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Sadalijjums pa vecuma grupam 2013.g.
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Riska faktori



Cancer Causes Control. 2003 Moy, 149150514,

Smoking and cervical cancer: pooled analysis of the IARC multi-centric case--control study:.

Flurmmer ru11, Hertero B, Franceschi S, Meijer CJ, Snijders P, Bosch F¥, de Sanjosé 5, Mufioz M AR C Multi-centre Cervical Cancer Study Groug.

Smekesana Relativais risks
Jebkad anamneze 1.8
Patreiz smekejosam 2.3

Eur J Cancer. 2010 Jan, 48027:403-11. doi: 1010164 gjoca.2009.09.01 3. Epulb 2003 Oct 12,

Cigarette smoking is an independent risk factor for cervical intraepithelial neoplasia in young women: a
longitudinal study.

Colling 51, Rollason TP, Young LS, Woodman CHB.

Smekesana Relativais risks
10 cig./diena un vairak 2.1

Cancer Epidermiol Biamarkets Prey. 2005 May; 14050 1165-70.

Smoking is arisk factor for cervical intraepithelial neoplasia grade 3 among oncogenic human papillomavirus
DNA-positive women with equivocal or mildly abnormal cytology.

mclntyre-Seltman K1, Castle PE, Guido R, Schifffman b, Wheeler Chi: ALTS Group.

Smekesana Relativais risks
Vairak, ka 2 pacinas
diena 3.3
Vairak, ka 11 gadus 2.1



Lancet. 2002 Mar 30;339(931 231093101,

Role of parity and human papillomavirus in cervical cancer: the IARC multicentric case-control study.

Mufioz N", Franceschi 3, Bosetti ©, Moreno ¥, Herrero B, Smith J5, Shah kN, Meijer CJ, Bosch FX; International Agency for Besearch on Cancer. Multicentric

Cemical Cancer Study Group.

Number of Odds ratio Odds ratio

cases/controls (95% CI)* (95% CI)T
Number of full-term pregnancies
Nulliparous 57/24 1-00 (0-59-1-70) 1-00 (0-55-1-81)
1-2 279/59 2-31 (1-71-3-13) 1-81 (1-31-2-52)
3-4 450/70 3-73 (2-89-4-83) 2-55(1-95-3-34)
5-6 353/48 5-00 (3-66-6-86) 2-83 (2-02-3-96)
=7 534/52 8-29 (5-99-11-48) 3-82 (2-66-5-48)

p (test for trend)

<0-0001 0-0002

Squamous-cell carcinomas include invasive and in-situ carcinomas. *Adjusted
for study centre and age. TAdjusted for study centre, age, education, smoking
status, age at first intercourse, number of sexual partners, oral contraceptive
use, and history of Papanicolaou smears.



AIDS. 1993 May, 751 733-8.

The relationship between HIV infection and cervical intraepithelial neoplasia among women attending two family
planning clinics in Nairobi, Kenya.

Magowa EIN1, Hunter B, Mhugua 3, Tukei P, Mati Ji.

HPV pozitivam Relativais risks
HIV -1 infekcija 2.78

J Matl Cancer Inst, 2002 Moy 694021 11604-13.

Herpes simplex virus-2 as a human papillomavirus cofactor in the etiology of invasive cervical cancer.

Srmith J51, Herrero B, Bosetti C, Mufioz M, Bosch P, ElufMeto J, Castellsagué &, Meijer ©J, Van den Brule A, Franceschi 5, Ashley R International Agency far
Reszearch on Cancer (ARCY Multicentric Cervical Cancer Study Group.

Studies Case Control OR  95% Gl E
patients subjects '
HSVZ'HSVZ HEVZ'IHEVZ
Squamous-cell :
carcinoma !
Thailand 118/78 516 2,02 0.55 to7.39 L
The Philippines  a7/212 1432 964 1.24 to T4.74 — >
Morocco 58/04 11/25 136 0.53 to 3.44 —il—
Peru 92/67 821 371 1.39t09.92 ———
Brazil 79062 1416 1.67 0.66 to4.17 i
Colombia 42/25 1T 1.10 0.31to 385 = i
Spain 11/63 o8 o 034tow :
All squamous-cell :
carcinoma 497/601  49/115 219 1.41 to 3.40 "
i
I
All Adenoladenc-adenosquamous :
carcinoma 43/52 391100 3.37 1.47t07.74 —-_—




Lancet. 2002 hMar 30;358(5312)1085-92.

Effect of oral contraceptives on risk of cervical cancer in women with human papillomavirus infection: the IARC
multicentric case-control study.

Moreno V1, Bosch FX, Mufioz N, Meijer CJ, Shah KV, Walboomers JM, Hemrero R, Franceschi S; International Agency for Research on Cancer. Multicentric Cervical
Cancer Study Group.

Duration Years Patients Odds ratio
controls (95% CI)

—a— =10 172/14  4-03 (2-09-7-79)

- 5-0 156/12  2-82 (1-46-5-42)
- 2-4 156/31  0-80 (0-51-1-24)
—m— 1 110/28  0-67 (0-41-1-08)

Mever a78/152 1-00 (D-7T8-1-29)

| |
01 5 1-0 50
Odds ratio



Lancet. 2002 Mar 30;359(59312)1085-92.
Effect of oral contraceptives on risk of cervical cancer in women with human papillomavirus infection: the IARC
multicentric case-control study.

Moreno V1, Bosch FX, Mufioz N, Meijer CJ, Shah KV, Walboomers JM, Hemrero R, Franceschi S; International Agency for Research on Cancer. Multicentric Cervical
Cancer Study Group.

Age at start Years Patients/ Odds ratio
controls (95% CI)

—=— =20 117710 2.92 (1-36-6-27)
20-24 175/24  1.67 (1-02-2.74)
25-28 146/22  1.38 (0-81-2-35)

=30 156/29  1-08 (0-66-1-75)

Mewer a7y8,/152 100 (0-77-1-29)

| ]
0-1 0-5 1.0 5-0
Odds ratio



Lancet. 2002 hMar 30,359(5312):10835-92.

