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153 women were diagnosed
with CIN 2-3 lesion on cervical biopsy
during pregnancy

INVASIVE CANCER WAS
DIAGNOSED IN

9 women (5.9%)
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Progression of cervical disease after

HPV infection

Progression*
Months

----------------------------------------------------------------------

Normal HPVinfection
epithelium koilocytosis
¥ . - - . -
Low-grade squamous intraepithelial High-grade squamous intraepithelial

lesion (ASCUS/LSIL)

Regression 3 0 - 50%

* Probability increases with viral DNA integration. CIN: cervicalintraepithelial neoplasia;
ASCUS: atypical squamous cells of undetermined significance
Burd EM. Clin Microbiol Rev 2003; 16:1-17; SolomonD, etol. JAMA 2002; 287:2114-2119.
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European Journal of Obstetrics & Gynecology and
Reproductive Biology

journal homepage: www.elsevier.com/locate/ejogrb

I European consensus statement on essential colposcopy I

CWE. Redman?, V. Kesic®, M.E. Cruickshank®*, M. Gultekin?, X. Carcopino®,

M. Castro Sanchez', M. Grigore®, M. Jakobsson”, V. Kuppers', A. Pedrd, O. Reich¥,

S. Leeson', U. Tabuica™, ]. Zodzika", A. Ciavattini°, R. Jach®, M. Katsyuba¢, R. Koiss",

P. Martin-Hirsch®, W.A. Tjalma', P. Nieminen", On behalf of the European Federation for
Colposcopy and Pathology of the Lower Genital Tract (EFC) and the European Society of
Gynecologic Oncology (ESGO)

Initial management of women with HSIL

Biopsies should be taken in non-pregnant women.

(. If histological HSIL is confirmed, then treatment should usua@
be performed but expectant management can be considered in|
young women (<30 years) with a small area HSIL/CIN 2 lesion,
with a fully visible transformation zone [9]

N resEent T oo TreraRen,Them o STVl i
colposcopy and cytology is recommended with 6 monthly

intervals. If at follow-up HSIL cytology persists over 24 months,
then excisional treatment is recommended
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2019 ASCCP Risk-Based Management Consensus
Guidelines for Abnormal Cervical Cancer Screening
Tests and Cancer Precursors

Rebecca B, Perking, MD, MSc,! Richard S. Guido, MD)* Philip E. Castle, PhD; David Chelmow, MD,’

Mark H. Einstein, MD, MS;” Francisco Garcia, MD, MPH® Warner K. Huh, MD, Jane J. Kim, PhD, M.S;cz,g
Anna-Barbara Moscicki, MD, Ritu Nayar, MD,* Mona Saraiya, MD, MPH" George F Sawaya, MD,

Nicolas Wentzensen, MD, PhD, MS," and Mark Schiffman, MD, MPH" for the 2019
ASCCP Risk-Based Management Consensus Guidelines Committee

1.2 Management of Histologic HSIL (CIN 2 or CIN 3)

Guidelne: T all nonpregnant patients with a diagnosis of
histologic HSIL (CIN 3), treatment is recommended and obser-
vation is unacceptable (AILL). In nonpregnant patients with histo- |

logic HSIL (CIN 2), treatment is recommended, unless the
patient's concerns about the effect of treatment on fufure preg-
nancy outweigh concerns about cancer (BIT). Observation is un-
acceptable when the squamocolumnar junction or the upper limit
of the lesion is not fully visualized or when the resuls of an en-
docervical samyling, if performed, is CIN 2+ or ungraded (EILI)
(see Figure 7).



ACOG Management of X
Abnormal Pap & CIN in pregnancy( 2008 )

Isroell Soclety of Colposcopy and
Cervical ond Vulvar Pothology

Hunter M. & al ; CIN in Pregnancy AMJOG July 2008 :

TREAT, ONLY IF INVASION IS
SUSPECTED

. 1777 e roductive Bic
Perkins RB & al ; JLGTD : Vol 24 :No 2 : | e ——————

APRIL 2020 :
201 9 Reproductive Biology v
2019 ASCCP Risk-Based Management Consensus

journal homepage: www.elsevier.com/locate/ejogrb 2021 |

Guidelines for Abnormal Cervical Cancer Screening Beiew aiice
Tests and Cancer Precursors European consensus statement on essential colposcopy |
CWE. Redman?, V. Kesic®, M.E. Cruickshank®*, M. Gultekin®, X. Carcopino®,
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Mark H. Einstein, MD, MS, Franczsco Garcia, MD MPH,® Warner K. Huh, MD,” Jane J. Kim, PhD,
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Nicolas Wentzensen, MD, PhD, MS," and Mark Schiffinan, MD, MPH for the 2019
ASCCP Risk-Based Management Consensus Guidelines Committee e Should only be undertaken by an experienced, trained COI]
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e Should be performed, if indicated, and not deferred because
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ACOG Management of
Abnormal Pap & CIN in pregnancy( 2008 )

