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Abstract

Obj ect ive:  To assess the ef fect iveness and safet y of  t he use of  erlot inib in t he t reatment  of 

refractory cervical cancer after ret rospect ive analysis of 2 clinical cases.

Met hods:  The cl inical  records were assessed for t he pat ient s who st art ed t reat ment  wit h 

erlot inib, on a compassionate-use basis, with an oral dosage of 150 mg/ day unt il June 2008. The 

pharmacy dispensing records were also assessed t o evaluat e adherence t o t reat ment . 

Progression-f ree survival was assessed and adverse react ions were recorded in t he medical 

records.

Result s: Three pat ients with recurrent , advanced cervical cancer were candidates for t reatment  

with erlot inib, 2 of whom were only start ing t reatment . In both cases, the women had previously 

received between 3 and 4 dif ferent  t reatment  lines. Progression-free survival was 6 months and 

4 months in each case. The adverse react ions to the t reatment  were slight .

Conclusions:  Erlot inib presented some similar results to those obtained from cisplat in doublets 

in women with refractory cervical cancer, with minor adverse effects. However, these results 

need to be corroborated in the clinical studies ield on a wider section of the population.

© 2008 SEFH. Published by Elsevier España, S.L. All rights reserved.
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Introduction

Cervical  cancer is t he t hi rd most  f requent ly-occurr ing 
gynaecological tumour in the world.1 Sixty-eight  percent  of 
cases occur in developing count ries, where cervical cancer 
is the second most  common cause of  death from cancer in 
women.

The age at  which i t  appears var ies bet ween 50 t o  
60 years,  wi t h a mean of  54 years.  Precursor lesions in 
younger women appear between 24 and 40 years.

It  is one of the few tumours which can be detected at  an 
early stage by means of a cost -effect ive, simple and reliable 
screening method: the Papanicolaou smear. Early diagnosis 
of this disease has allowed a reduct ion in mortality of 70% in 
t he last  40 years;  however in developing count r ies t he 
incidence is increasing due to the lack of these programmes 
of t reatment .

Immunisat ion against  t he human papil lomavirus (HPV) 
wi t h t he new vaccinat ions is int ended t o prevent  t he 
persi st ent  i nf ect i on wi t h cer t ain f orms of  HPV,  and 
therefore, to reduce the incidence of this type of cancer.2

The 80%-90% of  cases of  cervical cancer are squamous 
cell carcinomas and, to a lesser degree, adenocarcinomas 
(10%-15%),  adenosquamous (2%-5%),  adenoacant omas, 
embryonal  cel l  carcinomas or hyal ines,  sarcomas,  and 
others.

Ef fect ive t reatment  in t he init ial st ages of  t he disease 
(stages I and II) may result  in healing in 80% of women, being 
reduced t o 60% of  women at  st age III. 3 Er lot inib is an 
inhibit or of  t he t yrosine kinase domain of  t he epidermal 
growt h fact or recept or (EGFR) used in t he t reat ment  of 
locally advanced or metastat ic non-microcyt ic lung cancer 
and in metastat ic cancer of  t he pancreas associated wit h 
gemcitabine, and which is found in studies in other tumours 
which are expressed by EGFR, such as cervical cancer.4

Efectividad y seguridad de erlotinib en 2 pacientes con carcinoma de cérvix uterino

Resumen

Obj et ivo: Evaluar la efect ividad y la seguridad del t ratamiento con erlot inib en cáncer de cérvix 

uterino refractario a t ravés del análisis ret rospect ivo de 2 casos clínicos.

Mét odos:  Se revisaron las hist orias cl ínicas de las pacient es que iniciaron t rat amient o con 

erlot inib vía oral a dosis de 150 mg/ día como uso compasivo hasta j unio del 2008, así como los 

regist ros de dispensación de farmacia para valorar la adherencia al t ratamiento. Se evaluó la 

supervivencia libre de progresión y se recogieron las reacciones adversas descritas en la historia 

clínica.

Resul t ados:  Tres pacient es con cáncer de cérvix avanzado recurrent e fueron candidat as a 

t ratamiento con erlot inib,  2 de las cuales iniciaron t ratamiento. En ambos casos las muj eres 

habían recibido ent re 3 y 4 líneas de t ratamiento previas. La supervivencia libre de progresión 

fue de 6 y 4 meses en cada caso. Las reacciones adversas al t ratamiento fueron leves.

Conclusiones:  El erlot inib presentó unos resultados similares a los logrados con los dobletes de 

cisplat ino en mujeres con cáncer de cérvix refractario, con leves efectos adversos. Sin embargo, 

habrá que corroborar estos resultados en el ámbito de los ensayos clínicos con poblaciones más 

amplias.

