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HPV

* Yiksek riskli (onkojenik) HPV ile enfeksiyon gerekli ancak
yeterli faktor degildir.
— Olgularin ¢ok kicuk bir kisminda ciddi anormallik ortaya cikmaktadir.
— HPV 16 karsinojenik potansiyeli en yuksektir.

* |lk enfeksiyondan sonra birinci ve ikinci yillarda sebat eden
virls hastanin yasindan bagimsiz olarak CIN 3/kanser riskini
tahmin etmektedir.

— 21 yas altinda viral yik %90 olguda 8-24 ay icinde olctilemeyecek
dizeye iner.

Kjaer J Natl Cancer Inst 2010



Primer HPV testi

ATHENA ¢alismasinda HPV primer taramasinda etkili bir triaj algoritmasi valide edilmistir.

Pozitif orneklerde HPV genotiplemesi yapilmistir:
— Positif HPV 16 ya da HPV 18 - kolposkopi
— Negatif HPV 16 ya da HPV 18 - sitoloji
* Anormal sitoloji - kolposkopi
* Normal sitoloji = 1 yil sonra co-test tekrari

Table 4.1 Performance and Characteristics of Screening Methods

Screening test Sensitivity Specificity Characteristics
Conventional cytology Moderate High (91-96%)  Adequate health care infrastructure required; laboratory based; stringent
(44-78%) training and quality control required
HPV DNA testing High (66-100%)  Moderate Laboratory based; high throughput; objective, reproducible, and robust;
{61-96%) currently expensive

Visual inspection methods

e VIA Moderate Low (49-86%)  Low technology; low cost
(67—79%)

e VIAM Moderate Low (86-87%) Linkage to immediate freatment possible; suitable for low-resource settings
(62—73%)

Colposcopy Low (44-77%) Low (85-90%)  Expensive; inappropriate for low-resource settings

Source: Ranges of sensitivity and specificity adapted from Cuzick and athers 2008.
Note: HPV = human papillomavirus; VIA = visual inspection with acetic acid; VIAM = magnified visual inspection with acetic acid.

Wright Gynecol Oncol 2015



CIN 1 CIN 2 CIN 3

e Akut HPV e Patolojik e 30 yil icin
enfeksiyonun tanida kimulatif
gostergesidir. gozlemciler invasiv kanser

arasl variabilite insidansi

e Normal yuksektir. %30°dur.
histolojiye
gerileme orani e Pronoz CIN 1 e Tarama ile
yuksektir. ve CIN 3 saptanan CIN 3

karisimidir. ile kanser
arasinda 10 yil

e izlem Onerilir. it
ark vardur.

Massad J Low Genit Tract Dis 2013, McCredie Lancet Oncol 2008



CIN 1 kolposkopi

* Immatir metaplazi CIN 1 ayrimi
guctur.

e Aktif transformasyon bdlgesi
disinda satellit lezyonlar izlenebilir.

* Lezyonlarin ¢ogu skuamokolumnar
bileskeye bitisiktir.




CIN 1 kolposkopi

* Neoplastik epitel gland acikliklari
icine uzanabilir.

* Cok sayida rasgele dagilimh kicuk
lezyonlardir.

* Ortalama lezyon ¢capi1 2.8 mm,
gland kript tutulumu 2 mm’dir.




CIN 2 kolposkopi

e Skuamokolumnar bileskeye
bitisiktir, her zaman
transformasyon bdlgesi icinde
olusur.

e Duzgln keskin sinirlari vardir.

* Ortalama cap 4.1 mm, gland kript
tutulumu 3 mm’dir.




CIN 3 kolposkopi

* Vendz okluzyona bagl kaba
punktasyon ve mozaik izlenebilir
ancak ileri olgularda damar yapisi
gorulmez.

* Herzaman skuamokolumnar
bileskeye bitisiktir ancak LEEP
sonrasi endoservikal kanal icinde
bulunabilir.




CIN 3 kolposkopi

Servikste merkezi konumda izlenir.
Lineer uzunluk 7 mm

Vajinal fornikslere VAIN 3 olarak
ilerleyebilir.

Sinirlarinda normal ve neoplastik
epitel arasinda keskin ayrim vardir.