Effect of oral contraceptives on risk of cervical cancer in women with human papillomavirus infection: the IARC
multicentric case-control study.

Moreno V1, Bosch FX, Mufioz N, Meijer CJ, Shah KV, Walboomers JM, Herrero R, Franceschi S; International Agency for Research on Cancer. Multicentric Cervical
Cancer Study Group.

Recency Years  Patients/ Odds ratio
controls (95% Cl)
—a— =15 62/24 053 (0-30-0.95)
He— 6-15 197/29  1.29 (0-83-2.01)
—a— 1-5 116/8  4-69 (2-07-10-64)
Com M 189/24  2.57 [1-50-4.42)
. Never a78/152 1.00 {0-78-1-28)
| | |

|
-1 -5 1-0 50
Qdds ratio



Patogeneze



Age-specific HPV prevalence (%)

Ar vecumu saistita HVP prevalence

30 ~
25 -
Africa
20 | Central/South America
15 -
Europe
10 - North America
s Asia
u 1 1 1 ] ]
<25 25-34 35-44 45-54 > 54

Age group (yr)



J Clin Invest. 2011 Dec:121(12):4593-9. doi: 10.1172/JCI57149. Epub 2011 Dec 1.

The known unknowns of HPV natural history.
Gravitt PE".

30% - 46% pirmo 24 — 36 menesu laika

HPV seropositive persistence 10%

: aptuveni 30%

Inmdence Progressmn ik
________ HPV detection High-grade CIN S Cancer

Clearance Regressuon

l
|
|
Mild cytologic - Dane
L Latent infection




Viena HPV géna kopija uz 40-1,000 sinam péc HPV virusa regresijas
preteji 75 HPV géna kopijam uz katru sunu aktivas virusa infekcijas laika
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cell layers
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Sievietes izmeklesanas algoritms pec

citologiska testa rezultatu sanemsanas

TesteSana bez

rezultata

Nav atrasts

intraepitelials

bojajums

ASC-US:

neskaidras

nozimes

daudzkartaina

Plakana
sSunu

epitelija
atipiskas

Atkartot testu pec 3 meneSiem

Merkbiopsija, lietojot KS, ja, atkartojot testu, nevar nolasit
Merkbiopsija, lietojot KS, ja pec terapijas kursa nevar
nolasit

Nav ieteikumu — iziet no skrininga, ja vecums = 67 gadi

Uzaicinajums uz nakamo skrininga raundu péec 3 gadiem
programmas ietvaros, ko nodrosina dienests

Atkartot testu 2 reizes ar 6 menesu starplaiku. Ja
nepieciesams, papildus izmeklet un arstet.
Ja 3 reizes veicot testu, ir A2, merkbiopsija, lietojot KS.



Sievietes izmeklesanas algoritms pec

citologiska testa rezultatu sanemsanas

Atkartot testu pec 6 menesSiem, ja biopsija nav CIN

Ekscizija KS kontrole, ja biopsija CIN 2/3

AGUS: neskaidras KS, kuras laika izverte merkbiopsijas vai

nozimes glandulara diagnostiskas ekscizijas nepieciesamibu

epitelija Sunu . .. . 1= _ .. 1=
E , li' , : Ja biopsijas vai diagnostiskas ekscizijas materiala

atipiskas izmainas : N : _
P ’ nav CGIN vai CIN, izvertet ieksejo dzimumorganu

patologiju izmekléSanas nepiecieSamibu un/vai

atkartot testu pec 6 menesiem,

Ekscizija KS kontrole, ja biopsija CGIN vai CIN 2/3

Malignizacijas Nostuta konsultacijai pie onkologijas ginekologa
pazimes

Saplisis stiklins Atkartot testu pec 3 menesiem programmas ietvaros




Stadijas noteiksana



Vai vienadi saprotam rakstito?

Invasive carcinoma diagnosed only by microscopy.
All macroscopically visible lesions — even with
superficial invasion — are Stage IB/T1b

Stromal invasion no greater than 3.0 mm in depth
and 7.0 mm or less in horizontal spread

Stromal invasion more than 3.0 mm and not more
than 5.0 mm with a horizontal spread 7.0 mm or less®

Clinically visible lesion confined to the cervix or

microscopic lesion greater than IA2/T1a2
Clinically visible lesion 4.0 cm or

less in greatest dimension

Clinically visible lesion more than 4 cm
in greatest dimension










Histerektomija pec konizacijas



Gynecol Oncol. 2005 Feb;96({2).500-3.
The influence of time intervals between loop electrosurgical excision and subsequent hysterectomy on the

morbidity of patients with cervical neoplasia.

Tae Kim Y, Sung ¥oon B, Hoon Kim 3, Hoon Kim J, Wook Kim J, Won Park Y.
Department of Obstetrics and Gynecology, Yonsel University College of Medicine, C.P.O. Box 5044, Ssoul 120-752, Korea.

Yonsei klinika Koreja

338 totalas histerektomijas pec konizacijas

210 88 40
48 h laika 48h — 6 ned. > 6.ned.

Secinajums — nav atskiribu komplikaciju sastopamiba



Eur J Gynascol Oncol. 2012;33(6):601-4.

The influence of interval between conization and laparoscopic radical hysterectomy on the morbidity of patients

with cervical cancer.
Li H, Jang J¥, Li H, Chen K, Shao XG.

The Second Affliated Hospital of China Medical University, ShenYang, China.

2005. — 2011.g. Terciaras aprupes centra

95 LPS radikalas histerektomijas pec konizacijas

17 38 40

lidz 6 ned. péc 6 ned. bez konizacijas

Secinajums — komplikacijas biezak grupa «lidz 6 ned.»



