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Global total HPV-attributable cancers in 2002 
Attributable to 

all HPV  % HPV 
cancer 

Attributable to HPV 
16/18 

Site Total 
cancers Cases % Cases 

Cervix 492,800 492,800 93.5 70+ 344,900 

Anus 15,900 14,300 2.7 92 13,100 

Oropharynx 9,600 1,100 0.2 91 1,000 

Mouth 98,400 2,900 0.5 97 2,800 

100% of cervical cancers are caused  by HPV 

 Adapted from Parkin DM & Bray F. Vaccine 2006; 24(Suppl 3):S11. 
Walboomers JMM, et al. J Pathol 1999; 189:12–19. 

Vulva, vagina 40,000 16,000 3 80 12,800 

Total 527,100 374,600 

  



 1. Ferlay J, et al. GLOBOCAN 2002 Cancer Incidence, Mortality and  
Prevalence Worldwide. IARC CancerBase; Lyon, 2004.  

Global mortality per annum 

Cervical cancer mortality rates worldwide  
Cases per 100,000 women per year 

North America 
14,500 new cases 

6,000 deaths 

Latin America 
72,000 new 

cases 
33,000 deaths 

Africa 
79,000 new cases 

62,000 deaths 

Asia 
266,000 new cases 

143,000 deaths 

Europe 
60,000 new cases 

30,000 deaths 

•  Worldwide, every  
2 minutes a woman 

dies of cervical 
cancer1 

 

•  The highest 
burden of disease 
(up to 80%) occurs 
in less developed 

regions1 where 
there is a lack of 

effective screening 
programmes 

 
•  This demonstrates a 

clear medical need 
for new cervical 

cancer interventions 

 < 7.9  < 23.8  < 14.0 < 55.6  < 3.9 



Invasive cervical Cancer 

Cervical cancer in the world 

q Second cause of cancer death in women 

q Leading cause in many developing countries 

q 530,232 cases and 275,008 deaths in 2008 

q Incidence varies dramatically with the 
availability of screening 

Parkin DM (2005)  



26th Annual Report 2006 
(patients treated 1999-2001) 

3020 

2510 





Il modo migliore di guarire è  
“non ammalare” 

 
Prevenzione primaria 

Prevenzione secondaria 



Cancro cervice invasivo in Italia:  
3700 nuovi casi ogni anno 

4% di tutti i tumori ginecologici 
1700 morti ogni anno 

 
Displasia cervicale in Italia    

14.700 nuovi casi/anno di H-SIL 
47.000 nuovi casi/anno di L-SIL 

92.000 nuovi casi/anno di ASC-US 
 

153.000 nuovi casi da gestire 

GLOBOCAN 2002 



STADIAZIONE 



Carcinoma invasivo 

 
l  Carcinoma 

microinvasivo  
 (Stadio FIGO Ia1) 

 
l  Carcinoma 

microinvasivo  
 (Stadio FIGO Ia2) 

 

< 3 mm 

< 7 mm 

>3- <5 mm 

< 7 mm 



Carcinoma invasivo 

 
 
 
l  Carcinoma invasivo 

(Stadio FIGO Ib1-IV)   
> 5 mm 

> 7 mm 



Stadiazione FIGO… 

Stadio 
IB1 

Stadio IIB 

Stadio IB2 

Stadio 
IIA1-2 



Stadiazione FIGO  

Stadio IVA 

Stadio 
IIIA 

Stadio 
IIIB 

Stadio IIIA 



SOPRAVVIVENZA 
Stadio  % Sopravvivenza 5 anni 

Ia1-2 97-100 
Ib 77-95 
IIa 75-95 
IIb 57-78 
III 46-50 
IV 0-16 

LINFONODI  % Sopravvivenza 5 anni 

PELVICI 
POSITIVI 

56-65%  
(STADIO IIb) 

AORTICI 
POSITIVI 9-40% 

 

trattamento conservativo 
o demolitivo 

 



 
 

Nuova classificazione/
stadiazione  

FIGO 



Recommendations from  
FIGO Gyn Onco Committee - 1


l  Surgical staging is not practical or feasible or beneficial 
in the majority of cervical cancer patients and hence it is 
not recommended for staging 
l  Cervical cancer should remain a clinically staged 

disease 
l  Pathological extent and other pathological findings (such 

as LVSI) if available should be reported to the FIGO 
Annual Report or in scientific publications 

l  Use of imaging, such as MRI, if available, in the 
assessment of the size of primary tumour is encouraged 
but not mandatory 



Carcinoma of the cervix uteri (FIGO 2009) 
Stage 0 Deleted  

Stage I The carcinoma is strictly confined to the cervix (extension to the corpus would be disregarded). 

IA 

Invasive carcinoma which can be diagnosed only by microscopy.  
All macroscopically visible lesions – even with superficial invasion – are allotted to stage IB carcinomas. Invasion is limited to a 
measured stromal invasion with a maximal depth of 5.00 mm and a horizontal extension of not > 7.00 mm. Depth of invasion 
should not be > 5.00 mm taken from the base of the epithelium of the original tissue – superficial or glandular. The involvement of 
vascular spaces – venous or lymphatic – should not change the stage allotment. 

