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Who is “at risk”??

Virtually any woman! y y

 Begin early sexual expg y p

 Have had multiple par

 Have genital human p

 Develop other sexuall Develop other sexuall
such as genital herpes

But risk is enhanced if:

posure; age <20 p ; g

rtners

papillomavirus OR

ly transmitted infectionsly transmitted infections 
s, chlamydia etc



Clinical SuspicioClinical Suspicio
 Asymptomatic

 H/O : Excessive vagina
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 Postmenopausal bleed
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 Hard to feel, growth ma

 Postmenopausal bleed

 O/E : Cervix hypertroph

 Hard to feel, growth magg

Cancer is usually asymptomatic

the most common symptom is abnormal (ie non-
h i  d l t l  heavier and last longer. 

Abnormal bleeding, particularly after the menopa

•any sort of unusual vaginal discharge y g g

pain in the pelvic area 

painful or difficult urination
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g

ing, discharge, foul smell

ing

hied look unhealthy 

ay be seen

ing

hied look unhealthy 

ay be seenyy
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Classifications of CytomoClassifications of Cytomo
Changing terminologiesChanging terminologies
PapanicolaouPapanicolaou

Class I Normal N
Class II At pical A
Class I Normal N
Class II At pical A

Papanicolaou
Class
Papanicolaou
Class WHO SystemWHO System

Class II Atypical A

Class III Dysplasia C

Class II Atypical A

Class III Dysplasia C

Mild 1
Moderate 2
Mild 1
Moderate 2
Severe

Class IV Ca in situ 3
Class V Invasive sq cell Ca s

Severe
Class IV Ca in situ 3
Class V Invasive sq cell Ca sq

Adeno Ca A
q

Adeno Ca A

orphology of Cervixorphology of Cervix

Normal Within normal limits (WNL)
At pical Benign cell lar changes
Normal Within normal limits (WNL)
At pical Benign cell lar changes

CINCIN Bethesda SystemBethesda System

Atypical Benign cellular changes
(or) ASC-US >> ASC & ASC-H

CIN Squamous epithelial cell
Ab lit

Atypical Benign cellular changes
(or) ASC-US >> ASC & ASC-H

CIN Squamous epithelial cell
Ab litAbnormality

1 Low grade SIL
2

Abnormality
1 Low grade SIL
2

3 High-grade SIL
sq cell Ca sq cell Ca
3 High-grade SIL
sq cell Ca sq cell Caq q
Adeno Ca Adeno Ca
q q

Adeno Ca Adeno Ca



Genital HPV Genital HPV 

 Quite common in y Quite common in yy

 70% sub clinical, 30
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 Most cervical HPV 
limiting proliferatio
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 Some persistent in
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 Hybrid capture 2 HPV  Hybrid capture 2 HPV 

HPV DNHPV DN

quantitative test with c
at 5000 HPV genome/m
quantitative test with c
at 5000 HPV genome/m
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 It uses RNA probes sp
genomes of oncogenicgenomes of oncogenic
16,18,33,35,39,45,51,52
genomes of oncogenic
16,18,33,35,39,45,51,52

 Combined with pap tes
predictive value.

 Combined with pap tes
predictive value.

NA TestNA Test
DNA test is semi  DNA test is semi  
NA TestNA Test

clinical detection level 
ml
clinical detection level 
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pecific for full length 
c types HPV

pecific for full length 
c types HPVc types HPV 
2,56,58,59,68.
c types HPV 
2,56,58,59,68.

st, it has 100% negative st, it has 100% negative 



HPV DNA TestingHPV DNA Testing

A b tit t fA b tit t f

HPV DNA Testing HPV DNA Testing 

 A substitute for pap s

F i

 A substitute for pap s

F i For screening women For screening women

is not Intended asis not Intended asis not Intended asis not Intended as

smear

b l 30 f

smear

b l 30 fn below 30yrs of agen below 30yrs of age
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cervical cancer over next
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treated. Colposcopy is re

p p
(6-7% or more) of develop
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PV DNA Test ResultPV DNA Test Result
robable risk of developing 
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robable risk of developing 
t 5-15 yrs is minimal (0.2%).t 5 15 yrs is minimal (0.2%).

at smear after 6 months 
mended

t 5 15 yrs is minimal (0.2%).

at smear after 6 months 
mendedmended.

old risk of developing HSIL. 

mended.

old risk of developing HSIL. 
nded.

women are at higher risk   

nded.

women are at higher risk   g
ping cancer cervix if not 
ecommended to detect CIN. 

g
ping cancer cervix if not 
ecommended to detect CIN. 