Kad veikt elektroeksciziju —
pirms val pec menstruacijam?



Obsfet Gynecol. 2002 Jun;¥9(6):997-1000.

Bleeding after loop electrosurgical excision procedure performed in either the follicular or luteal phase of the
menstrual cycle: a randomized trial.

Paraskevaidis E, Davidson EJ, Koliopoulos G, Alamanos Y, Lolis E, Martin-Hirsch P.

Department of Obstetrics and Gynecology, loannina University Hospital, loannina, Greece. vangelispar@hotmail.com

Table 1. Group Characteristics

Follicular Luteal

phase phase
(n=30) (n=30)

Age (y) 309 4.7 326 *53
Usual duragon of 53*14 51*12
menses (d)
Number of parous 15
women
Vaginal delivery (at least 11
one|
Depth of excision (mm) 114 +23
CIN 1 on pathology 11
CIN 2-3 on pathology 16
No CIN on pathology 3

CIN = cervical intraepithelial neoplasia.
* Student # test.
T ¥* test.




Table 2. Comparative Results in Both Groups

Colposcopist impression of intraoperative bleeding (%)

Difficulty in controlling bleeding during LEEP (%)

HCT levels (mean = 5D)

Days of bleeding/woman (mean * SD)

A n:-:ietw,-' |I.I:I'II'I )

Mild
Moderate/severe
Mild

Moderate/severe

HCT difference*

HCT 1

HCT 2
Heavy
Moderate
Mild/spotting

Follicular phase
(4th-6th day)
26 (86.7)

4(13.3)

26 (86.7)
4(13.3)
0.9(x1.9)
36.63 If:.ﬂ.lll

35.73 (+2.59)
2,93 (1.2)

3.6 (1.16)
3.93 (1.26)
3 (10.0)

Luteal phase
(16th-18th day)
18 (60.0)
12 (40.0)
23 |'1-FI 'n-.'l
i |._.':‘I 3|
3 (+2.15)
36.87 (=1.98)
33.87 (=2.70)
3.83 (1.18)
5.93 (1.8)
5.43 (1.45)
12 (40.0)

LEEP = loop electrosurgical excision ptuu‘durn N5 = not significant; HCT = hematocrit; SD = standard deviation.
* Difference between the preoperative and postoperative HCT levels.

P

02
02

NS
NS

001

NS

08
004
001
001
007




Nosutijums morfologiskai izmeklesanai

Invazijas dzilumu un plasumu
LVSI (atskiriga taktika IA stadija)

Invazija =~ MTS risks iegurna l/m
- LVSI + LVSI

0 - 3mm 0.5% 4.7%

3 -5 mm 3.4% 11.1%

Pecoperacijas materiala svarigi noradit visu izopereto
limfmezglu skaitu



Dzemdes kakla veza stadijas noteiksana

o Nepieciesama gan FIGO, gan TNM
o Kliniska vai kirurgiska stadijas noteiksana?

Bimanuala izmeklesana

Kolposkopija, Cistoskopija,

Rektoromanoskopija + 1/m biopsij as vai sist.

iegurna un/vai
paraaortala
limfadenektomija

Konizacija / biopsija / cervikala
kanala abrazija
Kruskurvja Rtg

I/v urogratija, USS nierem
Nepieciesamibas gadijuma:

CT kruskurvim/ vedera dob.org.

MR mazajam iegurnim



Cancer. 2008 May 1;112(9):1954-63_ doi: 10.1002/cnor. 23400
Surgical versus radiographic determination of para-aortic lymph node metastases before chemoradiation for
locally advanced cervical carcinoma: a Gynecologic Oncology Group Study.

Gold MA, Tian C, Whitney CW, Rose PG, Lanciano R.
Department of Obstetrics and Gynecology, University of Oklahoma Health Sciences Center, Oklahoma City, OK, US4

3 péetijumu meta-analize
GOG 85 RT + hydroxyurea vai cisplatins un 5-FU
GOG 120  RT +cisplatins vai hydroxyurea vai cisplatins un

5-FU un hydroxyurea
GOG 165  RT +cisplatins vai 5-FU

685 pacientes, FIGO IIB - IVA

Kirurgiski noteikta stadija Kliniski noteikta stadija
n=555 n=130



Dzivildze FIGO III/IV stadija
kliniski / kirurgiski noteiktai stadijai

RR 1.60, 95% (I, 1.03-2.48; p=0.038

Z
3
L
2
T
0
o

Alive Death Total
Surgical Group 113 132 245
— — Radiegraphes Group 18 26 44

12 24
Months on Study




Dzivildze FIGO II stadija
kliniski / kirurgiski noteiktai stadijai

RR 1.38, 95% (I, 0.90-2.12; p=0.143

=
o
3
o
&
0
o

Allve  Death  Total
Surgical Group 153 112 310
— — Radisgraphic Graup 5 30 BE

12 24
Months on Study




Limfmezglu novertesana izmantojot CT / MR

NCCN vadlinijas

» H&P

« CBC, platelets

« Cervical biopsy, pathologic
e Vi Ew

. L‘.‘-unﬂ hmps:.r as in l:III::EItEI:I

Optional (= Stage IB2):

« EUA cystoscopy/proctoscopy® ESMO un FIGO

doscopy if symptomatic. Chest x-ray and renal evaluation (which
may consist of renal ultrasound. I'VE, CT or MREI) are mandatory. CT

and/or MEI andior PET may provide some information on nodal sta-
fus or sysiemic sp




Cik biezi CI/MR varetu sagaidit palielinatus iegurna
vai para-aortalos I/m IB - IIA stadija?



Gynecol Oncol. 1996 Jul;g2{1):19-24.

Lymphatic spread of cervical cancer: an anatomical and pathological study based on 225 radical hysterectomies
with systematic pelvic and aortic lymphadenectomy.

