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Cervical Cancer Guidelines V1.2018
PARBRGESLHR T TREFESL - 7 £52(30051_2)
Physicians’ Cancer Chemotherapy Drug Manual 2010

LCIS = Lobular carcinoma in situ
DCIS = Ductal carcinoma in situ
(+) = positive

(-) = Negative

LN = lymph node

R/T = radiation therapy

€ With

8 = without

ALP= alkaline phosphatase
PBI = partial breast irradiation
CR =Complete response

PD =Progressive disease

LVSI =Lymphovascular space invasion
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WORK UP

e History

e Physical examination

e Complete blood count(CBC) & Platelet

e Pathologic Review

» Cervical biopsy or cone biopsy

e Liver function test/Renal function studies
— CLINICAL STAGE
e [maging

(Optional for = stage IB1):
» Chest x-ray

» CT

> MRI as indicated
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TREATMENT OF HSIL (CIN III)

— LEEP conization+ECC

Follow up

HSIL —— Cone Biopsy —»—» Conization+ECC —> every3-6 mofor2y, — > Pap smear

— Hysterectomy

every6-12 mofor3-5y
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CLINICALSTAGE PRIMARY TREATMENT
. Cone biopsy with negative margins:
Fertility } . . .
. (preferably a non-fragmented specimen with 3-mm negative margins)
sparing . . .
(If positive margins, repeat cone biopsy or perform trachelectomy)
Surveillance
Stage IA1 Cone biopsy with Negative margins and inoperable:Observe
(No LVSI) . Cone biopsy with Negative margin sandoperable:Extrafascial hysterectomy
Non-Fertility
sparing Cone biopsy with Positive margins for dysplasia for carcinoma:
modified radical hysterectomy+ pelvic lymph node dissection Surgical Findings
1.Negative margins Cone biopsy is enough.
Fertility
Stage 1A 1 sparing 2.If positive margins, repeat cone biopsy or perform trachelectomy+ pelvic lymph node "
dissection *para-aortic lymph node sampling(2B) Surveillance
(LVSD
and
tage A2 . .
Stage Pelvic RT+brachytherapy(total point A dose 70~80Gy)
Non-Fertility
i Modified radical hysterectom
sparing Y Y Surgical Findings

+ pelvic lymph node dissection
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CLINICALSTAGE PRIMARY TREATMENT
Fertility Radical trachelectomy .
. . ) . Surveillance
sparing + pelvic lymph node dissection
Stage IB1
Non-Fertilit :
. y Radical hysterectomy Surgical Findings
Sparing + pelvic lymph node dissection
Or
N Pelvic RT
Stage ITA 1 Non.-Fertﬂlty +brachytherapy(total point A dose 80~85Gy) Surveillance
sparing +concurrent CCRT
Definitive Pelvic RT 1.8-2G perfraction (4-6c¢cycles)
+ ciplatin 40mg/ms2/week Surveillance
+brachytherapy(total point A dose =85GY)
Stage IB2 . Radical hysterectomy . o
Non-Fertility ] ) ) Surgical Findings
and . + pelvic lymph node dissection
sparing
Stage I1A2
Pelvic RT
+ platinum .
Surveillance

+brachytherapy(total point A dose 75-80GY)

+adjuvant hysterectomy
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CLINICALSTAGE