Contd..Contd..
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 If normal repeat HPV 

When colposcopy is rec

 If normal repeat HPV 

 If repeat HPV DNA tes
test in 7 yrs

 If repeat HPV DNA tes
test in 7 yrs

 Abnormal colposcopy Abnormal colposcopy

 Borderline +ve : repea Borderline +ve : repea

PV DNA Test ResultPV DNA Test Result

commended:commended:

PV DNA Test ResultPV DNA Test Result

commended:

DNA test in 1-3 yrs

commended:

DNA test in 1-3 yrs

st is negative, repeat pap st is negative, repeat pap 

y detect CIN and treat ity detect CIN and treat it

at HPV DNA test after 3yrsat HPV DNA test after 3yrs



Indications for HIndications for H
 ASCUS pap smear ASCUS pap smear

Indications for HIndications for H

 Resolution of disparit
colposcopy & histolog

 Resolution of disparit
colposcopy & histologcolposcopy & histolog

 Follow up after treatm
colposcopy & histolog

 Follow up after treatm
 Follow up after norma

abnormal  pap smear
 Follow up after norma

abnormal  pap smear
 Population screening 

I f t P i S
 Population screening 

I f t P i S In future as Primary S In future as Primary S

HPV DNA TestingHPV DNA TestingHPV DNA TestingHPV DNA Testing

ty between cytology, 
gy
ty between cytology, 
gygy

ment for “Test of Cure”
gy

ment for “Test of Cure”
al colposcopy in al colposcopy in 

as adjunct to pap smear
S i t t

as adjunct to pap smear
S i t tScreening test Screening test 



Treatment of GeTreatment of Ge

 Aim to relieve symptom Aim to relieve symptom

Known to be caused by 

 Aim to relieve symptom

 Does not eradicate the

 Aim to relieve symptom

 Does not eradicate theoes ot e ad cate t e

 Recurrence in 25-50%

oes ot e ad cate t e

 Recurrence in 25-50%

 Not proven to reduce t Not proven to reduce t

 Development of cance Development of cance

enital HPV wartsenital HPV warts

ms & cosmetic reasonsms & cosmetic reasons

the Low Risk HPV Types

ms & cosmetic reasons

e virus

ms & cosmetic reasons

e viruse use us

transmission of HPVtransmission of HPV

r cervix not influencedr cervix not influenced



Vulvar LVulvar L
Chemical Methods

* Podophyllotoxin 0.5% 
Chemical Methods

* Podophyllotoxin 0.5% 
* Imiquimod cream
* Podophyllin 20%
* Imiquimod cream
* Podophyllin 20%
* Trichloracetic acid
* Interferon
* Trichloracetic acid
* Interferon
* 5- Fluorouracil

Physical Methods
* 5- Fluorouracil

Physical Methodsy
* Cryotherapy / 

Electrocautery / LAS

y
* Cryotherapy / 

Electrocautery / LASy
* Surgical Excision

y
* Surgical Excision

LesionsLesions

  Patient AppliedPatient Applied

Health Care 
Provider Appliedpp

SERSER Trained Clinician 
Care AppliedCare Applied



Physical MPhysical MPhysical MPhysical M

CO2 LASERCO2 LASERCO2 LASER
* Useful for extensive
* R id ti h li

CO2 LASER
* Useful for extensive
* R id ti h li* Rapid tissue healin

Surgical Excision

* Rapid tissue healin

Surgical ExcisionSurgical Excision
* Useful for extensive

Surgical Excision
* Useful for extensive
* Useful for perianal,* Useful for perianal,

MethodsMethodsMethodsMethods

e lesionse lesions
ngng

e lesionse lesions
 anal  warts anal  warts



Prevention & CPrevention & CPrevention & CPrevention & C

 Educate about the viru Educate about the viru Educate about the viru
 Advise about personal
 Abstinence / use of co

 Educate about the viru
 Advise about personal
 Abstinence / use of co Abstinence / use of co
 Proper follow up
 Abstinence / use of co
 Proper follow up
Management of sexual