Benedetti-Fanici P, Maneschi F, Scambia G, Gregagi S, Cufillo G, D*Andrea G, Rabitti C, Coronetta F, Capelli &, Mancuso 5.
Department of Obstetrics and Gynecology, Catholic University, Rome, ltaly.

IB-1IIA <4 cm IB-ITA >4 cm -1V
n =66 n =159

Paciensu skaits ar mts 1/m 14 (21%) 38 (23%)

Metastasis diameter Early stage NACT treated

=) mm 31 (17%) 66 (32%)
=2 =5 mm 57 (31%) 70 (34%)
~5. =10 mm 61 (34%) 48 (24%)
=10, =20 mm 26 (14%) 20 (10%)
~20 mm 6 (3%) —

Total 181 204

82 — 90 % metastatiskie I/m < 10mm




Datortomografiskas, ultrasonografiskas un kliniskas
izmeklesanas precizitate audzeja izplatibas novertesanai
pacientem ar dzemdes kakla vezi

d RAKUS Latvijas Onkologijas centra 6.nodala
d 80 pacientes ar IA2 - IIA stadiju (2010. — 2012.g.)
d Radikala histerektomija

Ja
Ne

Aizdomigi

Q CT jutiba un specifiskums — 26,7% un 77,5%
L Kliniska / kirurgiska stadija - 18,75 % stadijas paliel.



Lokala stavokla novertesana — MR un USS

Ultrasound Obstet Gynecol. 2008 May;31({3):560-6. doi: 10.1002fuog.5285.

Preoperative local staging of endometrial cancer: transvaginal sonography vs. magnetic resonance imaging.

Savell L, Ceccarini M, Ludovisi M, Fruscella E, De laco PA, Salizzoni E, Mabrouk M, Manfredi R, Testa AC, Ferranding G.
Department of Obstetrics and Gynecology, University of Bologna, Bolegna, Haly. luca.savelli@aosp.bo.if

Histology: myometrial
infiltration

Sensitivity  Specificity
= 50% = 50% Total (Yo (%)

TVS 84 83
> 50%
< 50%
Total
MRI
= 50%
< 50%
Total




Histolagy: cervical
involvement

Sensitivity Specificity
Yes No Total (%) (%)




ArsteSana



IA1

IA2

Terapijas izvéle atbilstosi stadijam

Totala histerektomija

vai

Noverosana, ja paciente velas saglabat
fertilitati vai ir neoperabla

+ iegurna limfadenektomija, ja ir LVSI

Radikala histerektomija
+ iegurna limfadenektomija

+ paraaortalo limfmezglu biopsijas
vai

Brahiterapija

+ staru terapija iegurnim

vai

Radikala trahelektomija

+ iegurna limfadenektomija

+ paraaortalo limfmezglu biopsijas

» Noverosana

Limfmezglu
morfologiskais
novertejums pec
operacijas

Limfmezglu
morfologiskais
novertejums pec
operacijas

Novérosana



IB1
IIA1

IB2
ITA2

Radikala histerektomija

+ iegurna limfadenektomija

+ paraaortalo limfmezglu biopsijas

vai

Staru terapija iegurnim+ brahiterapija
vai

Radikala trahelektomija, ja audzéjs < 2 cm

+ iegurna limfadenektomija
+ paraaortalo limfmezglu biopsijas

Staru terapija iegurnim

+ vienlaiciga kimijterapija ar cisplatinu
+ brahiterapija

vai

Radikala histerektomija

+ iegurna limfadenektomija

+ paraaortalo limfmezglu biopsijas

vai

Staru terapija iegurnim

+ vienlaiciga kimijterapija ar cisplatinu
+ brahiterapija

+ adjuvanta histerektomija

Operacijas laika
izdalito I/m
morfologiskais
novertejums

» Noverosana

» Noverosana

Operacijas laika

> jzdalito I/m
morfologiskais
novertejums

» Noverosana



Lancet. 1997 Aug 23;350(9077):535-40.

Randomised study of radical surgery versus radiotherapy for stage Ib-lla cervical cancer.
Landoni F, Maneo A, Colombo A, Placa F, Milani R, Perego P, Favini G, Ferri L, Mangioni C.

Il Clinica Ostetrico Ginecologica, University of Milan, Haly.

468 with FIGD stage Ib
or IIa cancer

v

125 did not meet eligibility
criteria

v

343 randomised

v v

172 radical surgery 171 radiotherapy

: I

169 received scheduled 158 received scheduled
treatment treatment




Lancet. 1997 Aug 23;350(9077):535-40.

Randomised study of radical surgery versus radiotherapy for stage Ib-lla cervical cancer.
Landoni F, Maneo A, Colombo A, Placa F, Milani R, Perego P, Favini G, Ferri L, Mangioni C.

Il Clinica Ostetrico Ginecologica, University of Milan, Haly.

o
c
Z
-
3
@
R

== Surgery =4 cm
== Hadiotherapy =4 ¢m
—— Surgery =4 cm
=—8= Radiotherapy >4 cm

20 40

Time since treatment (months)




Nozimigakais faktors -iegurna limfmezglu
stavoklis

Ja IR metastazes, Ja NAV metastazes,
veic para-aortalu veic radikalu
limfadenektomiju histerektomiju

o Licft ladiral aortic o Lift baderal aortic
i i

Righi lateral aorlic Right laferal sortic

oo iliae . f - . 1liae

Joananon (iag —
External iliac

Obturalor artery

\
Gbturater gland i 3 Obturater gland



http://www.google.lv/url?sa=i&rct=j&q=&esrc=s&frm=1&source=images&cd=&cad=rja&docid=30oXBQEhboCm7M&tbnid=L69L2F67yLDzfM:&ved=0CAUQjRw&url=http%3A%2F%2Fen.wikipedia.org%2Fwiki%2FLateral_aortic_lymph_nodes&ei=Egx4UqjqDMXUswausYHYCQ&bvm=bv.55819444,d.Yms&psig=AFQjCNGzmjajOhCw-Od0aUyBOivWr7oMaw&ust=1383685401374605
http://www.google.lv/url?sa=i&rct=j&q=&esrc=s&frm=1&source=images&cd=&cad=rja&docid=30oXBQEhboCm7M&tbnid=L69L2F67yLDzfM:&ved=0CAUQjRw&url=http%3A%2F%2Fen.wikipedia.org%2Fwiki%2FLateral_aortic_lymph_nodes&ei=Egx4UqjqDMXUswausYHYCQ&bvm=bv.55819444,d.Yms&psig=AFQjCNGzmjajOhCw-Od0aUyBOivWr7oMaw&ust=1383685401374605

