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8 Pecorelli S., Int J Gynecol Obstet, 2009



Lokal lleri Servikal Kanser

Evre 1b2 - 4a (2a1 haric)
Evre 2b - 4a

Sadece cerrahi ile basarili sekilde

(%85 kiir orani ile) tedavi edilecek
boyutu asmis tiimorler*

*Rose PG. Curr Opin Obstet Gynecol 2001




Tedavi Sonuclari

Evre Primer tedavi oy GS (%
IB2-llIA RT 80

IIB RT 65-75

1] RT 30-50
IVA RT 10-15
IVB KT, palyatif RT 0




Lokal lleri Servikal Kanser

 Yiksek rekilirrens oranlari
e Kotu survi




PREOPERTIF KIINIK

DEGERLENDIRME
Yontemler Uygunluk % Sensitivite %o Spesifite %o
Lenfanjiyografi 28—83‘ 47-1 OU‘ 85‘
USG ' 82—90‘ 55—82‘ 76—94‘
CT (>2 cm LN) 55—85‘ 56—84‘ 76—93‘
MRI (>1.5 cm LN) 75—84‘ . 31—38‘ - 75-84‘
FINA 68—82' 58‘ 65|
PET ‘ ?5—85‘ | 10—92‘ '75—96‘

Chou HH, 2006; Follen M, 2003; Ozsarak O, 2003; Hansen, 2000; Goff BA, 1999; Rose PG, 1999; Heaps JM, 1990



KIINIK |

Otor
Chou HH
Wright JD
Lin WC

Yeh LS

Reinhardt M]J

Rose PG

Narayan K

60

59

50

42

35

32

24

C
L J

LEMED!

+PET/+Pat
1/10
13/31
12/14
10/12
10/11
6/8

4/7

O
|

PEIT

Sensitivite

10%

36%

86%

83%

91%

75%

57%

Chon HH, 2006; Wight JD, 2005; Lin WC, 2003; Yeh LS,, 2002; Reinhardt MJ, 2001; Rose PG, ] 1999; Narayan K, 2001



Table 1. Comparison of the Available Parameters for CT, MRI and PET/CT for Locoregional Disease Evaluation

CT MRI PET/CT

Sens Spec PPV NPV Acc Sens Spec PPV NPV Acc  Sens Spec PPV NPV Acc
Primary tumor visualization

93% NA NA NA 5% 93% NA NA NA 8693% 91-100% NA 91% NA NA
Parametrial invasion

43-55% T1% 53% 62% 59-72% 52-80% 63-91% 55-67% 61-95% 58-95% N/A NA NA NA NA
Bladder invasion

64-100% 73-92% 40% 100% 92% 75-100% 88-91% 1% 96-100% 83-99% NA NA NA NA NA
Rectal invasion

45-100% 88-91% N/A 100% 100% 71-100% 91% 17% 96-100% 91% NA NA NA NA NA
Lymph node metastasis

31-50% 84-92% 61% 64% 81-86% 36-89% 78-99% 64-68% 57% 67-86% 10-95% 83-100% 25-90% 84-99% 75-92%

*Sens: Sensitivity, Spec: Specificity, PPV: Positive predictive value, NPV: Negative predictive value, Acc: Accuracy, N/A: No information available.

CT MRI PET/CT
Primary tumor visualization Feasible Recommended Feasible
Parametrial invasion Feasible Recommended -
Vaginal invasion - - -
Bladder invasion Feasible Recommended -
Rectal invasion Feasible Recommended -
Pelvic lymph node metastasis Feasible Feasible Recommended
Para aortic lymph node metastasis Feasible Feasible Recommended
Distant metastasis - - Recommended
Tumor response after Feasible Feasible Recommended
definitive treatment




Advanced Imaging Applications for Locally Advanced Cervical
Cancer

Janjira Petsuksiri'*, Atthapon Jaishuen?, Pittayapoom Pattaranutaporn',
Yaowalak Chansilpa'

Asian Pacific Journal of Cancer Prevention, Vol 13, 2012

In conclusion, advanced imaging has played a
significant role in recent cervical cancer staging and
treatment. MRI appears to be better than CT for
locoregional disease assessment especially for primary
tumor and adjacent soft tissue extension. PET/CT shows
benefits of whole body tumor metabolic evaluation n
addition to providing locoregional anatomic assessment.



