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Cervical cancer remains as one of the biggest ki-
llers in women around the world. According to
the Globocan 2000, it is estimated that in the year
2000, there were 470,606 new cases and 233,372 de-
aths1. Sadly, this is happening when the mortality
for this neoplasia has dramatically dropped in
countries with high standards of living as a con-
sequence of early detection. In this latter situa-
tion, most cases are detected in early stages and
can be cured with local therapies. On the con-
trary, in women from countries lacking organi-
zed and effective screening programs as well as
in a subset of women from healthier countries
most cases are diagnosed late on the course of di-
sease (FIGO stages IB2 to IVA) and their treat-
ment represent a formidable challenge like any
cancer diagnosed in advanced stage.
The survival probabilities for cancer patients
has steadly increasing in the last decades as a con-
sequence of improvements in surgical and radiot-
herapeutic techniques as well as the availability
of more active chemotherapy agents, but most im-
portantly, due to the multidisciplinary concept
of treatment that incorporates these modalities2.
Surprisingly, the treatment of locally advanced
cervical cancer had experienced no major chan-
ges for almost 80 years where exclusive radiation
has been considered the standard of care, thus, 5-
year survival for stages IB, IIB, IIIB and IVA are
72.2%, 63.7%, 41.7% 16.4% according the 1998 Annual
Report on the Results of Treatment in Gynaeco-
logical Cancer3. The long permanence of this uni-
modal treatment was partially due to the classi-
cal concept that cervical cancer was a disease
that progresses in an orderly fashion (local,
then regional and at the very last systemically)
and, therefore, could be effectively treated with
a local modality such as radiation. Nevertheless,
since the early eighties, clinical trials of che-
motherapy followed by radiation were perfor-
med yielding no better results than radiation
alone, which was confirmed in a recent meta-
analysis4. On the other hand, clinical trials have
been performed with neoadjuvant chemotherapy
followed by radical surgery, and in oposition to
the results of neoadjuvant therapy followed by

radiation, this modality has proven to be benefi-
cial which was confirmed in another recent meta-
analysis that has shown an absolut benefit in 5-
year survival of 15%5. Nevertheless, such evidence
has not been universally accepted so that neoad-
juvant chemotherapy remains as an experimental
therapy.
Between the years 1999 and 2000 five randomized
trials that compared concurrent radiation with
cisplatin or cisplatin/5-FU versus radiation alone
were published6-10. These studies accrued almost
2000 patients and showed a reduction on risk of
death between 30% to 50% in the combined arm,
leading to the National Cancer Institute of the
US to issue a strong recommendation for adding
cisplatin-based therapy to all 
patients who require radiation for the treatment
of this tumor. More recently, two additional pha-
se III randomized trials of chemoradiation using
epirubicin11 and mitomycin C12 confirmed a survival
advantage over radiation alone. Oddly enough, in
the last randomized trial reported13, investiga-
tors from Canada found no differences in survi-
val in patients who received cisplatin/radiation
or radiation alone. Nevertheless, in the editorial
that accompanied the publication of that study,
Rose and Bundy pooled the results from the six
studies of cisplatin-based chemoradiation coming
to the conclusion that a strong reduction in the
risk of death was still seen14. Thus, after several
decades of «radiation monotherapy» the concu-
rrent approach has become the standard of care
for patients with locally advanced cervical can-
cer. 
Nonetheless, the current treatment is far to be
the optimal. In September 2001, a meta-analysis of
literature has underscored that this treatment
yields only a 12% of absolute improvement in sur-
vival15 which clearly calls for testing new moda-
lities in order to improve these results. 
Cervical cancer in Mexico remains a serious pro-
blem with mortality approaching 13 per 100,000 in-
habitants. Unfortunately, around 70% of the pa-
tients are diagnosed in locally advanced stages16.
Hence in our Institution we are actively trying se-
veral therapeutic approaches aiming at improving
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the results of treatment. Early efforts were fo-
cused on reducing the acute and chronic radia-
tion-associated morbidity with the use of the ra-
dioprotectant amifostine17 as well as to the use of
alfa-interferon concurrent with pelvic radiation
as a radiosensitizer18. This latter approach, yet ef-
fective, was too toxic to be further pursued. We
have also tested high-dose chemotherapy in high-
risk patients in an adjuvant setting. In a pilot
study three patients in whom the surgical specimen
demonstrated a high number of pelvic lymph nodes
involved were treated with the ICE (ifosfamide,
carboplatin, etoposide) program supported by pe-
ripheral blood trasplant. At more than five years
of follow-up none of these patients has relapsed19.