StagelB2,Stagell A2
StagellB,IIIA,IIIB,IVA

ADDITIONAL
WORKUP

Radiologic
imaging only

or

Surgical staging:
Extraperitoneal or
laparoscopic
lymph node
dissection

PRIMARY TREATMENT

Negative

adenopathy — CCRT

Positive Consider needle

adenopathy biopsy

Negative —» CCRT

Positive

—»See Imaging Result

» See Node Status
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INCIDENTAL FINDING OF INVASIVE CANCER PRIMARY TREATMENT
AT SIMPLE HYSTERECTOMY
StagelA1l 5 Pathologic — 3 NoLVSI >
review Pelvic RT
+brachytherapy See Surveillance
*platinum >
Or
Negative Complete
margins; parametrectomy
negative + upper Negative
imaging vaginectomy nodes ’
+ pelviclymph node
s H&P dissection Positive nodes
«CBC& Platelet +para-aorticlymph [\ |and/or
«LFT/renal function studies node sampling Positive
StagelAlw , unct udi Surgical margin —»
ith LVSlor -Imag.lng and/or
> (optional for =stage IB1): Positive
- »  Chest x-ray Imaging parametrium
StagelA2 > C(CT negative for >
> MRI as indicated Positive nodal
margins,gross disease
residual disease,
or positive Imaging . .
imaging Positive C0n51de.r surgical
for nodal Debulking of
disease grossly enlarged

nodes

Obsrve

or

Optional pelvic RT
*vaginal
brachytherapy if large
primary tumor,deep
stromal invasion

and/or LVSI

Pelivic RT

(para-aortic lymphnode
RT if para-aorticlymph
node positive)

+ platinum

+ individualized
brachytherapy

(if positive vaginal
margin)
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SURGICALFINDINGS ADJUVANTTREATMENT
Observation
Nega.tive or
Eg;%{[?ve > Relvic RT if combination of high-r.isk fa.ctors
nodes (ie,large primary tumor, deep stromal invasion,

Positive pelvic nodes
and/or

Positive surgical margin
and/or

Positive parametrium

Para-aortic lymph
node positive by
surgical staging

and/orLVSI)
+platinum

A 4

Chest CT
or

PET-CT

scan

Negative
For distant
metastasis

Positive
for distant
metastasis

Pelvic RT+concurrent cisplatin-containing chemotherapy
40mg/m? before R/T QW 6 cycle £vaginal brachytherapy

Consider biopsy
of suspicious
areas as indicated

A 4

Negative |

Positive —

—» Surveillance

Para-aortic lymph node RT
+CCRT
+brachytherapy

Systemic therapy
+ individualized RT
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StagelB2,11A2;StagelIB,ITIA,ITIB,IVA

NODE STATUS

Pelvic lymph node positive
and para-aortic lymph

PRIMARY TREATMENT

CCRT
+brachytherapy

»

node negative by surgical
staging

Further
Para-aortic lymph radllc()lo gic
Node positive by V‘iQT_ UIOHaS
surgical staging clinically

indicated

Negative
For distant
metastasis

Positive for
distant
metastasis

Ll

Pelvic RT

Consider biopsy
of suspicious
areas as
indicated

\ 4

+para-aortic lymph node RT
+platinum

+brachytherapy
Negative —»

Positive —» Systemic therapy =individualixed RT
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StagelB2,11A2 PRIMARYTREATMENT
StagelIB,IIIA,ITIB,IVA
IMAGING RESULTS

PelvicRT
+brachytherapy
+Platinum >
Pelvic node
positive; or Pelvic RT
Para-aortic lymph _ +brachytherapy
node negative Extraperitoneal or Para-'.aort|c_> +Platinum > .
laparoscopic lymph node | /negative Surveillance
dissection
Par:t;\-.aortic_’ .
Positive Pelvic node Consider positive Extended-field RT
adenopathy positive;Para- ; i | tbrachytherapy
byCT, MRI aortic lymph node || €X{raperitoneal or +Platinum
positive laparoscopic IyTph
node dissection
Distant metastases; .
With biopsy - Systemic therapy
confirmation as " zindividualixed RT

clinically indicated
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SURVEILLANCE