Preoperatif Degerlendirme

* Preoperatif olarak lenf nodlarin degerlendirilmesi

e CT taramasinda supheli olgularda Lenf nodu
degerlendirlmesi
e Lefadenektomi
* (T esliginde biopsi
« PETCT

* Preoperatif hidrolreteronefroz degerlendirilmesi

— Obstruksiyon varsa tedavi edilmeli
e (PFS: median 18 versus 10 months; OS median 34 versus 17
months)
* Rose PG et al Gynocol Oncol 2010




e Konkomitan Kemo RT

> Neoadjuvan KT + cerrahi

> Neoadjuvan KT + RT
»Cerrahi + adjuvan RT
»Cerrahi + adjuvan KT
»Cerrahi + adjuvan kemo RT
> RT sonrasi cerrahi

Eifel PJ. Nature Clin Pract Oncol 2006 LoizziV. Gynecol Obstet Invest 2007



Primer Kemoradyoterapi

e Kuratif cerrahi yapilamayacagindan primer
cerrahi 6nerilmez

e Adjuvan tedavi gerekliligi

* Artmis morbidite
— (%26 - %12 Yamasima H A J Clin Onc 2010)




RT / RT + KT

* Kemoterapi

— RT hasarinin onariminin inhibisyonu

— Hucrelerde RT ye duyarli fazda toplanma
— Hipoksik hucrefraksiyonunun azaltiimasi
— Direkt sitotoksik etki




VOLUME 28 - NUMBER 25 - DECEMBER 10 2008

Reducing Uncertainties About the Effects of
Chemoradiotherapy for Cervical Cancer: A Systematic
Review and Meta-Analysis of Individual Patient Data From

18 Randomized T'rials
Chemomdicthesapy for Corvical Cancer Meta-Analyss Collabonation



A

CTRT Control
Trial ID events pts. events pts. O-E Variance Hazard Ratio (Fixed)
Trials of Chemoradiation v radiotherapy
{a) Platinum-based CTRT

Onishi* (CODDP or CDBCA) 16 26 15 23 1.52 7.59 @ ¥
Pearcey* (CDDP) 53 130 60 129 500 28.20 =
GOGO0123¢ (CDDF) 49 185 69 189 -1290 2938 —

Chen® (a) (CDDP FU VCR) B 30 B 3 021 4.00 = .
Chen™= (b} (CDDP FU VCR} 6 30 F) A0 -0.45 325 = *
Pras (CDBCA FU) 17 28 16 26 -0.47 8.15 o »
GOG0165™ (a) (CDDP) 8 26 2 24 -3.03 4.82 m
Clkaric® (CDDP) 37 100 48 100 -B02 2112 = i
Leborgne (CDDP FU) 75 170 g 170 -307 390 =
Garlapagaoglu® (CDDP) 9 22 ;) 22 0.70 4.23 - »
Lai® (CDDP}) 14 a4 12 86 0.62 6.49 = :
Sub-total 202 841 340 B29 -29.89 157.23 g
(b) N jatieant { CTRT HR =0.83, P=.017

Thomas™ (a) (FU) 24 57 32 B8 -516 1383 =

Thomas* (b) (FU) 26 58 25 60 071 1274 e .

