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Combination chemothe rapy as the first line in the 
management of locally advanced epidermoid carcinoma 

of the head and neck region in Nigerians 

F. A . D U R O S I N M I - E T T I A N D O . B . C A M P B E L L 
Department of Radiotherapy, Lagos University Teaching Hospital, Lagos. Nigeria 

S u m m a r y 

Of c a n c e r pa t ien ts in Niger ia . 9 2 % r e p o r t at a 
la te s tage b e f o r e t r e a t m e n t . T h o s e with 
t u m o u r s of the head and neck reg ion in par t i -
cu la r , pose ser ious p rob l ems with m a n a g e m e n t . 
T h e i r a d v a n c e d disease m e a n s tha t t h e y a r e 
o f t e n i nope rab l e and results of t r e a t m e n t by 
r ad ia t ion a re p o o r because the d o s e is l imi ted to 
w h a t t h e t issues can to le ra te a n d a l so b e c a u s e 
t h e l a rge r the t u m o u r vo lume invo lved , t h e less 
t h e a m o u n t of radia t ion dose poss ib le , s o t h e 
r e s p o n s e is p o o r . T h e p r o b l e m is m a d e w o r s e 
by i n a d e q u a t e r ad io the rapy faci l i t ies . A t t h e 
t ime of t h e s tudy only o n e m o d e r a t e l y e q u i p p e d 
r a d i o t h e r a p y c e n t r e se rved t h e w h o l e of Nige r i a 
(wi th a popu la t ion of KM) mil l ion) a n d ne igh-
b o u r i n g G h a n a , S i e r r a -Leone a n d t h e C a m -
e r o o n s . T h e r e is usually a pa t ien t wa i t ing list of 
a b o u t 3 - 4 m o n t h s at any t i m e , t h u s m a k i n g 
p r o m p t t r e a t m e n t impossible . T h e s e local p r o b -
l e m s a n d the search for an a l t e rna t ive a p p r o a c h 
led t o this prospect ive s tudy , which t o o k p l ace 
b e t w e e n 1980 a n d 1984. T w o h u n d r e d a n d f ive 
adu l t pa t i en t s with histologically p r o v e n , a n d 
locally a d v a n c e d , ep ide rmoid c a r c i n o m a in t h e 
h e a d a n d neck region were given c o m b i n a t i o n 
c h e m o t h e r a p y with Vincris t ine, B l eomyc in a n d 
M e t h o t r e x a t e as the first line of m a n a g e m e n t . 
T h e r e was a t u m o u r regress ion r a t e of 6 8 % 
( c o m p l e t e + par t ia l ) , such that f u r t h e r t r ea t -
m e n t with surgery , r ad io the rapy , o r a c o m b i n a -
tion of bo th was then possible . 

Correspondence: Dr F. A. Durosinmi-Elti. 
Consultant Radiotherapist and Oncologist, Lagos 
University Teaching Hospital. PMB 12003. Lagos. 
Nigeria. 

