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Post-konus kontrolforlgb:
HPV-test og cytologi eller HPV-test alene?

- et nationalt retrospektivt studie
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Abstract

Introduction. The purpose of this study was to determine the feasibility of
human Papillomavirus (HPV) testing alone as a prognostic tool to predict
recurrent disease within a three-year follow-up period after treatment for cervical
intraepithelial neoplasia (CIN)2'. Material and methods. Retrospectively, 128
women with histologically verified CIN2' who had a conization performed at
Southern Jutland Hospital in Denmark between 1 January 2013 and 31 December
2013 were included. Histology, cytology and HPV test results were obtained for a
three-year follow-up period. Results. 4.7% (6/128) of the cases developed
recurrent disease during follow-up. Of the cases without free margins, recurrent
dysplasia was detected normal in 10.4% (5/48), whereas in the group with free
margins it was 1.3% (1/80). The post-conization HPV test was negative in 67.2%
(86/128) and Pap smear normal in 93.7% (120/128). Combining resection
margins, cytology and HPV had sensitivity for prediction of recurrent dysplasia of
100%. Specificity was 45.8%, positive predictive value (PPV) 8.5% and negative
predictive value (NPV) 100%. Using HPV test alone as a predictor of recurrent
dysplasia gave a sensitivity of 83.3%, specificity 69.7%, PPV 11.9% and NPV
98.8%. Combining resection margin and HPV test had a sensitivity of 100%,
specificity 45.9%, PPV 8.3% and NPV 100%. Conclusion. HPV test at six months
control post-conization gave an NPV of 98.8% and can be used as a solitary test to
identify women at risk for recurrent disease three years after treatment for
precursor lesions. Using both resection margin and HPV test had a sensitivity of
100% and NPV 100%. Adding cytology did not increase the predictive value.
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Cervikal Intraepitelial Neoplasi = CIN

- Behandling for CIN2+ er keglesnit
(ca. 6000/ari DK)

- 4-18% har persisterende eller

recidiverende CIN2+

- Stgrstedelen sesinden for 2 ar

- @getrisiko for cancer
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Follow-up

_ Cytologl sindhedsstyrelsen f "'A . :
- HPV

National klinisk retningslinje
for celleforandringer pa livmoderhalsen

-  Resektionsrande

Udredning, behandling og opfglgning 7

» med fokus pa kvinder over 60 ar.

2012
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1. kontrol

2. kontrol
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Flowchart 3a: Kontrol efter keglesnit - alle aldre - frie rande

Kontrol efter 6
maneder med
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cytologi og HPV
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Cytologi: normal,
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HPV pos

Cytologi: ASCUS, LSIL,

uegnet
HPV neg

Cytologi: HSIL, AGC, AlS,

ASCH
HPV neg / pos

Kontrol efter 6
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* Individuel opfglgning hvis kvinden er over screeningsalder.
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Flowchart 3b: Kontrol efter keglesnit - alle aldre - ikke-frie / ikke-vurderbare resektionsrande

Kegleoperation med ikke-frie / ikke-vurderbare resektionsrande *

Kontrol efter 6
maneder med
cytologi og HPV
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Retur til Kontrol 1x arligt
screeningsprogra til Cytologi ia og KBC
mmet HPV negativ

*Ved AlS og ikke-frie rande anbefales rekonus eller hysterektomi.
11 tilfelde af HPV positiv, cytologi normal, da evt. kontrol hos speciallaege, pga. gget risiko for dysplasi.

1 Individuel opfalgning hvis kvinden er over screeningsalder.
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Formal

Undersgge om cytologi kan udelades |
kontrolforlgbet efter konus, saledes at HPV-test 11
alene kan bruges som Test-of-Cure efter.
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Metode

- Retrospektivt registerstudie 5959

- Inklusionskriterier: ———eaniiil

1. januar 2013 — 31. december 2013 — 12

Patobank: T83701 "konus” = —

5174
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med cancerdiagnose

| konus

kﬂegiun Syddanmark

Adenokarcinom

M81403 adenokarcinom

M81433 superficielt voksende adenokarcinom
M83103 clear cell adenokarcinom

M83803 endometrioidt adenokarcinom
M84413 sergst adenokarcinom

M84803 mucingst adenokarcinom

M85603 adenoskvamgst karcinom

Planocellulaert

M80513 verrukgst karcinom

M80523 planocellulzert karcinom, papillaer type
M80703 planocellulzert karcinom

M80763 mikroinvasivt planocellulaert karcinom

(SST vejledning 2012, tabel 10.8.16)
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manglende HPV-test
| follow-up

Lﬂeginn Syddanmark

Negative

FY5001 humant papillomvirus ikke pavist
FY5003 low risk humant papillomvirus ikke pavist
FY5005 high risk humant papillomvirus ikke pavist

Positive

FY5006 high risk humant papillomvirus pavist

FY5009 high risk humant papillomvirus pavist, ikke type 16 el 18
FY5010 high risk HPV pavist, anden type end 16 eller 18