IA1 Measured stromal invasion of not > 3.0 mm in depth and extension of not > 7.0 mm. 

IA2 Measured stromal invasion of > 3.0 mm and not > 5.0 mm with an extension of not > 7.0 mm. 

IB Clinically visible lesions limited to the cervix uteri or pre-clinical cancers greater than stage IA. 

IB1 Clinically visible lesion ≤ 4.0 cm in greatest dimension. 

IB2 Clinically visible lesion > 4.0 cm in greatest dimension. 

Stage II Cervical carcinoma invades beyond the uterus, but not to the pelvic wall or to the lower third of the vagina. 

IIA Without parametrial invasion. 

IIA1 Clinically visible lesion ≤ 4.0 cm in greatest dimension. 

IIA2 Clinically visible lesion > 4 cm in greatest dimension.  

IIB  With obvious parametrial invasion.  

Stage III The tumor extends to the pelvic wall and/or involves lower third of the vagina and/or causes hydronephrosis or non-functioning 
kidney.* 

IIIA Tumor involves lower third of the vagina, with no extension to the pelvic wall. 

IIIB Extension to the pelvic wall and/or hydronephrosis or non-functioning kidney. 

Stage IV The carcinoma has extended beyond the true pelvis or has involved (biopsy proven) the mucosa of the bladder or rectum. A 
bullous edema, as such, does not permit a case to be allotted to Stage IV. 

IVA Spread of the growth to adjacent organs. 

IVB Spread to distant organs. 

*    On rectal examination, there is no cancer-free space between the tumour and the pelvic wall. All cases with hydronephrosis or non-
functioning kidney are included, unless they are known to be due to other cause. 

CERVIX UTERI CANCER 



Quale stadio di malattia ? 
 

E quindi 
 

Quale trattamento del 
cancro ?  



0      IIA     Surgery and/or radiotherapy 

IIB    IV A   Chemo-RT 

 Chemo-surgery +/- RT 

IVB- rec.  Chemotherapy 

Cervical cancer: Therapeutic strategy 



Carcinoma invasivo preclinico  
(Stadio FIGO I A1  < 3mm) 

1. Conizzazione (margini liberi) 

2.  Isterectomia extrafasciale 
 

0% di invasione linfatica 
 

Non linfoadenectomia 
 

Sopravvivenza 5 anni:  98-100% 



Carcinoma invasivo preclinico  
(Stadio FIGO I A2  < 5mm) 

1.  Isterectomia radicale PIVER II / tipo B1-2 
sec. Querleu-Morrow 

con linfoadenectomia pelvica 

2. Trachelectomia + linfoadenectomia pelvica 
 

Sopravvivenza 5 anni:  95-98% 

Linfonodi positivi  5-8% 



Carcinoma invasivo 
(Stadio FIGO I B1  < 4 cm) 

1.  Isterectomia radicale sec. Piver III +/- nerve 
sparing  / tipo C1-C2 sec. Querleu-Morrow 

con linfoadenectomia pelvica 
 

2.  Chemio-radioterapia 
 
 

Sopravvivenza 5 anni:  95% se N- 
    57 % se N+ 





Radical	
  hysterectomy	
  vs.	
  radiotherapy	
  in	
  stage	
  IB	
  

	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  Prospec8ve	
  randomized	
  study,	
  stage	
  IB	
  or	
  IIA,	
  radical	
  surgery	
  vs.	
  RT	
  
§ 343	
  women,	
  172	
  surgery	
  and	
  171	
  radiotherapy	
  

§ Surgery	
  (Piver	
  III)	
  +	
  Adjuvant	
  RT	
  in	
  pT2b	
  or	
  bigger,	
  margin	
  <	
  3	
  mm,	
  or	
  
posi8ve	
  lymph	
  nodes	
  

§ 	
  54%	
  pa8ents	
  IB1	
  and	
  84%	
  IB2	
  (total	
  64%	
  of	
  surgery	
  group)	
  
§ Arm	
  RT,	
  only	
  72	
  Gy	
  to	
  point	
  A	
  
§ 	
  OS	
  and	
  DFS	
  did	
  not	
  differ	
  significantly	
  (surgery	
  performs	
  beQer	
  in	
  
adenocarcinoma)	
  

Morbidity 
- Surgery group 28% 

(grade 2-3) 
-  Radiotherapy group 

12% 

Landoni	
  F	
  et	
  al,	
  Lancet	
  350:535,	
  1997	
  



Per gli stadi compresi tra IB e IIA sono state 
utilizzate la terapia chirurgica o radioterapica con 

risultati simili…. 
 

Lo studio di Landoni et Al. (1997 Lancet), non 
evidenziava differenze in termini di DFS e OS in 

pazienti agli stadi FIGO IB e IIA trattati con chirurgia 
o radioterapia…ma alle pazienti con “bulky tumors” nel 

braccio chirurgia veniva somministrata anche 
radioterapia adiuvante. 



l  Surgery offers advantages for treating the younger 
patients: 

 - preserves gonadal function 
 - avoids vaginal atrophy 
 - avoids psychological problems ("tumor removed") 
 - avoids irreversible long-term complications. 

l  Aged patients treated by radiotherapy show low 
morbidity rate. 

l  The highest urological morbidity has been observed  
 when radiotherapy is associated to surgery. 