CIN tedavisi

Terapotik
etkinlik

latrojenik serviks
hasari




CIN tedavisi

Management of Women with No Lesion or Biopsy-confirmed Cervical
Intraepithelial Neoplasia - Grade 1 (CIN1) Preceded by “Lesser Abnormalities’™ *

Follow-up without Treatment

* “‘Lesser abnormalities” include ASC-US
or LSIL Cyfology, HPV 16+ or 18+, and
persistent HPV

l

Cotesting at 12 months

l

HPV (-)
and

Cytology Negative

Age appropriate™ retesting

3 years later

l

Cytology negative
4/
HPV {-)

Routine
screening

o Management oplions may vary if the
woman is pregnant or ages 21-24,

——— > ASCorHPV(+) ” Cytology if age <30 years, cotesting if
age =30 years
l " Either ablative or excisional methods.
Excision preferred if colposcopy
inadequate, CINZ+ on ECC, or
Colposcopy sl
'
I |
No CIN CIN2,3 CIN1
| J l
If persists for Follow-up or
at least 2 years Treatment |
Manage per

ASCCP Guideline

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



CIN tedavisi

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

. Diagnaostic Review of cytological,
Cotesting at 12 and 24 months * | o, Excision or histo .\‘ogf:: I ag d
A
Procedure colposcopic findings
HPV(-) HP‘E:}JDF ANY HsiL /
and CYyrology  at either visit
Cytology Negative ~ abnormality A s.ggr;age ﬁ:
at botf visits e b for revised ;:;yn:;js?s
Age-specific
ﬂ:esteﬂ::i Col copy *Provided colposcopy is adequate and endocervical sampling is negafive
! " Except in special populations (may include pregnant women and those ages 21-24)

T Cytology if age <30 years, colesting if age =30 years

B Copyright , 2013, American Sociely for Colposcopy and Cervical Pathology. All rights msan—m.m



CIN tedavisi

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

Inadequate Colposcopy or
Recurrent CIN2,3 or
Endocervical sampling is CIN2,3

|

Either Excision’ or Diagnostic Excisional
Ablation of T-zone * Procedure t

|

Cotesting at 12 and 24 months

- \

2x Negative Any test abnormal
Results

-~ N

Repeat cotesting

Adeqguate Colposcopy

“Management options will vary in special

in 3 years clreumstances or if the woman is pregnant
l or ages 21-24 Colposcopy

TIf CINZ, 3 is identified at the margins of

3 With endocervical sampling
an excisional procedure or post-

Routine ScrEEﬂfng procedure ECC, cytology and ECC at
4-6ma is preferred, bul repeat excision

is acceptable and hysterectomy is
acceptable if re-excision is not feasible.

& Copyright , 2013, American Society for Colposcopy and Cervical Pathology. All ights reserved. m



CIN tedavisi

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

Either treatmant or observation is acceptable, provided colposcopy is adequate. When CINZ2 is specified,
observation is preferred. When CIN3 is specified, or colposcopy is inadequate, treatment is preferred.

Observation - Colposcopy & Cytology Treatment using Excision
@ 6 month intervals for 12 months or Ablation of T-zone
el T
2x Cytology Negative

Colposcopy worsens or

and Normal Colposcopy High-grade Cytology or Colposcopy

persists for 1 year
Cotest in 1 year — Either test l
abnormal
] peat CING or

Both tests negative o Colposcopy/Biopsy | —  CIN2,3 persists for 24 months

l Recommended l

in

Cotest in 3 years —
Recommended

© Copyright , 2013, American Saciety for Colposcopy and Cervical Pathology. Al rights reserved, IENICeNE



CIN tedavisi

* Terapotik etkinlik ile iatrojenik olusturulan
hasar arasinda denge kurma guctur.

* CIN lezyonunun kansere ilerleme riski
derecesine ve lezyon genisligine baghdir.

— Tedavi edilmeyen CIN 3 lezyonlarinin 1/3’0
kansere ilerler.

McCredie Lancet Oncol 2008



CIN tedavisi

* Yuksek dereceli CIN tedavisinde LEEP ya da
konizasyon ile eksizyonel tedavi secilir.

* Eksizyonel tedavi avantajlari:
— Patolojik inceleme icin materyal varlig
— Gizli kalmis malignitenin dislanmasi
— Eksizyonun tam oldugu hakkinda bilgi edinilmesi

McCredie Lancet Oncol 2008



Eksizyonel Tedavi Basarisizligi

 Tum tedavi edilen olgular genel A
populasyon ile karsilastirildiginda en az
10 yil risk altindadir.

Original
columna

* CIN2+ seklinde persistan ya da
rektrren hastalik %4-18 ortaya cikar.