 Interval History & Physical
e Cervical/vaginalcytology
Examination every3-6 mo for2 vy,
then every6-12 mo for3-5 vy,
then annually(based on patient’s risk of
disease recurrence).
¢ Imaging
» Chest radiography
» CT, MRI as clinically indicated for
suspicious recurrence.
e Laboratory assessment
» CBC& Platelet
» BUN/creatinine findings suspicious
for recurrence
¢ Recommend use of vaginal dilator
after RT

e sexual health

¢ Patient education regarding symptomes,

life stytle
¢ Obesity,exercise

Persistent or
recurrent
disease

WORKUP

¢ Additional imaging as
clinically indicated
eSurgical exploration in
Selected cases

Local/regional recurrence

Distant metastases

10
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THERAPYFORRELAPSE

No prior RT or Consider
Failure outside Surgical
of previously resection, if
treated field feasible
Local/
Regional
recurrence Central >
disease
PriorRT
Noncentral
disease

Tumor-directed RT
+platinum
t+brachytherapy

Pelvic exenteration

or
In carefully selected
patients with small

(<2 cm)lesions

Tumor-directedRTtiplatinum
or

platinum

or

Best supportive care

or

Clinical trial

Recurrence —¥

Recurrence—»|

!

Radical
Hysterectomy
or
BrachytherapyT

platinum

or

Best supportive care
or

Clinical trial

11
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Multiple sites or

Unresectable

Distant
metastases

A 4

Resectable

THERAPYFOR RELAPSE

platihum +based chemotherapy
or
Best supportive care

Consider resection
or

RTTiplatinum
or

platinum

or

Local ablative therapy

—Surveillance(P9)

12
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CHEMOTHERAPY REGIMENS FOR RECURRENT OR METASTATIC CERVICAL CANCERT
(Strongly consider clinical trial)
E. -I. I . I- II - N - = H - SQQQDd_Iing Ihgtan}‘
« Cisplatin/paclitaxel+bevacizuma’ « Cisplatin (preferred as a single agent)3 (Agents listed are category
« Carboplatin/paclitaxel4-> « Carboplatin® 2B unless otherwise noted)
« Cisplatin/topotecan+bevacizumab® * Paclitaxel® « Bevacizumab

« Cisplatin/gemcitabine(category3) 7
« Cisplatin/paclitaxel(category1) 2

* Docetaxel

¢ 5-FU (5-fluorouracil)
* Gemcitabine

* Ifosfamide

* I[rinotecan

* Mitomycin

* Topotecan

* Pemetrexed(category 3)
* Vinorelbine(category 3)

L.

2.

3.

Bevacizuma 15mg/kg over 60mins (30-90mins)+cisplatin S0mg/m2 IV over 60mins(30-90mins)+Paclitaxel 135mg/m2 IV over 3hours

Topotecan 0.75mg/m?2 IV on day 1-3 over 30mins fellow by paclitaxle 135mg/m?2 over 3hours+Bevacizuma 15m:

Cisplatin 50mg/m2 IV+Paciltaxel 135 mg/m2 IV over 3hours

IV over 60mins

13
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CHEMOTHERAPY REGIMENS FOR RECURRENT OR METASTATIC CERVICAL CANCER
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1Tewari KS1, Sill MW, Long HJ 3rd, et al. Improved survival with bevacizumab in advanced cervical cancer. N Engl J Med. 2014 Feb
20;370(8):734-43.

2Monk BJ, Sill MW, McMeekin DS, et al. Phase |l trial of four cisplatin-containing doublet combinations in stage IVB, recurrent, or persistent cervical

carcinoma: A Gynecologic Oncology Group Study. J Clin Oncol 2009;27:4649-4655.

3Moore DH, Blessing JA, McQuellon RP, et al. Phase IlI study of cisplatin with or without paclitaxel in stage IVB, recurrent, or persistent squamous cell
carcinoma of the
cervix: a gynecologic oncology group study. J Clin Oncol 2004;22:3113-3119.

4Moore KN, Herzog TJ, Lewin S, et al. A comparison of cisplatin/paclitaxel and carboplatin/paclitaxel in stage IVB, recurrent or persistent cervical cancer.

Gynecol Oncol 2007;105:299-303.