Stage	
  IB1-­‐	
  IIA1	
   
 



NIH	
  Consensus	
  Statement	
  on	
  Cervical	
  Cancer	
  
Bethesda	
  1996	
  

“….patients with stage IB and IIA cervical cancer are 
appropriately treated with either radical hysterectomy 
with pelvic lymphadenectomy or radiation therapy with 
equivalent result.  
 
To minimize morbidity, primary therapy should avoid the 
routine use of both radical surgery and radiation 
therapy. The combined use of radical surgery and radical 
radiation therapy results in high morbidity and cost.” 
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How radical should surgery be? 

•    Radical hysterectomy  is not a single 
operation 
  
•    Many variations exist for which there is no       
    standard terminology and no standard 
description 



• 	
  	
  Class	
  I	
  :	
  TeLinde	
  modifica8on	
  

• 	
  	
  Class	
  II	
  :	
  	
  	
  
-­‐ 	
  The	
  ureters	
  are	
  freed	
  from	
  paracervical	
  posi8on	
  but	
  are	
  not	
  dissected	
  out	
  the	
  
pubovesical	
  ligaments	
  	
  
-­‐ 	
   Uterine	
   vessels	
   are	
   ligated	
   just	
  medial	
   to	
   the	
   ureters;	
   the	
  medial	
   half	
   of	
   the	
  
cardinal	
  ligament	
  is	
  removed	
  	
  
-­‐ 	
  Uterosacral	
  ligament	
  are	
  resected	
  midway;	
  1/3	
  vagina	
  is	
  removed	
  	
  

• 	
  Class	
  III	
  :	
  
-­‐ 	
  The	
  ureters	
  are	
  freed	
  from	
  pubovesical	
  ligaments	
  (except	
  a	
  small	
  lateral	
  por8on)	
  
-­‐ 	
  Uterine	
  artery	
  is	
  ligated	
  at	
  the	
  origin;	
  cardinal	
  ligament	
  is	
  resected	
  at	
  pelvic	
  wall	
  
-­‐ 	
   Uterosacral	
   ligament	
   are	
   resected	
   at	
   their	
   sacral	
   aQachments;	
   1/2	
   vagina	
   is	
  
removed	
  	
  

• 	
  Class	
  IV	
  e	
  V	
  :	
  more	
  radical	
  procedure	
  (also	
  for	
  central	
  recurrences)	
  

Obstet	
  Gynecol	
  Vol.	
  44,	
  Aug	
  1974	
  



Radicality	
  in	
  parametrial	
  resec8on	
  
	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  Literature	
  data	
  regarding	
  the	
  role	
  of	
  surgical	
  radicality	
  are	
  controversial	
  
	
  
• 	
  	
  Girardi	
  	
  (1989),	
  parametrial	
  lymph	
  nodes	
  
	
  are	
  scaQered	
  all	
  over	
  the	
  parametrial	
  8ssue.	
  	
  
Consequently	
  radical	
  surgery	
  should	
  not	
  just	
  	
  
transect	
  the	
  parametria	
  but	
  resect	
  them	
  at	
  their	
  	
  
lateral	
  inser8on.	
  
• 	
  Di	
  Saia	
  (1981),	
  did	
  not	
  find	
  any	
  evidence	
  of	
  	
  
disease	
  in	
  the	
  lateral	
  parametria	
  in	
  operated	
  pa8ents	
  with	
  a	
  stage	
  IB	
  or	
  IIA	
  lesion,	
  sugges8ng	
  
lymph	
  node	
  metastasis	
  occurs	
  as	
  an	
  “embolic	
  phenomenon”	
  

%	
  parametrial	
  involvement	
  in	
  stage	
  IB	
  
• 	
  	
  Burghardt	
  and	
  Pickel	
  (Obstet	
  Gynecol,	
  1978):	
  parametrial	
  involvement	
  in	
  
6.8%	
  of	
  clinical	
  stage	
  IB	
  

• 	
  	
  Delgado	
  et	
  al.	
  (Gynecol	
  Oncol,	
  1989):	
  	
  parametrial	
  involvement	
  in	
  6.8%	
  	
  

• 	
  	
  Landoni	
  et	
  al.	
  (Gynecol	
  Oncol,	
  2001):	
  parametrial	
  involvement	
  in	
  26%	
  	
  	
  



	
  Parametrial	
  resec8on	
  and	
  morbidity	
  

R	
  
A	
  
D	
  
I	
  
C	
  
A	
  
L	
  
I	
  
T	
  
Y	
  

	
   	
  Type	
  IV	
  

	
   Type	
  III	
  

	
   Type	
  II	
  

S	
  
E	
  
Q
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Compromised	
  
sexual	
  func8on	
  

	
  	
  	
  Decreased	
  lubrifica8on	
  
	
  	
