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Disclosure

* | have nothing to be disclosed.

» Abbreviations of this presentation:
— Cx Ca: cervical cancer
— ESCC: Early stage cervical cancer
— LACC: Locally advanced cervical cancer
— CCRT: Concurrent chemo-radiation therapy
— ICIl: Immune check-point inhibitor
— ADC: Antibody drug conjugate



https://www.hpa.gov.tw/Pages/Detail.aspx?nodeid=4809&pid=18699
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Part-|

* Primary therapy
— ESCC: Surgical intervention

— LACC: Additional modalities in combination with traditional
CCRT



ESCC: Surgical intervention-LACC trial






ESCC: Surgical intervention-SEER data

N Engl J Med 2018;379:1905-14.






ESCC: Surgical intervention- 1A1,LVSI(-)



ESCC: Surgical intervention-I1A2/IB1 LVSI(-)

Ultra-conservative selective

criteria for IB1 ESCC




ESCC: Surgical intervention-ConCerv trial

Int J Gynecol Cancer. 2021 Oct;31(10):1317-1325.



ESCC: Surgical intervention-ConCerv trial

Eligible Criteria
FIGO Stage (2009) 1A2-1B1

Histology Squamous (any grade), Adenocarcinoma (grade 1/2 only)
Tumor size < 2 cm (PE or image)

LVSI No LVSI

Lymph nodes No metastasis on CT, MRI, or PET

Depth Depth of invasion £ 10mm

Margin No malignancy or high grade dysplasia




Evaluable participants

(n=100)
| |
Conization followed by Conization followed by "Inadvertent” simple
LN assessment only simple hysterectomy and hysterectomy followed
(fertility preservation) LN assessment by LN dissection
(n=44) (n=40) (n=16)
35
| 1
1 1
L1y Positive LN L8 Positive LN E_ Positive LN
: (n=2)* (n=3)* ! (n=0)
: |
I —— -
e N 1
: Residual disease in 3
Recurrent disease || hysterectomy specimen | L Recurrent disease
(n=1/42, 2.4%) - (n=2/16, 12.5%)
(n=1)
| Recurrent disease Cone margin(-) but residual(+)

(=026, 0.0%) No reucrrence after 5 yrs F/U




ESCC: Surgical intervention-SHAPE trial

N Engl J Med. 2024 Feb 29;390(9):819-829.






ESCC: Surgical intervention-SHAPE trial

Eligible Criteria

FIGO Stage (2009) 1A2-IB1

Histology

Tumor size
LVSI
Lymph nodes

Depth

Pre-hysterectomy

Squamous, Adenocarcinoma, Adenosquamous carcinoma
(any grade)

< 2 cm (Cone specimen or MRI if biopsy only)
Invasion(+) was not an exclusion criterion.
No metastasis on CT, MRI, or PET

Depth of invasion £ 10mm or £50% stromal invasion
(by cone specimen or MRI)

Biopsy only (20%) or Conization (80%)




ESCC: Surgical intervention-SHAPE trial

No difference after 3 yrs F/U



ESCC: Surgical intervention- Cohort study

Original Research

Survival After Simple Compared With Radical
Hysterectomy for Patients With Early-Stage

Cervical Cancer

David Viveros-Carrefio, MD, Nuria Agusti, Mp, Chi-Fang Wu, b, Alexander Melamed, Mp, MPH,
Roni Nitecki Wilke, MD, mPH, Alexa Kanbergs, MD, ScM, MS, René Pareja, M,
Abigail S. Zamorano, mMp, MPHS, and J. Alejandro Rauh-Hain, MD, MPH

Obstetrics & Gynecology 145(1):p 99-107, January 2025.



ESCC: Surgical intervention-Cohort study

Eligible Criteria
FIGO Stage (2009) 1A1-IB1

Squamous, Adenocarcinoma, Adenosquamous carcinoma

Histology (any grade)

Tumor size <2cm

LVSI Invasion(+) in 1A1, others not limited

Lymph nodes Dissection is required (negative in pathology)

Surgery Hysterectomy is needed (simple or radical)




ESCC: Surgical
intervention-Cohort study
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ESCC: Surgical intervention-
Simple hysterectomy, Open vs. MIS?

Int J Gynecol Cancer. 2025 Jan;35(1):100001.






ESCC: Surgical intervention-MIS, future?



