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National
Comprehensive NCCN Guidelines Version 3.2024
NCCN [gei:le-lg .
Notwork® Cervical Cancer
This discussion corresponds to the NCCN Guidelines for Cervical
Table Of Contents Cancer (V3.2024). Last updated on May 06, 2024 Locoregional Recurrence MS-23
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CLINICAL STAGE

Stage IB3, Stage I1A2

(See CERV-4 for alternative

ADDITIONAL WORKUP PRIMARY TREATMENT
Pelvic EBRT"
Negative ___ | + concurrent platinum-containing chemotherapy"
adenopathy + brachytherapy™
(category 1)
Radiologic
imaging only®
Positive Imaging results

adenopathy (CERV-T)

recommendations for these patients) or
Stage IIB, Il IVA f?;:f:ﬁ::: platinum-containing chemotherapy*
Negative + brachytherapy™
category 1
Surgical staging ( gory 1)
(category 2B)
with
para-aortic £ pelvic
lymphadenectomy?9|
© Principles of Imaging (CERV-B).
9 Principles of Evaluation and Surgical Staging (CERV-C).
N Principles of Radiation Therapy (CERV-D).
! Concurrent platinum-containing chemotherapy with EBRT utilizes cisplatin as a single agent (or carboplatin if cisplatin i it). Pembroli b may be added with
chemoradiation (CRT) ONLY for patients with EIGO 2014 Stage lIl-IVA cervical cancer. (See Systemic Therapy for Cervical Cancer [CERV-F]).
Mote: All recommendations are category 2A unless otherwise indicated. Survslilancs
Clhk-:ul Trials: NCCN manh:?est of any puthnl‘vm:h cancer is in a clinical trial. Participation in clinical trials is especially encouraged. CERV-11
CERV-6

Wersion 32024, 050674 © 2024 Mational Compnehensive Cancer Neswork” (MOCN'), All ights neserved. NCCH Guidelines™ and this Ikusiration may not be reproduced in any fom wihout the sxpress wiitien permission of NOCN.
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a Cisplatin, carboplatin, docetaxel, and paclitaxel may cause drug reactions (See NCCN Guidelines for Ovarian Cancer--Management of Drug Reactions [OV-D]).
b Cost and toxicity, especially when using extended field RT, should be carefully considered when selecting an appropriate regimen for treatment.

¢ Concurrent platinum-containing chemotherapy with EBRT utilizes cisplatin as a single agent (or carboplatin if cisplatin intolerant). Pembrolizumab may be added with 7 b= =
CRT ONLY for patients with FIGO 2014 Stage lil-IVA cervical cancer. Efficacy of concurrent platinum-containing chemotherapy with EBRT utilizing cisplatin as a single % (J"Jﬁ%E a\ﬂﬂj‘ﬁ—‘ull‘ IR F a I Eﬁ% _h%E ) ; mmFi‘jl? F I G 0
agent with pembrolizumab was evaluated in KEYNOTE-A18 (NCT04221945), a multicenter, randomized, double-blind, placebo-controlled trial with 596 patients with 1B I ~ ° E ?
FIGO 2014 Stage I1l-IVA cervical cancer who had not previously received definitive surgery, radiation, or systemic therapy.

Prescribing information: https://www.accessdata.fda.gov/drugsatida_docs/label/2024/125514s1471bl.pdf
d Checkpoint inhibitors and/or monoclonal antibodies included in this regimen may be continued as maintenance therapy. Refer to the original study protocol for 20 1 453% I I I - IVA% E;ﬁ,ﬂ 5% A I ?im‘h’? *’]um mEi@*UI*E;W
maintenance therapy dosing schedules. = IO I °
€ These agents may be considered when cisplatin and carboplatin are unavailable.