  	
  &	
  genital	
  swelling	
  

Bladder	
  &	
  Bowel	
  
dysfunc8on	
  



Tailoring in cervical cancer surgery: 
adaptation of radicality to tumour spread 



Reducing radicality 

Class II (119 pt) Class III (119 pt) 
5-y OS 81 % 77 % 

DFS 75 % 73 % 

         - Urologic complication surgery 5% 30% 

         - Urologic complication  Surgery + RT 20% 37% 

Adjuvant therapy (N+, P+, R+, <3mm free 
stroma) 

64 (54%) 65 (55%) 

Landoni	
  ,Gynecologic	
  Oncology,	
  2001	
  



Reducing radicality (intraoperative findings) 

STUDY	
  DESIGN	
  
SUPERFICIAL	
  OBTURATOR,	
  EXTERNAL	
  ILIAC,	
  	
  

AND	
  INTERILIAC	
  NODE	
  SYSTEMATIC	
  LYMPHADENECTOMY	
  	
  

FROZEN SECTION 

NODE	
  NEGATIVE:	
  	
  
MODIFIED	
  RAD.	
  HYST.	
  

NODE	
  POSITIVE:	
  	
  
CLASSICAL	
  RAD.	
  HYST.	
  



Reducing radicality (preoperative findings) 

• 	
  RetrospecQve	
  review	
  of	
  200	
  pts	
  with	
  stage	
  IB1	
  submiQed	
  to	
  Piver	
  III	
  +	
  plnd	
  
• 	
  10%	
  of	
  parametrial	
  spread	
  
• 	
  In	
  mul8variate	
  analysis	
  LVSI,	
  deep	
  stromal	
  invasion	
  (>10	
  mm)	
  and	
  age	
  >	
  50	
  yrs	
  
are	
  indipendent	
  predictors	
  of	
  parametrial	
  involvement	
  (factors	
  that	
  could	
  be	
  
determined	
  by	
  a	
  cone	
  biopsy)	
  



SHAPE TRIAL 



Tailoring in cervical cancer surgery: 
adaptation of radicality to tumour spread 



Nerve-Sparing Radical Hysterectomy 
Yabuki Y   Dissection of the cardinal ligament in radical hysterectomy for cervical cancer                 

with emphasis on the lateral ligament. Am J Obstet Gynecol 1991 
Hockel M  Total mesometrial resection: High resolution nerve-sparing radical                 

hysterectomy based on developmentally defined surgical anatomy.Int J Gynecol                              
Cancer 2003  

Possover M Identification and preservation of the motoric innervation of the bladder in                 
radical hysterectomy type III. Gynecol Oncol 2000 

Trimbos JB A nerve-sparing radical hysterectomy: guidelines and feasibility in                  
Western patients. Int J Gynecol Cancer 2001 







l  Taking into account the curative effect of surgery and 
adverse effects. 

l  Consider nerve preservation. 
l  Use “anatomical landmarks” (reproducibility!! ...absent in 

Piver et al. paper). 
l  Could be adapted to open, vaginal, laparoscopic  
     or robotic surgery. 



The	
  Four	
  Types	
  of	
  	
  Radical	
  Hysterectomy	
  

• 	
  Class	
  A	
  :	
  minimum	
  resec8on	
  of	
  paracervix	
  (extrafascial)	
  
The	
  paracervix	
  is	
  transected	
  medial	
  to	
  the	
  ureter	
  but	
  lateral	
  to	
  the	
  cervix.	
  The	
  US	
  and	
  VU	
  ligaments	
  
ar	
  not	
  transected	
  at	
  a	
  distance	
  from	
  the	
  uterus.	
  Vaginal	
  resec8on	
  is	
  minimal.	
  

	
  
• 	
  Class	
  B1	
  :	
  transec8on	
  of	
  paracervix	
  at	
  the	
  ureter	
  
Par8al	
   resec8on	
   of	
   US	
   e	
   VU	
   ligaments.	
   The	
   ureter	
   is	
   unroofed	
   and	
   rolled	
   laterally,	
   permimng	
  
transec8on	
  of	
  the	
  paracervix	
  at	
  the	
  level	
  of	
  the	
  ureteral	
  tunnel.	
  	
  B2:	
  with	
  addi8onal	
  removal	
  of	
  the	
  
lateral	
  	
  paracervical	
  lymph	
  nodes.	
  

	
  

• 	
  Class	
  D	
  :	
  laterally	
  extended	
  resec8on	
  
D1	
   is	
   resec8on	
   along	
  with	
   the	
   hypogastric	
   vessels.	
   D2	
   plus	
   resec8on	
   of	
   the	
   adjacent	
   fascial	
   or	
  
muscolar	
  structures.	
  This	
  resec8on	
  corresponds	
  to	
  the	
  LEER	
  procedure.	
  

	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  
	
  

	
  

• 	
   Class	
   C1	
   :	
   transec.	
   of	
   paracervix	
   at	
   junc8on	
  with	
   internal	
   iliac	
  	
  	
  	
  	
  
Trasec8on	
  of	
  US	
  ligament	
  at	
  the	
  rectum	
  and	
  VU	
  ligament	
  at	
  the	
  bladder.	
  The	
  ureter	
  is	
  mobilised	
  
completely.	
   	
