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FOR THE majority of patients with lung cancer - 
about four fifths - whose tumors show ‘non-smal1 

cell’ histology, surgery remains the treatment of 
choice. Unfortunately, the poor physiological sta- 
tus of many subjects and the presence of locally 
advanced disease or distant mctastases means that 

most patients (80%) with ‘non-smal1 cel1 lung 
canccr’ (NSCLC) are inoperable from the outset. 

Even among apparently successfully operated pa- 
tients, the emergencc of occult metastases and the 
frequency of local tumor recurrence limit postop- 
crative long term (5-yr) survival rates to 20-30%. 
There is a manifest need, thcrefore, for an effective 
form of systemic treatment which, if it were avail- 

able, could be expected not only to prolong the 
survival of patients with advanced, inoperable 
disease but also, in an adjuvant setting, to improvc 

the prospccts for cure among surgically treated 
paticnts. Controlled studies number very fcw but, 

as yet, thcre have been none that have convincingly 
dcmonstrated significant survival benefit from che- 
mothcrapy in NSCLC. This applies to both single 
agent and combination chemotherapy, both for 
adjuvant studies and for patients with inoperable 
diseasr. 

By contrast, many NSCLC studies have demon- 
strated ‘activity’ among a variety of drugs or drug 

combinations whcn thc succcss of therapy has been 
mcasurcd in tcrms of objectivc tumor responses. 
Most of these studies fail to provide important data 
conccrning the influcncc of chcmotherapy on thc 
patient’s symptoms and quality of life. A measur- 
ablc tumor response does not necessarily imply 
symptomatic benefit, whilr trcatment relatcd toxic- 
ity might wel1 ncgatc any temporary improvemcnt 
in tumor rclatcd symptoms. ,4 survival advantagr 
has often been dcmonstratcd among paticnts rc- 
sponding to chcmothcrapy as compared to non- 
respondcrs. Howcvcr, thc lattcr generally comprisc 
a higher proportion of paticnts with cxtensivc 
discasc or relativcly poor performance status. It 
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has yet to be proven, therefore, that this survival 
benefit in ‘responders’ represents a genuinc effect 
of chemotherapy which is independent of prognos- 
tic factors. 

The different ‘mix’ of prognostic factors among 
patient populations in different studies makes com- 
parisons of treatment results fraught with difficul- 

ty. Controlled trials comparing single agents with 
combined regimes or studies contrasting two or 
more drug combinations are especially fcw. It is 
hardly surprising, therefore, that therc is littlc or 
no consensus of agreement as to either thc rolc of 
chemotherapy in NSCLC or what constitutcs the 
most effective form of chemotherapy. It is particu- 

larly salutory to note that the initial enthusiasm 
generated in the past for a variety ofdrug combina- 
tions, generally based on rcsults in single institu- 

tions, has had to be moderated whcn thc samc 
rcgimens have been re-assesscd in largcr, more 
carefully designed studies by co-opcrativc groups 
[ 1, 21. This lack of reproducibility may in part 
reflect variations in the pretreatment charactcris- 
tics of thc patient populations. Howcvcr, a recent 
review of single agent chcmothcrapy in KSCLC [ 3 1 
has highlighted thc low order of activity (< 15% 
mcan response ratc) of ‘convcntional’ agrnts (cyc- 
lophosphamidc, adriamycin, mcthotrcxatc, 
CCNU) that have hithcrto figured so promincntly 

in combined trcatment regimcns. 
Collected data (3, 41 have shown mcan response 

rates of >15% for only four agcnts: ifosfamidc 
(26%), cisplatin (20%), mitomycin C (20%) and 
vindcsinc (17%). Other agents as yct inadcquatcly 
studied (triazinatc, mitoxantronc, nrw cisplatin 
analogues) or wel1 tried drugs (adriamycin, vinb- 
lastinr, ctoposidc, procarbazinc, hcxamcthylmrla- 
mine, dibromodulcitol) when uscd in altcrnativc 
doses or schcdulcs may yct show a similar order of 
single agent activity. Understandably, howcver, 
thc focus of invcstigation has turncd upon these 
newer. morc active drugs. In particular, the com- 
bination of vindesinc and cisplatin, thc subject of a 
rcccnt contribution to thisjournal [5] has attracted 
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considcrable attention. Favourable reports for this 
and othcr cisplatin-based combinations have 
tendcd to cncourage a degrce of optimism resulting 
from thc notion that effcctive chemotherapy for 
NSCLC is now available. It has becomc pertinent 
to ask, therefore, whether vindesine-cisplatin, or 
indced any other regime, can have reasonable 
claim to be used as ‘standard’ treatment, having a 
routine place in the management of NSCLC. 