IA2 — IIA stadija

Wertheima operacija
jeb
Radikala histerektomija

2. un 3. tips




Vecuma kriterijs radikalai histerektomijai?

<50 years 50-59 years 60-69 years =70 years

(67.7) [17.3)

Any complication (22.1) 0 (24.7] 2 (31.4)
Intraoperative complications : (4.8) 74 (3.2) 51 (6.5)
Surgical site complications K (109) 56 (11.0] 13 (14.7)
Medical complications 549 (9.9) B (13.0) 1 (169)
Utlization

Transfusion (11.0)

Length of stay > 4 days 3300 (59.5)

Non-routine discharge 25 (0.5)

Death * *




Cito histologija
Sentinel mezgls

Sentinel tehnika nav apstiprinata vadlinijas, bet tiek rutina
izmantota tados centros, ka Charite un MSKCC

Laparaskopiskas iemanas un 10-20 proceduras «learning
curve»



Adjuvanta terapija



Recidiva riska Faktoru Kombinacija:
» Liels primarais audzéjs ( >4cm)
» Dzila invazija stroma (invazija >1/3)
> LVSI

Staru +
kimijterapija



Annals of Oncology 23 (Supplement 7):

clinical practice guidelines e

Cervical cancer: ESMO Clinical Practice Guidelines for
diagnosis, treatment and follow-up'’

N. Colombo'2, S. Carinelli®, A. Colombo?*, C. Marini®, D. Rollo! & C. Sessa®®, on behalf of the
ESMO Guidelines Working Group”

pean |

Adjuvant CT/RT Iif risk factors (LVSI, G3, positive
resection margins, multiple nodes)



J Clin Oncol. 2000 Apr;18(8):1606-13.

Concurrent chemotherapy and pelvic radiation therapy compared with pelvic radiation therapy alone as adjuvant

therapy after radical surgery in high-risk early-stage cancer of the cervix.
Peters WA 3rd, Liu PY, Barrett BJ 2nd, Stock BJ, Monk B., Berek JS, Souhami L, Grigsby P, Gordon W Jr, Alberts DS
Puget Scund Oncology Consortium, Seattle, WA, USA

268 pacientes, IA2 — ITA, pec Radikalas histerektomijas

= Metastaze I/m un/vai
= Audzejs rezekcijas linija un/vai
= [zplatiba uz parametrijiem

Staru / kimijterapija Staru terapija
n=127 n=116



RR 1.96; p=0.007
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p=0.03




Toksicitate

Staru / kimijterapija
n=122

27 (Grade 4) epizodes
21 pacientei

Biezakas blaknes:

d Caureja

d Granulocitopenija
d Leikopenija

d Slikta dusa

d Vemsana

Staru terapija
n=112

4 (Grade 4) epizodes

4 pacientem
SWOG Kriteriji

0 = Nav toksicitates

1= Viegla

2 =Videja

3 = Smaga

4 = Dzivibu apdraudosa

5 = Fatala



The influence of adjuvant radiotherapy on ovarian function,
menopausal symptoms and quality of sexual life in cervical

cancer patients

Natalija Berza !", Jurgis Vitols %, Juris Vitols 2, Aigars Reinis %, Ingus Skadins®, MD,
Ronalds Macuks 14

100,00
90,00
80,00 941
70,00 mlIU/ml
60,00 Kirurgiska / staru
50,00 terapija (n=29)

40100
30,00 Kirurgiska terapija

20,00 (n=8)

10,00 6,0
0,00 mIU/ml

FSH koncentracija normas robezas 10.3% paciensu (4.0-25.0
mIU/mL)



Surgery and
radiotherapy (n=29)

26

25
18

12

16
24
12
17
12
7
16

17
12

12

10
18

Symptoms

—
=}
Il

= =]

e

=

Hot flushes

Increased sweating
Feeling concern, worned

Depressed mood

Concentration difficulties
Weakness
Skin dryness
Fragility of hair and nail
Increased heart rate
Headache
Frequent mood changes
Decreased libido
Sleep disorders
Urinary incontinence
Weight gain
Vaginal dryness

*Mann-Whitney U test

e L e el Rl Bl e L= =1 = e B =1 L e L




Limfedema peéc staru terapijas

MUTISKAS UZSTASANAS - Onkoginekologijas aktualitates
ORAL PRESENTATIONS - Highlights of onkogynaecology

LIMFOSTAZE PEC KIRURGISKAS UN ADJUVANTAS STARU

TERAPIJAS PACIENTEM AR DZEMDES KAKLA VEZI

Jurgis Vitols', Macuks R.?
1 — LU ginekologijas un dzemdniecibas rezidents
2 — Rigas Austrumu kliniskas universitates slimnica, Latvijas Onkologijas centrs




70% » Kombinéta terapija

60% u Kirurgiska arstesana
p=0,09

50%
40%
30%
20%
10%

0%

&




Dzives kvalitates izmainas pacientem ar limfedemu

\UVAEIR
diskomforts

p<0,01

[zmainas

darba 03

[zmainas
ikdienas
aktivitates

p<0,01

0% 10%  20%  30%  40%  50% 60% 70% 80%



Arsté$ana IIB — IV stadija



NCCN’

Study

Keys et al.