Lorvidhaya™ (a) ( MMC FU) 40 233 89 242 1252 2457 —

Lorvidhaya™ (b} (IMMC FU) 54 230 48 221 0.31 25.67 -3

Roberts™ (MMC) 25 124 3@ 124 -839 1592 ]

GOGO0165%* (b) (FU) 1 7 12 24 -082 5.55 = ¥
Sub-total 180 729 216 729 -25.87 98.28 g | HR =077, P=.009
Total 472 1570 044 1534 5456 251.54 il HR =0.81, P=.0006
Trials of CTRT + adjuvant chemotherapy v radiotherapy

SWOGE797%= (CDDP FU) 28 135 54 133 -15.61 2036 ——

Kantardzic* (CDDP BLM) 15 40 2% 40 -7.74 9.74 —_—

Sub-total 43 1715 M 1713 -2335 30.10 - HR =0.45, P = 00002
1 I | I
0 0.5 1 5 2
CTRT Better Control Better




Table 3. Rasults of All Outcomas for the Main Analyses

Main Analysis (13 taais)

Survival Measure HR 06% Cl P Absolute b-Year Survival Bensfit (%]
Owarall dissase-frae sumvival 0.78 0.70 10 0.87 00006 8
Locoregional disease-free sunvival 076 0.EE 10 0.85 00003 9
Matastases-frea sumvival 0.81 0721009 L0004 7
Locoregional disease-fras imterval 0.74 0.64 10 0.85 0000 6
Metastases-frea interval 0.83 07110 0.95 137 4

NOTE. Twao trals in which additional adjuvant chemotherapy was administered on tha traatment arm are excluded

J Clin Oncol 26:5802-6812. © 2008




RT / RT Kemoterapi

* 4580 olgu 19 RKT

* Lokal kontrol ve uzak relaps acisindan
kemoradyasyon avantajlidir

Green J, Kirwan 1, Tierney J, et al. Concomitant chemotherapy and radiation

therapy for cancer of the uterine cervix. Cochrane Database Syst Rev
2001:CD002225.




RT / RT Kemoterapi

e Evre IB—IIA, IIB, ve IlI-IVA servikal
kanser, 5 yillik survi avantaji %10,%7
ve %3 HR 0.69

* Progresyonsuz sag kallm %13 HR 0.66

 Lokal rekiirrens OR 0.59
e Uzak metastaz OR 0.8

e Cochrane Database Syst Rev. 2010




KEMOTERAPI REJIMLERI

* Cisplatin (40 mg/ m2)
* Cisplatin+5 FU

* Hematolojik toksisitede artis
* Benzer komplet yanit oranlari

e Cisplatin + Gemsitabin

« PFS A (HR for progression 0.68, 95% Cl 0.49 to 0.95;
three-year PFS 74 versus 65 percent)

* OS A (OS, HR for death 0.68, 95% Cl 0.49 to 0.95)
* Toksisitede artis
* Duefas-Gonzalez A J Clin Oncol. 2011




KEMOTERAPI REJIMLERI

Data cok kisitli

Carboplatin

— Carboplatin (100 mg m2)RT / Cisplatin RT
— Benzer yanit

— Benzer 3yillik survi

— Benzer toksisite

Nam EJ. Comparison of carboplatin- and cisplatin-based concurrent
chemoradiotherapy in locally advanced cervical cancer patients
with morbidity risks. Oncologist. 2013




KEMOTERAPI REJIMLERI

* Gemsitabin (300 mg/m?2)
— Data cok kisith
— 9 olgu
— 11 ay takip
— Ciddi nétropeni,dermatit, proktit, ve kolit
e Cetina |. Anticancer Drugs. 2004



KEMOTERAPI REJIMLERI

* Haftalik Paklitaksel
— 13 olgu 8 olguda (%62) komplet yanit
— 5 olguda barsak toksisitesi
— Data yeterli degil

. SONUC

— Cisplatin 1. secenek
— Cisplatin alamayan olgularda haftalik Carboplatin



RT / Brakiterapi

e 7000 olgu evre IB2 - IVA Surveillance,
Epidemiology and End Results database .

— Kanser spesifik survi (64 / 52) ve total survi |l (58 / 46
percent) 4 yil.

 TUmor evresine ve boyutuna bagl olarak servikal
regresyon 2 — 5 haftalik tedavi ile saglanmaktadir.