ESCC: Surgical intervention- MIS-Stapler









LACC: In combination with CCRT
KEYNOTE-A18



LACC: In combination with CCRT
KEYNOTE-A18



KEYNOTE-A18

https://www.fda.gov/drugs/resources-information-approved-drugs/fda-approves-
pembrolizumab-chemoradiotherapy-figo-2014-stage-iii-iva-cervical-cancer



LACC: In combination with CCRT
CALLA



LACC: In combination with CCRT
CALLA

Within the PD-L1 TAP 20% or greater
population, the progression-free survival
benefit was evident regardless of LN
involvement.
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LACC: In combination with CCRT
Hyperthermia

|Jff M, et al. Int J Gynecol Cancer 2022;32:288-296.



|Jff M, et al. Int J Gynecol Cancer 2022;32:288-296.



|Jff M, et al. Int J Gynecol Cancer 2022;32:288-296.



LACC: In combination with CCRT
Hyperthermia

|Jff M, et al. Int J Gynecol Cancer 2022;32:288-296.



I Radiofrequency (75-120

' MHz)

1 60-90 minutes weekly (4-5
: times)

; Deep regional HT 40-43°C
I Constant temperature
'Lmonitor



LACC: In combination with CCRT
GCIC-INTERLACE



GCIC-
INTERLACE



e———

GCIC-
INTERLACE

More patients had grade 3—4
haematological adverse
events in the induction
chemotherapy with
chemoradiotherapy group
(30% vs 13%), largely
neutropenia (19% of 5%).



LACC: In combination with CCRT
OUTBACK



OUTBACK

Grade 3 or worse adverse
events were reported in 292
(81%) patients in the adjuvant
chemotherapy group versus 280
(62%) patients in the
chemoradiotherapy only group
(p<0-0001).



LACC: In combination with CCRT
Maintenance ICls






Part-l

» Recurrent/Metastatic therapy

— Immunotherapy (ICl)
— ADC
— Radiation therapy



Anti-VEGF Target Therapy- GOG-240

N Engl J Med. 2014 Feb 20;370(8):734-43.



GOG-240

Platinum-based chemotherapy is
better than non-platinum based
regimen.

Chemotherapy plus
bevacizumab is better than non-
bevacizumab regimen.



ICI- KEYNOTE 826

N Engl J Med. 2021 Nov 11;385(20):1856-1867.



ICI- KEYNOTE 826

CPS=1 showed better
outcome. Bevacizumab
adding is not matter.



ICI- KEYNOTE 826

https://www.fda.gov/drugs/resources-information-approved-drugs/fda-approves-
pembrolizumab-combination-first-line-treatment-cervical-cancer



|ICI- BEATccC



' The BEATcc trial enrolled an all-comer population with no biomarker selection. :
| These and previously reported results for other agents raise the question of whether PD- |
L1 s necessary to select patients deriving greatest benefit from immunotherapy for !
| cervical cancer, or whether the relationship between PD-L1 and HPV infection makes it |
' 'a less discerning biomarker. l



BEATcc



BEATcC



|ICI- CMPASSION-16






PFS survival curves.

SCC, PD-L1=1 showed better in
PFS while adding cadolinimab to
standard chemotherapy.

CMPASSION-16



CMPASSION-16

OS survival curves.

SCC, PD-L1=1 showed better in
OS while adding cadolinimab to
standard chemotherapy.



|ICI- CMPASSION-16



Brief Summary-1st Line
| KEYNOTE&6 | BEATc | COMPASSION-I6

Enrolled cases All comer: SCC, AdenoCa, All comer: SCC(80%), All Chinese, SCC(80%),
Adenosaquamous, naive for AdenoCa(including AdenoCa(including
systemic/curative therapy Adenosaquamous 20%) Adenosaquamous 20%)

Anti-VEGF/anti-PD(L)-1 naive
Experimental arm Paclitaxel+Cisapltin/Carbopl Paclitaxel+Cisapltin/Carboplat Paclitaxel+Cisapltin/Carbopl

atin +/- Bevacizumab+ intBevacizumab+ atin +/-Bevacizumab+
Pemrolizumab Atezolizumab Cadonilimab

Control arm Paclitaxel+Cisapltin/Carbopl Paclitaxel+Cisapltin/Carboplat Paclitaxel+Cisapltin/Carbopl
atin +/-Bevacizumab in+Bevacizumab atin +/-Bevacizumab

PDL1 expression (22C3 pharmDx assay (not provided) (22C3 pharmDx assay
(Agilent)) (Agilent))
<1:11.4%, =21: 88.6% <1:25-28%, 21: 70%

Approval for Cx Ca US FDA (2021-10) ? EU (2022-11)



ICI- EMPOWER Cervical 1

(progressed after platinum-containing therapy)

N Engl J Med. 2022 Feb 10;386(6):544-555.