TIf not used previously, these agents can be used as second-line or subsequent therapy as clinically appropriate. = .
9 An FDA-approved biosimilar is an appropriate substitute for bevacizumab. m;&ﬁ - ( ) — ﬁg *l A Bﬁ*’l’

f‘ NCCN Guidelines for the Management of Immunotherapy-Related Toxicities. KEYN OT E A1 8 N CT042 2 1 945 E I* L A A d
'Recommended in patients whose tumors express PD-L1 (CPS 21) as determined by an FDA-approved assay, or a validated test performed in a CLIA-certified

jfdz‘]i{iz:]arrreferences for second-line therapy are provided in the Discussion. 7 E‘ i@ﬁuaﬂﬁgml I I% ||ﬁ,*iitgﬁ ’ €+X§*&Eﬂggii*§ié"$$*s

k For the treatment of patients with unresectable or metastatic tumor mutational burden-high (TMB-H) [210 mutations/megabase (mut/Mb)] tumors, as determined by
an FDA-approved assay, or a validated test performed in a CLIA-certified laboratory, that have progressed following prior treatment and who have no satisfactory

e N BITXRFRRTTRISI6BZFIGO 20145 HAIII-IVARIESESE,
VM T (ERIRSEE /9 R — 259677 B EBRTEXA SRS FIERRINIATT
B, EBEQPTHEEFH (PFS) MI24=H (OS) |,
REESEIETSEMRE. EUEMENRSNHE.
SiliEd: XTESPESHIEE RIDEFIFN/ SR F AR E N4
FHaT R, XRTHEFATRALER, BERRRARGE.
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. Table of Contents
NCCN e Cervical Cancer Discussion

SYSTEMIC THERAPY FOR CERVICAL CANCER?

Small Cell NECC'

Chemoradiation™ Recurrent or Metastatic Disease
First-line Therapy® Second-line or Subsequent Therapy

Preferred Regimens Preferred Regimens Other Recommended Regimens -~

« Cisplatin + etoposide"2222 « Cisplatin/etoposide + Bevacizumab¥ c E RV- F 2 / 3 E;ﬁ,ﬂ Hgé%“n\ T
« Carboplatin/etoposide + Albumin-bound paclitaxel = i 1

Other Recommended Regimens * Docetaxel

« Carboplatin + etoposide if Other Recommended Regimens » Topotecan m IS —— b4 T YN
e : S . = i 1 1; = PAN |
paentiscplain nolran - Clplineopent gleolzumab |: Toptecanpactan SFIEEIEa: A, RH. SABENSZETRERS
( ) P po
+ Carboplatin/etoposide + atezolizumab + Cisplatin
(or durvalumah)®h23:2 g + Carboplatin a_ﬁ
* Topotecan/paclitaxel/bevacizumab® 8- * Paclitaxel t % ’
+ Cisplatin/paclitaxel « Irinotecan g N }i \—\L °

» Carboplatin/paclitaxel (for patients who have
received prior cisplatin therapy)

SHHERIEd . AL EPESRNE RIEFIF/EERR
PETURAI{E N TII T RERER. RTHRNAIrSRAs
X, FERFEEHRLE.

SHIFRENE: INsHELRHAIRERS [FEZYI R AL,

2 Cisplatin, carboplatin, docetaxel, and paclitaxel may cause drug reacfions [See NCCN Guidelines for Ovanan Cancer--Management of Drug Reactions [OV-D]).

d Checkpoint inhibitors and/or monoclonal antibodies included in this regimen may be continued as maintenance therapy. Refer to the original study protocol for
maintenance therapy dosing schedules.

fIf not used previously, these agents can be used as second-line or subsequent therapy as clinically appropriate.

9 An FDA-approved biosimilar is an appropriate substitute for bevacizumab.

h NCCN Guidelines for the Management of Immunotherapy-Related Toxicities.

! For dosing and schedules, see Principles of Systemic Therapy (page SCL-E] in the NCCN Guidelines for Small Cell Lung Cancer.

™ To be followed by systemic therapy.

Note: All are category 24 unless I X References
Clinkcal Trials: NCCN belleves that the best management of any patient with cancer Is In a clinical trial. Participation in clinical trials is especlally encouraged. CERV-F

20F3

Wiersion 33024, D506/24 © 2004 National Comprehensine Cancer Nistwork” (NCCH®], All rights reserved. RCCN Guideines” and this ilustration may not e repesuced in any form withcat the express wiitlen permission of NCCN.
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CERV-F Systemic Therapy for Cervical Cancer

CERV-F 1 of 3 Squamous Cell Carcinoma, Adenocarcinoma, or Adenosquamous Carcinoma
* Chemoradiation