   15	
   to	
   20	
   mm	
   of	
   vagina	
   are	
   resected.	
   	
   C1	
   with	
   nerve	
   preserva8on.	
   For	
   C2,	
   the	
  
paracervix	
  is	
  transected	
  completely,	
  including	
  the	
  part	
  caudal	
  to	
  the	
  deep	
  uterine	
  vein.	
  

	
  



Type	
  C1	
  

Type	
  B1	
  Type	
  C2	
  

Type	
  D1	
  

Vascular	
  part	
  	
  	
  	
  
Neural	
  part	
  

Drawing	
  from	
  Maas	
  et	
  al.	
  

ResecQon	
  lines	
  



Specific	
  surgical	
  steps	
  to	
  spare	
  the	
  nerves	
  



    “VESSEL BY VESSEL” 

 
Uterine artery 
Superficial uterine vein 
Deep uterine vein 
Middle rectal artery 
Vaginal vein 
Vaginal artery 

PARACERVIX	
  	
  (LATERAL	
  PARAMETRIUM)	
  
Deep	
  uterine	
  vein	
  as	
  landmark	
  for	
  paracervix	
  resec6on	
  and	
  guide	
  to	
  the	
  
iden6fica6on	
  of	
  inferior	
  vescical	
  vein	
  







Tailoring	
  in	
  cervical	
  cancer	
  surgery:	
  
adapta8on	
  of	
  radicality	
  to	
  tumour	
  spread	
  



Chirurgia radicale 
 

-  Laparotomica 

-  Laparoscopica 

-  Laparoscopica 
roboticamente assistita 

-  Vaginale 



l  First total laparoscopic RH with pelvic and aortic LND by Nezhat in 
june 1989 

l  In the last two decades minimally invasive surgery has became an 
acceptable alternative 

l  First robotic RH by Sert and Abeler in 2006 



l  Benefits of MIS are: 
-  less wound related problems and morbidity, increases patient 

comfort, short recovery time, early recovery 
-  better visualization, less blood loss 
l  Robotic surgery better: 
-  Faster performance time, increased accuracy, reduced number of 

errors when compared to conventional laparoscopic surgery 
l  HOWEVER, debate exists on ONCOLOGICAL OUTCOME and 

SAFETY 

 



Linfoadenectomia 



PROGNOSTIC SIGNIFICANCE OF NODES 
MESTASTASIS 

Survival by site positive nodes 

Sakuragi	
  et	
  al.	
  	
  2007	
  	
  



     For node negative patients there was a correlation 
between extent of lymphadenectomy and cancer- 

specific survival 

	
  	
  >30	
  nodes:	
  36%	
  less	
  like	
  to	
  	
  die	
  than	
  <10	
  nodes	
  

HR=	
  0,64;95%	
  CI,	
  0.43-­‐0,96	
  

Shah.	
  M.	
  et	
  al,	
  Cancer,	
  2010	
  



Node	
  metastasis	
  
	
  

Governor	
  of	
  survival:	
  	
  
the	
  removal	
  of	
  all	
  affected	
  nodes	
  	
  to	
  ex8rpate	
  all	
  tumor	
  cells	
  

Indicator	
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Guidelines to preserve  the ovaries in R.S. 
•  Women 40 years old or younger 
•  No morphological abnormality in the ovary 
•  Stage FIGO IA2  – IB1 - IIA 
•  Squamous, >3mm uninvolved tissue, LVSI - 
•  No hystory of breast cancer 
•  No risk of familial ovarian cancer 
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Ø  Cervical cancer accounts for 6% of all cancer in 
women (3700 new cases/year in Italy) 

Ø  Standard treatment of early stage cervical 
cancer has been either radiotherapy or radical 

hysterectomy with pelvic node dissection (level 1) 

Ø  As an increasing number of early cervical cancer 
are diagnosed in young women, a less radical 

approach aiming at preserving fertility potential is 
becoming crucial 



From 2003-2007, the median age at 
diagnosis for cancer of the cervix uteri was 

48 years of age 

 
 

Approximately 0.2% were diagnosed  
under age 20;  

14.5% between 20 and 34; 
26.1% between 35 and 44;  

 
  

SEER Data 



Ø  Laparoscopic pelvic lymphadenectomy & radical  
vaginal  trachelectomy (Dargent et al. –1994)  

 
Ø  Laparoscopic pelvic lymphadenectomy & radical 

laparoscopic trachelectomy (Lee et al. 2003) 

 
Ø  Abdominal pelvic lymphadenectomy & radical 

abdominal trachelectomy (Smith et al.1997-Abu-Rustum 2006) 

Fertility-Sparing Surgery in early stage CC 



Reference Stage Relapses SCC Adeno Other 

Sheperd IA2-IB1 3/112 ND ND ND 
Hertel IA1-IB1 4/108 1/75 3/33 -- 
Mathevet IA1-IIA 4/95 3/76 1/19 1/1* 
Covens IA1-IB1 7/93 4/40 3/50 -- 
Plante IB1 3/72 1/42 1/30 1/1* 
Sonoda IA1-IB1 1/36 ND ND ND 

