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Onerinin guc duzeyi:

» A: Etkinlik ve doyurucu klinik fayda i¢in saglam derecede
kanit destegiyle uygulama yonunde oneri

» B: Etkinlik veya sadece sinirli klinik fayda igin orta
derecede kanit destegiyle uygulama yonunde oneri

= C: Etkinlik icin nedeniyle uygulama yonunde veya
karsisinda oneri icin yetersiz kanit

= D: Etkinlik icin orta derecede kanit destegiyle
vygulamaya karsi oneri

» E: Etkinlik eksikligi veya olumsuz sonug igin saglam
derecede kanit destegiyle uvygulamaya karsi oneri

Oneriler:

» Onerilmez: Uygulamaya karsi zayif kanit, olumsuz
sonuclar dogurabilecek marjinal risk

» Kabul edilemez: Kullanimina karsi saglam kanit mevcut



Onerinin guc duzeyi:

» A: Etkinlik ve doyurucu klinik fayda igin saglam
derecede kanit destegiyle uygulama yonunde oneri

» B: Etkinlik veya sadece sinirli klinik fayda igin orta
derecede kanit destegiyle uvygulama yonunde oneri

» C: Etkinlik icin kanit yetersizligi nedeniyle uygulama
yonunde veya karsisinda oneri icin yetersiz

» D: Etkinlik icin orta derecede kanit destegiyle
vygulamaya karsi oneri

» E: Etkinlik eksikligi veya olumsuz sonug i¢in saglam
derecede kanit destegiyle vygulamaya karsi oneri




Oneriler:

= Onerilir: Tek bir secenek varliginda vygulama
yonunde saglam veri

» Tercih edilir: Birden ¢ok se¢cenek varliginda en iyi
secenek veya en iyi se¢ceneklerden birisi

= Kabul edilebilir: Verilerin daha iyi oldugunu isaret
ettigi baska bir yaklasim veya herhangi tek bir
secenek yonunde veri oimadigi durumda birden ¢ok
seceneklerden birisi

» Onerilmez: Uygulamaya karsi zayif kanit, istenmeyen
sonuclar dogurabilecek marjinal risk

» Kabul edilemez: Kullanimina karsi saglam veri



Bulgu kalitesi:

= |: En az bir randomize kontrollu ¢calismadan edinilen bulgu

» ||: en az bir randomize olmayan klinik calismadan, kohort
veya olgu-kontrollu analitik galismalardan (tercihan birden
c¢ok merkezden) veya ¢oklu zaman serisi calismalarindan
veya kontrolsuz calismalardaki dramatik sonucglardan
edinilen bulgu

» ||I: Klinik deneyimine gore saygi duyulan otoritelerin
goruslerinden , tanimlayici ¢calismalardan veya eksper
komite raporlarindan edinilen bulgu



» HPV testi yuksek riskli onkojenik 16, 18, 31, 33, 35, 39, 45, 51, 52, 56, 58, 59
tipleri ile sinirh olmalhdir.




25 vas oncesi Cx CA riski dusuk

Squamous Cell Glandular Unspecified All Carcinomas
Average Average Average Average
Annual Rate Annual Rate Annual Rate Annual Rate
Count (95% CI) Count (95% CI) Count (95% CI) Count (95% CI)
All cases 2,120 2,98 (2.94-3.02) 793 1.12(1.09-1.14) 150 0.21 (0.20-0.22) 3,063 4.30 (4.26-4.35)
Age (y)
15-19 6  0.07 (0.05-0.09) 5 0.06 (0.04-0.07) 3 0.03 (0.02-0.04) 14  0.15(0.13-0.18)
20-24 88  0.98 (0.92-1.05) 25 0.28 (0.25-0.32) 13 0.14 (0.12-0.17) 125 1.40 (1.33-1.48)
25-29 363 4.15(4.02-4.29) 122 1.40(1.32-1.48) 33 0.38 (0.34-0.43) 519 594 (5.768-6.10)
30-34 719  8.02(7.83-8.21) 270 3.01 (2.90-3.13) 46 0.51 (0.46-0.56) 1,035 11.54 (11.32-11.76)
35-39 944  9.76(9.57-9.96) 370 3.82 (3.70-3.95) 55 0.57 (0.53-0.62) 1,369 14.16 (13.92-14.40)
Race or
ethnicity
White 1,263  2.78 (2.73-2.82) 574 1.26(1.23-1.30) 94 0.21(0.19-0.22) 1,931 4.24 (4.18-4.30)
Black 299  3.31(3.19-3.43) 44 0.49 (0.45-0.54) 20 0.21(0.16-0.25) 362 4.02 (3.89-4.15)
Hispanic 444  3.80(3.69-3.92) 131 1.14 (1.08-1.20) 27 0.23 (0.20-0.26) 603  5.17 (5.04-5.30)

*Rates are per 100,000 females.