 Treatment & counse
Management of sexual

 Treatment & counseeat e t & cou se
 Offer check up for ot

eat e t & cou se
 Offer check up for ot

Control of HPVControl of HPVControl of HPVControl of HPV

us, contagious natureus, contagious natureus, contagious nature
l hygiene
ndom during treatment

us, contagious nature
l hygiene
ndom during treatmentndom during treatment ndom during treatment 

l partners
ling if obvious lesions
l partners
ling if obvious lesionsg ob ous es o s
ther STD
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HPV DNA Typing HPV DNA Typing 

Prophylactic VaccineProphylactic Vaccine

Neutralizing antibody Neutralizing antibody 
response to viral antigenresponse to viral antigen

Prevent HPVPrevent HPV

& Vaccination& Vaccination

Therapeutic VaccineTherapeutic Vaccine

T cell cytotoxic response to T cell cytotoxic response to 
early viral oncoproteinsearly viral oncoproteins

Treat cervical neoplasiaTreat cervical neoplasia



HPV DNA TypinHPV DNA Typinypyp
 Merck research lab is currently

vaccine containing 16, 18, 6 & 
 Merck research lab is currently

vaccine containing 16, 18, 6 & 

 Another trial with HPV vaccine
Ca Cx).

 Another trial with HPV vaccine
Ca Cx).

 All patients tested and found n
the study and repeated at 7 mo

 All patients tested and found n
the study and repeated at 7 mo

1194 with v

1510 ith

1194 with v

1510 ith

No. of Patients

Antibodies at 7 months

No. of Patients

Antibodies at 7 months 1510 with v

0

1510 with v

0

Antibodies at 7 months

Incidence of persistent
HPV vaccine

Antibodies at 7 months

Incidence of persistent
HPV vaccineHPV vaccineHPV vaccine

ng & Vaccinationng & Vaccinationgg
y conduction phase 3 trial of HPV 
11.

y conduction phase 3 trial of HPV 
11.

 for type 16 (Associated with 50%  for type 16 (Associated with 50% 

egative for type 16 at the start of 
onths for antibody.
egative for type 16 at the start of 
onths for antibody.

vaccine 1198 with placebo

i 6 / l

vaccine 1198 with placebo

i 6 / lvaccine 6m mu/ml

3.8 per 100 women year

vaccine 6m mu/ml

3.8 per 100 women year



Cervical Carcinogen

average duration: 8-12 
months (spontaneous 
regression)

healthy HPV i f ti Persistehealthy
cervix HPV infection Persiste

CIN 

 Sexua
 “Male 

C

 Innate immunity
 Antibody (adaptive)
 Cyto T-cell (CTL) response

 Co-ca
y ( ) p

 Vitamines: carotene; retinoic

SUBCLATENCY SUBC

nesis: a typical model

ence high grade Invasionence 
1 Neoplasia

CIN 2/ 3

Invasion
CIS

al Behavior
Factor”- partner sex history

ircinogens

LINICAL CLINICALLINICAL CLINICAL
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The 2001 Bethesda System
Squamous Cell Abnormalities

The 2001 Bethesda System
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 Atypical squamous cells (AS

of undetermined significa

Squamous Cell Abnormalities
 Atypical squamous cells (AS

of undetermined significa
cannot exclude HSIL (AS

 Low-grade squamous intraep
 High-grade squamous intrae

cannot exclude HSIL (AS
 Low-grade squamous intraep
 High-grade squamous intrae High grade squamous intrae
 Squamous cell carcinoma

Glandular Cell Abnormalities

 High grade squamous intrae
 Squamous cell carcinoma

Glandular Cell AbnormalitiesGlandular Cell Abnormalities
 Atypical glandular cells (AG
 Atypical glandular cells, favo
 Endocervical adenocarcinom

Glandular Cell Abnormalities
 Atypical glandular cells (AG
 Atypical glandular cells, favo
 Endocervical adenocarcinom Endocervical adenocarcinom
 Adenocarcinoma
 Endocervical adenocarcinom
 Adenocarcinoma

Cytologic AbnormalitiesCytologic Abnormalities

SC)
ance (ASC-US)
SC)
ance (ASC-US)
C-H)
pithelial lesion (LSIL)

epithelial lesion (HSIL)

C-H)
pithelial lesion (LSIL)

epithelial lesion (HSIL)epithelial lesion (HSIL)epithelial lesion (HSIL)

GC) cervical, endometrial, NOS
or neoplastic
ma in situ (AIS)

GC) cervical, endometrial, NOS
or neoplastic
ma in situ (AIS)ma in situ (AIS)ma in situ (AIS)



Management of C
Ab

Management of C
AbAbnormAbnorm

Considerations for RationaConsiderations for RationaConsiderations for Rationa
Management

 Intra & inter observer va

Considerations for Rationa
Management

 Intra & inter observer va Intra- & inter-observer va
especially at the lower en

 Proportion of women wit

 Intra- & inter-observer va
especially at the lower en

 Proportion of women wit Proportion of women wit
disease and invasive can

 Role of HPV DNA testing?