* Han K. Trends in the utilization of brachytherapy in cervical
cancer in the United States. Int J Radiat Oncol Biol Phys.
2013



Paraaortik Nodlarin Tedavisi

e Paraarortik nodlarin tutulumu kotu

prognostik faktor
— Macdonald OK Am J Clin Oncol. 2009

e CT taramasinda supheli olgularda Lenf nodu
degerlendirlmesi
 Lefadenektomi
(T esliginde biopsi
 PETCT
— Uptodate 2014



Curr Oncol, Vol. 20, pp. xx-xx; don: http:/dx doi.org/10.3747/co.20.1412

ORIGINAL ARTICLE

Positron-emission tomography for
locally advanced cervical cancer:
a survey assessing Canadian
practice patterns and access

R. Banerjee mp,™ G. Dundas mp,”
and C. Doll up™

Combined PET-CT can be extremely helpful in
assessing LACC patients for response to treatment. In
addition to 1nitial stage and lymph node status. post-
treatment response based on PET-CT strongly predicts
for disease recurrence’. Schwarz et al. prospectively



Paraaortik nodlarin Degerlendirilmesi

* Genisletilmis RT
(T12-L1)

Toksisiteden dolayi
tutuluma dair data
olmali




Tartismali Konular

 Kemoradyasyon sonrasl histerektomi ????
 Kemoradyasyon sonrasi sistemik kemoterapi ???



5 vilhk Pelvik Failure | 5 yillik
Lokal kontrol Survi
RT 74 26 62
RT+Hys 76 24 55

Sonug¢: Bu grup hastalarda, extrafasial histerekkomi rutin
degildir.

Stage IB or llA-B carcinoma of the intact uterine cervixgreater than or equal to 6 cm in diameter: Is adjuvant
extrafascial hysterectomy beneficial? Int J Radiat Oncol Biol Phys. 1991 Sep;21(4):899-904.



Kemoradyasyon Sonrasi Histerektomi

* DFS VE OS Acisindan anlamli fark yok
— Morice P. Oncologist. 2012
— Darus CJ Int J Gynecol Cancer. 2008

e Alt uterin segment tutulumu olan 7 cm den
buyuk timorlerde relapsi azaltmak icin



Kemoradyasyon Sonrasi Sistemik
Kemoterapi

CP + Gemcitabin

DFS ve OS ye katki gosteren calismalar mevcut
Artmis toksisite ile birlikte

Kanit diizeyi disuk



NACT

NA CT yvyeni secenek olabilir mama ??2?
>

SCC kemosensitif mi
(O=zellikle cis-platin iceren rejimler)

RT imkanlarinin sinirli oldugu ulkelerde
(Asya, Guney Amerika, Avrupa’'nin bir
Kismi)

NA CT 4+ cerrahi daha iyi secenek mi ?

e TUmMOr volUmuniin azalmasi
e Mikrometastazlarin ortadan kaldirilmasi
e Operabilitenin artmasi



NACT Cerrahi

* Neoadjuvan Tedavi
— Tumor hacminde azalma
— Operabl hastalarda daha konservatif cerrahi
— Daha az adjuvan tedavi
— Subklinik metastazlarin ortadan kaldiriimasi
— Invivo kemosensitivitenin degerlendirilmesi
— Genc¢ hastalarda FSS sansi



NACT

* Neoadjuvan Tedavi

— Toksisite

— Definitif tedavinin gecikmesi

— Cerrahide zorluk

— Radyorezistans klonlarin gelismesi
— Radyoterapi ile cross rezistans

Robova H. Int J Gynecol Cancer 2010 Kumar J. IntJ Gynecol Cancer 2009
Monk BJ. Clinical Gynecologic Oncology 2007 Buda A.J Clin Oncol 2005
Sardi J. Curr Opin Obstet Gynecol 2005




NACT

* Sistematik Derleme
— Evre IB—1lIB 6RKT n =1072
— Cisplatin bazli rejimler 2-4 kir
— NACT ile PFS artar OS degismez

— Lokal ve uzak rektrrensler ve rezektabilite
oranlarinda NACT lehine anlamli olmayan fark