Rose, Bundy,
Watkins et al.

Maorris et al.

Whitney et al.

Peters et al.

FIGOD Stage

IB-IVA

B2-IVA

IB-IVA

B or llA
(selected

Practice Guidelines
in Oncology — v.1.2009

Cervical Cancer

Control Group

Radiotherapy

Radiotherapy plus
hydroxyurea

Extended-field
radiotherapy

Radiotherapy plus
hydroxyurea

Radiotherapy

postoperatively)

Comparison Group

Radiotherapy plus weekly
cisplatin

Radwtherapy plus weekly
cisplatin

Radiotherapy plus cisplatin,

fluorouracil, and
hydroxyurea

Radiotherapy plus cisplatin
and fluocrouracil

Radiotherapy plus cisplatin
and fluorouracil

Radiotherapy plus cisplatin
and fluorouracil

Relative Risk of
Death in
Comparison Group

0.54

0.61

0.58




J Clin Oncol. 2004 Mar 1;22(5):87 2-80.

Pelvic irradiation with concurrent chemotherapy versus pelvic and para-aortic irradiation for high-risk cervical

cancer: an update of radiation therapy oncology group trial (RTOG) 90-01.
Eifel PJ, Winter K, Morris M, Levenback C, Grigsby PW, Cooper J, Rotman M. Gershenson D, Mutch DG.

Department of Radiation Oncology, Unit 97, The University of Texas M.D. Anderzon Cancer Center, 1515 Holcombe Blvd, Houston, TX 77030, USA. peifeli@mdanderson.org

389 pacientes:
- IIB un IVA stadija;
- IB vai IIA, ja audzejs >5cm;
- morfologiski verificetas mts 1I/m

Paplasinats ST lauks Staru / kimijterapija
n=195 n=194



CT-RT (I-1I)

CT-RT (HI-TV)

EFRT (1-11)

EFRET (HI-I1V)

4
Time { years)




Adenokarcinoma un
plakanstnu karcinoma



Gynecol Oncol. 2010 Jan;116{1):140-6. doi: 10.1016/.ygyno. 20058.05.040. Epub 2005 Oct 31.

Adenocarcinoma: a unique cervical cancer.

Gien LT, Beauchemin MC, Thomas G.

Author, year |ref] Mumber of patients (n) Stage 5-Year survival (%) p-Value
AC SCC
Hopkins et al, 1991 [36] 959 (203 AC, 756 SCC) I 60 90 =0.0001
! 47 62 0.01
Il 8 36 0.002
Eifel et al., 1995 9] 1767 (229 AC, 1538 SCC) IB 72 82 =0.01
Chen et al.,, 1999 [37] 3678 (302 AC, 3376 SCC) Overall 67 81 0.0009
I 76 81 0.0039
! 63 75 0.0103
Il 29 42
IV 0 26
Lai et al., 1999 [2] 891 (134 AC, 757 SCC) IB &Il 74 83 0.0136
Irie et al., 2000 [39] 255 (57 AC, 198 SCC) Overall 78 92 0.0034
IB 96 94 NS
! 61 90 0.0007




SCC (n=636) AC (n=139) P value

Recurrence 36 20 = (0,001
Recurrence rate, % 5.7 (36/636) 144 (20/139)

Patterns of recurrence, (%) 0.124
Locoregional 10/36 (27.8) 6,20 (30.0) 0.860
Lymphatic 18/36 (50.0) 5/20(25.0) 0.068
Hematogenous/distant 8/36 (22.2) 9,20 (45.0) 0.076

Primary treatment, (%) 0.530
Surgery alone 6/36 (16.6) 1,20 (5.0) 0.402
Surgery + adj. RT 11/36 (30.6) 6,20 (30.0) 0.965

Surgery + adj. CCRT 19/36 (52.8) 13/20 (65.0) 0.376




bl Clin COncaol. 2014 Jul;2{4):318-524. Epub 2014 May 135.

Comparison of outcomes between squamous cell carcinoma and adenocarcinoma in patients with surgically
treated stage I-ll cervical cancer.

Yamauchi M, Fukuda T, Wada T, Kawanishi M, Imai K', Hashiquchi ¥, Ichimura T*, ¥asui T7, Sumi T".

SCC
Characteristics To n=364 (%) P-value

Age. years y3.2+13. 469127 <0.001
(mean + SD)
FIGO stage <0.001
IAl 5(5.5) 130 (35.7)
IA2 2(22) 8(2.2)
IB1 45 (495) 124 (34.1)
IB2 8 (8.8) 23 (6.3)
ITA1 0 (0) 1 (0.02)
ITA2 0 (@ 16 (4.4)
I1B 31 (34.1) 62 (17.0)

Lymph node
metastasis

No 73 (80.2) 317 (87.1)
Yes 18 (19.8) 47 (12.9)
Postoperative 31 (34.1) 66 (18.1)
treatment

CCRT 6 (194) 20 (30.3)
RT 7 (22.6) 41 (62.1)
CT 18 (58.1) 5(7.6)




No slimibas brivais intervals (A) un
kopeja dzivildze (B) IA stadija
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No slimibas brivais intervals (A) un kopeja dzivildze
(B) pacientem pec adjuvantas terapijas
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Proportion surviving

P<0.05 P<0.05
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Noverosana



. Anamnéze un fizikala izmekléSana péc noteiktiem intervaliem

. Dzemdes kakla/maksts citologiski izmekléjumi ik péc 3-6 méneSiem 2 gadus, péc
tam ik péc 6-12 ménesiem 3-5 gadus, péc tam reizi gada

. Kraskurvja rentgenografija reizi gada 5 gadus

. Pilna asins analize, urinviela, kreatinins asinis ik péc 6 menesSiem (péc
indikacijam)

. CT vai PET, ja ir kliniskas indikacijas
. leteicams lietot maksts dilatatorus péc staru terapijas (ja nepiecieSams)
. Paciensu izglitosana simptomu atpaziSana agrinai slimibas recidiva konstatacijai:

 asinaini, smérgjosi izdalijjumi no dzimumceliem,

sapes Vvédera lejasdala,

sapes vai pietikums kajas,

kermena svara zudums,

jebkadi citi simptomi, kuri nav bijusi agrak.



