die
not recommended as firseline reziment for this patent populaton.

Funding El Lilly and Compamy.

Copyright @ 2019 Elsevlar Lud. All rights reserved.
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HR 0:753 (95% 1 0-607-0-535)
Log-rank p=0-011

MNumber at risk

{number censored)
Ramucirumabgroup 255

(0)
Placebo group 253

()

www thetncer comjoncoiogy Vol 70 Maech 205

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