R e s u m e 

Ouatre-vingt-douze de maladcs cancer au Nigeria 
se p r e s e n t t r o p tard pour la t ra i temcnt . Ceux 
avec les t u i n c u r s d a n s les regions de la tete et le 
cou p o s e les p r o b l e m s grave de ( 'administration 
oil a c a u s e du gravi te de leur maladies il ne pas 
poss ib le de fait un opera t ion et les resultats du 
t r a i t e m c n t p a r radiat ion sont pauvre parceque 
la d o s e a res t re in te a ce q u e les tissues peuvent 
to lerer . U n au t re raison est que les tumeurs plus 
g r a n d d e m a n d e un montan t moins de radiation 
et p a r c o u s e q u e n t la r eponse pauvre . La prob-
lem se mit p lus grave par les installations 
r a d i o t h e r a p i e i n a d e q u a t e , ou une centre 
r a d i o t h e r a p i e servir la nat ion de 100 million 
p e u p l e s p lus a u t r e pays de I 'Afr ique occidentale 
c o m m e G h a n a , S ie r r a -Leone et Cameroon . Ces 
p a y s n ' o n t p a s les instal lat ions rad io therapie . II 
y ' ava i t t o u j o u r s un liste d ' e n t e n t e de maladcs 
d e 3 a 4 no i s chacque fo i s . un si tuation qui fait la 
t r a i t e m c n t r ap ide impossible. Ces problemes 
locales et la r echerche pour les alternatif 
a b o u t i r a e n t r e p r i s e cet e tude prospectif entre 
1980-1984. 205 ma ladcs adu l tes avec carcinoma 
e p i d e r m o i d d e la region de la te te et le cou 
d e m o n s t r e e pa r I 'analyse histologique ont rcqu 
t r a i t e m c n t c h e m o t h e r a p i e combine de vincri-
s t i n o , B l e o m y c i n , M e t h o t r e x a t e c o m m e le pre-
m i e r l igne d e r a d m i n i s t r a t i o n . II y'avait un taux 
d e r e g r e s s i o n du t u m e u r s de 68% (Comple t + 
pa r t i c l ) tel q u e la t r a i t emcnt supplementa i re 
a v e c o p e r a t i o n , r ad io the rap ie cu un combina-
t ion de t ous les deux etait possible. 

I n t r o d u c t i o n 

T u m o u r s of t h e h e a d and neck region account 
f o r 16% of all t u m o u r s seen and managed at the 
o ldes t r a d i o t h e r a p y unit in Niger ia , s i tuated at 
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the Lagos University Teaching Hospital . These 
tumours rank third af ter carcinoma of the 
cervix (26 .3%) and carcinoma of the breast 
(24 .2%) [ 1). Of all tumours seen, 92% present 
with late and advanced metastatic disease [ l | . 
Pat ients with tumours in head and neck region 
usually present with huge unilateral or bilateral 
neck nodes and disease so severe that surgery 
and radiotherapy are not technically possible in 
most cases. At the time of the study. Nigeria, 
with a population of about 100 million people , 
had only one moderately equipped radio-
therapy centre, which catered for about 5000 
cases each year who were referred from all over 
Nigeria, and the neighbouring West Afr ican 
States of Ghana . Sierra-Leone and the Came-
roon*. 

There is usually an average waiting list of 3 - 4 
months before patients are given radiotherapy. 
The late presentation and the inevitable and un-
acceptably long patient waiting list for palliative 
radiotherapy led to the search for an al ternative 
approach whereby chemotherapy was of fered 
as the first line of management . The pr imary 
aim is to debulk the tumour before fur ther 
treatment with surgery, radiotherapy or both . 
Although overall patient survival may not 
necessarily be influenced by this approach , 
there is worthwhile palliation of the pat ients ' 
symptoms, and improved quality of life as a 
result of the disappearance of the massive swell-
ings on the face and neck of these patients. 

Patients and methods 

Two hundred and forty-six patients, aged 16 
and above, who presented with advanced histo-
logically proven epidermoid carcinoma in the 
head and neck region between 1980 and 1984, 
were included in this study. Only 205 patients 
were found evaluable. Reasons for exclusion 
from analysis included lack of histological proof 
of epidermoid origin in 19 patients; long dis-
tance from referral centre , making follow-up 
impossible (10 patients); those who had less 
than four courses of chemotherapy due to 
financial constraints or other reasons (seven 
patients); poor general condit ion (four 
patients) and drug reaction (one pat ient) . 

Baseline investigations on admission to the 
study included a full haemogram, platelet 
count , assessment of urea and electrolyte 

levels, and liver funct ion tests. Radiological 
invest igat ions included X-rays of the skull and 
chest . A full clinical examinat ion with the re-
cording of all measurab le lesions was done , and 
clinical pho tog raphs were taken before and 
a f t e r at least four courses of chemotherapy 
w h e n e v e r possible. 