Recidivs



J Clin Oncol. 2009 Oct 1:27(258)4649-55_ doi: 10.1200/JC0.2009.21.3909. Epub 2009 Aug 31.
Phase lll trial of four cisplatin-containing doublet combinations in stage IVB, recurrent, or persistent cervical
carcinoma: a Gynecologic Oncology Group study.

Monk BJ, Sill MW, McMeekin DS, Cohn DE, Eamondetta LM, BEoardman CH, Eenda J, Cella D.
University of Califomia, Irvine Medical Center, Crange, CA 92865, USA. bjimonk@uci. aedu

Treatment Alive
— CIS + PAC 29
— CIS + VIN 23
— CIS + GEM 20

CIS + TOP 22
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12
Time On Study (months)

B Treatment Hazard Ratios for Overall Survival

Rel Haz Var Experimental Control
{In(HR}) Better . Better
CIS + VIN to CIS + PAC 1.147 0.026 —t—

CI5 + GEM to CI5 + PAC  1.322 0.025 -
CI5 + TOP to CIS + PAC  1.255 0.025 N B —

033 05 067 1.0 15 2.0 3.0
Relative Hazard




Terapijas raditas komplikacijas

H Engl J Med. 1999 Apr 15;340(13):1154-61.
Cisplatin, radiation, and adjuvant hysterectomy compared with radiation and adjuvant hysterectomy for bulky
stage IB cervical carcinoma.

Keys HM, Bundy BM, Stehman FB, Muderspach LI, Chafe WE, Suggs CL 3rd, Wallker JL. Gersell D.
Department of Radiation Oncology, Albany Medical College, Y, USA,

ADVERSE EFFECT RADIOTHERAPY ALONE (N=186) RADIOTHERAPY AND CISPLATIN (N=183)

GRADE GRADE GRADE GRADE GRADE GRADE GRADE GRADE GRADE GRADE
0 1 2 3 4 0 1 2 3 4

number of patients

Hematologic 0 42
(astrointestinal 7 51
Genitourinary 123
Cutaneous 158
Neurologic 1 167
Other 137




Trahelektomija






Indikacijas radikalai trahelektomijai

Jauna sieviete, kura vélas saglabat reproduktivo
funkciju

nav neauglibas pazimes

intakta cervikala kanala augseja 1/3

plakansinu karcinoma

adenoskvamoza karcinoma un adenokarcinoma ( ? )
audzejs <2 cm

nav LVSI

nav metastazu limfmezglos












Gynecol Oncol. 2013 Oct; 131(13:87-592. doi: 10.1016/j.ygyno.2013.07.079. Epub 2013 Jul 18.
Abdominal radical trachelectomy: Is it safe for IB1 cervical cancer with tumors 22 cm?
LiJ!, WuX, LiX JuX

* = 2 onjrecurrence
Recumences

Nishio Cibula Ungar Kim Wethington
Location Tokyo, Japan Prague, Czech Republic Budapest, Hungary/London, Seoul, Korea Prague, Czech Republic/
UK/MNY, USA Boston, USA/NY, USA

Period 2002-2008 2001-2008 1997-2002 2004-2009 1999-2011
Planned ART, n 71 24 33 32 101
Patients with spared fertility, n (%) 61 (859) 17 (70.8) 30 (909) 27 (84.3) 70 (69)
LM (%) 15/71 (21.1) 424 (16.7) 2733 (6.1) 4/32(125) 19/101 (18.8)
LVSI (%) 31/71 (43.7) 2/24 (83) 8/33(242) 4/32(125) 47/101 (47)
Average age, years (range) 33 (26-44) 32.4(23-37) 305 (23-37) 29 (22-37) 31 (19-43)
Histology
= SCC (%) 58 (95.1) 14 (58) 26 (86.7) 20(74.1) 40 (40)
= AC (%) 2(3.3) 10(42) 1(3.3) 6 (222) 54 (53)
= Other (%) 1(1.6) o 3(10) 1(37) 7(7)
Size 1/48 114 0,21 0/19 -

=2 Iy Teciirne noe 5/13 03 049 1/8 -




Gynecol Oncol. 2013 Oct; 131(13:87-592. doi: 10.1016/j.ygyno.2013.07.079. Epub 2013 Jul 18.

Abdominal radical trachelectomy: Is it safe for IB1 cervical cancer with tumors 22 cm?
LiJ!, Wu X, LiX JuX

Age

Tumaor
S22 (cm)

Histology

Risk factor

Follow-
up (m)

Result

29
24
26
31
29

35
38
25
28

36
23
25
27
28
27
30
30
30
29
28

2.5
3.0
2.0
2.0
4.0

2.5
2.5
4.0
2.0

2.5
3.0
3.0
2.5
4.0
3.5
2.0
3.0
4.0
2.0
3.0

SqQuamous

Adenocardnoma

SqQuamous
SqQuamous

Adenocardnoma

SqQuamous
SqQuamous
SqQuamous
SqQuamous

Adenosguamous

SqQuamous
SqQuamous
SqQuamous
SqQuamous
SqQuamous
SqQuamous
SqQuamous
Squamous
SqQuamous
SqQuamous

DSI

LVSI

DSI, LVSI
LVSI

Single positive pelvic
lymph node
DSI

DSI LVSI
LVSI

Single positive pelvic
lymph node
DSI LVSI
DSI, LVSI
DSI

DSI

DSI, LVSI
DSI

DSI

DSI

LVSI

DSI, LVSI
LVSI

13.0
14.0
14.0
27.0

4.0

10.0
21.0
20.0
21.0

21.0
18.0
19.0
31.0
31.0
31.0
32.0
44.0
73.0
67.0
108.0

NED
NED
NED
NED
NED

NED
NED
NED
NED

NED
NED
NED
NED
NED
NED
NED
NED
NED
NED
NED




Gynecol Oncol. 2013 Ot 1231107782, doi: 10.101&84.ygyno. 2013.06.010. Epub 2013 Jun 14.
Surgical, oncological, and obstetrical outcomes after abdominal radical trachelectomy - a systematic literature

review.