SKitagawa R, Katsumata N, Shibata T, et al. A randomized, phase Ill trial of paclitaxel plus carboplatin (TC) versus paclitaxel plus cisplatin (TP) in stage IVb,
persistent
or recurrent cervical cancer: Japan Clinical Oncology Group study (JCOG0505) [abstract]. J Clin Oncol 2012;30(Suppl! 15):Abstract 5006.

6Long HJ, 3rd, Bundy BN, Grendys EC, Jr., et al. Randomized phase Il trial of cisplatin with or without topotecan in carcinoma of the uterine cervix: a

Gynecologic Oncology Group Study. J Clin Oncol 2005;23:4626-4633.

"Brewer CA, Blessing JA, Nagourney RA, et al. Cisplatin plus gemcitabine in previously treated squamous cell carcinoma of the cervix. Gynecol Oncol
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Ca of cervix : High risk factor:
1.Deep myometrum invasion
2.Tumtor size=4cm
3.Non-squamous history
4.Parametrium involvement

5.Pelvic lymph node metastasis

15
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= BEERBUR

(—) JER MRS &P (definitive curative radiotherapy alone) : BiE&E AEEINIE G (whole pelvis external beam
radiation therapy) K& EI=EN[FENITEE & (intracavitory radiotherapy, ICRT; intracavitory brachytherapy, ICBT) ,
BRI A (intensity modulated radiation therapy) -

HIERE (indications) :

1. Rz (IA2, IB1,E ITA HEER B/ N ATT) » AEBABETin GRS
2. 1B2,5¢ITA HER ESRRIUA D #E (R R & cisplatin B+ 2 {LEEH)

3. B DL Bl = Sk (58 & 0F DL cisplatin fs £ 2 (LELAHR)

(=) flotg st /6% (postoperative radiotherapy) @ &2 & e /NS /&% & & E B £ 8 00 [ k28 N 2T B S 8 1%
(intravaginal radiotherapy, IVRT or intravaginal brachytherapy, IVBT), &k 5& 5 3 2% iz & )& #% (intensity modulated
radiation therapy -

HIERE (indications) :
FHITESE (IAIBL, 50 IIA B B/ NUA ) - TasE - wWEsR SR NIERE - BEES RSk -
1. FEHEE<ZEII(deep stromal invasion) 2. M#MEME<EIL(lymphvascular invasion)
3. T ESEEHGSZFII(parametrail invasion) 4.  FintkriEs s R 4fE(positive surgical margin)
5. FaPEMKERREER (positive pelvic nodes)

(=) &EMEREER: ST IV IR R Z ERE A (AERE ~ BESFED T Ta IR G

16
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=~ EERIEEN: (R ERIFE SRR T Y5
(—) PepeEEst a8 (intracavitory radiotherapy, ICRT or intracavitory brachytherapy, ICBT)
FEmE R % AT e (high-dose-rate afterloading brachytherapy)
(=) E4tiyrgs s (brachytherapy alone) THAAR ST HAE IAL Si—Eb o3 HE B TA2 (9T 2 SE)E
(=) &GE > T =% - 40 Bulky IB,IIB,IIIA,IIIB HIW3E45045T 45-50 Gy/25 fractions/5 weeks > B89N & iU GIE
(Ig)  Point A &

1. HEERER RS K(fraction) 7 HE(Gy) » K HHEENK.

/

2. Bulky IB,IIB,IIIA,IIIB Z #e4h 8 @ B TR a5 Ry K (fraction) 5-6 #8EE(Gy) » —H /3K > &

5 5-6 5K
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/o~ BT EERGH AR (intravaginal radiotherapy, IVRT or intravaginal brachytherapy, IVBT)
(—) EHRFMizEYIFR(vaginal cuff)Z&BGA e sl U e R & 2 E A FEER i 2 W A
() HIER2ERE 2ok (5mm)frK(fraction) 4-5 88 (Gy) » —# 532 &MU K.