© 2008 SEFH. Publicado por Elsevier España, S.L. Todos los derechos reservados.
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The obj ect ive of this study is the assess the eff icacy and 
safet y of  erlot inib in t he t reatment  of  advanced cervical 
cancer by reviewing 2 clinical cases.

Methods

A ret rospect ive study was undertaken in which requests for 
compassionat e use of  er l ot inib unt i l  June 2008 were 
reviewed. Data was collected corresponding to pat ients to 
whom t reat ment  wi t h er lot inib was aut hor ised in t he 
cont ext  of  cervical  cancer.  The cl inical  hist ory of  t he 
pat ients was reviewed, gathering the following details: age 
and sex,  diagnosis,  st age,  previous t reat ment s,  dosage 
inst ruct ions,  cl inical development ,  and side ef fect s.  The 
dosage of  erlot inib used was a cont inuous oral dosage of  

Table 1 RECIST criteria for assessment  of the response of 

solid tumours

Obj et ive response  

Complete response All lesions disappeared, conirmed 

  at  4 weeks

Part ial response Reduct ion by at  least  30% of the  

 diameter of the lesion(s),  

 conirmed at 4 weeks

Disease progression Increase by 20% of the diameter  

 of the lesion(s) or appearance  

 of new lesions

Stable disease Neither a part ial response nor  

 progression
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150 mg/ day.  The pharmacy dispensat ion records for t he 
medicat ion were reviewed t o evaluat e adherence t o t he 
t reatment .  The clinical response was evaluated according 
t o t he RECIST cr i t er ia f or  complet e response,  par t ial 
response and progression5 (Table).

Results

Compassionat e use of  er lot inib for cervical  cancer was 
requested in 3 pat ients, and was administered in 2 of them; 
the third pat ient  died before beginning t reatment . The age 
of the pat ients who received t reatment  was 64 and 68 years. 
Prior to t reatment  with erlot inib the pat ients had received 
several courses of  t reat ment ,  and in bot h cases t he f irst  
course of t reatment  was concurrent  cisplat in-radiotherapy.

The f irst  pat ient  was a woman aged 64 years, diagnosed 
in December 2004 with epidermoid cervical cancer at  FIGO 
stage IIIc. After receiving 5 of the 6 scheduled weekly cycles 
of concurrent  cisplat in-radiotherapy, a non-operable relapse 
appeared at  10 months in the follow-up period. Subsequent ly, 
t reatment  wit h t opotecan was init iated on days 1,  8,  and  
15 every 28 days according t o t he cl inical  t est  prot ocol ; 
af ter 3 cycles,  t here was the onset  of  nodular progression 
and the pat ient  abandoned the study. She began pall iat ive 
t reat ment  wi t h pacl i t axel -carboplat in every 21 days, 
showing progression after 3 cycles, after which she received 
cisplat in on day 1 and topotecan from the f irst  day unt il the 
third, of which, in the third cycle, the dosage was reduced 
by 20% due to mucosit is.  Af t er 3 cycles of  t reatment ,  t he 
onset  of progression of the disease occurred.

In Oct ober 2007 t he det erminat ion of  t he EGFR was 
requested, to assess the use of erlot inib, which was granted. 
Compassionate use of erlot inib was requested and once the 
authorisat ion was received f rom the Agencia Española del  

Medicament o (Spanish Medicat ion Agency),  t he pat ient  
began t reatment  with erlot inib in monotherapy, in December 
2007, at  a dosage of 150 mg/ day, taken orally.

In March 2008 the pat ient  showed a clinical deteriorat ion, 
and t he t reat ment  was t emporar i l y int errupt ed.  Af t er  
1 month,  t he pat ient  showed a cl inical improvement  and 
resumed t he t reat ment ,  showing a grade II cut aneous 
toxicity.

Af t er  6 mont hs of  t r eat ment ,  t he comput er i sed 
tomography showed a progression of  t he disease,  and the 
t reatment  with erlot inib was discont inued. The adherence 
t o t he t reat ment  based on t he pharmacy dispensat ion 
records was 75%.  At  present ,  t he pat ient  is cont inuing 
t reatment  with int ravenous vinorelbine.