 Proportion of women wit
disease and invasive can

 Role of HPV DNA testing? Role of  HPV DNA testing?

 Role of  colposcopy?

 Role of  HPV DNA testing?

 Role of  colposcopy?

Cervical Cytologic 
liti

Cervical Cytologic 
litimalities…malities…

al Plan of Conservative al Plan of Conservative al Plan of Conservative 

ariation in diagnosis

al Plan of Conservative 

ariation in diagnosisariation in diagnosis, 
nd of spectrum
th true premalignant

ariation in diagnosis, 
nd of spectrum
th true premalignantth true premalignant 
ncer within each category
th true premalignant 
ncer within each category



Reproducibility of CytReproducibility of Cytp y yp y y
Index Pap test classified a

 68% LSIL

Index Pap test classified a

 68% LSIL 68% LSIL
 26% downgraded to ASC
 6% upgraded to HSIL

 68% LSIL
 26% downgraded to ASC
 6% upgraded to HSIL 6% upgraded to HSIL

Index Pap test classified a

 6% upgraded to HSIL

Index Pap test classified a

 47% HSIL
 27% downgraded to LSI
 47% HSIL
 27% downgraded to LSI
 23% downgraded to ASC
 3% downgraded to nega
 23% downgraded to ASC
 3% downgraded to nega

by quality control patholoby quality control patholo

tologic Interpretationstologic Interpretationsg pg p
as LSILas LSIL

CUS/ negativeCUS/ negative

as HSILas HSIL

LL
CUS
ative
CUS
ative

gy groupgy group



Association of CytoAssociation of CytoAssociation of Cyto
with Biopsy con

Association of Cyto
with Biopsy con

ASC ASC-HASC ASC-H

CIN 2, 3 5 - 17% 20 - 40%

Invasive 
Cancer 0.1- 0.2%

ologic Abnormalitiesologic Abnormalitiesologic Abnormalities 
nfirmed findings
ologic Abnormalities 
nfirmed findings

LSIL HSIL AGCLSIL HSIL AGC

% 15 - 30% 70 - 75% 10 - 40%

<0.1% 1- 2% 1- 9%



Tools available for As
D t ti f C t l

Tools available for As
D t ti f C t lDetection of CytolDetection of Cytol

Single Sg
Repeat Cytology

Sensitivity 67-76%

Referral forReferral for 
Colposcopy

-

NPVNPV -

ssessment  following 
l i Ab lit
ssessment  following 
l i Ab litlogic Abnormalitylogic Abnormality

Serial Repeat Cytology HPV Oncogenic p y gy g
types

2 smears: 91%2 smears:  91%
3 smears:  97%

96%

59% 56%

96% 99%



Sensitivity for High-Grade Cervic
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cal Disease or Invasive Cancer



WHY Tre

D fi it Ri k f P Definite Risk of P

 Expertise of Colp Expertise of Colp

 Expertise of Path Expertise of Path

eat CIN?

P iProgression

poscopist?poscopist?

hologist ?hologist ?



Philosophy ofPhilosophy ofPhilosophy of Philosophy of 

 Local disease, Underly Local disease, Underly Local disease, Underly
lymphatics not involve

 Local disease, Underly
lymphatics not involve

 Local removal / destru
(abnormal) is sufficien

 Local removal / destru
(abnormal) is sufficien( )
that all tissue up to 5-7
destroyed

( )
that all tissue up to 5-7
destroyeddestroyeddestroyed

CIN TreatmentCIN TreatmentCIN TreatmentCIN Treatment

ying stroma &ying stroma &ying stroma & 
ed
ying stroma & 
ed
uction of tissue 
nt, provided it is assured 
uction of tissue 
nt, provided it is assured , p
7 mm depth is removed / 