Algori . __Himh_az Aﬁ ac% ?I_ f]il:l T. fr'fgnaf_cy AMJOG July 2008 ;

Pap smear and CIN in pregnancy

| agc-ats || s | | ascH= | | LsiL l————«\
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Why delay Treatment ?

1.CIN 2-3 doesn't progress to Invasion
during pregnancy !

2.The treatment has many complications!
( Abortions,severe bleeding, premature delivery )
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Hunter. Cervical neoplnsia in preguancy. A J Obstet Gynecol 2008.
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CIN Lesions during Pregnancy ‘

Mailath-Pokorny et al. BMC Pregnancy and Childbirth (2016) 16:74 Mean age

?°?
24 years a @

CIN 1 »cm 2
Isto-pathological oftcome

Table 4 Review of the literature and pooled analysis of studies with repo

Author, Date N Population % Regression Persistence Progression
Lurain [19] 53 Pregnant women with CIN Il etrospective 774 % 226 % 0%

Yost [7] 153 Pregnant women with CIN II-lll Retrospective 69.3 % 268 % 39 %

Palle [16] 142 Pregnant women with CIN -l Retrospective 25 % 47 % 28 %
Vlahos (8] 78 Pregnant women with CIN Il Retrospective 61.6 % 384 % 0 %
Paraskevaides [9] 64 Pregnant women with CIN [I-ll Retrospective 375 % 594 % 3.1 %
Serati [15] 36 Pregnant women with CIN (Il Prospective 473 % 52.7 % 0%
Coppolillo [11] 30 Pregnant women with CIN [I-ll Retrospective 16.7 % 70.0 % 133 %
Karrberg [17] 163 Pregnant women with CIN |-l Prospective 331 % 546 % 123 %

This study Pregnant women with CIN Il Retrospective 56.9 % 392 % 39 %

Pooled analysis Pregnant women with CIN [l Pooled 46.8 % 436 % 96 %

28 Y% arenrdine tn different rennrte  Aclkormann ot al limitation nf tho nrocont ctiidv Wa did nat cancidor mz
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CIN Lesions during Pregnancy
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The rishk of CIN 1 to progress to CIN 2-3
or

The risk of CIN 2-3 to progress to

Invasive Cancer ?




COMPLICATION OF CONE
during PREGNANCY

High Complications Rate , - Hannigan 1982, Coppola 1997

High rate of Residual disease
(52-86% ) Devereux 1967,Richart 1966

Excess Hemorrhage -8.9%
( range 5.2-13.9) Hannigan 1982

Spontaneous Miscarriage - 33% -  Hacker 1982
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Cone Biopsy During Pregnancy 3

EDWARD V. HANNIGAN, MD, HENRY H. WHITEHOUSE IlI, MD,
WILLIAM D. ATKINSON, BS, AND STEVEN N. BECKER, MD

Obs & 6yn Vol 60 No4 Oct 1982:450-55

Under a diagnostic schema that used cervical conizafion
liberally for evaluating women with abnormal Papanicolaou
smears, 82 pregnant patients underwent conization. Fifteen
had significant morbidity related to cervical bleeding. The
uncorrected perinatal mortality was 44.1/1000. Sixty-one

of invasive carcinoma, and then, after review of th
relative risks and benefits of the procedure, to redefi

the proper role of diagnostic conization for pregnan
patients who have been evaluated colposcopically. :

cone biopsies, performed before colposcopy was introduced
into the schema, uncovered 2 cases of prekusly undlag-
nosed invasive carcinoma. Amoneg A d

Materials and Methods

Conization and Duration of Pregnancy

The duration of pregnancy after conization is summa-
rized in Table 2. All infants delivered after 36 weeks of

pregnancy were alive. No patients subjected to a cone

biopsy in the first trimester had a spontaneous abor-

of mxssmg the dlagnosxs of invasive carcinoma dunng
pregnancy. As a consequence of this policy, the au-
thors have a large series of pregnant patients who
underwent cone biopsy after a colposcopically directed
punch biopsy.