Pargia R, Rendon G.J, Sanz-Lomana CM, Monzon O, Ramirez PT.

Author No. of planned  Trachelectomy Fertility preserved, Attempting to  Pregnancies Miscarriages Deliveries
trachelectomies done, n (%) n (%) conceive, n (%) Istterm  2nd term At term  Preterm
Ungar (2005) 33 30 (90.9) MR MC 3 1 0 2 o
Pareja (2008) 15 15 (100) 14 (93.3) 6/14 (42.8) 3 0 0 2 1
Mishio ( 2009) 71 61 (85.9) 57 (80.2) 29/57 (50.8) 4 0 0 2 2
Jeremic (2009) 12 11 (91.6) 11’] (83.3) NE MR MNE MR MNE MR
Yao (2010) 10 10 (100) 0(100) NE 2 0 0 1 1
Du (2011) 68 60 (88.2) 60 (88.2) 15/60 (25) a8 1* 3 2
Li (2011) G4 62 (96.8) 59 (92.1) 10/59 (16.9) 2 0 0 1 o
Mick (2011) 25 24 (96) 1(84.0) 11,21 (52.3) 3 1 1 0 1
Saso (2012) 30 30 (100) NR MNC 3 0 1 2 0
Muraji (2012) 23 21 (91.3) 20 (86.9) NE 1 0 0 0 1
Karateke {2012) a 8 (100) B (100) NE 3 i} 1 1 1
Wethington (2012) 101 81 (80) 70 (69.3) 38,70 (54.2) 31 3 G 16"
Case reports 25 25 (100) 22 (BB%) 417 (23.5)F 12 3 5 3
Total 485 438 (90.3) 113/298 (379) 75 9 9 35 12




Gynecol Oncol. 2013 Ot 1231107782, doi: 10.101&84.ygyno. 2013.06.010. Epub 2013 Jun 14.

Surgical, oncological, and obstetrical outcomes after abdominal radical trachelectomy - a systematic literature
review.

Pargia R, Rendon G.J, Sanz-Lomana CM, Monzon O, Ramirez PT.

Obstetric outcome of abdominal vs. vaginal radical trachelectomy.”,

Parameter Abdominal Vaginal

MNo. of patients planned trachelectomy 485 1088"

Pregnancies, n 75 436
Pregnancy rate overall 16.2% 24.0%
Fertility preserved, n (%) 413° (85.1) 992 (91.1)
Pregnancy rate among women with preserved fertility 18.1% 439%
Deliveries, n 47 279
Delivery rate among women with preserved fertility 11.3% 281%
Rate of pregnancy loss 24% 30%




Val 1espejama jatrogena
disseminacija operacijas laika?



ynecaol. 2012;2012:593732. doit 10.1155/2012/593732. Epub 2012 Mov 26.

Incisional site metastasis in a patient with cervical carcinoma: a case report and review of the literature.

lavazzo C', Madhuri K, Tailor A, Butler-Manuel 5.

Vidéjais recidiva laiks 14 ménesi (1.5 - 45 ménesi)
33 no 42 plakansinu karcinomas

8 no 42 adenokarcinomas

1 no 42 adenoskvamoza karcinoma

Gynecol Oncol. 1993 Mar;:48(3):349-54.

Skin metastasis from carcinoma of the uterine cervix.

Imachi M', Tsukamoto N, Kinoshita S, Makano H.

1190 pacientes péc dzemdes kakla véza terapijas
Recidivs ada 15 pacientém (1.3%)

9 pacientém iniciali metastazes ada

3 pacientém dzivildze > 12 mén.

0.9% plakanstnu karcinoma

5.8% adenokarcinoma



Kliniskie piemeri



Paciente Una, 43 g.v., konizacijas materials

Makroskopija
Dz. kakla audu fragm. 1,5x1x0,6cm (Al1-5).

Mikroskopija
Dzemdes kakla glotada klata ar daudzkartainu plakanu epitéliju, ar smagas

pakapes displaziju, iz€dlojumu. Vietam konstaté atipiskas epitelidlas sinas
invazivi augosas bez parragosanas (invazijas dzilums 4mm, platums 6mm),
invazija atseviskos sinusa tipa limfvados.

Ekscizijas linijas: viena preparata dzilaja ekscizijas linija konstaté audzéja
augsanu, materials ar elektrotermisku bojajumu.

Veikti sérijas griezumi.

Slédziens

Plakansuanu karcinoma GILI.

pT1laNxMO.




Paciente Una, 43 g.v., operacijas materials

Nr.1. Limfmezgli: Kop&jais skaits 10(0,1-0,8 cm diametrd) — reaktivas izmainas, stromas fibroze,
omatoze; metastizes nekonstats.

AudzEs vietam pozitivs uz p63.
Stadija: pTie1NoM; G




Paciente Madara, 25 g.v., operacijas materials




Paciente Madara, 25 g.v., operacijas materials
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Paciente Madara, 25 g.v., operacijas materials




Paciente Madara, 25 g.v., Radikala histerektomija jeb
Wertheima tipa operacija
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Paciente Madara, 25 g.v., Radikala histerektomija jeb
Werthelbma tlpa'operacua