, p
7 mm depth is removed / 



Decision RegarDecision Regar

 Age of the pa Age of the pa

 Desire for fert Desire for fert

 Size & Grade  Size & Grade 

 Co-existent p Co-existent p

 Facilities avai Facilities avai

 Feasibility of  Feasibility of 

rding Treatmentrding Treatment

tienttient

tilitytility

of lesionof lesion

athologyathology

ilableilable

follow-upfollow-up



Management ofManagement of
3 Options
 Repeat Pa
3 Options
 Repeat Pa

 If >= AS
 3 conse

screeni

 If >= AS
 3 conse

screeniscreeni
 Immediate

 If –ve …

screeni
 Immediate

 If –ve …
 If biops

accordi
 If biops

accordi
 High Risk 

 + … refe
 for

 High Risk 
 + … refe
 for - … for 

12 mths
 - … for 

12 mths

f ASC-US smearf ASC-US smear

p smear in 4-6 monthsp smear in 4-6 months
SC-US… refer for colposcopy
ecutive -ve smears… Routine 
ng

SC-US… refer for colposcopy
ecutive -ve smears… Routine 
ngng

e Colposcopy
…repeat cytology at 12 months

ng
e Colposcopy
…repeat cytology at 12 monthsp y gy

y proven lesion… manage 
ngly

p y gy
y proven lesion… manage 
ngly
HPV testing
er for colposcopy
CIN Repeat cytology or/ HPV at

HPV testing
er for colposcopy
CIN Repeat cytology or/ HPV atCIN…Repeat cytology or/ HPV at 

s
CIN…Repeat cytology or/ HPV at 

s



Management oManagement o
* Colposcopy Recommended 

If no lesion… Review cy

*  If interpretation rema  If interpretation rema
DNA at 12-24 months

* Conization not indicated for cyt* Conization not indicated for cyt
ASC-H diagnosis

LEEP “See & Treat” should n
bi   CIN b  fbiopsy proven CIN because of

of ASC-H smearof ASC-H smear
for All women with ASC-H

ytology, HPV, colposcopy

ains ASC-H  Repeat HPV ains ASC H, Repeat HPV 
s

tology/ histology discrepancy withtology/ histology discrepancy with

not be used for ASC without 
f t ti l f  t t tf potential for over-treatment



Management oManagement o

 Colpos
women

 Colpos
womenwomen

 If lesion 
satisfact

women

 If lesion 
satisfactsatisfact

 If no les
cyto-, HP
If bi

satisfact
 If no les

cyto-, HP
If bi If biopsy
with Rep
DNA at 1

 If biopsy
with Rep
DNA at 1

Adolescent
testing is a
colposcopy

of LSIL smearof LSIL smear

scopy recommended for all 
n with LSIL
scopy recommended for all 
n with LSILn with LSIL

in TZ & Colposcopy 
tory Directed biopsy

n with LSIL

in TZ & Colposcopy 
tory Directed biopsytory  Directed biopsy
ion/ unsatisfactory  Review 
PV & ECC

f il l CIN f ll

tory  Directed biopsy
ion/ unsatisfactory  Review 
PV & ECC

f il l CIN f lly fails to reveal CIN, follow up 
peat cytology at 6 & 12 mo/ HPV 
12 mo

y fails to reveal CIN, follow up 
peat cytology at 6 & 12 mo/ HPV 
12 mo

ts: Follow up with repeat cytology/ HPV
an acceptable option without initial
y



Management oManagement o
 Colposcopy 

recommende
 Colposcopy 

recommende
- Further manag

* Satisfactory
lesion: Direc

- Further manag

* Satisfactory
lesion: Direclesion: Direc
& treat
* Lower grad

lesion: Direc
& treat
* Lower gradg
Conization is
young reprod
* U ti f t

g
Conization is
young reprod
* U ti f t* Unsatisfact
preferred. HP
* Unsatisfact
preferred. HP

Ablative trea

of HSIL smearof HSIL smear
 with EC assessment is 

ed for All women with HSIL
 with EC assessment is 

ed for All women with HSIL
gement depends on  colposcopy findings

y colposcopy with high grade 
cted biopsy LEEP or selective see

gement depends on  colposcopy findings

y colposcopy with high grade 
cted biopsy LEEP or selective seected biopsy, LEEP or selective see 

de lesion or No lesion: 

cted biopsy, LEEP or selective see 

de lesion or No lesion: 
s preferred, except in pregnant & 
ductive age women
t Di ti i ti

s preferred, except in pregnant & 
ductive age women
t Di ti i titory - Diagnostic conization 
PV DNA Testing.
tory - Diagnostic conization 
PV DNA Testing.

atment may be unacceptable.