The purpose of the study is threefold: to quantitate
maternal and fetal risks in a large series of patients
undergoing diagnostic conization during pregnancy,
to quantitate the yield of previously undiagnosed cases

From the Departments of Obstetrics and Gynecology and of Patholo-

8y, The University of Texas Medical Branch at Galveston, Texas.
Submitted for publication November 13, 1981.

/

of the transition zone in patients evaluated by colposs
copy, and endocervical curettage was not performed

The indications for conization and the results of exami-§
nation of the specimen are summarized in Table 1 fo )t

the 21 patients evaluated by colposcopy.

Thirteen patients underwent conization in the first
14 weeks of pregnancy, 50 during the second trimes-3

ter, and 19 after 28 weeks of pregnancy. No standard;
ized technique was employed in obtaining the
specimen; the cervix was injected with epinephrine

fion or remature onset of Tasor

tion. Nenther an endocew1cal speculum nor ring for
ceps was used to assist in visualizing the upper lmuts
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Why are we treating CIN 2-3 ?

. Diagnose Cervical Cancer
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Why are we treating CIN 2-3 ?

CX Cancer is found in 5.4% of women with HSIL

on PAP Test +HPV HR + .
Katki HA & al :JLGTD 2013;Vol 17;Issue 5, S50-S55

CX Cancer is found in 4.8% of women with HSIL
on PAP Test +HPV HR + .

Demarco M & al :JLGTD 2018;Vol 22;Issue 2,p 97103.

CX Cancer was found in 7% PREGNANT women

Investigated because HSIL on PAP Test.
Karrberg C: Acta Obst Gynecol Scand ,2013 Jun :92(6) 692-9
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Why are we treating CIN 2-3 ?

Diagnose Cancer

Invasive carcinoma diagnosed in excisional S
of women treated because CIN 2-3 lesions

8% in women undergoing Hysterectomy

Due to CIN 2-3
ACOG Practice Bulletin:Obstet Gynecol. 2008 Dec; 112(6):1419-44.
Due to CIN 2-3
Cong Q -Bio Med Research Int 2018
From 1683 LLETZ operations because CIN 2-3
Siegler E, Bornstein J; LLETZ in Israel

6.4% in women undergoing LOOP CONE
m 2.3%
Gynecologic And Obstetric Investigation 2011; Vol. 72 (2), pp. 85-9
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Why are we treating CIN 2-3 ?

1. Diagnose Cervical Cancer

2. Prevent Cervical Cancer

T PATIENTS
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See 1 citation found using an alternative search:

8r J Obstet Gynaecol. 1985 Feb;92(2):150-7.

The impact of screening on the incidence of cervical cancer in
England and Wales.

Parkin DM, Nguven-Dinh X, Day NE.

A mathematical model ..

the annual rate of progression from
CIN 8 TO CERVICAL CANCER,4.33 %

2022 a1y oxCIN 2-3 -




uroef Society of Coposcopy ond
Cervicl o o Vuivar Pothalogy

The risk of CIN 2-3
to progress during
pregnancy to
Invasive Cancer ?