T h e c h e m o t h e r a p y regime employed was a 
combina t ion of Vincrist ine 1.4 m g / n r (max 2 
mg) . Bleomycin 10 m g / n r and Methot rexa te 30 
m g / n r , given in t ravenously once every 3 weeks, 
subjec t to a sat isfactory blood count with l i b 
over 10 g/dl . W B C over 3000/mnv\ and a plate-
let count over l(K),(K)0/mm3. 

A min imum of six courses were given. 
Assessment of response was d o n e af ter the 
four th course . C o m p l e t e response (CR) was 
recorded when the re was a total d isappearance 
of all visible t u m o u r , which was sustained for at 
least 6 weeks . Partial r esponse ( P R ) was 
achieved with ^ 5 0 % reduct ion in the sum of 
the p roduc t s of the longest perpendicular dia-
mete r s of the measu rab le d isease . No response 
( N R ) was r eco rded when the re was no change 
in the size of any m e a s u r a b l e lesion o r < 50% 
reduct ion of m e a s u r a b l e disease . Progression 
(I*) was r eco rded when the re was < 50% 
increase in the sum of the products of the 
largest pe rpend icu la r d i a m e t e r of any measur-
able lesion. 

Results 

A total of 205 pa t ien t s , 113 males and 92 
females , were included in the study. T h e age 
ranged be tween 16 years and 75 years, with a 
mean of 45 years . T a b l e 1 shows the distribu-
tion by site and f r equency of the tumours under 
review. Ca rc inoma of the nasopharynx and the 
a n t r u m accoun ted for 54 .2% of all the tumours 
in the s tudy. T h e presen t ing fea tures included 
the p resence of a huge uni la teral or bilateral 
neck swelling in 7 2 % (Fig. 1), visible swelling 
on face , nose or oral cavity in 45%. The pri-
mary facial swelling and neck nodes were ulcer-
a ted in 5 5 % of the cases (113 pat ients) . Some of 
the pa t ients had ma lodour f rom these infected 
ulcers. T h e odour was well control led with the 
topical appl icat ion of met ronidazole in a large 
n u m b e r of these pat ients |2). T h e cranial neuro-
pa thy was largely conf ined to patients with 
t umour s of the nasopharnyx . Four teen patients 
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Table I. The distribution by site and frequency of the 
tumours reviewed 

Tumour site 
No. 

cases % 

Nasopharynx 69 33.7 
Antrum 42 20.5 
Larynx 37 18.1 
Oral cavity 22 10.7 
Oropharynx 17 8.3 
Metastasis (undetermined primary) 13 6.3 
Others 5 2.4 

( 7 % ) requi red t racheostomy to rel ieve the i r 
r e sp i r a to ry distress. T h e o t h e r p r e sen t i ng fea-
t u r e s a r e as shown in Table 2. A n analys is of the 
h i s topa tho logy report showed tha t 4 5 % had 
p o o r l y d i f fe ren t ia ted squamous cell c a r c i n o m a 
whi le 2 1 % had a wel l -d i f ferent ia ted les ion. 
T h e r e was no histological g rad ing in 3 4 % , 
r e p o r t e d only as ep idermoid c a r c i n o m a . 
R e s u l t s following c h e m o t h e r a p y a l o n e a r e as 
s h o w n in Tab le 3. A tumour regress ion r a t e 
( c o m p l e t e and part ial) of 6 8 % was o b t a i n e d . 
T h e t u m o u r regression is f u r t h e r e n h a n c e d by-
f u r t h e r t rea tment with radia t ion , surgery o r a 
c o m b i n a t i o n of both . T h e s ide-ef fec ts o b s e r v e d 
f r o m c h e m o t h e r a p y are as shown in T a b l e 4. 
T h e t i redness that usually occur red wi th in 24 h 
of c h e m o t h e r a p y d isappeared within 72 h. T h e 

Table 2. Signs and symptoms at presentation 

Table 3. Tumour response to chemotherapy 

Response No. % 

Complete response 32 16 
Partial response 107 52 
No response 37 18 
Progression 29 14 

c h e m o t h e r a p y reg ime was well tolerated and 
t r e a t m e n t was discont inued in only one patient 
w h o had severe oral mucositis, lip oedema and 
s o m e b leed ing f r o m the lips; which did suggest 
m e t h o t r e x a t e toxicity. 