A~ BEFERS e (intensity modulated radiation therapy)

SEREE FBATEREE > sHERILAGE (planningtarget volume, PTV)EELE GTV 4Mji 0.5- 1.0 ASrEFUETREAIEEN - 7
BT Jifﬁy 25-27Gy / 14-15 3% -

75 ~ Concurrent Chemoradiotherapy : External irradiation 49Gr with 29 fraction +Cisplatin 40mg/m?/wk for 6 weeks.
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FIGO PRIMARY TUMOR (T)
X Primary tumor cannot be assessed
TO No evidence of primary tumor
Tis * Carcinoma in situ (preinvasive carcinoma)
T1 I Cervical carcinoma confined to uterus (extension to corpus should be disregarded)
Tia** |IA Invasive carcinoma diagnosed only by microscopy. Stromal invasion with a maximum depth of 5.0 mm measured from the base of the
epithelium and a horizontal spread of 7.0 mm or less. Vascular space involvement, venous or lymphatic, does not affect classification
Tlal IA1 |Measured stromal invasion 3.0 mm or less in depth and 7.0 mm or less in horizontal spread
T1a2 IA2 |Measured stromal invasion more than 3.0 mm and not more than 5.0 mm with a horizontal spread 7.0 mm or less
T1b 1B Clinically visible lesion confined to the cervix or microscopic lesion greater than T1a/IA2
T1b1 IB1  |[Clinically visible lesion 4.0 cm or less in greatest dimension
T1b2 IB2  (Clinically visible lesion more than 4.0 cm in greatest dimension
T2 I Cervical carcinoma invades beyond uterus but not to pelvic wall or to lower third of vagina
T2a ITA  |Tumor without parametrial invasion
T2al IIA1 (Clinically visible lesion 4.0 cm or less in greatest dimension
T2a2 IIA2 |(Clinically visible lesion more than 4.0 cm in greatest dimension
T2b IIB  |Tumor with parametrial invasion
T3 I Tumor extends to pelvic wall and/or involves lower third of vagina, and/or causes hydronephrosis or non-functioning kidney
T3a IITA  |Tumor involves lower third of vagina, no extension to pelvic wall
T3b HIB |Tumor extends to pelvic wall and/or causes hydronephrosis or non-functioning kidney
T4 IVA |Tumor invades mucosa of bladder or rectum, and/or extends beyond true pelvis (bullous edema is not sufficient to classify a tumor as T4)
*FIGO staging no longer includes Stage 0 (Tis)
** All macroscopically visible lesions—even with superficial invasion—are T1b/IB
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AJCC

FIGO REGIONAL LYMPH NODES (N)
NX Regional lymph nodes cannot be assessed
NO No regional lymph node metastasis
N1 |[IIIB |Reginal lymph node metastasis
FIGO DISTANT METASTASIS (M)
MO No distant metastasis (no pathologic MO0; use clinical M to complete stage group)
M1 |IVB |Distant metastasis (including peritoneal spread, involvement of supraclavicular or mediastinal lymph nodes, lung, liver, or bone)
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STAGE
GROUP T N M
Stage 0* Tis NO MO
Stage I T1 NO MO
Stage TA Tla NO MO
Stage IA1 Tlal NO MO
Stage IA2 Tla2 NO MO
Stage IB T1b NO MO
Stage IB1 T1bl NO MO
Stage 1B2 T1b2 NO MO
Stage 11 T2 NO MO
Stage [TA T2a NO MO
Stage [TA1 T2al NO MO
Stage 1TA2 T2a2 NO MO
Stage 1IB T2b NO MO
Stage 111 T3 NO MO
Stage 1ITA T3a NO MO
Stge B [1{% QN Mo
Stage IVA T4 Any N MO
Stage IVB Any T Any N M1
*FIGO no longer includes Stage 0 (T1s)
Stage unknown

201607(%2 37 )CERV-20
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