2 Metaplastic squamous epithelium e Late fetal

* Cogu olguda bu durum ilk iki yilda

Pregnancy
« .
ge I I$I r' 3 Abnormal (atypical) epithelium e Adolescence
Atypical transformation zone e Pregnancy
Ot} 1

Includes (immature metaplastic squamous epithelium)
Cervical intraepithelial neoplasia 1-3, early invasion

Chew Int J Gynecol Cancer 1999
Soutter Int j Cancer 2006



Eksizyonel Tedavi Basarisizligi

* Tedavi %7 olguda * Genis eksizyon
basarisiz olur. — ileri yas
— Cocuk istegi olmamasi
* Hastaligin inkomplet — Invasiv kanser siiphesi
cikarilmasi riski 5 kat — Glandler prekanser
arttirir. varlig

— Yetersiz kolposkopi

* Inkomplet eksizyon
olgularin %4’Ginde ortaya
cikar.



Eksizyonel Tedavi

Pozitif cerrahi sinir ile ortaya c¢ikan
tam olmayan CIN eksizyonu artmis
tedavi basarisizhgi ile iliskilidir.

Negatif cerrahi sinirin %80 olguda
saglanmasi kolposkopide kalite
standardi olarak kabul edilir.

Serviks eksizyonu serviks butinliGgunt
bozarak gebelikte sorunlara yol
acabilir.

— Erken dogum

— Kotlu neonatal sonuclar

Arbyn BMJ 2016



LEEP sonrasi persistans/rekiirrens

HSIL nedeni ile LEEP yapilan
4336 olgu

— 238 cerrahi sinir pozitif
olgu

211 izlemde sorun yok

27 olguda
persistans/rekiirrens

* Yas

e Konizasyon materyali histolojik
derecesi

e Tutulan cerrahi sinir sayisi/yeri
e HPV durumu

* ECC patolojisi

Zhu BMC Cancer 2015



LEEP sonrasi persistans/rekiirrens

Cerrahi sinir pozitifligi

Sitoloji/HPV Biopsi LEEP tekrari

Histerektomi

N=43 N=106 N=22 " [\=67

LEEP’den 4 ay sonra LEEP’den 4 ay Hastalik korkusu

HPV ve sitoloji, 6 ay sonra Ikinci LEEP yapilamamasi
ara ile HPV ve sitoloji; biopsi, normalse izlem gliclugi

sitoloji anormal ya da iki 6 ay ara

ardisik HPV pozitif ise ile sitoloji

biopsi

2 HSIL 4 HSIL 7 persistans 14 persistans



LEEP sonrasi persistans/rekiirrens

Table 1 Characteristics of four treatment groups

C T'CT + Biopsy 2nd LEEP Hysterectomy p
Age (mnge) 24-57 21-60 23-47 28-65
Mean 356+ 87 375+ 80 374158 475+ 87 <0.001%
Median size of LEEP 35 38 38 46
Diameter {cm,mean) 152+ 033 1.96+ 042 213+073 1.82+ 041 0.0856°
Median (range) 1.8 (1-2.5) 1.8 (12-35) 215 (1-3) 18 (1-3)
Thickness (cm, mean) 089+ 022 0593 + 021 091+ 045 084+ 020 0.1124°
Median (range) 0.8 (03-1.8) 0.9 (06-1.7) 0.85 (03-1.8) 0.8 (0315
Depth (cm, mean) 144+ 029 138+ 029 154+ 038 139+ 033 0.4128°
Median 15(1-23) 1.2 (0B-2) 1.55 (1-2) 12 083
Number of imvolved margins
Single 42 06 17 57 00512°
Multple 1 10 5 10
Endocervical curettage histopathology
=LSIL 37 1o 18 50 <0.001"
HSIL 5 5 4 17
Data analysis