Cl, confidence interval.

Data are from population-based cancer registries that participate in the National Program of Cancer Registries, the Surveillance,

Epidemiology, and End Results Program, or both, and meet high-quality data criteria (www.cdc.gov/uscs).
The 0- to 14-year data are suppressed because of small numbers.
Limits of Cls were 95% and were based on the Gamma method using the Tiwari modification (http://seer.cancer.gov/seerstat/).
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Benard VB, ve ark, Cervical Cancer Rates Among Young Females in the United States. Obstet Gynecol 2012;120:1117-23.



HPV sik rastlanir, lezyon 21-24 yas arasi 1.4/100,000 Cx
/ siklikla regrese olur CA, 1 olgu igin 55,000 sitoloji
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r RL, ve ark. Genital human papillomavirus infection: incidence and risk factors in a cohort of female university students. Am J Epidemiol.



ASC-H

Table 1. Distribution of Worst Histologic Diagnosis Among Women With CIN 1/Negative Colposcopy Aged 25 Years
and Older, Given Antecedent Pap or Cotest Result That Preceded Colposcopy

Total Worst histologic diagnosis during follow-up after CIN 1/negative colposcopy
Total CIN3  Squamous Total
Antecedent Pap and HPV test result n CIN1 CN1 CN2 CdN3 Al or AlS carcinoma Adenocarcnoma  cancers
Total 20,319 10,381 8,701 7137 434 31 466 14 14 34
HPV-positive/ASC-US 9,936 4901 4,440 376 199 1 210 2 5 9
LSIL 7,161 3335 3,448 246 125 2 128 2 2 4
AGC 1,484 1,202 232 17 18 8 26 2 3 7
ASC-H 1,189 680 393 57 46 5 51 4 2 8
HSIL+ 549 263 188 41 46 5 51 4 2 6

Total cancers include not only squamous cell carcinoma and adenocarcinoma but also adenosquamous carcinoma and cervical cancer of unknown histology or histology unrelated

to HPV infection. The category “Total CIN 3 or AIS™ also includes 1 woman with a diagnosis that did not differentiate between CIN 3 and AIS. "HSIL+" includes HSIL and the few
women with squamous cell carcinoma and AIS Pap results.

HPV, human papillomavirus; CIN, cervical intraepithelial neoplasia; AlS, adenocarcinoma in situ; ASC-US, atypical squamous cells of undetermined significance; LSIL, low-grade
squamous intraepithelial lesion; AGC, atypical glandular cells; ASC-H, atypical squamous cells cannot exdude HSIL HSIL, high-grade squamous intraepithelial lesion.

I \\ » CIN3+ riski ASC-US ve LSIL'dan fazlakatki HA. 2013:5:569-577
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» Gozlemsel takip i |g:|n
yuksek oran

» Katki HA, ve ark.. J Low Genit Tract Dis 2013;17:S50-S55



ASC-H
Yuksek oranda HPV pozitifligi

s e

ASCUS 773.9

LSIL 7%89.1
HSIL-CIN grade2 7%93.2

HSIL-CIN grade3 7%90.9

»  ASC-US-LSIL Triage Study (ALTS) Group. A randomized trial on the management of low-grade squamous
intraepithelial lesion cyfology interpretations. Am J Obstet Gynecol 2003;188:1393-400

» YUksek HPV pozitiflik sikhgli nedeniyle refleks HPV testi uygun degildir
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ASC-H

Management of Women with Atypical Squamous Cells:
Cannot Exclude High-grade SIL (ASC-H)*