CIN 2-3 Pregnancy EUROGIN 2021



CIN 2- 3 in Pregnancy - Progression to Cancer > 25 years

N Name / Year No Mean Dig Regres | Persist
(-] Pat Age (%) (%)
1 | LaPolla JP :J Reprod Med ;1988;33(3)301-6 16 27 CIN 3
2 | CopollaA :Gyn Onc :67:162-165 (11997) 26 26 CIS 88
3 | Giraud: J Gynecol Obstet Biol Reprod (Paris). 1997; 16 * CIN 3
4 | Pale C: Acta Obs Gyn Scand 2000 Apr ;79;(4) 306-10 97 28 CIN 2-3 8 89.6
5 | Mitsushasi A ; Int J Obst & Gyn 71(2000) 237-239 9 29 CIN 2-3
6 | Sood Ak: Obst Gyn 2000;95;832-8 3 31.2 CIN3
7 | Vlahos G :Gy Ob Inves 2002 :54:78-81 78 28 CIN 2-3 61 38.4
8 | Kaplan K :Cancer Cytopathology 2004:102;228-32 28 26 HSIL 100
9 | Robova H :Eur J Gynaecol Oncol. 2005;26(6):611-4. 85 28 CIN3/MIC
10 | Ackerman S:Acta Ob GynScand. 2006;85(9):1134-7 77 31 CIS 34 63.1
11 | Frega A:Anticancer Research 27:2743-2746(2007) 16 31 CIN 3 62.5 37.5
12 | Fambrini M:Int J Gyn Cancer2007;17;127-131 26 32.3 CIN 3
13 | Serati M:Acta Ob GynScand. 2008;87(12):1296-300. 36 30 CIN 2-3 47 52
14 | Chung SU —Gyn Obs Invest 2011:72:234-8 29 32 CIN-2-3 77
15 | Cubo-Abert M:JLGTD 16(1) Jan 2012:34-28 33 >25 HSIL 26 67
16 | Schaefr K :Int J Gyn Obstet. 2012 Aug;118(2):141-4. 27 31 CIN 3 89
17 | Coppolilo: Acta Obst Gyn Scan 2013:92;293-7 30 * CIN 2-3 16 70
18 | Karrberg C:Acta Ob GynScand. 2013 Jun;92(6):692-9 71 30 CIN 3
19 | Wu YM: Arch Gyn Obs 2014 65 30 CIN 3
20 | Mailath-Pokorny :BMC Preg Childbirth 2016;16;74 27 29 CIN 3 37 63
21 | Grimm : Arch Gyn Obs 2020 60 30 _
22 | Siegler E: JLGTD Vol 21 No 4, 2017:299-303 93 32.5 CIN 2
23 | Mazzoni SE: J Low Gen Tract Dis 2015:19:329-332 26 CIN 2 67
24 | Da Kyung Hong:Eur J Obs Gyn 236(2019) 173-6 ”’3 30.4 CIN
\_ [ ]
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CIN 2- 3 in Pregnancy - Progression to Cancer over 25 years |

: Name No Persist

Pat

()

1 | LaPollaJP:JR (/0)
2 | CopollaA :Gy
ool §113 Pregnant women over |
4 | Pale C: Acta OH
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6 | Sood Ak: Obst
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23 | Mazzoni SE: J Low Gen Tract Dis 2015:19
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Cancer in pregnancy: a challenging conflict of interest

eeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeee See Parspectives page 511

Volume 379, Issue 9815 ,Pages 558-9,11.2 2012

7

The main goal is to offer pregnant patients the same

optimum management (and therefore similar pred
survival) as non- vatients. Overall surviva
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CIN 2-3 diagnosed during pregnancy
Data from ISRAEL registry 2006-2021

Objective :

1. To describe the outcome of women diagnosed

with CIN 2 or CIN 2-3 during pregnancy .

2. To describe the outcome of women who had

LLETZ during the first 15 weeks of pregnancy

2022 Ha1wy oxCIN 2-3 -



CIN 2-3 diagnosed during pregnancy
Data from ISRAEL registry 2006-2021

A questionnaire was sent to members of the
Israeli Society of Colposcopy

» 155 women : Lin / Carmel Medical Center ,

» 32women : Other Doctors, Clinics ,Medical Centers

J

187women were diagnosed with

CIN 2 or CIN 2-3 on cervical biopsy

34 women CIN 2 only [Only Observation ]

J 153 women CIN 2-3

2022 ~aiy oxCIN 2-3 -




CIN 2-3 Iin Pregnancy
Observation or LLETZ till 15 weeks

153 women diagnosed during pregnancy
INVASIVE CANCER WAS
DIAGNOSED IN

9 women (5.9%)



CIN 2-3 during PREGNANCY- Observation Group ‘

90 women - observation only
Investigation & treatment after delivery

CANCER 6(6.6%)
CIN 2-3/AIS 58 ( 64.5%)
CIN 1/ NORMAL 24 (26.6%)
Lost FU 2(1.3%)
TOTAL 90

¥ ¥ .
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CIN 2-3 during PREGNANCY
LLETZ Treatment Group

63 women underwent LLETZ till 15 weeks

LLETZ was offered individually ( Personalized Medicine) :

*

*

*

*

Colposcopic impression of HSIL

( Large lesions ,dense AWE ,mosaic, punctations, erosion )
Risk Factors ( HPV 16,18, 45)

Pathological report of the cervical biopsy ( positive ECC,AIS)
History of persistent CIN lesion, abnormal PAP

Women preference ( Fear of cancer) .