*0ne way ANOVA
* Fisher exact test

Histerektomi grubunda ECC pozitifligi anlamli yliksek, izlem 25 ay



LEEP sonrasi persistans/rekiirrens

Table 2 The influence factors for persistencefrecurrence

Persistenca/recurrence of HaIL Mo persistencefrecurrence P value
(n=27) (n=211)
Age (years) 4644+ 11.79 (28 ~659) 3942 + B8T (21 ~67) Two-tailed 0.000,
single-tailed 0.000°
Age <35 203 %) 60 (57 % 003
=35 25 (14 %) 151 (85 %)
The features of LEEF specimen maximum diameter 1.75 + 055 (1.00 -~ 3.00) 153 +040 (1.00 ~3.50) 003"
[em, range)
Thickness 0590+ 022 (030~ 1.80) 082 +£023 (030 ~ 1.20) 01207
[cm, range)
Depth (cm, range) 140+ 033 (0.80~2.00) 1.4 031 (0.80 ~2.20) ke i
Number of involved mangin section Single 21 (95 %) 191 (2001 %) 0.082°
Multiple 6(23.1 %) 20 (769 %)
Location of imvolved mangin section Upper 7149 %) 40 (85.1 %) 0ss81"
Lower 5 (70 %) 65 (93.0 %)
Lateral 7106 %) 59 (894 %)
Outer 2133 %) 13 (B5.7 %)
Inner O (0 4 (100 %)
Stromal oo 2 (100 %)
Pathology of ECC =151 24117 % 182 (883 %) 1.000¢
=H5IL 3 (94 %) 29 (90,6 %)

1 test
B Mann-Whitney test
© Fisher exact test

>35 yas tek anlamli bagimsiz risk faktord, LEEP maksimum capi anlaml kiigik



LEEP sonrasi persistans/rekiirrens

Table 3 Rates of persistence/recurrence in patients with positive margin published in literature

Author Year Total Case Follow-up Ma. of cases with positive Definition of Persistence/  Rate of Persistence Predict factor of Persistence/ Recurrence®
case  inclusion period margin and its definition Recurrence JRecurence in cases
Mo, criteria [mean) with positive margin
Menghan Z Cument 238 HSILwith 25 months 238 (the presence of HSIL in - Histolopathological 113 9 (27/238) Age and diameter of specimen . in univariate
study HSIL the margin) confimed HSIL analysis. Age 235 was an independent factor
margin
Verguts | [24] 2006 72 CINZor 24 months 14 (the presence of CIN presence of > CINZ, biopsy  14.2 % (2/14) Persistence of HR-HPY DNA®
warse confimed
Sun X [25 2009 200 CIN3 not 10 (the presence of CIN 1 or pathologic findings of 50 % (31007 Cytlogical grade, depth of coniztion, parity
mertioned  worse)” CIN3 and multi-quadrants of CIN 3 in punch biopsy
were related to increased risk for positive margin ®
leguevaque P [7] 2010 352 CIN23 73 months 71 (definiion not Pap smear or biopsy 353 % (18/71) a positive HR-HPV test at & months postoperatively,
mentioned) confimed evidence of positive endocervical margins,positive
CIN of any grade {1,23) pre-treatment HPV typing”
Baloglu A 11 2010 42 CIN23  B6 months 5 (the presence of CIN 1,2,3) pathology finding of OM 1 60 % (3/5) surgical margin posithvity®
or {ON 2.3
Kliemann L M [14] 2012 97 CIN23 150 days 39 (the presence of pathology findings of CIN- 463 % (18/39) positive margin, cone height, tumor size®
CIN 2.3} 23
Serati M [26 012 282 CIN123 267 months 21 [the presence of CIN3 colposcopically direcred 381 %{8/21) the surgical margin status®

was close o (<1 mm) or
imvolved the margin

biopsy proved CIN 3

*The predictive factors were analyzed based on the whole case sample, not the particular subgroup of cases with positive margins
“Authors observed residual CIN in 67 of 207 patients who received hysterectomy, but not including those who received other follow-ups

HPV persistansi, sitolojik derece, cok kadran tutulumu, cerrahi sinir tutulumu,
konizasyon materyali buyuklugu, tedavi 6ncesi HPV tipi

Zhu BMC Cancer 2015



Uzun Dénem Sonuclar

CIN2+ nedeni ile
tedavi olan 760 olgu
geriye donuk
incelenmesi

6.7 yil izlem sliresi

Rezidu/reklrren
hastalik %9

Abnormal pap (ASCUS+) |

Colposcopy + directed biopsy |

Monitoring ——

J

Healing/clearing

Back to screening programme

Figure 1: Flow chart of diagnostic work-up leading to lesion’s treatment, and high-grade lesions detected during follow-up.

CIN2/CIN3+

753 women

Persistence > 24-36 mos
and/or type 3 TZ
57 women

4>\L

Lesion’s excision

310 women

35 lost to follow-up
15 < 2 yrs follow-up

Follow-up > 2 yrs

760 women

1

* 39 residual CIN2+ or VAIN2+

« 28 recurrent CIN2+ or VAIN2+

Mistro Biomed Res Int 2015




Uzun Donem Sonuclar
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Figure 2: Cumulative incidence rates of recurrent CIN2+, by result
6-12 ay sonra HPV of HPV typing at first FU after treatment and time since excision.
d urumu Only women without residual high-grade disease at first follow-up
visit, who had an HPV test result (panel B) are included.