The second case was a woman of 68 years, diagnosed in 
February 2005 with an epidermoid carcinoma of the uterine 
cervix,  FIGO st age IIB.  She began weekly t reat ment  wit h 
concurrent  cisplat in-radiot herapy,  of  which she received  
6 cycles wit h good t olerance.  The pat ient  cont inued her 
check-ups, and at  2 years and 4 months the onset  of ganglion 
pr ogr essi on of  3. 7 cm occur r ed,  whi ch r equi r ed 
ureterohydronephrosis. Treatment  with cisplat in-fluorouracil 
for 4 days was proposed, which the pat ient  accepted; she 
r ecei ved 3 cycl es,  af t er  whi ch t he t r eat ment  was 
discont inued due to grade IV gast rointest inal t oxicit y and 
ganglion progression. In January 2008, she began t reatment  
wi t h cisplat in day 1 - t opot ecan days 1,  2,  and 3 every  

21 days, which was discont inued after the f irst  cycle due to 
poor tolerance and clinical progression.

In March 2008 an EGFR det erminat ion was request ed, 
which had posit ive results and compassionate use of erlot inib 
150 mg/ day was request ed,  which was init iat ed in Apri l .  
After 1 month of t reatment  the pat ient  had grade I acne of 
the face; she did not  experience diarrhoea. Pain appeared 
in t he right  lower l imb,  in t he event  of  t he eco-Doppler 
being carried out ,  t he result s of  which were normal.  The 
pat ient  cont inued t reat ment  wit h erlot inib wit h a 100% 
adherence unt il July 2008, when the pat ient  died. She had 
at tained a survival without  progression of 4 months.

Discussion

In the last  decade, the role of chemotherapy in women with 
recurrent  or metastat ic advanced cervical cancer has been 
directed towards improving the obj ect ive reponse rate and 
the palliat ion of symptoms with an acceptable toxicity, with 
the t reatment  of choice being cisplat in in monotherapy. The 
coupling of cisplat in with other agents, such as ifosfamide,6 
pacl i t axel , 7 and t opot ecan, 8 have demonst rat ed bet t er 
responses and survival without  progression compared with 
cisplat in in monotherapy (4.6 compared with 3.2 months; 
4. 8 compared wi t h 2. 8 mont hs;  4. 6 compared wi t h  
2. 9 mont hs) .  However  onl y t he ci spl at i n- t opot ecan 
combinat ion has demonstrated an advantage, albeit  modest , 
in total survival (9.4 compared with 6.5 months), situat ing 
this associat ion as the t reatment  of choice.

It  is necessary t o develop new coupl ings which do not  
contain cisplat in for the t reatment  of  women who relapse 
less t han 12 mont hs af t er receiving chemoradiot herapy 
based on cisplat in, and to f ind more effect ive chemotherapy 
regimens for the t reatment  of metastat ic cervical cancer.

Studies are j ust  beginning on the role of directed therapy 
with monoclonal ant ibodies and small molecules in cervical 
cancer; its use in cont rolling cervical cancer, at  the moment , 
is merely speculat ive.  To date,  st udies on MeSH er lot inib 

and ut er i ne cervi cal  neopl asm have not  appeared on 
Medline, although there is another study on other inhibitors 
of tyrosine kinase, such as gefit inib.9

St udies are being developed t o clar i f y t he role of 
er lot inib,  an inhibi t or of  t yrosine kinase,  administ ered 
oral ly,  in t he management  of  metastat ic cervical cancer, 
which provide obj ect ive dat a surrounding t he use of  t his 
new molecule (a phase II eval uat ion of  OSI 774 in t he 

t r eat ment  of  per si st ent  or  r ecur r ent  squamous cel l  

carcinoma of  t he cervix [GOG 0227-D]).
However, while we await  the results of the clinical tests, 

the compassionate use has provided some experience with 
t he use of  erlot inib in cont rol l ing t he disease,  al t hough 
there are no published data.

In our study, erlot inib was used in women with refractory, 
recurrent  cervical  cancer,  who received 3-4 courses of 
t reat ment .  Despit e t he st udy only covering 2 cases,  i t  is 
pl ausible t hat  er l ot inib,  at  a dosage of  150 mg/ day, 
const i t ut es an al t ernat ive in t he cont rol  of  advanced 
recurrent  cervical  cancer wit h a rat e of  survival wit hout  
progression of  approximat ely 5 mont hs,  simi lar t o t hat  
at tained with the cisplat in combinat ions. The t reatment  did 
not  have signif icant  adverse ef fect s,  only a sl ight  grade I 



Effect iveness and safety of erlot inib in 2 pat ients with carcinoma of the cervix 99

cutaneous toxicity in one of the pat ients and grade II in the 
other.

We look forward to the publicat ion of  the result s of  the 
cl i ni cal  t est s wi t h er l ot i ni b,  whi ch,  wi t h a broader 
populat ion,  wil l  al low the ef f icacy data to be verif ied,  as 
well as possibly posit ioning the drug in the t reatment  of the 
disease.
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