2022 Ha1y oxCIN 2-3 -




Observation or LLETZ till 15 weeks

Observation LLETZ Total
Treatment
90 women 63 women 153 women
CANCER 6(6.6%) 3(4.8%) | 9(5.9%)
CIN 2-3/AlIS 58 (64.5%) 57(90.4%) 115(75.2%)
CIN 1/ NORMAL 24 (26.6%) 3(4.8%) 27(17.6%)
Lost FU 2(1.3%) - 2 (1.4%)
TOTAL 90 63 163

CIN 2-3 in Pregnancy .




Observation or LLETZ till 15 weeks

CIN 2-3 in Pregnancy .

Total Observation LLETZ P VALUE
Treatment
153 Women 90 women 63 women
CANCER 6(6.6%) | 3(4.8%) | 0.890
<0.001
CIN 2-3/AlS 58 (64.5%) 57(90.4%)
CIN 1/ NORMAL 24 (26.6%) 3(4.8%) <0.001
Lost FU 2(1.3%) =
TOTAL 90 63




CIN 2-3 during PREGNANCY
LLETZ Treatment Group

63 women underwent LLETZ till 15 weeks

9 women underwent LLETZ and D+C

3 women (4.8%) - Missed Abortion before LLETZ .
6 women (9.2%) -- Termination of Pregnancy .

54 women continued their pregnancy

- 49 women ( 90.7%) Term delivery

« 2women (3.7%) Late preterm delivery (34,36 W)
« 2women (3.7%) Early/Late Missed Abortion

« 1 women(1.7% ) Ongoing pregnancy

111111
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CIN 2-3 in Pregnancy
Observation =LLETZ till 15 weeks

Observation LLETZ
90 women Treatment
63 Women
Early Missed 4(4.4%) 3(5.7%)
Abortion -
PRE LLETZ
IUFD /
Late Abortion ?
Abortion/Late 2( 3.8%)
POSTLLETZ
TOP 1(1.1%) 6 (11.3%)
CX Suture 1(1.1%) 1(1.8%)
22 weeks 21 weeks

BLEEDING :

Total

153
Women

12(7.8%)



Our Experience with 63 LLETZ operations

during first 15 weeks of pregnancy
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Israel Society of Colposcopy and
Cervical and Vulvar Pathology

» Diagnosed Invasive Cancer in 4.8% of the women .

» Low Rate of Complications
(1- severe bleeding ,1-early abortion,
1- late abortion, 1- Cervical suture)
» Term delivery ( Late preterm) - (94.4%) .

» Two cases of recurrence after delivery (3.1%)

111111 CIN 2-3 -
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LLETZ /LASER CONE till 19 weeks

NO WEEKS of N l( \]
LLETZ SEVERE | ABOR PRE
Author (year) wwirecone| Cancer! |eeeome | ZONC | o Term
I C DELIVERIES | deliveries
Hannigan 7 13 1 717 (100%)
1982 ( Knife Cone )
Robinson 1996 4 9-16 2(100%)
Penna-1998 8 16 1 8/8(100%)
( Laser)
Mitsuhashi 2000 9 14 2 1 9/9 (100%)
Lacour 2005 5 19 5/5 (100%)
Fambrini 2007 26 10-18 2 6 1 25/26(96%)
(Laser)
Frega 2007 5 16 1 5/5(100%)
Schaefer 2012 21 16 3 1 2 18/21 (86%)
Siegler 2021 55 4-15 3 1 2 2 44/48(91%)
TOTAL 141 | 4-19 12 86-100%
(8.5%) A /
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Based on that data :

LLETZ in the first trimester should be performed
based on personalized medicine !

v/ The benefit of diagnosing Cervical Cancer in 5-6%
of the women should be considered against the risk
of complications .

v LLETZ during the first trimester appears to be a safe
procedure with few complications.

v'In each woman - personalized treatment should be
selected according to pathological results,
colposcopic results ,risk factors and patient
preferences.
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Based on that data :

v’ The benefit of diagnosing Cervical Cancer in 5-6%
of the women should be considered against the risk
of complications .

v LLETZ during the first trimester appears to be a safe
procedure with few complications.

v'In each woman - personalized treatment should be
selected according to pathological results,
colposcopic results ,risk factors and patient
preferences.
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Based on that data :

v

v'In each woman - personalized treatment should be
selected according to pathological results,
colposcopic results ,risk factors and
patient preferences.

Tabke PAP test in the first visit of the pregnant
woman
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