Yuksek riskli HPV testi

e Persistan HPV enfeksiyonu ile serviks kanseri arasinda
cok guclu iliski vardir.

e Persistan ya da rekirren CIN2+ icin tedavi sonrasi
tahmin edici test olarak uygulanabilir.

e Tedavi sonrasi test pozitifligi tedavi basarisizligini
cerrahi sinir durumuna gore daha iyi tahmin eder.



Meta-analiz

e 1975-2016 arasi 97 calisma
* Preinvasiv lezyon tedavisi goren 44.446 olgu

* Inkomplet eksizyon %23 (%2.8 - %59.5)

Arbyn Lancet Oncol 2017



Meta-analiz

Pozitif cerrahi sinir hastalik derecesi
arttikca anlamli olarak artmaktadir.

inkomplet tedavi:
e CIN1+%22.4
* CIN 2+ %22.9
* CIN3+ %29.3

24 calisma, 18 ay izlem rezidli ya da
rektrren CIN2+ %6.6 olguda ortaya cikti

Tedavi basarisizhgi CIN3+ lezyonlarda
daha fazladir.

Arbyn Lancet Oncol 2017

Events (n}f Estimation
Patienits (M) {25% d)
‘Cold-knife conisation
Murta et al {1595 24131 18.3% (12.6-25-8)
Reich etal [E-x:}" 10174807 21% (1-7-2-5)
Subtotal (F= 59:7% (po0-0001) 125/4938 2.2% (1.8-2.6)
Laser conisation
Bandiermmonite et al (13987 144 1-4% (0-4-4-9)
Fambrini e al {2008 352 58% (2.0-15.6)
Subtotal (F= 59.7%, po0-0001) 5f196 2:1% (0-4-4-5)
Large loop excision of the
‘trarsformation zone
Magai et al {2004 73 49%(2-4-9-8)
Skinner etal (2004 Fol4sh 15-4% (12-3-18.9)
Alorsa et al (2006 2420 119% (B-2-17-2)
Verguis et al (2006)% Firz o= {4-8-167)
MArrzsens etal (2009 12122 9.8% (5.7-16-4)
Brismar et al {2009 TI8s 5% (2.5-13-0)
Kaneg et al (2 IFIET2 5% (407 5)
Mng et al (2011 571558 3TE{2.B4T)
Ryu etal (z012)= 13183 66% (3-B-11.)
Tomse etal (2003)" 1z132 Q1% (5-3-15-2)
Goenvig et al {2005) 16545 29% (1-8-47)
Herfs et al {2005 4131 31% {1.2-7-6)
Karsg and Kim et al (20065 26206 1246% (B-B-179)
Wetal (20065 197854 2.7% (1-4-34)
Subtotal (P 50.1% pecio0001]) JoBfE360 6.7% (4-6-9.3)
Miced
Guerra et al (1396)% 17330 5% (3-2-B1)
Thao et al (2004 AGfTES 6.0% (4.573)
Orbo et al (2004 52l45a 9.2% (6-B-12.1)
Galbwas et al {20000 117107 103% [58-17.5)
Trope ef al (20015 3344 6-4% (4-3-9-5)
Thao et al (3014)™ G788 6.8% (5-4-85)
Subtotald (F- 35-7%, p=0-17) 205/2993 6-8% (5.7-81)
Heterogeneity between groups: po0-0000
Dverall 7= 92.3%, pe.0004) 64313487 6.6% [4-9- B-4)
I T T T T 1
a ilx] rie] 30 A0 50
Residual or recsment CIN2+ (%)

Figure 3: Dcourrence of treatment failure (residwal or recurrent CIN2+) inwomen treated for cervical
precancer (CINZ or CINI} observed in cohort studieswith at least 18 monthes of follow-up
CINZ+=cervical intraepithefial neoplasia of grade 2 orworse. Error bars represent 95% Cls. Thewertical line
comespondswith the ovenll pooled effed: sie



Meta-analiz

* Tedavi sonrasi rezidl ya da rekurren CIN2+

— Cerrahi sinir:
e Pozitif ise %17
* Negatif ise %3
— Cerrahi sinir tutulumunda

- ki kat artis

Arbyn Lancet Oncol 2017

e Sadece ektoserviks %7
e Endoserviks %16
e Her ikisi de %18




Tedavi sonrasi
rezidii/rekiirren
CIN 2+ tahmini

Cerrahi sinir durumu
%38 daha az duyarl
ancak tedavi sonrasi
yapilan yuksek riskli
HPV testi ile esit
ozgulluktedir.

