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Adj uvant Chenot herapy I n Conpl et el y Resect ed Non-

Smal | - Cell Lung Cancer

International Adjuvant Lung Cancer Trial Coll aborative G oup
G spl ati n-Based Adj uvant chenot herapy in Patients with Conpl etely resected Non-Snal | -

Cel | Lung Cancer.
N Eng J Med 2004; 350( 4) : 351- 60

SUMMARY

The rol e of Adj uvant chenot herapy i n conpl etel y
resected Non-Smal | -Gl | | ung cancer is not cl ear
despi te a nunber of randomzed controlledtrials
over the years. Anmeta-anal ysis! earlier has
suggested that cisplatin based adjuvant
chenot her apy coul d yi el d an absol ut e overal |
survi val advantage of 5 percent at five years. The
nmai n obj ective of this study was to conpare t he
effect onoveral | survival of adj uvant chenot her apy
consi sting of cisplatinplus avinca al kal oi d or
et oposi de wi th that of no adj uvant chenot her apy
inpatientswth conpl etel y resect ed non-snal | -cel |
| ung cancer .

The st udy was conduct ed i n 148 centres across 33
countries. Each centre chose its chenot her apy
options before the study began. G splatinat doses
varyi ng from80- 120ngy/ ni for 3-4 cycl es every 21-
28 days were conbined with either vinca
al kal oi ds(vi ndesi ne 3ng/ nt or vi nbl asti ne 4 ny/
nt or vi nor el bi ne 30 ny/ nf) weekl y or et oposi de
100 ngy/ nifor 3 days wi t h each dose of cispl atin.
Post oper ati ve radi ot her apy, when del i vered , was
gi ven after conpl eti on of chenot herapy, in
chenot her apy group. The el i gi bl e patients were
bet ween 18- 75 years of age, had pat hol ogi cal | y
docunent ed non-snal | —cel | | ung cancer of stagel,
1, or 111, and had under gone conpl et e resecti on.
No pri or chenot herapy or radi ot herapy was
al | oned, and had no previ ous mal i gnancy. They
wer e random y assi gned to the adjuvant —
chenot her apy group or control group through a
central i zed random zati on systemat |nstitut
Qust ave- Roussy i n France. | n the chenot her apy
group, the assigned treatnent was to start wthin
60 days after surgery and wi thin 14 days after
randonm zat i on.

The prinary end poi nt was overal | survival after
randoni zat i on. Secondary end poi nt s wer e di sease
free survival, second prinmary cancers, and adver se
effects. Al anal yses were perforned strictly
accordingtotheintention—to-treat principleand
i ncluded al I random zed. Gox nodel was used for
anal yses.

Atotal of 1867 patients underwent random zation
fromfebruary 1995 t o 31% decenber 2000. N ne
hundred and thirty two patients were randony
assi gned t o t he chenwot her apy group and 935 to the
control group. Baseline characteristics of the
patients were nat ched i n both groups for age, sex,
stage, type of surgery, perfornance status and
hi st ol ogi cal subtype. The nobst common
chenot her apy opti on chosen was 100 ng/ n of
cisplatinfor 3-4 cycl es wth et oposi de hovever, 7.8%
di d not recei ve chenot her apy. Seven patients di ed
of toxic effects of chenot herapy. Among 572
patients assigned to recei ve adj uvant thoraci c
radi ot herapy, 70.4%of those in the chenot her apy
group and 84.2 %n the control group receivedthis
treat nent .

Among t he 1867 randoni zed patients , 973 died :
469 i n t he chenot her apy group and 504 i n t he contr ol
group. The five year survival rates were 44. 5%in
t he chenot her apy group and 40. 4%i n t he contr ol
group (p<0.03). There were 518 events (di sease
progressi on or death )in the chenot her apy group
and 577 in the control group. The di sease- free
survival rate was significantly higher inthe
chenot her apy gr oup( p<0. 003) .

Comment

Rol e of adj uvant chenot herapy i n conpl etely
resectabl e non- snall cell lung cancer is uncl ear
and debat abl e as per reconmendations of
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Areri can Col | ege of Chest Physicians and t he
resul ts of neta-anal ysi s whi ch showed 5%absol ut e
i nprovenent in survival wth cisplatin based
chenot herapy but failedto reach statistical
si gni fi cance. +2 Ther ef or e concl usi ons of t he above
study may not be entirely significant. Subset
anal yses of patients di dnot showsignificant
difference in deat hs between the two arns i n & age
| and I'l. However, nodest i nprovenent in overall
survival was seenin Sagelll. Smlarly PCRT
net a anal ysi s has shown t hat adj uvant radi ot her apy
isdeleteriousinconpletelyresected Sagel and ||
tunmors and did not inprove survival in Stage |l
patients®. Therefore inthe present study benefits
of chenot her apy may be an overestination, as
i ncreased nunber of deaths in control group nay
have been because of radi ot herapy as nore pati ents
incontrol group recei ved radi ot her apy.

Recently trial s usi ng neoadj uvant chenot her apy
fol | owned by surgery have shown i nproved survi val
conpared to surgery aloneinresectabl e stage |11

Vol. 25 No. 2, 2004 33

di sease. “SHowever |imtation of these studi es has
been smal |l nunber of patients. Therefore
random zed trial s conpari ng neo adj uvant and
adj uvant chenot her apy wi t h newer drugs |ike
pacl itaxel , carboplatin, and gentitabi ne nay find
best mul ti nodal i ty approach i n | ung cancer.
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