Patients with PD-L1
expression of less than 1%
generally had an overall
survival benefit as good as
or slightly better than that of
patients who received
chemotherapy (7.7 vs 6.7M).



The supplemental biologics license application (sBLA) for the PD-1 inhibitor
cemiplimab-wic (Libatyo) to treat patients with recurrent or metastatic cervical
cancer whose disease progressed on or after chemotherapy, has been voluntarily

withdrawn by Regeneron Pharmaceutical, Inc and Sanofi, according to a press
release by Regeneron.

The company and the FDA were reportedly unable to agree on key post-marketing
studies.




ADC- Innova TV-301

N Engl J Med. 2024 Jul 4:391(1):44-55.



ADC- Innova TV-301

https://youtu.be/MKG5Gt1ji7Y



Innova TV-301



Innova TV-301



ADC- Innova TV-301

https://www.fda.gov/drugs/resources-information-approved-drugs/fda-approves-
tisotumab-vedotin-tftv-recurrent-or-metastatic-cervical-cancer



Brief Summary- above 2nd Line

_ EMPOWER Cervical 1 Innova TV-301

Enrolled cases All comer fail prior platinum-based All comer: SCC(63.1%),
chemotherapy (>90% with paclitaxel, AdenoCa(31.9%), Adenosaquamous
>50% with bevacizumab), anti-PD(L.)-1 (5%)
naive Anti-VEGF/anti-PD(L)-1 acceptable (prior
bevacizumab 63.9%, anti-PD(L)-1:
27.5%)
Experimental arm Cemiplimab tisotumab vedotin
Control arm pemetrexed, topotecan/irrinotecan, topotecan, vinorelbine, gemditabine,
gemicitabine, or vinorebine irinotecan, or pemetrexed
PDL1 expression (SP263 mab (Ventana)) (not provided)

21: 70.7%(SCC), 32.6 (non-SCC)
Approval for Cx Ca EU (2022-11), withdrawn from US FDA US FDA (2024-9)



Radiation therapy- Proton therapy

for recurrence in prior irradiated field



Case 3: Re-Irradiation in the Setting of
Metastatic Cervical Cancer to Enlarging
Lymph Node

A 63 year old woman presented with squamous cell carcinoma of the cervix that was
metastatic to the para-aortic and pelvic lymph nodes. She completed chemoradiation with
external beam to 45 Gy with a pelvic boost to 65 Gy along with weekly cisplatin. This was
followed by a brachytherapy boost to the cervix, 700cGy in 1 fraction. She then had five
cycles of adjuvant chemotherapy with carboplatin/paclitaxel. She returned to clinic with
biopsy proven recurrent disease in an enlarging left iliac node two years later,
compressing the obturator nerve. She was started with carboplatin/taxol/avastin.

https://www.hopkinsmedicine.org/news/articles/2022/11/proton-therapy-case-studies-
gynecologic-cancers
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 Summary of ongoing trials



Phase-lll:
Prolgolimab + chemotherapy

* Prolgolimab (BCD-100) is an anti-PD-1 antibody with an
Fc-silencing LALA (L234A/LL.235A) mutation.

. FERMATA trial (phase Il

« chemotherapy (cisplatin or carboplatin + paclitaxel) =
bevacizumab with/without Prolgolimab (3mg/kg Q3wk) in
untreated (first line) recurrent/metastatic Cx Ca.



Phase-l|
Tisotumab vedotin + Pembrolizumab

* |nnovaTlV 205/ ENGOT-cx8/GOG-3024 (phase Il study):

* TV combined with pembrolizumab for previously-treated
recurrent/metastatic Cx Ca):

« After median follow-up of 13 months, confirmed response
rate was 38% and median DoR was 13.8 months.



Phase-llI:

Geptanolimab

Geptanolimab (GB226) is an anti-PD-1 monoclonal
antibody.

Gxplore-008 (ongoing phase 1l pivotal trial in China):

« for second-line or later treatment of patients with PD-L1-
positive recurrent/metastatic Cx Ca.

« ASGO 2023 abstract:
The ORR was 18.0% (CR (5.0%) and PR (13.0%))

Median PFS was 1.91 months (95%CI: 1.87, 3.55), and median OS
was 16.69 months (95%CI: 11.07, NR).