No CIN2,3 CIN2,3
Manage per Manage per
ASCCP Guideline ASCCP Guideline

* Management options may vary if the woman
is ages 21-24

®© Copyright, 2013, American Society for Colposcopy and Cervical Pathology. All rights reserved. m

ASC-H /




ASC-H veya HSIL onculugunde CINT1 Histoloji

Management of Women with No Lesion or Biopsy-confirmed Cervical Intraepithelial
Neoplasia — Grade 1 (CIN1) Preceded by ASC-H or HSIL Cytology

, Diagnostic Review of cytological,
Cotesting . Or Excision Or histological, and
12 & 24 months
@ Proceduret colposcopic findings
HPV Negative HPV Positive HSIL l
and or Any cytofogy at either visit Manage per
Cytology Negative abnormality ASCCP Guideline
at both visits except HSIL for revised diagnosis

l N\

Age-specific
Retesting
@ 3 yearst

* Only if colposcopy was adequate and endocervical sampling is negative
T Except in special populations (may include pregnant women and those ages 21-24)

CﬂfpﬂSCﬂp y ¥ Cytology if age < 30, cotesting if age = 30 years

© Copyright, 2013, American Society for Colposcopy and Cervical Pathology. All rights reserved. m
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21-24 yas ASC-H ve HSIL

| ASC-H and HSIL: Age 21-24

Management of Women Ages 21-24 yrs with Atypical Squamous Cells, Cannot Rule Out
High Grade SIL (ASC-H) and High-grade Squamous Intraepithelial Lesion (HSIL)

e

-

No C*IN2,3 CIN2,3
Two Consecutive . .
Cytology Negative < Observation with ) )
Resuylt Colposcopy & Cytology* High-grade colposcopic
e:;(; S @ 6 month intervals for up to 2 years E lesion or HSIL
5 Persists for 1 year
No High-grade / \ .
Colposcopic l
Abn%rmalﬁ‘y CHer Persists f H284”- ths with
ersists for 24 months wi Biops
) Results no CIN2,3 identified psy 7
ROUt":'e l * l Manage per
Screening Diagnostic CIN2,3 ——> |ASCCP Guideline
* If colposcopy is adequate and endocervical yoiage bt Exc:s:onalf (If no CIN2,3 fErdoupg oD
ASCCP Guideline P, d : it ith CIN2,3
sampling is negative. Otherwise a diagnostic rocedure continue observation) b ’

excisional procedure is indicated.

T Notit patient is pregnant ® Copyright, 2013, American Society for Colposcopy and Cervical Pathology. All rights reserved. m




21-24 yas ASC-H ve HSIL

| ASC-H and HSIL: Age 21-24

Management of Women Ages 21-24 yrs with Atypical Squamous Cells, Cannot Rule Out
High Grade SIL (ASC-H) and High-grade Squamous Intraepithelial Lesion (HSIL)

e

-

No C*IN2,3 CIN2,3
Two Consecutive . .
Cytology Negative < Observation with ) )
Resuylt Colposcopy & Cytology* High-grade colposcopic
e:;(; S @ 6 month intervals for up to 2 years E lesion or HSIL
5 Persists for 1 year
No High-grade / \ .
Colposcopic l
Abn%rmalﬁ‘y CHer Persists f H284”- ths with
ersists for 24 months wi Biops
) Results no CIN2,3 identified psy 7
ROUt":'e l * l Manage per
Screening Diagnostic CIN2,3 ——> |ASCCP Guideline
* If colposcopy is adequate and endocervical yoiage bt Exc:s:onalf (If no CIN2,3 fErdoupg oD
ASCCP Guideline P, d : it ith CIN2,3
sampling is negative. Otherwise a diagnostic rocedure continue observation) b ’

excisional procedure is indicated.

T Notit patient is pregnant ® Copyright, 2013, American Society for Colposcopy and Cervical Pathology. All rights reserved. m




HSIL
CIN2+ yiksekligi

Agreement between Referral Cytology and Colposcopic Biopsy®

Colposcopic biopsy

Referral cytology Benign HPV’ CIN® 1 CIN 2 CIN 3 Cancer Total
ASCUS 279 (38) 251 (34) 130 (18) 40 (5) 29 (4) 2(0) 731
AGUS 60 (56) 26 (24) 11 (10) 4(4) 7 (6) 0 108
LSIL 170 (24) 240 (34) 177 (25) 74 (11) 39 (6) 0 700
HSIL 77 (20) 80 (21) 59 (16) 39 (10) 110 (29) 12 (3) 377
Cancer 8(31) 1(4) 2(8) 5(19) 6 (23) 4(15) 26

Total 594 598 379 162 191 18 1942

? Includes normal colposcopy and no biopsy with benign biopsy result. Spearman’s p = 0.22, P << 0.01. k = 0.23 after excluding ASCUS and AGUS. Values
are N (%).

