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INTRODUCTION Concurrent radio-chemotherapy has proved 
not only to be successful, but even feasable and tolerable, 
although radiation oncologists have long becn warned by 
radiobiologists to put both modalities together, being 
aware of an uncomfonable probability of severe late effects. 
Chemotherapy (concurrent or sirnultaneous or concomitant 
to radiotherapy) has now an unquestioned indication in the 
treatment strategies of cancer of the lung, the esophagus, the 
pancreas, the rcctum and the anal canccr. The simultaneous 
use of chemotherapy has surprisingly nol yet proved to be of 
any sustantial benefit in thc treatment of head and neck 
carcinoma except nasopharynx tumors. ln these tumors, the 
concurrent use of chemotherapy results in a significant 
reduction of hematogeneous metastases. 

CONCURRENT CHEMO-RADIATION IN CERVIX CARCINOMA The 
classical study concerning this subject is the one by 
Hreschchyshyn ( 1 ), which is based on the experiences made 
by Piver (2). ln this random ized study of patients with 
advanced cervical cancer simultaneous treatment of radiation 
ancl Hydroxyurea was compared to radiation plus placebo. 
The study results showing a considerable advantage in the 
Hydroxyurea a1111 ( Figure I) have been criticized main ly for 
two reasons: only 97/ 190 were evaluable for survival and 
disease-free survival and the survival rate of the patients in 
the placebo ann was unusually low. 

Recently, a phase 111 study on concomitant hydroxyurea was 
published (3), comparing hydroxyurea to misonidazol. On 
thc basis of the rcsults of this study, thc authors conclude 
that hydroxyurea should be seen as the adjunct of choice 
with radialion for palients with locally advanced carcinoma. 
This could be a ffinned by the GOG -113 srudy which 
involved 352 patients comparing concomitant hydroxyurea 
to concomitant cisplatin, thc data not having been published 
yet. A crnTent GOG -protocol uses weekly cisplatin versus 
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cisplatin/5-Fu/hydroxyurea versus hydroxyurea concomitant 
to radiothcrapy for locally advanced cervical cancer. 
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Figure /. Ccrvic,il .:ancer s1udy wuh hydroxyurca or placebo wi1h radioiherapy; stage 

UIB 

Tab/e I . Concomitant chemoradiotherapy for locall y advanced squamouscell carci
noma, stages 1IB-111B (14) 

Chemotherapy 

Radiotherapy 

Etoposide 
Cispla1in 
Bleomycin 

100 mg/m' 
50 mg/m' 
50 mg/m' 

1-h inf. 
2-h inf. 

48-h inf. 
rcpcated every 2 weeks, 3 cycles 

E1oposide 
Cisplalin 

Bleomycin 
5-FU 
weekly for 5-6 cycles 

50 mg/m' 
20 mg/m' 

---- 24-h inf. 
10 mg/m' __.--

800 mg/m' 

50.4 Gy/ 28 fx/ 5.5 weeks+ local boost Rest for 1-2 wceks 
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Figure 2. Concomnant che111u-radiothcrnpy for locally advanced squo111ousccll car
cinoma. stagcs IIB-IIIB (14) 

But up to now several phase ll studies on concurrent thernpy 
fai led 10 show any advantage of concurrent chemotherapy 
compared to standard pelvic radiation therapy alone (4-9). 
Even randomized trials ( 10-11) did not demonstrate superior 
local control or survival. However, recently published results 
suggest that the concurrent treatment for locally advanced 
squamousce ll carcinoma presumably may improve control 
and su1-vival rates ( 12-14) as shown in tahle I andjig ure 2. 
Funher supponing data in te,ms of an advantage of the con
comitant thcrapy are expected from an ongoing RTOG proto
col . which studies radiotherapy with standard pelvic volume 
and concurrent 5-Fµ/cisplatin chemotherapy versus radio
thcrapy alone over an extended pelvic paraaortic volume in 
patients with high-risk stages IB-IIA and in patients with sta
gcs II B-IV A. Patients with early ccrvical cancer are eligible 
with involved pelvic nodes or an invasive tumour >4cm 
sizc; patients with involved paraao11ic nodes are excluded. 

A current German study compares concurrent cisplatin/ 
radioth erapy with concurrent carbop latin/rad iotherapy, 
both in combination with Folic acid and 5-Fu. This study 
design anticipates already presumed advantages of concurrent 
chemotherapy. 