» New section added:
& Other Recommended Regimens (if cisplatin and carboplatin are unavailable)
- Capecitabine/mitomycin
- Gemcitabine
- Paclitaxel
* Recurrent or Metastatic Disease
» First-line Therapy: Section reformatted to denote PD-L1-positive tumors as a separate bullet
» Second-line or Subsequent Therapy
¢ Preferred Regimens: Cemiplimab added
¢ Other Recommended Regimens: Irinotecan changed from category 2B to category 2A
¢ Useful in Certain Circumstances
- Section revised to separate out regimens by mutation type
- Fam-trastuzumab deruxtecan-nxki added for HER2-positive tumors (IHC 3+ or 2+)
- NTRK gene fusion-positive tumors: Single agent Larotrectinib and Entrectinib changed from category 2B to category 2A.

Continued

Varsion 3.2024, 05/06/24 @ 2024 Mational Comprehensive Cancer Network® (NCCMN), All rights reserved. MCCN Guideli and this il ion may not be rep: in any form without the express written permission of NCCM. UPDATES
NCCN FHREMGEIRHNCCER £ X T3, 6252300F2024/07/04, 13: 10 ERBF A TH, (AR, FEHE, 2022 XEERSFEHEEMSENRE.

National . . P NCCN Guidelines Index

Comprehensive NCCN Guidelines Version 3.2024 Table of Contents

iy oo Cervical Cancer Discussion

Updates in Version 1.2024 of the NCCN Guidelines for Cervical Cancer from Version 1.2023 include:

CERV-F Systemic Therapy for Cervical Cancer-continued

CERV-F 1Aof 3

+ Footnote b revised: "Cost and toxicity, especially when using extended field RT, should be carefully considered..."
* New footnote ¢ added: These agents may be considered when cisplatin and carboplatin are unavailable.

* Footnote g revised: Recommended in patients whose tumors express PD-L1 (CPS =1) as determined by an FBA-appreved-test FDA-approved assay,

or a validated test performed in a CLIA-certified laboratory.

« Footnote h is new: Checkpoint inhibitors and/or monoclonal antibodies included in this regimen may be continued as maintenance therapy. Refer to the

original study protocol for maintenance therapy dosing schedules.

« Footnote i revised: "... as determined by a-vatidated-andfor FBA-approved-test an FDA-approved assay, or a validated test performed in a CLIA-certified

laboratory, that have progressed following prior treatment and who have no satisfactory alternative treatment options.
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SYSTEMIC THERAPY FOR CERVICAL CANCER?

{EiT:
$&PD-L1BR MR
BB —2%

Fhig:
HtwEF A =30
RlnsEF0-=EE4~

A )
- IR/

KIZEE

Squamous Cell Carcinoma, Adenocarcinoma, or Adenosquamous Carcinoma

Chemoradiation®

Recurrent or Metastatic Disease

First-line Therapy®'

Second-line or Subsequent Therapy’

Preferred_

Regimens

= Cisplatin®:d1

« Carboplatin
if patient
is cisplatin
intolerant®:d

Preferred Regimens
* PD-L1-positive tumors

Other
Recommended
Regimens®

(if cisplatin and

carboplatin are_
unavailable)
= Capecitabine/

mitomycin?
» Gemcitabine®
- Paclitaxel*®

¥ nipaclitaxel
+ bevacizumab (category 1)d:9:h.i.6
» Pembrolizumab + carboplatlm%qclltaxel
+ bevacizumab (category 1)d:9:h.i.6
= Cisplatin/paclitaxel/bevacizumabd-9.7
(category 1)
« Carboplatin/paclitaxel/bevacizumab®8

Other Recommended Regimens

= Cisplatin/paclitaxel [cateﬂory 1)8:9

= Carboplatin/paclitaxell?:
(category 1 for patients who have received
prior cisplatin therapy)

= Topotecan/paclitaxel/bevacizumab®9:7:12
(category 1)

= Topotecan/paclitaxel?

« Cisplatin/topotecan?