Discussion 

T h e late p re sen ta t ion for t rea tment by patients 
with h e a d and neck cancers in Nigeria, coupled 
wi th the long wait ing list be fore radiotherapy of 
these most ly inoperab le tumours , led to this 
s tudy o n the eva lua t ion of combinat ion chemo-
t h e r a p y as a first line of management . T h e 
resul t s o b t a i n e d a re very encouraging. Advan-
tages o b t a i n e d include a debulking of the 
t u m o u r , thus mak ing fur ther t rea tment by 
su rge ry o r i r radia t ion possible. T h e patient also 
o b t a i n s a psychological boost through the 
g r a d u a l r educ t ion in the size of his tumour. 
O t h e r a d v a n t a g e s gained f rom this approach in-
c lude the possibility of enhancemen t of the 
e f f ec t of r ad io the rapy following adequate 
t u m o u r regress ion , particularly with the non-

Frequency % itself . 

Symptom/sign No. overall 

Table 4. Observed side-effects 
therapy 

following 
Neck mass — unilateral 
Neck mass — bilateral 

103 
45 2 } ' » 

Table 4. Observed side-effects 
therapy 

following chemo-

Ulceration over head, neck 
swelling 113 55 Side-effect No. % 

Swelling face, nose or 
mouth 92 45 Tiredness 72 35.1 

Foetor oris 52 25.4 Nausea 32 15.6 
Bleeding from tumour 
Nasal obstruction 

35 
27 

17.1 
13.1 

Vomiting 
Fever 

12 
15 

5.8 
7.3 

Cranial neuropathy 
Anaemia 
Pour nutritional state 

25 
22 
22 

12 
11 
11 

Leukopenia 
Thrombocytopenia 
Oral mucositis (severe) 

27 
34 

1 

13.1 
16.6 
0.5 

Tracheostomy 14 7 Oral mucositis (mild) 7 3.4 
Poor oral hygiene 8 4 Thrombophlebitis 5 2.4 
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Fig. I. Partial response to chemotherapy: (a) before, (b) after treatment. Near complete response to chemo-
therapy: (c) before, (d) after treatment. 
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Effective single agents that have b e e n used 
against epidermoid carcinoma in the h e a d and 
neck region include methot rexate , c is-plat inum 
bleomycin, 5 fluoro-uracil, hydroxy-urea , the 
vinca alkaloids, cyclophophamidc a n d dox-
orubic in . Combination chemotherapy has b e e n 
shown to provide a better result than single 
agent chemotherapy, although the survival may 
not necessarily be improved [3]. Response ra tes 
to combinat ion chemotherapy a rc also k n o w n 
to be higher in previously un t rea ted pa t i en t s 
t han in those patients t reated a f t e r fa i lure of 
local therapy |4,5). 

This chemotherapy regime was well toler-
a t e d , with a response rate of 6 8 % . T r e a t m e n t 
was withdrawn in only 0 .5%. T h u s , this ap-
proach is particularly suitable in Niger ia , con-
s ider ing the local problems. T h e d rugs used in 
combina t ion are also regularly avai lable , and 
the prescribed regimen is simple a n d with 
a d e q u a t e guidelines can be safely admin i s t e red 
e v e n at peripheral hospitals. T h e pa t ien ts may 
then be reviewed at the specialist hospi ta l at 
prescr ibed intervals where more specialist t rea t -
m e n t such as radiotherapy or surgery a re 
o f f e r e d . 
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