The therapeutic activity of vindesine-cisplatin 
(VDS/DDP) in NSCLC was first commented upon 
by Gralla et al. [6] in a series of 85 patients, none of 
whom had received prior chemotherapy while al1 
but threc subjects had distant metastases. Patients 
were randomly assigned to receive vindesine with 
either high dose (120 mg/m’) or low dose (60 
mg/m’) cisplatin. The mean response rate of 43% 
did not differ significantly in the two treatment 
groups. However, the high dose cisplatin regimen 
was found to be significantly superior to the low 
dose regimen in terms of both median duration of 
response (12 months vs. 5.5 months) and median 
survival duration among ‘responders’ (21.3 months 
vs. 10 months). Al1 responding patients apparently 
either improved in performance status or main- 
tained their initial status and this was often associ- 
ated with symptomatic benefit. 

In genera1 co-operative group trials have tended 
to confirm the ‘activity’ of VDS/DDP in terms of 
objective remission rates with, most significantly, a 
smal1 proportion of patients in most series achiev- 
ing a complete tumour response (CR) - a rare 
occurrence in earlier studies using ‘conventional’ 
agents. In the most recently published study [5], a 
33% response rate (8% CRs) was recorded in 63 
patients using a regime (cisplatin 100 mg/m’) 
similar to that described by Gralla. In this study 
nearly half of the subjects (48%) had disease 
initially limited to the chest, al1 patients were of 
good performance status and, as in Gralla’s study, 
none had received prior chemotherapy. Despite this 
favourablc ‘mix’ of prognostic factors both the 
median response duration (4 months) and median 
survival duration for responders (14 months) were 
disappointingly short. Using a similar regime with 
an idcntical dose of cisplatin in a similar patient 
population, our own group experience of VDS/ 
DDP [7] is in remarkably close agreement with 
these findings: 33% objective response ratc in 43 
cvaluable patients; median response duration, 4 
months; median survival duration of “rcspondcrs”, 
13 months. In this randomized study, VDS/DDP 
proved to be superior to VDS as a single agent both 
in terms of response rate and survival. This surviv- 
al advantage was relatively small, however, with 
overall median survival times of 9 months and 4 
months for the two arms, respectively (unpub- 
lished data based on 2-yr survival figures). Furth- 

ermore, the survival bcnefit associated with VDS/ 
DDP was not apparent among patients with exten- 
sivc stage disease and was confined to patients with 
favourable prognostic factors. 

In both U.K. studies treatment was often fol- 
lowcd by a deterioration in performance status 
even among responding patients. Furthermorc, 
subjective treatment toxicity was considerable and 
cumulative effects prevented continuation of che- 
motherapy beyond 20 weeks in either study. 
Ncurotoxicity and myelotoxicity of either moderate 
or severe degree can be expected in 59% and 33% 
of patients, respectively [6]. 

Using vindesine and cisplatin as a basic regimen 
various attempts have been made to improve rc- 
sponse rates by the use of additional ‘active’ 
agents. Comparable response rates, ranging be- 
tween 30 and 40% have been achieved using 
VDS/DDP in combination with cyclophosopha- 
mide [8], cyclophosphamide plus adriamycin [8], 
bleomycin [9] and etoposide [ 101, with no clear 
advantage for any of these potentially more toxic 
regimens. A preliminary report suggesting an im- 
proved response rate, but without greater toxicity, 
using mitomycin C in combination with VDS/ 
DDP needs confirmation (Kris MG et al. Abstract 
No. 225, ASCO 1984). 

