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Why do we do what we do?



Progression of cervical disease after
HPV infection
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Normal HPVinfection
epithelium koilocytosis

Invasive
carcinoma

Low-grade squamous intraepithelial High-grade squamous intraepithelial
lesion (ASCUS/LSIL) lesion (HSIL)

Regression

* Probability increases with viral DNA integration. CIN: cervical intraepithelial neoplasia;
ASCUS: atypical squamous cells of undetermined significance

Burd EM. Clin Microbiol Rev 2003; 16:1-17; Solomon D, etol. JAMA 2002; 287:2114-2119.




The Aim 1s to treat CIN2+

CIN




Unintended Conseguences




Pre-Term Labour and LLETZ?

<10 mm >10 mm

LLETZ/C ==10rmmws. no treatment Fisk ratio LLETZ/AC =10mm vs. no treatment Fisk ratio
Preterra delivery (<37 weeks) {(95% CI) Preterm delrvery (<37 weeks) (957, CI)

Study Study

Raio, 1997 > 0.52 (0.06,4.83) Raio, 1997 ——————464(1.20,1788)
Sadler, 2004 B 0.99(0.57,1.72) Sadler, 2004 164(1.13,2.37)
Samson, 2005 3.02(1.65,5.53) Samson, 2004 —E—  334(166,388%)

Overall (95% CI) —_——  145(0.55,3.86) e 2.61 (1.28,5.34)

134 5172 5 124 51 2
Risk ratio

Depth: > 10 mm RR: 2-6, 95% CI: 1-3-5-3

<10 mm RR: 1-5, 95% CI: 0-6-3-9
Kyrgiou Lancet 2006




The Evidence — depth of crypts

Cervical Crypt Involvement by Intraepithelial
Neoplasia

M. C. ANDERSON, MB, MRCPath, AND R. B. HARTLEY, MRCS, LRCP
VOL. 55, NO. 5, MAY 1980 Obstetrics & Gynecology

Measurements made on a section from a cervical conization specimen.
A = depth of the deepest crypt; B = depth of the deepest involved crypt.

Depths of Crypts With and Without Involvement by CIN Grade 3

Crypt status Mean Mean

+1.96 SD +3 SD

(mm) 95% | (mm) 99.7%
Uninvolved

Involved




Excision Treatment Guidelines
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Excision length 8mm or greater




The Evidence — depth of crypts
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Potential for harm

Histological recurrence and depth of loop
treatment of the cervix in women of
reproductive age: incomplete excision versus
adverse pregnancy outcome

C Ang,* A Mukhopadhyay,® C Burnley,” K Faulkner,” PA Cross,© P Martin-Hirsch,“ R Naik®

200 38 and less

Loop depth </=35yrs
</=5mm 75 (6.6%)
6-8 mm 139 (12.1%)
9-10 mm 356 (31.1%)

11-15 mm 419 (36.6%)
>15 mm 156 (13.6%)

sbove 3§ yaars

>35yrs
25 (6.1%)
46 (11.1%)
122 (29.5%)
166 (40.2%)
54 (13.1%)

1558 women




Depth of excision and outcome

Histological recurrence and depth of oo p
Treatment of the cerwvwix in vwormen ofF

reproductive age: incomplete excisionNn versus
adverse pregmnmnancy outcormee

P K Faulkner.™ PA Cross.~ R Naik™

P rMiartim-HHirsch_. <

C ANg.T A NMiukhopadhyay.,.” € Burnmiley .
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Loop depth
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No association between depth and outcome in women < 35 yrs



Considerations

« CIN 1s a dynamic process

 Biological variables

« Treatment Is based on an anatomical model
« EXcision can cause harm

 Paucity of detailed outcome data



LLETZ length and outcome In Type 1 TZ
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Review of LLETZ specimens

« 1237 treatments April 2012 — May 2014
* 76% Type 1 (n=938)
* Median age 31 (24-64)



Excision Margins (n=654)

15 (17%) 51 (57%) 20 (22%) 4 (4%)

78 (31%) 137 (54%) 35 (14%) 3 (1%)

110 (35%) 178 (57%) 19 ( 6%) 4 (1%)
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Complete Endocervical involved



Outcome - cytology
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Outcome — Test of Cure at 6 mo

100%
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20%

0%
2-7mm 8-10mm 11+ mm

Chi-squared test yielded a p-value of 0.636



Summary of findings

86% of excisions 8* mm (standard=95* %)

47% 10* mm (9% 15* mm)

No association between depth and outcome In

Typel TZ

Smoking associated with outcome!



Fly a kite!




Parting Comments

» 36% of excisions after CIN2+ biopsies contain

CIN1 or less (14% no CIN)
 Depth of excision does not influence outcome
* Immune modulation ?

» Significance of CIN changes with age?



Parting Comments
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