Phase-llI:
Zimberelimab

Zimberelimab (GLS-010) is a novel, fully-human anti-
PD-1 monoclonal antibody.

The phase Il registrational trial (in China):

« for PDL-1(+) (combined positive score [CPS] = 1)

recurrent/metastatic cx ca, failed =2 1 line prior chemotherapy
regimen.

* investigator-assessed ORR was 27%, Median OS (not

reached, 12-month OS rates were 54%), Median PFS was
3.7 months.



GLS-010

Xia L, et al. Int J Gynecol Cancer
2023;33:1861-1868.
doi:10.1136/ijgc-2023-004705



BEIJING and SHANGHAI, Sept. 6, 2023 /PRNewswire/ -- Guangzhou Gloria Biosciences ("GloriaBio"), a commercial stage
biopharmaceutical company focusing on the discovery, development and commercialization of biologics in immuno-oncology, today
announced that its fully human anti-PD-1 monoclonal antibody, Zimberelimab injection (YuTuo®, GLS-010) has received marketing
approval from the China National Medical Products Administration (NMPA), as monotherapy for the treatment of recurrent or metastatic
cervical cancer (R/M CC) patients with positive PD-L1 expression (CPS21) who progressed on or after platinum-based chemotherapy.
Zimberelimab is the first and only. immune checkpoint inhibitor (ICl) antibody approved in China for cervical cancer, and third one

globally.



Phase-llI:
Balstilimab + zalifrelimab

Balstilimab (bal) is a fully-human anti-PD-1 antibodly.
Zalifrelimab (zal) is a fully-human anti-CTLA-4 antibody.
C-550-01 (phase |l study):

 for recurrent/metastatic Cx Ca:

* the ORR: 25.6% and median DoR (NR), median PFS:2.7
months and median OS: 12.8 months.

RaPiDS (ongoing pivotal, phase Il randomized trial):

* second-line bal monotherapy vs. bal + zal in patients with
previously treated recurrent/metastatic Cx Ca.



Phase-ll:
Nivolumab + ipilimumab

* Nivolumab is an anti-PD-1 antibody
* |pilimumab is an anti-CTLA-4 antibody

* Checkmate 358 study (phase-ll):

» for recurrent/metastatic Cx Ca (treated but fail or untreated)
combo A: nivolumab 3 mg/kg Q2W + ipilimumab 1 mg/kg Q6W

combo B: nivolumab 1 mg/kg +ipilimumab 3 mg/kg Q3W (four
doses), then nivolumab 240 mg Q2W) :



CheckMate 358

A histologically confirmed diagnosis of squamous cell carcinoma of the cervix with

recurrent or metastatic disease, had received up to two previous systemic
therapies.

Patients who had previously undergone experimental antitumour vaccine treatment
or immune checkpoint inhibitor treatment were not eligible









Phase-l|
Sintilimab + IBI-310

 Sintilimab is a dual anti-PD-1/PD-L1 1gG4 monoclonal
antibody

* IBI-310 is a biosimilar of ipilimumab.

* In this randomized, double-blind, placebo-controlled,
phase 2 study (ClinicalTrials.gov: NCT04590599)

— in recurrent/metastatic Cx Ca failed prior platinum-based
chemotherapy: double-blind trial is evaluating efficacy and
safety of sintilimab + IBI-310 versus sintilimab + placebo






Phase-llI:
Camrelizumab + famitinib

* Camrelizumab is a humanized anti-PD-1 1gG4
monoclonal antibody

* Famitinib is a receptor tyrosine kinase inhibitor targeting
c-Kit, vascular endothelial growth factor receptor-2 and -
3, platelet-derived growth factor receptor, FMS-like
tyrosine kinase-3 receptor, and Ret.

« SHR-1210- lI-217 (Phase |l, pivotal, randomized trial)

in recurrent/metastatic SCC who failed prior platinum-based
chemotherapy






Phase-lII:
Tiragolumab + atezolizumab

* Tiragolumab is anti-TIGIT (T-cell immunoreceptor with
immunoglobulin and ITIM domains) antibody and
Atezolizumab is anti-PD-L1 antibody.

« SKYSCRAPER-04 study (ongoing phase I,
international):

PD-L1-positive recurrent/metastatic Cx Ca that progressed
after 2 1 chemotherapy regimen.
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 Conclusion






Tewari KS. N Engl J Med 2025;392:56-71.



Conclusions

J Gynecol Oncol.
2025 Jan;36(1):e72.