® Changes consistent with human papillomavirus infection.

© CIN. cervical intraepithelial neoplasia: ASCUS. atypical squamous cells of uncertain significance: AGUS. atypical glandular cells of uncertain significance:
LSIL. low-grade squamous intraepithelial lesion: HSIL. high-grade squamous intracpithelial lesion.

» HSIL kolposkopisinde %60 CIN2+

» Massad LS, ve ark. Gynecol Oncol 2001;82:516-22



Total Worst histologic diagnosis during follow-up

Baseline Pap and HPV Total CIN 3 Squamous Total

est result n <CIN 1 CIN 1 CIN 2 CIN 3 AlS or AlS carcinoma Adenocarcinoma cancers
GC* 2,074 1,599 256 74 o0 37 98 7 31 47
HPV-negative/AGC 1,491 1,315 150 15 3 3 o 1 1 5
HPV-positive/AGC 495 223 100 54 56 30 87 5 22 31
HPV-unknown/AGC 88 61 6 5 1 4 5 1 8 11
SC-H* 1,647 828 333 249 188 18 209 18 3 28
HPV-negative/ASC-H 467 329 96 30 6 0 6 4 1 6
HPV-positive/ASC-H 1,136 471 232 214 178 18 199 14 2 20
HPV-unknown/ASC-H 44 28 5 5 4 0 4 0 0 2

HSIL® 2,019 551 201 489 627 30 659 88 12 119
HPV-negative/HSIL 119 45 24 24 20 1 22 4 0 4
HPV-positive/HSIL 1,830 490 174 445 592 27 620 74 11 101
HPV-unknown/HSIL 70 16 3 20 15 2 17 10 1 14

otal cancers include not only squamous cell carcinoma and adenocarcinoma but also adenosquamous carcinoma and cervical cancer of unknown histology or cervical histology
unrelated to HPV infection. The category “total CIN 3 or AIS” also includes women for whom the diagnosis did not differentiate between CIN 3 and AIS. <CIN 1 is included for

ompleteness and includes negative histology, no biopsy at colposcopy, and no colposcopy.

HPV, human papillomavirus; CIN, cervical intraepithelial neoplasia; AlS, adenocarcinoma in situ; AGC, atypical glandular cells; ASC-H, atypical squamous cells cannot rule out HSIL;
HSIL, high-grade squamous intraepithelial lesion; LSIL, low-grade squamous intraepithelial lesion.

Baseline Pap result alone (regardless of HPV test result).

» 30 yas ve Uzerinde HPV(+) HSIL co-test olgularinda 5-yillik servikal kanser riski %8
» HPV(-) HSIL co-test olgularinda 5 yillik %50 CIN3+ ve %7 kanser riski

» Katki HA, ve ark.. J Low Genit Tract Dis 2013;17:S50-S55



HSIL

Management of Women with High-grade Squamous Intraepithelial Lesions (HSIL)*

v v

No CIN2,3 CIN2,3
* Management options may vary if the woman Asgggage_ge:_
is pregnant, postmenopausal, or ages 21-24 uiaeline
t Not if patient is pregnant or ages 21-24

© Copyright, 2013, American Society for Colposcopy and Cervical Pathology. All rights reserved. m
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Biyopsi ile dogrulanmis CIN2 ve CIN3 (CIN2,3)

' |REGRESYON |PERSISTANS  [PROGRESYON |[INVAZYON

CIN1 760 7230 710
CIN2 740 740 720 705
CIN3 7033 >712

»  (Ostor AG. Natural history of cervical intraepithelial neoplasia: A critical review. Intern J Gynecol Pathol 1993; 12:186-92