Burnett IB1 0/19 -- -- -- 

Schlaert IA2-IB1 0/10 -- -- -- 

Laparoscopic pelvic lymphadenectomy & VRT 

* excluded 

TOTAL 22/545 (4%) 
Beiner & Covens 2007 



Relapses 
 < 2 cm        > 2 cm 

Sheperd ND ND 
Hertel 3/107 1/1 
Mathevet 0/74 4/21 
Covens 6/85 1/8 
Plante 0/64 2/8 
Sonoda ND ND 
Burnett ND ND 
Schlaert ND ND 
TOTAL 9/330 

2.7% 
8/38 
21% 

Laparoscopic pelvic lymphadenectomy & VRT 

Beiner & Covens 2007 



Ø  Pregnancy rates of 41-79% 
Ø  208 reported pregnancies, which resulted in 134 (64%) 

third trimester live births 
Ø  The rate of first trimester miscarriage was 18% 
Ø  The rate of second trimester miscarriage was 10% 
Ø  The rate of preterm delivery (< 37 weeks) was 20% 

 
Ø  Term delivery was reached in 38% of all pregnancies 

RVT – Obstetric outcomes 

Beiner & Covens 2007 



Ø  Safe and feasible procedure to perform in early-stage 
small volume cervical cancers. 

Ø  The tumor recurrence rate is 4% and the mortality rate 
is about 3%. These results are comparable to those 

observed after radical surgery. 
Ø  Lesion size > 2cm is probably the most important risk 

factor for recurrence. 
Ø  Increased incidence of late miscarriages and preterm 

deliveries. 
Ø  Term delivery is reached in 38% of all pregnancies. 

RVT – KEY POINTS 



 
Take home message ! 

 
The operation has an acceptable complication 
profile  but is associated  with a significant 

incidence of miscarriage and premature  
labour. 

 
 

In stage IA2 should be offered a more 
conservative approach 

 with large conisation & pelvic node dissection.  
 



In stage Ib1 cervical cancer is the 
removal of parametria always 

necessary ? 
 

OPEN QUESTION 



Landoni et al, IGCS 1989 

Class I vs Class III in stage IB1 CC (< 3 cm) 
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%

---- Class I                                                           
---- Class III    p: 0.9 

Cervical Cancer Surgery (1982-1986) 



Ø  SLNM,   +/- NACTH,   laparoscopic pelvic 
lymphadenectomy & simple trachelectomy or large 

cone (Rob et al. 2003) 

Ø  NACTH + pelvic lymphadenectomy + deep cone 
(Maneo et al. 2004)  

 
Ø  NACTH + pelvic lymphadenectomy + deep cone 

(case reports) 
 

Ø  Chemo-surgical treatment (IEO experience)  

Fertility-sparing procedure in CC 



Simple 
trachelectomy 
 
    Cone 



IEO Experience 

 
q  Tumor diameter < 2 cm 

§  Laparoscopically pelvic LA & cervical cone 
§  F-UP if no evidence of risk factors 

  
 

q  Tumor diameter > 2 < 3 cm 
§  Laparoscopically pelvic LA  

 NEGATIVE NODES 
§  Platinum&taxol-based chemotherapy for 3 cycles  

§  Simple trachelectomy/Cervical cone 

Landoni et al. 2007 



PRO 
l  These data demonstrate that simple trachelectomy / 

cervical cone can be safely performed. 
l  Data are comparable with more radical procedure 
l  Pregnacies rate is slightly better than RVT     

CONS 
•  Low compliance to conservative program (< 40% in all) 
•  Chemo-cone: alopecia 
•  Chemo-cone: identify endocervical involvement, to 

isthmic surveillance (IUO preserved) 
•  Chemo-cone: theoretical teratogenicity 



 Taking home message   
Modified-less radical surgical treatment  

Less radical local surgical treatment of early CC 
with negative Nodes /SLNM is acceptable? 

Less radical local surgical treatment of early vulvar cancer 
with negative SLNM is accepted 

Less radical local surgical treatment of early breast cancer 
with SLNM is accepted 
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Clinical scenarium  
beyond surgery 

Adjuvant treatment  

of early stage 



When is RT or Chemo/RT Indicated  
After Radical Hysterectomy? 

Radiation if two of the following:  
l deep invasion, large tumor or vascular invasion 

l  GOG 92 (Sedlis A et. al .A randomized trial of pelvic radiation 
therapy versus no further therapy in selected patients with 
stage IB carcinoma of the cervix after radical hysterectomy 
and pelvic lymphadenectomy: A Gynecologic Oncology Group 
Study.  Gyn Onc 73:177-183, 1999) 

Chemo-RT if one of the following: 
l Positive margin, parametrial extension, positive 

node 
l  GOG 109 (Peters WA et. al. Concurrent chemotherapy and 

pelvic radiation therapy compared with pelvic radiation therapy 
alone as adjuvant therapy after radical surgery in high-risk 
early-stage cancer of the cervix.  J Clinic Oncol 18:1606-1613, 
2000)  



Which treatment ? 

l  Radiotherapy 
l  Chemotherapy 
l  Chemo-radiation 



RH& 
PLND 

 Adjuvant RT after RH & PLND  

T risk 
factors 

pelvis RT 

high risk  
factors 

pelvis or  
EXF RT + CT 

no risk 
factors 

no further 
therapy 

CT 
? 