Concu,,-ent chemo-radiotherapy is not an established therapy 
for othcr gynecologic malignancies, but the advanced carci
noma of the vulva (29) . Presumably cxenteration in ad
vanccd diseases can be avoided by using concomitant radio
chemot herapy (5-Fu, mitom yc in-C), s imilar 10 the 
sphincter sparing treatment of anal cancer. 

NEOADJUVANT THERAPY Several randomized studies pub
lished between 1988- 1994 were not able to support the indi
cation of neoadjuvant chemotherapy for advanced cervix can
ccr ( 15-24). Response rates to the neoadjuvant chemotherapy 
wcrc between 30 and 85%, but none of these has shown an 
advantagc regarding pelvic control or survival (Tab/e 2). 

ln an interesting editorial , Potish (25) stated that: neoadju
vant chemotherapy has negative impact on patient survival 
and alters failure pattems. 
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Tab/e 2. Randomized trials of neoadjuvant chemotherapy prior irradiation, 
stages IIB-UI 

Cha11verg11e J. er al. (15) Stage llB-111 

Chemotherapy' + radiotherapy vcrsus Radiothempy 

Cardenas J, et al. (16) Stage 11B 

Chemotherapy' + radiotherapy versus Radiotherapy 

S011ha111i l . er al. ( 17) Stage 111B 

Chemotherapy' + radi0Ll1erapy versus Radiotherapy 23'7.: > 5 years 

with chemotherapy 
39'7.: > 5 years 
without chemotherapy 

Tatrersa/1 MHN, el al. (18) Stage 11B-IV 

Chemotherapy' + rndiothernpy versus Radiothernpy pelvic failures: 

44'k with chemotherapy 
36% radiation alone 

Response rates to the neoadjuvant chemotherapy between 30-85%: None of these 
studies has shown an advantage for pelvic control or survival. 

' Vincristine, me1ho1rexa1e, cispla1in, chlorambucit, 2-4 cycles 
'Cisplatin, epirubicin, cyclophosphamide 
' Bleomycin vincrisline, mitomycin-C, cisplatin (prematurely closed due 10 1oxicity) 
' Cisplatin, vinblastine, bleomycin 

ln a neoadjuvant phase Ili study, Tatt ersa /1 et al. (28) came 
to the conclusion that 2-3 cycles of neoadjuvant chemothera
py followed by radiotherapy cannot be recommended (Tah/e 
3 ). The pattems of failure signalize that pelvic recurrences 
are common after neoadjuvant chemotherapy and distant 
metastases remain significant. 

Tab/e 3. Advanced ccrvical cancer: NeoadJuvai1t chcmotherapy followed by pelvic 
radiation, prospeclive randomized trial 

Tauersa/1 er al. (28) 

Cisplatin (60 mgfm') + epirubicin (110 mg/m') 
(every 3 weeks, 3 cyclcs) + radiotherapy 
Pelvic radiotherapy 

260 patients, stages 11B-IV 
DFS (> 3 ycars) OS (> 3 years) 

59'7.: 
p<0.003 

77% 

50% 
p=0.002 

70'k 

Conclusion: neoadjuvant chemothcrapy for 2-3 cycles foUowed by radiothernpy can 
not be rccommended. 

DFS disease-free survival OS overall survival 

Also a GOG-study (27) demonstrated a diappointing 2-year 
survival rate of 74% for stage IB2 patients . 

An Arg entinian rand omi zed trial of neoadjuvant chemo
therapy and adjuvant radiotherapy tried to demonstrate a 
benefit for those patients with stage IB2 cervical cancer lreat
ed preoperatively with vincristin, bleomycin and cisplatin 
(26). This study has been criticized because of the pelvic 
recurrence rate of the control group being unusually high. 

ln case of olher gynecologic malignacies, neoadjuvant thera-
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py may individually be recommended as treatment of cho ice 
espec ially for pati ents with stage IV ovarian cancc r. 

CONCLUSION For ce rvical carc inoma, the same astoni shing 

statements are true as for tumor s of the head and neck : the 
data demon stratin g the ben e fit of chemotherapy given 

simultan eously to rad iotherapy are still lacking. Howev er, 
thc potentials of chemotherapy are not yet fully elucidated 
and some s1udies soon to be re leased may prove conc urrent 

radio /c hemoth erapy to be advantag eous at least in subgroups 

of pati ents. 
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