5.4 One negalive Pap
L
CIN2 ve CIN3 (CIN2,3)
4 40 Two nagative Paps
i
Follow-up with Follow-up with Follow-up with - )
Currently Pap-alone® HPV testing-alone® cotesting B‘E 18 /
recommended Implicit risk threshold: ~ ' /;
management strategy 5-y CIN 2+ risk (%)” 5-y CIN 2+ risk 5-y CIN 2+ 5-y CIN 2+ risk (tl J
based on Pap-alone by baseline after last HPV test risk after Cotest afterlast = i
creening Pap-alone” result Pap result(s) test, % result(s) last test, % result(s) test, % G ] /
¢

o
Immediate colposcopy LSIL: 16 o ,f’

S 28 ‘
6- to 12-mo return ASC-US: 6.9 2 a8

1 negative 4.2 O K
1 negative 3.7 g .

1] .r|r o 1

Intermediate 2 negatives 2.7 2 negatives 27 S 21 K 20 Ona negative HPY tast
1 negative 2.4 = 1 1,‘-.5 Two negative HPV tests
= 1.7 : ’
1 P
2 negatives 1.5 e ’ 6;
3-y return Pap—: 0.68 ; /1 4
.‘.f 1 E H’. -
& i i4
CIN indicates cervical intraepithelial neoplasia; AlS, adenocarcinoma in situ; HPV, human papillomavirus; LSIL, low-grade squamous intraepithelial lesion; ASC-US, atypical squamous 10 / s o One negative cotest
cells of undetermined significance. 14 ¢ . &5 . ,Y Two negative cotests
“Data presented in Katki et al. [23]. ) 0.5 #,' .88 ,
Pap result(s) alone (regardiess of HPV test result). S / L /"ﬁ' Ry
“HPV test result(s) alone (regardless of Pap result). 0 hE 4 0 0 Sﬂiffl'l 65 RER
i 35/ .
(] (] b (] (] (] (] (] ° j
g 0 2" .
CIN2+ tedavisinden sonra rekurrens riski tedavi ardina ilk iki ;;6
14q iki tif co-test da, Pap test o Frenon
Yl IKI hegaiilr Co-1est Ssonucu sonrasindad, rap rest sonucu

negatfif olan kadinlarnn risk seviyesine duser o 1 2 3 4 5

= Katki ve ark. J Low Genit Tract Dis 2013;17:578-584 Years since last follow-up test
after CIN1/negative colposcopy



CIN2, CIN3, CIN2,3
Baslangi¢ yonetimi

Table 1. Distribution of Worst Histologic Diagnosis Among Women With CIN 1/Negative Colposcopy Aged 25 Years
and Older, Given Antecedent Pap or Cotest Result That Preceded Colposcopy

Total Worst histologic diagnosis during follow-up after CIN 1/negative colposcopy
Total CIN3  Squamous Total
Antecedent Pap and HPV test result n CIN1  CINT dN2 CdN3  AIS or AlS carcinoma  Adenocarcinoma  cancers
Total 20,319 10381 8701 737 434 31 466 14 14 34
HPV-positive/ASC-US 9,936 4901 4440 376 199 1 210 2 5 9
LSIL 7,161 3335 3448 246 125 2 128 2 2 4
AGC 1,484 1,202 232 17 18 8 26 2 3 7
ASC-H 1,189 680 393 57 46 5 51 4 2 8
HSIL+ 549 263 188 4 46 5 51 4 2 6

Total cancers include not only squamous cell carcdnoma and adenocarcinoma but also adenosguamous carcdnoma and cervical cancer of unknown histology or histology unrelated
to HPV infection. The category “Total CIN 3 or AIS” also includes 1 woman with a diagnosis that did not differentiate between CIN 3 and AIS. “HSIL+" includes HSIL and the few
women with squamous cell carcinoma and AlS Pap results.

HPV, human papillomavirus; CIN, cervical intraepithelial neoplasia; AlS, adenocardnema in situ; ASC-US, atypical squamous cells of undetermined significance; LSIL, low-grade
sgquamous intraepithelial lesion; AGC, atypical glandular cells; ASC-H, atypical squamous cells cannot exclude HSIL; HSIL, high-grade squamous intraepithelial lesion.