? 
? 



(anni 2000-2012) 
Stadio FIGO N° 
IA/IB	
   108	
  
IIA/IIB	
   186	
  
IIIA/IIIB	
   26	
  
IVA/IVB	
   15	
  
sconosciuto	
   11	
  

Totale 346 
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Issue of the next  
AIRO congress ? 



Carcinoma invasivo 
(Stadio FIGO I B2 (> 4 cm) e stadi superiori) 

1. Chemioterapia neoadiuvante e 
successiva chirurgia radicale. 

 
2. Chemio-radioterapia esclusiva. 

3. Chemio-radioterapia neoadiuvante ?? 

 
 



Neoadjuvant TIP  
(paclitaxel, ifosfamide, and cisplatin) chemotherapy 

followed by radical surgery in patients with  
locally advanced squamous cell cervical carcinoma:  

a monocentric experience  on 136 patients  

(July, 1997 - November 2010) 
 

Paolo Scollo 
 

DEPARTMENT OF OBSTETRICS AND GYNECOLOGY 
Cannizzaro HOSPITAL -  Catania  - ITALY 
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Take home message 
 

-  Migliorare strategie di prevenzione primaria e 
   screening= non ammalare !! 
 
-   Ruolo della chemioterapia e nuovi farmaci. 
-   Maggiore ricerca sulla biologia della malattia. 
-   Trattamenti conservativi nella malattia invasiva. 

-   Attesa di conclusione degli studi clinici. 
-  strategia NACT+surgery vs CHT-RT 
-  chirurgia mininvasiva vs laparotomica 

-   Chirurgia nerve-sparing (much mature data) 

-   Ruolo nuove diagnostiche: PET/TC 



Cominciate col fare ciò che 
è necessario….. 
poi ciò che è possibile… 
 
E all’improvviso vi 
sorprenderete a fare 
l’impossibile. 

San Francesco d’Assisi 



Grazie! 



Incident cases in 2008 

Europe 54,517 
Worldwide 530,232 

Deaths in 2008 

Europe 24,874 

Worldwide 275,008 





L’obiettivo dello screening del 
cervicocarcinoma è identificare le 
lesioni pre-invasive per trattarle in 

modo da ottenere 
Il 100% di sopravvivenza a 5 anni 

USA: 
Dopo screening si è ottenuta una riduzione  

dei nuovi casi di neoplasia da  
20.000 ogni anno (1960) a 13.000 ogni anno (dal 1991) 

 
 

In Italia riduzione di incidenza del 40% 
Incidenza di 12.3x100.000 donne ogni anno 





Obiettivi del management delle 
precancerosi 

 
Identificare la lesione 
Escluderne la invasività 
Preservare la fertilità 

Utilizzare tecniche “cost-effective” 
Utilizzare tecniche a bassa morbidità 

 

E 
 

Ottenere un controllo locale della malattia 
Prevenire le lesioni invasive 



CIN 1 
Observation or Treatment  

 
Observation or treatment 

if colposcopy is satisfatory. 
 

Treatment with excisional methods 
if unsatisfactory colposcopy 

 

Management of precancerosis in Europe. 



CIN 2-3 
Treatment  

 
Ablative methods is acceptable  
if colposcopy is satisfatory. 

 
Excisional methods  

if unsatisfactory colposcopy or suspected 
glandular lesions.  

Management of precancerosis in Europe. 



 
Take home messages 

 
Molta pubblicità, poca informazione. 
 
Necessità che chi tratta, conosca bene la patologia. 
 
Gestione personalizzata. 
 
Attenzione agli over-treatment soprattutto se 

ripetuti. 
 
Chirurgia mininvasiva ma non per questo senza 

potenziali complicanze a volte con compromissione 
importante della QoL. 
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Recommendations from  
FIGO Gyn Onco Committee - 2


l  Stage 0 
l  Delete stage 0  

l  Stage IA and IB 
l  No changes recommended 

l  Stage IIA 
l  Size has similar effect on prognosis similar to IB (Hong 

JH et al 2005) 
l  Recommended to substage IIA to 

l  IIA1 : tumour size of less than or equal to 4 cm with 
involvement of less than upper 2/3 of vagina 

l  IIA2 : tumour size of more than 4 cm with involvement of less 
than upper 2/3 of vagina 
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Compartimento posteriore (--) 
 



 
Compartimento centrale (+-) 

 Le	
  struQure	
  nervose	
  (HN	
  e	
  PSN)	
  sono	
  confluen8	
  (a	
  formare	
  IHP)	
  ed	
  iden8ficabili	
  
E’	
  in	
  questa	
  fase	
  indispensabile	
  iden8ficare	
  e	
  risparmiare	
  i	
  PSN	
  quando	
  ques8	
  si	
  

fondono	
  con	
  i	
  HN	
  
Importanza	
  di	
  landmarks	
  vascolari	
  (deep	
  uterine	
  vein,	
  middle	
  rectal	
  artery)	
  

	
  



•  Le	
  struQure	
  nervose	
  sono	
  fuse	
  in	
  un	
  unico	
  fascio	
  connemvo-­‐
vascolo-­‐nervoso:	
  	
  il	
  legamento	
  vescico-­‐uterino	
  (VUL)	
  

The deep, posterior leaf of VUL is a well known 
structure developed during radical hysterectomy that 
contains vesical veins draining into the deep uterine 
vein. Thus the deep layer probably contains 
detrusor nerve fibers and ganglions originating from 
the PSN and going toward the bladder neck. 
Therefore, adequate treatment of the VUL deep 
layer may become the most critical step of any 
NSRH. 