— NACT Kolunda pozitif LN ve parametrium daha az

Rydzewska L, Cochrane Database Syst Rev 2010




NACT

e 2 calismada avantajli gosterilse de bugtin icin
primer tedavi kemoradyoterapidir

* Evre IB-1IA olgularda NACT cerrahi kullanilabilir

Locally advanced cervical cancer: what is the standard of care?
Zeina Al-Mansour and Claire Verschraegen

Current Opinion in Oncology 2010, 22:503-512



Cerrahi / RT KT

* Ekzenterasyon

e Sonuclar iyi gorinmekle birlikte

* Data kisithi, olgu sayilari yetersiz

ONCOLOGY
Exenteration as a primary treatment for locally advanced
cervical cancer: long-term results and prognostic factors

Dirk Michael Forner, MD; Bjoern Lampe, MD




TABLE 1
Characteristics of clinicopathological characteristics of the patients

Characteristic n or median
Number of patients

{]perahun tlme mln
Hospital stajr, d

Antermr Exenterahun
Pnstermr e)centeramn

Total exenterahc-n

Squamous call cancer
FIGO stage

Pehut: and pamanrtal hrmph nnde meiastases
Surglcal result

R1 I'I'HCFCIS{:D[}IC tumor remnants
R2 macro:scup:c ‘tumor remnants

HGO, Iniematlunal Federatlm of Gynecology and Obstetrics; IO intensive care unit.

Forner. Prirnary exenteraiion for cervical cancer. Am | Obstet Gynecol 201 1.




FIGURE 2 FIGURE 3 | |
Analysis for patients without and with pelvic lymph node involvement Analysis for survival relative to the degree of resection

Survival (%) Survival (%)
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COMMENT

Qur study shows pelvic exenteration to
be a treatment option for primary
LACC. The mortality for this procedure
is low, and the rate of complications is
acceptable, given that it is not higher
than the rate of complications seen in re-
current cervical cancer or other compa-
rable situations.*!”'® In our population,

CONCLUSION

In locally advanced cervical cancer, PE is
a treatment option that yields long-term
results comparable with those seen in
chemoradiation and shows a compara-
ble rate of severe complications when the
tumor can be fully resected and there is
no spread to lymph nodes or distant me-
tastases. Thus far, there are no studies
comparing the outcome of chemoradia-
tion to surgery in advanced cervical can-
cer. The available data show that the re-
sults of exenterative surgery in primary
LACC are at least equivalent to those of
chemoradiation. |




Stage 1B2, IIA2
Stage liB, A, B, IVA
IMAGING RESULTS

Positive

adenopathy
by CT, MRI,
and/or PET

Pelvic node
positive;
Para-aortic lymph
node negative

Pelvic node
positive; Para-
aortic lymph
node positive

PRIMARY TREATMENT

Pelvic RT'
+ brachytherapy'

+ concurrent cisplatin-containing

chemotherapy " (category 1)
+ para-aortic lymph node RT'

- Para-aortic
negative

Extraperitoneal or

laparoscopic lymph

node dissection®
Para-aortic
positive

Consider

extraperitoneal or

laparoscopic lymph

node dissection*

Distant metastases;
with biopsy
confirmation as
clinicallv indicated

Pelvic RT!

+ brachytherapy'

+ concument

cis platin-containing
chemotherapy”
(category 1)

Extendedield RT'
+ brachytherapy'
+ concurrent

cisplatin-containing
chemotherapy®

Systemic therapy'
+ individualized RTf



SONUC

Primer tedavi Kemoradyoterapidir

Preoperatif lenfnodlarinin degerlendirilmesinde
PETCT kullanilabilir

PETCT de paraaortik nod pozitif olgularda
enfadenektomi yapilabilir

Paraaortik lenf nod pozitif olgularda extended
field RT verilmelidir



Sonuc

 Kemoradyoterpi sonrasi histerektomi
onerilmez fakat 7 cm den buylk ve alt uterin
segment tutulumu olan olgularda rezidu riski
viksek oldugu icin bazi otorler tarafindan bu

olgularda dnerilmektedir.
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