= Cisplatin®

= Carboplatini3:14

Preferred Regimens )
« Pembrolizumab for TMB-H tumors™¥ or PD-L1-positive' or MSI-H/dMMR

tumorsh:1%

MWW“
» Cemiplimab™'" £

Other Recommended Regimens
* Bevacizumab¥9

» Paclitaxel'418

= Albumin-bound paclitaxel
* Docetaxel

* Fluorouracil

* Gemcitabine

* Pemetrexed

* Topotecan

* Vinorelbine

* Irinotecan

FHE: FEREFIERT

fEiT: RIERT B ITH RS

Useful in Certain Circumstances
*FU-L1-pOSIVE [amors
—>HNivolumab

h,i,19 ¥‘EE:

- HER2-positive tumors (IHC 3+or2+) ||| [ HER2PE4AREE (IHC 3+82+)

» Fam-trastuzumab deruxtecan-nxki 4t rHh 357 —
» RET gene fusion-positive tumors > 1 yfﬂi%ﬁl:ﬂ,
» Selpercatinib

n-positive tumors

(BT :

» Larotrectinib
» Entrectinib

o

) LERAMENET] L

> uBER. BHER
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CERV-F 2 of 3
« Small Cell NECC
» Recurrent or Metastatic Disease
¢ Second-line or Subsequent Therapy; Other Recommended Regimens: Irinotecan changed from category 2B to category 2A
» Footnote f added: NCCN Guidelines for the Management of Immunotherapy-Related Toxicities.

SYSTEMIC THERAPY FOR CERVICAL CANCER?

Small Cell NECC'
Chemoradiation™ Recurrent or Metastatic Disease
First-line Therapj.r1r Second-line or Subsequent Therapy
Preferred Regimens Preferred Regimens Other Recommended Regimens
+ Cisplatin + n:tt:tv[::-n::o..-'-'.in:ln:"z":"22 « Cisplatin/etoposide » Bevacizumab¥
« Carboplatin/etoposide * Albumin-bound paclitaxel
Other Recommended Regimens * Docetaxel
» Carboplatin + etoposide if her Recommen Regimen » Topotecan
patient is cisplatin intolerant! |+ Cisplatin/etoposide + atezolizumab * Topotecan/paclitaxel
(or durvalumab)d.h.23.24 « Cisplatin/topotecan
= Carboplatin/etoposide + atezolizumab * Cisplatin (&iT:
(or «:Iur'nul'alumal::e]"1=“=23="M « Carboplatin = _‘_
« Topotecan/paclitaxel/bevacizumab9.9.25 « Paclitaxel | ZEERVE ==
» Cisplatin/paclitaxel * Irinotecan S e
« Carboplatin/paclitaxel (for patients who have 2B3R—2A%
received prior cisplatin therapy)

6 RN EYEFSE L
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WORKUP CLINICAL STAGE

Primary Treatment

4 g / (Fertility Sparing) (CERV-2)
Stage IA1
\, Primary Treatment
(Non-Fertility Sparing) (CERV-3)
. :*I_:Sé:ﬂg;'y and physical Squamous Primary Treatment
cell cancer, Fertility Sparing) (CERV-2)
. Complete blood count adenocarcinoma, Stage 1A2 / ( ¥ SP g)
(CBC) (including platelets) or —> | Stage IB1 | = )
« Cervical biopsy, adenosquamous Stage 1B2 \ Primary Tre_!atment_
pathologic review? carcinoma (Non-Fertility Sparing)
« Cone biopsy as indicated® (CERV-3) and (CERV-4)
« Liver function test (LFT)/ N .
. : Primary Treatment
renal function studies Stage lIA1 -
« Imaging® g CERV-4
* Smoking cessation and \ )
counseling intervention, |Stage IB3 » Primary Treatment
if indicated (See NCCN Stage IIA2 (CERV-4) and (CERV-6)
Guidelines for Smoking
Cessation) Stage IIB R )
« Consider HIV testingd Stage lll » Primary Treatment (CERV-6
« Consider examination Stage IVA
under anesthesia (EUA)
cystoscopy/proctoscopy® Stage IVB = Treatment (CERV-13)
(2 stage IB3) z Incidental findin i i
. : . g of invasive cancer :
%ﬂ;ﬁ;ﬂirp:ﬁ:‘%n;for at simple (extrafascial) hysterectomy_’ Treatment (CERV-9
referral to reproductive ﬁmlarg:r?:llocrine
endocrinology and . » Primary Workup (CERV-14)
; i iali carcinoma of the
infertility (REI) specialist cervix (NECC)
| All staging in guidelines is based on updated 2018 FIGO staging. (ST-1) |
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