/33416 humant papillomvirus type 16
/33418 humant papillomvirus type 18
/33431 humant papillomvirus type 31
/Z33433 humant papillomvirus type 33
Z33435 humant papillomvirus type 35
/Z33439 humant papillomvirus type 39
/33445 humant papillomvirus type 45
/33451 humant papillomvirus type 51
/33452 humant papillomvirus type 52
Z33456 humant papillomvirus type 56
Z33458 humant papillomvirus type 58
Z33459 humant papillomvirus type 59
/Z 33466 humant papillomvirus type 66
/A 33468 humant papillomvirus type 68

14
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manglende cytologi
| follow-up

kﬂegiun Syddanmark

T-koder

T8X210 Cytologi, vagina

T8X310 Cytologi, cervix

T8X311 Cytologi, exocervix

T8X312 Cytologi, cervix og endocervix
T8X320 Cytologi, endocervix

T8X321 Cytologi, endocervix, speciel
T8X330 Cytologi, vagina/cervix

Normal

MO00120 normale celler

MO00121 normale celler, ingen endocervikale el. metaplastiske celler
MO00122 normale celler, 50-75% af epitelcellerne kanikke typebestemmes 15
ASCH+

M67010 ASCH - atypiske pladeepitelceller, muligt HSIL

M67014 ASCUS - atypiske pladeepitelceller af ukendt betydning

M67016 LSIL - let grad af pladeepitelforandring, cytologisk

M67017 HSIL - sveer grad af pladeepitelforandring, cytologisk

M67020 AGC - atypiske cylinderepitelceller

M80013 maligne tumorceller

M80103 karcinom

M80703 planocellulzert karcinom

M81402 adenokarcinom in situ

M81403 adenokarcinom

(SST vejledning2012, tabel 10.8.2+3) SWEh Us
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Resultater

Total
(n=5174)

Alder (median*IQR)

Histologi, konus

33.8(27.5-41.5)

Normal 365 (7.1)
CIN NOS 139 (2.7)
CIN1 337 (6.5
CIN2 957 (18.5)
CIN3 3168 (61.2)
Adenokarcinom in situ 197 (3.8)
Anacc/ mangier IT10.2]
esektionsrande

Frie 2780 (53.7)
Ikke-frie 2394 (46.3)
Highrisk HPV (follow-up)

Negativ 3711(71.7)
Positiv 1463 (28.3)
Cytologi (follow-up)

Normal 4426 (85.5)
\ASCUS+ 748(14.5) /
N _J

kﬂegiun Syddanmark
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Resultater

Tid til f@rste follow-up (n=5174)

kﬂegiun Syddanmark

Recidiv
<7 maneder 27 & <12 maneder 212 maneder
Nej 3429 954 473
Ja 238 60 20
CIN2 79 13 8
CIN3 145 41 8
Adenokarcinom in situ 10 5 3
Adenokarcinom 0 0 1
Planocelluleertkarcinom 6 0
~70 % ~20 % ~10%
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Resultater

Sensitivitet Specificitet PPV NPV
(95% Cl) (95% Cl) (95% Cl) (95% Cl)

Rande/HPV/cytologi

97.2 (94.7-98.7)  41.2 (39.8-42.6) 9.8 (8.8-10.9) 99.6 (99.2-99.8)

Rande/HPV

95.9 (93.1-97.8)  43.2 (41.8-44.6) 10.0(8.9-11.1)  99.4 (98.9-99.7)

nde-/HPV-/Cyt-

Rande-/HPV-/Cy

4 9
S5CIN2
4 CIN3

4
3CIN2
1CIN3

)

kﬂegiun Syddanmark

0,3% - 0,5%

- der ikke fanges i kontrolforlgbet

22

59
Sgnderjylland



Diskussion

- Resektionsrande og HPV-status er veesentlige for risikostratificering (1,2)
- Sikkert at returnere til rutine screening efter negativ HPV-test(3)

- Absolut langtidsrisiko for CIN2+ er ens for kvinder med negativ HPV og 23

negativ co-test (4)

1. Alderetal.Incomplete excision of cervical intraepithelial neoplasia as a predictor of the risk of recurrent disease-a 16-year follow-up study. Am ) Obstet Gynecol. 2020.

2. Ferndndez-Montolietal. Long-term predictors of residual or recurrent cervical intraepithelial neoplasia 2-3 after treatment with a large loop excision of the transformation zone:
a retrospective study. BJOG. 2020.

3. Ceballos etal. Post-Loop Electrosurgical Excision Procedure High-Risk Human Papillomavirus Testing as a Test of Cure: The British Columbia Experience.JLGTD. 2017.