Management oManagement o

 Initial Colposcopy (Endom Initial Colposcopy (Endom
is recommended for All w

 Follow up with Rpt cytolo
is recommended for All w

 Follow up with Rpt cytolop p y
Subsequent evaluation if 

identified

p p y
Subsequent evaluation if 

identifiedidentified
AGC favor Neoplasia-Dia
identified
AGC favor Neoplasia-Dia
AGC No neoplasia: Repea
-ve HPV DNA Testing or c
AGC No neoplasia: Repea
-ve HPV DNA Testing or cve. HPV DNA Testing or cve. HPV DNA Testing or c

of AGC smearof AGC smear

metrial sampling in >35yrs) metrial sampling in >35yrs) 
women with AGC
ogy or HPV acceptable
women with AGC
ogy or HPV acceptablegy p
f invasive disease not 

gy p
f invasive disease not 

gnostic conizationgnostic conization
at cytology 4-6 mthly till 4   
colposcopy
at cytology 4-6 mthly till 4   
colposcopycolposcopycolposcopy



ACS Gui
“HPV DNA testing has 

cytology for detecting 
lesions” and the “highg
value resulting from co
with cytology and HPVwith cytology and HPV
safely permit increasin
thus lowering costs.”

idelines1

greater sensitivity than 
clinically relevant 

h negative predictive g p
oncomitant screening 

V DNA testing couldV DNA testing could 
ng screening intervals, 

Saslow, D. et al. CANCER. 52(6) 342-362..



WORLD HEALTH ORGANIZATION
OF HPV TESTING IN CERVICAL C

According to IARC:
 HPV infections are a n

cervical cancer
 Women can be consid

cervical cancer risk incervical cancer risk in 
infection with high-risk

 The use of “high-risk H
patient management isp g

N AGENCY RECOGNIZES ROLE 
CANCER SCREENING (April,04)

ecessary cause of 

ered virtually free of 
the absence of persistentthe absence of persistent 

k types of HPV. 
HPV types in screening & 
s fully justified.y j



ACOG Recom

 “The use of a combination The use of a combination
HPV DNA screening is ap
30 & ld If thi b30yrs & older. If this comb
who receive -ve results on
rescreened no more frequ
5yrs.”1,2y

mmendations

n of cervical cytology &n of cervical cytology & 
propriate for women aged 
bi ti i dbination is used, women 
n both tests should be 
uently than every 3 or 

1. ACOG Press Release, July 31, 2003.

2. ACOG Practice Bulletin, Number 45, August 2003. 
Replaces Committee Opinion Number 152, March 1995.



ASC of undeter
significance (A

ASC ASC

HPV DNA

Re Pap (4-6 mo)
/ HPV (6-12 mo)

> ASC

Annual pap if 
repeat Pap -verepeat Pap -ve     
OR
3 yrly, if High- ris
HPV -ve after 
ASC-US

 Post-menopausal 
women: ASC-US, LGSIL 

ASC-USfollowed by hormonal 
treatment & repeat Pap.

 LSIL in adolescents may
LS

 LSIL in adolescents may 
be followed by a Pap & 
HPV testing in 12 mths.

AGC: (ASC-NOS), AGC

rmined
ASC-US)

C-H
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older >45
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35 or older
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Risk factors for failuRisk factors for failu

 Resection margin with C
 Vaginal - endocervical Vaginal - endocervical 
 Glandular lesions 
 CIN gradeg

 Endocervical brush/cure
 Treatment method Treatment method 

 LEEP 
 Cold knife conization - las
 Competence of resident 

 Monocentric - multicent

ure after conizationure after conization

CIN

ettage with CIN

ser cone

tric CIN



Guidelines for F/UGuidelines for F/U

 United Kingdom
6x Pap smears in 5yrs- 6x Pap smears in 5yrs

 Netherlands Netherlands 
- Pap smear after 6, 12, 24
- Colposcopy in case of a

 Germany
- Pap smear 3 6 9 12 18Pap smear 3, 6, 9, 12, 18
- Colposcopy in case of a

U after conizationU after conization

4 mo
abnormal Pap

8 24 mo8, 24 mo 
abnormal Pap



Optimal Method of PrOptimal Method of Pr

Pap smearap s ea
quite often (+), but
only in 50% CIN

HPV DNAHPV DNA
HPV eradic

Persistence req
HR HPVHR HPV prese

redicting Clearance?redicting Clearance?