Arbyn Lancet Oncol 2017

_ Duyarhlik | Ozgiilliik

Cerrahi sinir %55 %84
durumu
Yuksek riskli %91 %83

HPV pozitifligi
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Tedavi sonrasi
rezidii/rekiirren
CIN 2+ riski

v’ Pozitif rezeksiyon siniri varsa %20,

negatif ise %2

Yuksek riskli HPV testi pozitif ise
tedavi basarisizligi %28, negatif ise
%0.8

Arbyn Lancet Oncol 2017
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[redd zone), refemal to colposcopy i wastanted, wheneas when post- test risk is = 2% [greenzone);, relese to the
routine screening schedule i comsidered acoeptable. Wihen risk of (IN2. i between 2% and 20% (yollow rone),
forther surveilance is recommended. ™ 0Nz = cersical intrepithelial neoplsia of grade 7 orworse. HPV=hurman
papillomarins.



Tedavi sonrasi
rezidii/rekiirren
CIN 2+ riski

v Sinir negatif, HPV pozitif ise %13
v" Sinir pozitif, HPV pozitif ise %53

v" Sinir pozitif/negatif, HPV negatif ise %1

Arbyn Lancet Oncol 2017
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Figure 5: Pretest and post- test probabilites of residual or recorrent 0IN2 + after trea tment of TIN2 +, assessed
by thee: hiist ological evaluation of the resection mangins (& ) or by high-risk HPY testing (B) at 3-9 months

post-treatment

Theastows in the PPP plot connect the pretest risk with poss-test risk for patientswith a positaee jred) or negatine
[green) test result, nespectively. Benchrmarks ane defined at risk lacels of 2% and 20% When post. test riskis - 20%
{rexd zone]). refemal bo colposcopy s warranted, whereas when poast- best risk is-< 2% [green rone), reese to the
routine screening schedule i corsidened acceptable. When risk of CIN2+ i between 2% and 20% (yellow zone),
further surreillanoe is recommended. ™ Oz = cervical intmepithelal neoplxsia of grade 7 or worse. HPV=human

papillomarins.




Tedavi sonrasi endoservikal kiretaj

e 85 olgunun geriye donuk incelenmesi

* CIN2+ olgularda ECC:
— Duyarlihk %86
— Ozgillik %94
— Pozitif prediktif deger %61
— Negatif prediktif deger %93

Lecointe J Gynecol Obstet Biol Reprod 2015



LEEP sonrasi nuks

1995-2000 arasi 248 LEEP geciren

olgunun uzun dénem sonuglari

7 olguda rekirrens

— iki olguda endoservikal, bir olguda

ektoservikal sinir pozitif

— Cerrahi sinir tutulumu rekirren
hastalik ile anlamli iliskilidir.

— Cerrahi sinir pozitifligi CIN 3

olgularinda daha fazladir.

Sahgkarat Asian Pac J Cancer Prev 2014

Table 2. Characteristics of 7 Recurrent Patients from
Mo, Ape LEEPF Mapin DFI(mo) Fecument Treaiment of

(yrs) pathology stams pathalozy  mecumences
1 55 CINIMI  Free 20 CI IO Re-LEEP
I 44 CINII Endo 14 CI IO Re-LEEP
3 35 CINIMI  Free 20 C O Re-LEEP
4 33 CINN  Free g CI IO Re-LEEP
5 31 CINID  Free ] CI IO Re-LEEP
4 30 CINII Endo. 14 CIN I Re-LEEP
7 26 CINID Ecio. 2 CI IO TAH

*Abbreviation: (T, cervical intraepithelial neoplasia; DF, disesse free imterval;
Ecio., lesions presend ot ectocervical margin: Endo., lesioas present af endocervical
margin; LEEF, loop electrosurgical excision procedure; TAH, tolal abdominal
ystepeciomy

Table 3. Factors Affecting Recurrence Diseases in 248
Patients with CIN Primarily Treated with LEEP