 
Niikura, Tohoku University school, 2007 

 Compartimento anteriore (++) 
 







l  219 consecutive FIGO stage IB1-2, IIA1-2, IIB 
l  NACT in pazients with tumour size > 5 cm 
l  No (!?) adjuvant radiotherapy 
 
1.  Recurrence pelvis 1.4%, pelvic + distant 1.1%, distant only 

2.4% 
2.  5yr OS and DFS                             96%    and     94% 
3.  5yr OS and DFS in N+ (21%)         91%    and     81%   
4.  No grade 3-4 complications                  
5.  Grade 2 = 9%       

 
Singol	
  centre	
  study!!!	
  	
  	
  	
  	
  	
  Ongoing	
  a	
  german	
  study	
  



IJGC,	
  2007	
  May-­‐Jun;17(3):623-­‐8.	
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IA2,IB1< 2 cm, less than ½ of stromal invasion       
 Parametrial Involvement? 

 How many LN negative pts have positive findings in the 
medial part of parametrium? 

l  Rob et al. 1999 – retrospective study 40 IA2, 85 IB1   - PI - 0% 
l  Covens et al. 2002 – retrospective study 3/536           - PI - 0,6% 
l  Steed et al. 2006 – retrospective study 0/120               - PI - 0%  
l  Plante et al. 2006 – radical trachelectomy 0/76           - PI - 0% 
l  Stegeman et al. 2007 – retrospective study 5/799      - PI - 0.63% 

l  Strnad P., Rob L et al. 2008 – prospective SLNM study  
                                                   133 SLN neg.   - PI - 0% 
                                                     25 SLN posit. - PI - 28%!! 
                                
 

Gynecologic Oncology 1O9 (2008) 280-284   



NACHTH tumor response 

before…. 

….and after 



Comparison with Snap-02 

Characteristic 
 

No. % 

Age, yr 
   median 
   range 
 

 
53 

(29-79) 

 

Clinical FIGO stage 
   Ib2 
   IIb 
   IIb bulky 
   III-IVa 

 
2 

54 
66 
14 
 

 
1 

40 
49 
10 

Hystological subtype 
   Squamous cell carcinoma 
   Adenocarcinoma 
 

 
131 

5 

 
96 
4 

Tumor grade 
   1 
   2 
   3 
   NAa 
   missing data 
 

 
3 

23 
39 
31 
40 

 
3 

24 
41 
32 
29 

aNot assessed because of pT0 or pT1 at post-chemotherapy surgery 
Abbreviations: FIGO, International Federation of Gynecology and 
Obstetrics; TIP, paclitaxel, ifosfamide, and cisplatin; yr, year. 
 

≠ 



Comparison with Snap-02 

Parameter No. % 
Post-chemotherapy pathological response 

 
   CR 
   PR1 
   PR2 
   SD 
   PD 
 

 
 

19 
15 
72 
7 
1 

 
 

17 
13 
63 
6 
1 

 



Conclusions 

neoadjuvant TIP regimen is: 

-  feasible → 16% treatment delay/withdrawal rate,  

            93% resection rate 

-  active →    30% path. Optimal response, 

                           63% path. Sub-optimal  response  

even in an higher stage disease enriched series than 
reported in previous clinical trial  

 

 



EORTC protocol 55994 
Randomized phase III study of neoadjuvant chemotherapy followed by surgery vs. concomitant radiotherapy and chemotherpy in FIGO Ib2, 

IIa > 4 cm or IIb cervical cancer.  
 
Trial Status Open 

Dates Date of activation: 19/03/2002 
Data management at EORTC Full 
Phase 3 
Randomized trial Yes 
Type Neoadjuvant 
Targeted Sample size 686 
Number of steps 1 
Drug RADIOTHERAPY 

SURGERY 
Study Staff Nicoletta Colombo (Study Coordinator) - Istituto Europeo Di Oncologia, 

Milano 
Stefano Greggi (Study Coordinator) - Istituto Nazionale Per Lo Studio E La 
Cura Dei Tumori, Napoli 
Gemma Kenter (Study Coordinator) - Leiden University Medical Centre, 
Leiden 
Fabio Landoni (Study Coordinator) - Istituto Europeo Di Oncologia, Milano 
Corneel Coens (Statistician) - EORTC, Brussels 
Maarten De Rouck (Data Manager) - EORTC, Brussels 
An Demeester (Data Manager) - EORTC, Brussels 

Type of cancer Cervical  
Participating Groups EORTC Gynecological Cancer Group(Coordinating Group) 

The present 