= HPV(+) ASC-US veya LSIL
sitoloji sonrasi CIN1
olgularinda 5 yilik CIN3+
riski 7%.3.8

= HSIL, ASC-H, AGC
sitolojileri sonrasi CINT

olgularinda ise 5 yillik
CIN3+ riski %15

Katki HA, ve ark.. J Low Genit Tract Dis 2013;17:S69-S77



Biyopsi ile dogrulanmis CIN2 ve CIN3 (CIN2,3)

Management of Women with Biopsy-confirmed Cervical Intraepithelial Neoplasia — Grade 2 and 3 (CIN2,3)*

Inadequate Colposcopy or

* Management options will Adequate Colposcopy Recurrent CIN2,3 or

vary in special circumstances Endocervical sampling is CIN2,3

or if the woman is pregnant ¢ +

or ages 21-24
T If CIN2,3 is identified at the Either Excision’ or Diagnostic Excisional

margins of an excisional Ablation of T-zone* Proceduret

procedure or post-procedure

ECC, cytology and ECC at i i

4-ﬁmq s .preferred,. but repeat Cotestin g

excision is acceptable and @ 12 & 24 months

hysterectomy is acceptable / - \

if re-excision is not feasible. :

‘Z/X Negative Results Any Test Abnormal
Repeat cotesting | .
@ 3 years Iy @9 .
&5 ) _ Colposcopy
/ L Ly With endocervical sampling

Routine Screening En az 20 yil

@ Copyright, 2013, American Society for Colposcopy and Cervical Pathology. All rights reserved. m

CIN2,3 Management /



Biyopsi ile dogrulanmis CIN2 ve CIN3 (CIN2,3)
Genc¢ kadinda ozel durumiarda

CIN2.3 in Young Women \

Management of Young Women with Biopsy-confirmed Cervical Intraepithelial Neoplasia
— Grade 2,3 (CIN2,3) in Special Circumstances”

Observation — Colposcopy & Cytology* Treatment using Excision
@ 6 month intervals for 12 months or Ablation of T-zone*
t//"' \
af:‘ I\[l: g::‘l:lgg:::og:g::y , Colposcopy Worsens or
High-grade Cytology or Colposcopy CIN3 or CIN2,3 persists for 24 months
. Persists for 12 Months
Cotest » Either Test ¢
@ 1 year Abnormal \
Repeat Colposcopy/Biopsy Treatment Recommended
¢ Recommended
Both Tests Negative
Cotest @ 3 years * Either treatment or observation is acceptable, provided colposcopy is adequate. When CIN2 is specified,
observation is preferred. When CIN3 is specified, or colposcopy is inadequate, freatment is preferred.

@ Copyright, 2013, American Society for Colposcopy and Cervical Pathology. All rights reserved. m




CIN2, CIN3, CIN2,3
Gebeler

» invaziv hastalik veya ilerlemis gebelik yoklugunda, histolojik
CIN2, CIN3, CIN2,3 tanili gebelerde kolposkopik ve sitolojik
muayeneler, 12 haftadan daha sik oimayan aralarla kabul
edilebilinir (BII).

» Biyopsi tekrar sadece lezyonun gorunumu kotulesiyorsa veya
sitoloji invaziv kanseri dusundurtuyorsa onerilir (Bll).

» Yeniden degerlendirmeyi postpartum en az é hafta sonrasina
otelemek kabul edilebilinir (BII).

» Tanisal eksizyonel girisim sadece invazyon suphesi varsa
onerilir (BIl).

» Sitoloji ve kolposkopi ile tekrar degerlendirme postpartum 6
haftadan daha erken olmayan surede onerilir (CllII)



CIN2, CIN3, CIN2,3
Gebeler

» invaziv hastalik veya ilerlemis gebelik yoklugunda,
histolojik CIN2, CIN3, CIN2,3 tanili gebelerde
kolposkopik ve sitolojik muayeneler, 12 haftadan daha
stk olmayan aralarla kabul edilebilinir (Bll).

» Biyopsi tekrarn sadece lezyonun gorunumu kotulesiyorsa
veya sitoloji invaziv kanseri dusundurtuyorsa onerilir (Bll).

» Yeniden degerlendirmeyi postpartum en az é hafta
sonrasina otelemek kabul edilebilinir (Bll).

» Tanisal eksizyonel girisim