Factars | Recumrent  p value
rate (%)
Az (years) =35 124 5 (40) 025
=35 124 2 (18
Parity Mulliparity 35 0 0358
Multiparity 213 T (33
Cervical cytology  <HSIL 4 0 0 058
=HEIL 214 T (33
Cervical pathology CINI 56 0 035
CI I-IO 182 T (3.6
hfarpin statns Free 214 4 (1%) 005
Presence of lesion 34 3 a8
{CIM with glandular myolvement
Mo 162 6 (37 025
Yes 26 113

*Data are n (%) and analyzed wsing Chi-square fest or Fisher's exact test;
*% A bbreviation; CIM, cervical intraepithelinl neoplasia; HSIL, high-grade
squamons intreepithelial lesion; LEEF, loop electrosurgical excision procedure



LEEP tekrari

* CIN 3 ve pozitif ektoservikal sinir nedeni ile tekrar
LEEP konizasyon yapilan 56 olgu

e Sonuclar

— 6 olguda mikroinvasiv karsinom
— 1 olgu CIN 2
— 21 olgu CIN 3

— 27 olgu kronik servisit

* |kiyilizlemde 3 olguda ntiks

Ayhan Int J Gynaecol Obstet 2009



lleri yas

e 522 HSIL olgusunun konizasyon sonrasi geriye
donlk incelenmesi

» Rekiirren/persistan hastalik risk faktori
— 246 yas
— Cerrahi sinir tutulumu

Tanaka Int J Clin Oncol 2017



‘Cervical Button’

Kolumnar epitel ile ortull eksternal
os’u cevreleyen proturilizyon

Eksizyonel cerrahi sonrasi izlenir.

Cerrahi yaranin tabanindaki
kolumnar epitelin cogalmasi ya da
eksizyon sinirindaki skar dokusunun
kontraksiyonu ile olusur.

FIGURE 13.9: Appearance of the cervix three months after
LEEP; note the parallel blood vessels in the healed cervix
(arrow).



‘Cervical Button’

Ayhan A, Modern Kolposkopi Atlasi



Bu benign
degisiklige
merkezden
cerrahi eksizyon
sinirina radial
tarzda uzanan
ince punktasyon
eslik edebilir.

‘Cervical Button’

Ayhan A, Modern Kolposkopi Atlasi



Histopatoloji

* LEEP materyallerinin patolojik ETable 21

Comparison of Clinicopathologic Features Between Patients

i n Ce I e n m esi SO n ra ki yo' n eti m i With Negative or Positive Cone Specimens

. . Characteristic Negative Cone Positive Cone P Value®
etkilemektedir. P —
Range 1762 19-68
Mean (SD) 361(10) 32 (9 =.001
Specimen size, cm n=140 n=400
Range 0.6-11.2 0.6-15
. . . e o Mean (SD) 2.701.8) 3.81(2.9 <.001
* CIN2+ biopsi ve anormal sitoloji ile  irirvsawsro o oo nossa
Negative or equivocal 16(16) 17 (5)

yapilan 540 konizasyon Positive g) e <on

Colposcopy findings, No. (%)
Inadequate 5 (B) 4(2)

— ki yil servikal sitoloji ve HPV o gade vE) 20 <o

t t 1 I 1 | HR-HPV, high-risk human papillomavirus.
eS I I e IZ el I l *The difference between negative and positive cone groups is significant at P = .001.

— 140 negatif konizasyon olgusu
(122 CIN 1, 18 normal)

Walavalkar AJCP 2016



Histopatoloji

* Sadece sitoloji sonucu ile yapilan konizasyonda
negatif cikma olasiligi daha yuksektir.

* Eksizyon gerektiren biopsi ve sitolojilerin
incelenmesi sonucunda %24 CIN 2 ve %50
sitoloji daha alt taniya inmistir.

Walavalkar AJCP 2016



Histopatoloji

* |ki yil icinde negatif konizasyon materyali olan grupta
sadece 1 CIN 3 ortaya citkmuistir.

* Pozitif grupta kolposkopik olarak goruilen yiksek dereceli
lezyon sikligi anlamli yuksektir.

ITable 31
Two-Year Follow-Up Results for Patients With Negative or Positive Cone Specimens

Abnormal Cytology, No. (%)

Characteristic HR-HPY Conversion, %o Overall Incidence ASCUS LSIL HSIL
Megative cone (n=140) 77 35 (25) 231(18) 11(8) 1140.7)
Positive cone (n =400) 76
Uninvolved margins (n=223) 55 (25) 201(9) 24(11) 11(5)
Involved margins (n=177) 73 (41) 16 (9 17 (10) 40 (22)

ASCUS, atypical squamous cells of undetermined significance; HR-HPV, high-risk human papillomavirus; HSIL, high-grade squamous intraepithelial lesion; LSIL-H, low-grade
squamous mtraepithelial lesion.