ColposcopyCo poscopy
often inadequate

difficult to interprete

A testing?A testing?
cation after tx
uired for CIN/SCC

t i t t CINent in post-tx CIN



HPV Testing afteHPV Testing afte

• Study Design
104x CO2 laser conizati- 104x CO2 laser conizati

- 67% CIN 2/3 (of which 8

R lt• Results
- No recurrence after 3 ye
- 3% HPV (+) but differen- 3% HPV (+), but differen

=>Laser cleared CIN and=>Laser cleared CIN and 
=>No residual disease

er CIN Treatmenter CIN Treatment

ionsions
84% HPV PCR +)

ears
nt typent type

HPVHPV 

Kjellberg et al., Am Ob Gyn 2000;183:1238-42



HPV Testing afteHPV Testing afte

• Study design:
- 56x conization for CIN 3
- Follow up 12-73 mo

• Results:• Results:
- 9% (5/56) recurrent CIN
- 20% HPV (PCR) positive- 20% HPV (PCR) positive
- HPV sensitivity 100%; sp

=>All HPV (-) ->no CIN rec
=>Persistent HPV infection>Persistent HPV infection

er CIN Treatmenter CIN Treatment

pecificity = 55%

urrence 
n = increased risk (p<0 0001)

Nagai et al., Gynecol Oncol 2000;79:294-9

n  increased risk (p<0.0001)



HPV Testing afteHPV Testing afte

Post-tx Sensitiv
CIN 2/3 HPV#

3 mo** 93%3 mo 93%
6 mo* 90%

12 mo 90%12 mo 90%
24 mo 93%
1 SCC and 1 CIN 3 overlooked by Pap fo1 SCC and 1 CIN 3 overlooked by Pap fo

All 21x HR-HPV (+) w/o post-tx C
# 90% HPV t# 90% same HPV type 

er CIN Treatmenter CIN Treatment

vity Specificityy
Pap

p y
HPV          Pap

58% 86% 91%58% 86% 91%
62% 92% 91%
72% 96% 95%72% 96% 95%
93% 99% 96%

or >24 mo but HPV 16 (+)or >24 mo but HPV 16 (+)

CIN 2/3 cleared HPV in 4-18 mo

Nobbenhuis et al., Brit.J. Cancer 2001;84:796-801



HPV Clearance with Time after Conization: ~10% Residual Disease



Colposcopy in Managp py g

• HIGH LEVEL OF CONFIDE
iti it t d t t lsensitivity to detect normal 

0.98 & weighted mean spec
normal histology was not availabgy
in literature)

BUTBUT 
• It is inconvenient and uncom

C l f l• Colposcopy referral may ra
disease among patients

• Expensive• Expensive
• Potential for over Dx & over

gement of Cn Cx: Issuesg

ENCE: Weighted mean 
t b l i l tito abnormal cervical tissues-
cificity 0.49 (by the experts, also 
ble in majority of cases as reported j y p

mfortable
i f l f i lise false concerns of cervical 

r Rx



Limiting Factors For Sa
I i t t i & l Inappropriate triage & evalu
diagnostic protocol
C l i Colposcopic errors
 Inadequate expertise
 Over interpretation of minor le Over interpretation of minor le

ALTS) 
 Failure to record colposcopic p p
 Pregnancy
 Incomplete visualization of TZ

 Failure to inspect associate

atisfactory Colposcopy
ti i d i ti fuation i.e deviation from 

esions size of the lesion (Re:esions, size of the lesion (Re: 

findingsg

Z
d lesion over vulva & vagina



Take Hom
 10% disease after CIN t
 Increased incidence of Increased incidence of

CIN 3 conization!
 HPV more sensitive tha HPV more sensitive tha
 HPV specificity appear
 Optimal time lag needs

studies

• Cost-benefi
• Larger stud• Larger stud

e Message
treatment
f cervical cancer afterf cervical cancer after 

an Pap smearan Pap smear
rs similar
s validation by other 

t analysis
ies necessaryies necessary