We have also studied immunotherapy, testing the
concept of immunorestoration and contrasuppres-
sion by the use of a mixture of natural cytokines,
zinc and nonsteroidal antiinflammatories20. Futu-
re studies on immunotherapy are in the phase of
planning. More recently, before the results of
concurrent chemoradiation were reported, we
initiated a series of phase II studies of neoadju-
vant chemotherapy in locally advanced patients
(FIGO stages IB2-IIIB) followed by surgery. In the
first one, a combination of cisplatin and gemcita-
bine was used for three courses in 41 patients, ob-
taining an overall response rate of 95%21. Interes-
tingly, in 6 out of 23 (26%) patients that
underwent radical surgery, a pathological com-
plete response was seen22. Because it has been shown
that patients that have a suboptimal response or do
not respond to chemotherapy and can not be opera-
ted do poorly with radiation, we used radiation
concurrent with weekly cisplatin to complete the
treatment. This kind of «consolidation» proved to
be feasible and effective23. Similar results were
obtained in another small study using the combi-
nation of oxaliplatin gemcitabine as induction
therapy followed by either surgery or concu-
rrent cisplatin radiation24. Because the results of
trials of neoadjuvant chemotherapy have shown
that patients who can undergo surgery do better
than those who can not, in a recently completed
phase II trial using the combination of carboplatin
paclitaxel we decided to put an extra effort to ope-
rate to all patients regardless of the response to
the induction chemotherapy as long as they do not
progress to chemotherapy. In such trial of 43 pa-
tients all but two were taken to surgery, and in
addition, adjuvant chemoradiation was administe-
red to all patients who had no pathological com-
plete response. The results of this triple modality
seem encouraging but is too early to come to defi-
nitive conclusions (submitted). 
The last of the randomized trials comparing neo-
adjuvant chemotherapy followed by surgery ver-

sus radiation alone was reported in this year25.
These results showed the superiority of the neo-
adjuvant chemotherapy surgery appproach, howe-
ver, they appeared when the control arm (radia-
tion alone) is not the current standard fo
treatment, hence the value of this neoadjuvant
modality has to be now compared to standard
chemoradiation. Currently, a multicentric study
from the EORTC is ongoing to define this issue. We
have recently reported a comparison of our initial
study of neoadjuvant cisplatin gemcitabine follo-
wed by surgery versus weekly cisplatin concu-
rrent with pelvic radiation. Despite being a non-
randomized comparison, both study groups were
well-balanced for the most relevant clinicopat-
hological characteristics. Interestingly, at a me-
dian follow-up of almost three years, there are no
differences in terms of survival26. Moreover, both
treatment approaches were, as expected, superior
to radiation alone27. Because this preliminary evi-
dence suggests that either neoadjuvant chemot-
herapy surgery and radiation concurrrent with
cisplatin will yield equivalent results on terms
of survival, we are currently testing two treat-
ment approaches. On one hand, we are testing ne-
oadjuvant or preoperative chemoradiation with
cisplatin versus cisplatin gemcitabine during ex-
ternal radiation. At the completion of external
radiation instead of brachytherapy, the patients
are taken to radical hysterectomy. So far, in the
first 20 patients who have completed all treat-
ment, the pathological or near-complete patho-
logical complete response rate exceeds 70%. It is
well-known that one of the most important prog-
nostic factors for any trial of induction therapy
is the achievement of complete pathological com-
plete response, hence, we are expecting to obser-
ve a favorable survival with this modality. On
the other hand, preclinical28 and clinical29 studies
have showed the potent radiosensitizing effect
of gemcitabine either alone or in combination
with cisplatin in cervical cancer hence, we, along
with another nine Institutions from Latin Ameri-
ca, Asia and East Europe will begin in this year a
randomized study of the standard cisplatin che-
moradiation versus cisplatin gemcitabine chemo-
radiation followed by two adjuvant courses of
cisplatin gemcitabine. Finally, we expect to begin
a couple of studies of molecular targeted the-
rapy shortly.
These actions aimed to reduce the mortality for
cervical cancer would not have much sense wit-
hout directing an even bigger effort to earlier
detection. Our national screening program has
recently been re-estruc- tured and we are ea-
gerly waiting to see in the next few years a drop
in cervical cancer mortality.
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