%Gosvi getal. Long-term follow-up of the risk for cervical intraepithelial neoplasia grade 2 or worse in HPV-negative women after conization. IntJ Cancer 2015.
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Konklusion

Cytologi kan udelades i kontrolforlgbet efter konus,

saledes at HPV-test alene kan bruges som Test-of-Cure
24

| gruppen med frie rande.
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ORIGINAL RESEARCH ARTICLE

HPV Test as Test of Cure After Conization for CIN2+:
A Nationwide Register-Based Cohort Study

Larke Valsoe Bruhn, MD,'>* Nana Hyldig. PRD." and Doris Schledermann, MD®

Objective: The purpase of this stady was 10 assess if cysology can be
omitied i the follow-up afler meatment for cervical oeopla-
sia grade 2 or worse (CIN2+) and if buman papiiomavinss (HPV) test cam
kdh-udmﬂm*mhmm
M. . woman
-ﬁulmuwuwml—q 1 and
Decamber 31, 2013, were inchaded. Havtology, cytology, and HPV test resdbs
‘were obesined from The Darish Pahology Data Bark for 2 3-year follow-p.
Results: A somal of 5,174 women were inchadod, of whom 6.1% (3%
5.174) had histological residual recurrent discase i the follow-up petiod.
In the growp wieth froe mangins, 2 6% (73/2,7580) had residaal recurrons dis-
cane i contmst to 10.2% (452,394) in the geoup with mvolved margies.
I the group with froe resection mangies and scgative HPV test resules,
residual mourront discase was foand in 0.5% (132.780) compared withs
0.3% (92.750) in the growp with negative HIPV test resss and moemal cy-
tology at 6 moethe” follow-up. Based oo margin statis sod NPV tet roudt
a8 follow i, the specificity, pradic
tve valoes were 95.9%, 43.2%, 10,07, and 99.4% respectively, and for
combened toxing (manpin states, WPV, and cyselogy ) 97.2%, 41.2%,
9%, aad 99.6% rospectively.

Conclusions: Using the HPV toxt 3t $he fint post-Seatment contsol as
TOC fox corvical intracpithcial nooplasia grade 2 o wone afier wratifying
for Fosection manging in cono revections ks a0 cqually bigh semmitivity
dwm-ﬂ--m-ﬂm We sugpent that
womm with froe

afier nogatve WPV un—l-mrnt-‘

Key Words: cervacal intracpiuelal nooplasia. conation. follm .
Qwlogy, buman papBoma wrus et

) Loww Gomet Tract Dis 202226 257-292)

treated with cervical for cervical intracpi-

thelial ncoplasia grade 2 or wonse (CIN2+) continuc to be

2 nisk for or recurrence of CIN2+ and developing

imvasive carcinoma.' lk-mhmmmm’
)m;hmhlumkmn&blm-‘m

Adequate follow-up is therefore crucial. Scvenal factors are

'Department of Pubology, Southern Jtund Hospeal, Densmark; “Deparsnes
of Patology, Odemne Uninerty Howpessl, Dot mu,_u.-o-

eovarw Dourd atatin. Apprned by
0. 3113224, Decsmber 10, 0 m-u.n—-
1719210, sq—-a 2017). The requisement for wrisen
‘conment was waived by the

t--m,—a.u-m
DOL 16 109710 T OOUDXIDE3)

Jaumal of Lower Centtal Trxt Disecse o Volume 26, Number 4, October 2022

thought to predict the risk of recurrence, and follow-up programs.
have traditionally imvolved cervical smeans andlor colposcopy. It
s well known that women with imvolved resection margins have
lWﬂdWMCM‘MW‘nM
margins.** Recognition of high-risk human papillomavinus (HPV)
as 2 causal factor for CIN and mvasive carvical cancer has kd to
umammnaw n masy follow-up pro-
However, only a fow studics on HPV testing alose have boen
M’"ummm;-ﬂnm”
sas on post-treatment survesllance strategacs.

In Denmark, the postoonization follow-up is descnbod in na-
Mcmmwmmwm"“
At the Ist follow-up visit 6 months afier conization, a cotest with
cywology and HPV test as test of cure (TOC) is performed. Depend-
ing on the resection margins and the rewlt of the TOC, the women
are allocatod into | of 3 categones. Women with froe resection mae-
ﬂmliwmdwlﬂvuuﬁmt

m(mpdamll’\'um.udadbw
with biopsy. Woencn with imvolved of unclanified resection mangms.

and nmurVum-deauAscusmL
are recommuended a repeated TOC affer 6 months; 2) positive HPV
test results and noemal cytology are recommended a repeated TOC
mam-ﬂx)msun_mmgmam

tode HSILHSH stvrical shsndular

AIS with any HPV result are referred 1o colpascopy with biopsy. ™
The aim of our study was to assess if cytology can be omitted

in the follow-up after treatment for CIN2+ and if HPV test can be

used alooe as TOC after statifying for resoction mangin status.

MATERIAL AND METHODS

Ethical Approval

mmmwwhmnwmnm
(IRB) and the mational Data Protection The roquircment
hummmmmvabyhmmm
study was register-based.

Participants

This populaticn-based and regster-based study included
woenen who had a cervical comization performed in Danish hospi-
tals betwoen January 1 and December 31, 2013, Thnmnaum

tology,
NNWlumh”mmmhnlqﬂ
1287

25
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