By definition “standard” chemotherapy for any 
tumour type should represent the best available. 
While VDS/DDP has certainly produced consis- 
tent results, there are few comparative data to 
suggest that any combined regimen is clearly su- 
perior to another or indeed that any drug combina- 
tion is superior to any of the most active single 
agents. The study comparing VDS with VDSI 
DDP [7] is in fact one of only two existing rando- 
mized studies in NSCLC that have provided une- 
quivocal evidente of superior response ratcs 
favouring drug combinations over single agents, 
the other study having compared dianhydrogalac- 
titol with the combination of cyclophosphamide, 
adriamycin and cisplatin (CAP). Most of the avail- 
able data relates to agents with minima1 single 
agent activity and further controllcd studies seem 
warranted comparing the more active drugs used 
singly and in combination. 

While rcsults comparable to those achieved with 
VDS/DDP have been claimed for CAP, this has 
nat been a consistent finding [2]. Equally repro- 
ducible results have been obtained, howevcr, with 
other cisplatin-based combinations. Vinblastine 
appears as effcctive as vmdesine in combination 
with DDP (Kalman LA et nl. Abstract No. 201, 
ASCO 1983). Longeval and Klastersky [ 1 l] re- 
ported a 38% response rate among 94 NSCLC 
patients using etoposide/DPP, and in a rando- 
miscd comparison (Dhingra HM et al. Abstract 
NO. 220, ASCO 1984) this combination was as 
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cffectivc as VDS/DDP in tcrms of response ratc, 
responsc duration and survival of responding pa- 
tients. In an important ongoing study of metastatic 
NSCLC (Ruckdcschcl JC et al. Abstract No. 171, 
ASCO 1984), VDS/DDP is the subject of a rando- 
mised comparison with ctoposide/DDP, mitomy- 
cin C/vinblastinc/DPP and CAMP (cyclophospha- 
midc, adriamycin, methotrcxate, procarbazine). 
Based on preliminary results in 551 patients no 
clear advantage has been demonstrated for any of 
these combinations in terms of either response rate 
or median survival. Furthermore, CAMP proved 
significantly less toxic than each of thc cisplatin 
containing regimens. 

CONCLUSIONS 
Thc combination of cisplatin with either vinde- 

sint, vinblastine or etoposide can be expected to 
yield consistently reproducible objective tumour 
rcmission rates ranging between 30 and 40% in 
series of patients with inoperable NSCLC. Where- 
as tumour responses even of relatively brief dura- 
tion might prolong survival in some patients, the 
magnitude of this survival benefit is unclear but is 
probably smal1 and at least partially dependent 
upon prognostic factors. Treatment trials have 
placed insufficient emphasis upon the evaluation of 
patients’ quality of lift or the palliative as opposed 

to the toxic effects of chcmotherapy. Improved 
performance status can be cxpccted in patients 
achieving a completc remission, but this applies to 
only a smal1 minority (5-10%) of paticnts rccciv- 
ing thc cisplatin-bascd regimens cited above. Thc 
symptomatic benefit conferrcd by partial tumour 
rcsponscs is less clcar-cut. Controllcd studies arc 

nccded thercfore to comparc thc quality vs. quanti- 
ty of lift in treated patients with controls receiving 
supportivc treatment only. Until such a study 
provides more substantial cvidence of thcrapeutic 
bencfit none of the most ‘activc’ drug combinations 

currently available can be regarded as having a 
standard place in the management of NSCLC. If 
VDS/DDP or any othcr cisplatin-bascd rrgimc is 
accepted as standard treatment, invcstigativc stu- 
dies must of nccessity bc pcrformed in prcviously 
treatcd patients in whom impaircd rcsponsivcnrss 
to ‘second lint’ agents can be confidcntly prr- 
dictcd. On present cvidence, it would scrm un- 
rcasonable to allow any such chcmothcrapy stan- 
dard to prejudice thc scarch for stil1 morc activc 
agents than thosc currently availablc. NSCLC 
should rcmain thcrefore an invcstigative proposi- 
tion. 
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