Walavalkar AJCP 2016



Negatif Konizasyon Materyali

Konizasyon oncesi negatif HPV testi
HPV 16 disi virusler ile enfeksiyon
Biopside CIN 2

Ortalama yas 36

Eksizyon materyali daha kucguk

Kolposkopik bakida diisuk dereceli lezyonlar ya da yetersiz
kolposkopi

Walavalkar AJCP 2016



LEEP standardizayonu

2011-2013 2013-2015

331 olgu

90 olgu

33 ay izlem

27 ay izlem

Egitim Toplantisi

YOonergeye
uyum %76

YOonergeye
uyum %96

Ducatman Acad Pathol 2016



LEEP standardizasyonu

Yonerge disi LEEP

Yetersiz kolposkopi

ECC negatif lezyonun
kolposkopide kanala
ilerlemesi

ECC’de LSIL

ASC-H, AGC-NOQOS, atipik
endometrial hicre

Iki yildan kisa LSIL
DM, sigara kullanimi

2013 yonerge

25 yas ustu HSIL biopsi

12 aydan uzun sure HSIL ya
da ASC-H sitoloji persistansi

24 aydan uzun LSIL sitoloji
persistansi

21-24 yas arasi CIN 2'de
izlem

Ducatman Acad Pathol 2016



LEEP standardizasyonu

e LEEP sayisinda anlamli diisus oldu.
* Yonergeye uygun yapilan islem sayisi artti.

e LEEP sonrasi HSIL saptanmasi édncesinde %44 sonrasinda %60

Table 3. Mumber and Percentage of Guideline Adherent and Monguideling Adherent LEEPs and Mumber of LEEPs Per ¥ ear®'

Guide line Adherent Monguideline Adherent LEEPs Average LEEPs

Tear LEEPs (%) or Indeterminate Pathology (%) Total Per Month
2011 |26 (B2) 29(17) I 55 129
2012 73 (68) 35(32) 108 9

201 3: preinterventdon (9 months) 51 (F5) | F[25) &8 IS5
Total preinerentdon (33 months) 250 (F6) Bl (24) EE] 100

201 3: postntervendan {3 months) B 100) 0 {0y B LF
2014 3B (9T) I (3) 39 i3
2015 4] (95) 2(5) 43 EY.
Total postdncervention {27 months) BF (96) 34 20 14

Abbrevation: LEEP:, loop dectrosurgical exciion procedures.
"Data from both the prenteryention and postintervention periods are compansd.
P 0001 ¥ test

Ducatman Acad Pathol 2016



Izlem

Published in final edited form as:
JLow Genst Tract Dis. 2013 Apnl ; 17(5 0 1): S69-577. doa:10.1097/LGT.0b013231828543b1.

Follow-up testing post-colposcopy: Five-year risk of CIN2+ after
a colposcopic diagnosis of CIN1 or less

Hormuzd A. Katki, Ph.D.1-", Julia C. Gage, Ph.D., M.P.H.1, Mark Schiffman, M.D., M.P.H.",
Philip E. Castle, Ph.D., M.P.H.z, Barbara Fetterman, SCT [ASCPF, Nancy E. Poitras, P.M.P.
3 Thomas Lorey, M.D.2, Li C. Cheung, M.S.4, Tina Raine-Bennett, M.D., M.P.H.>, and Walter

K. Kinney, M.D.%"

HPV pozitif ASCUS ya da LSIL sonrasi tek cotest ile 3 yil ara
ile izleme donulebilir.

ASC-H ya da HSIL sonrasi tek bir negatif test 3 yil ara ile
izleme donmek icin yeterli degildir.

Katki J Low Genit Tract Dis 2013



Sonuc

Olgularin izleminde cerrahi sinir ne olursa olsun pozitif ylksek riskli
HPV testinin dnemli yeri vardir.

lleri yas niiks icin anlamli risk faktériddr.
Izlemde kolposkopik baki kullaniimalidir.
Kanal kiretaji tekrar eden lezyonlari yakalamada yararli olabilir.
Negatif konizasyon materyali olan olgularda nuks riski dtsuktur.

Kurumlarda LEEP endikasyonlariicin standardizasyon saglanmalidir.



