c
By
Q
'
(/)]
:
L
)
i
0
2

[
£
O
T
0)
>

M

..
|F
,.s,

T ) i W ey

—l—'ﬁf'ﬁur.ﬂ! E.u_z
ST WS o W

| aer" .

—ﬂaulll e e

‘ s e
0 "

SRR we——

.1_1 N

Raanan Alter MD

i
# B




B Cervical Cancer Statistics

* Third most common GYN cancer in the US
* Most common GYN cancer worldwide

 Estimated 14,000 cases in 2023 in the USA
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Localized Regional Distant

Stage
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61.8%

Unknown

At a Glance
Estimated New Cases in 2023 13,960 5-Year
Relative Survival
% of All New Cancer Cases 0.7%

67.2%

% of All Cancer Deaths 0.7%

Estimated Deaths in 2023 4,310 2013-2019

Rate Per 100,000 Persons
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Rate of New Cases v Death Rate
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Cervical Cancer Staging

Surgery Chemotherapy +/- Radiation

|

Stage 0 |
Extent of Carcinoma Confined
tumor in-situ to cervix

5-year 100%

survival
Stage at
presentation
Internal Os
External Os
Northwestern Positive Lymph Nodes
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B Standard of Care for Locally Advanced Cervical Cancer

N

Probability of Progression-free Survival

Probability of Survival

1.0
0.9
0.8
0.7
(27)
0.6 AR e
(35)

0.5
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0.4 BLLEE AT (20)
R SRR
0.3
0.2 Radiotherapy and cisplatin
— — Radiotherapy and cisplatin, fluorouracil, and hydroxyurea
0.1 - - - - Radiotherapy and hydroxyurea
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1.0

Radiotherapy and cisplatin
— — Radiotherapy and cisplatin, fluorouracil, and hydroxyurea
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* Radiation
— External Beam Radiation
— Internal Radiation

* Chemotherapy
— Cisplatin

Rose, P, et al., NEJM 1999
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N Immunotherapy

IMMUNOTHERAPY VS, CHEMOTHERAPY

TRADITIONAL TREATMENTS

CANCER IMMUNOTHERAPIES

-+ Y
s sy ‘ . CANCEROUS
Petete) =N CELL
H RAPTTE ‘

Checkpoint Inhibitors

UNLEASHES
the patient’s

Adoptive Cell Therapy

own immune
. system
 Cytokine Therapy - Q HEALTHY
. CELL
: VaCCIne Thera py IMMUNOTHERAPY
* Oncolytic Virus Therapy ) : , ! , , ' : !
N A \ / \ / N 7/
~ - ~ - ~ - ~ >
SIDE EFFECTS POST-TREATMENT SIDE EFFECTS POST-TREATMENT
PROTECTION PROTECTION
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N Immune Checkpoint Blockade (ICB)

Pembrolizumab, Nivolumab, Durvalumab, Dostarlimab, Atezolizumab,
Avelumab

PD-1/PD-L1 checkpoint

s ' , but cancer cells may fight | This makes the T cells
om: 1 CE # TRCoget back by using PD-LL1 £o | dysfunctional and allows
and target concer cells, target PD-1 on T cells. concer cells to escape.

|\ Northwestern https://www.ucir.org/therapies/checkpoint-blockade

Medicine®



N

Immune Checkpoint Blockade (ICB)

Pembrolizumab, Nivolumab, Durvalumab, Dostarlimab, Atezolizumab,
Avelumab
PD-1 checkpoint blockade

Northw

B=1 bloskade = ke It blocjéks PE-Ll{:and allowing{:T cells to
prevents interactions maintain function and
o helmet for T cells. with PD-1. Fight the colncer.
PD-L1 checkpoint blockade
UCIR.org
N
43
S
PD-L1 blockade is like It protects PD-1 and allowing T cells to'
bubble wrapping the prevents interactions maintain function and
cancer’s best weapon. with PD-L1, fight the cancer.

Medicine”

https://www.ucir.org/therapies/checkpoint-blockade



Myriad Genetics

Precise Tumor it |V Iyr iad genetics

Molecular Profile Test

* PDL1 Expression can predict PATIENT PHYSICAN SPECIMEN case
response to immune PATIENT sex ORDERING specIeN TvPe

ACCESSION#
Examo'e Famsis PHYSICIAN Formsin-fed parsffin-ambsodsd tissus FallopisnTube-
. o H F i Exsmpls Doctor oscima Prac
checkpoint inhibitor therapy o : s s
Primary oV17/2023 REVIEW STATUS
malignant DATE RECEIVED Finel
neoplesm of oVI7/2023
fellopien tube EAIE 9?5'&0
MRN# S
MRN-1234
DATE OF BIRTH
08/14/1968

Interpretive Comments
|

Refer to the Clinicelly Relevent Results section of the report for 8 disc
age. if clinically indicated and not already ordersd. consider genetic ¢
presence of the possible germiine BRCA2 verient pR23386P/c.7007G
cell percentage in the sequenced sample is 85%

gion of potential trestment spprosches. Given the patients
nauitation for hareditary cancer syndromes due to the
»”

VAF of 45%. Besed on histopethologic review, the tumor

OO0 ¢

1A B nc o ™S MS!
1 0 1 (o) Low Stable
16 muta/Mb 24% Unatable
Sites
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B ENGOT-cx11/ GOG-3047/KEYNOTE-A18

1060 Women
Stage Il or higher A
(FIGO 2018 Criteria) 100
807 68%
=
Cisplatin £ 6o
+ £ 57%
- .
. . adiation =
Cisplatin g
+ + 20
. e Pembr0|i2umab —— Pembrolizumab-chemoradiotherapy
Rad|at|0n —— Placebo-chemoradiotherapy
+ a T T T T T T T T 1
0 3 6 9 12 15 18 71 24 27 30
Pembrolizumab Number at rick Time (months)
Pembrolizumab- 529 462 400 331 282 222 171 100 26 3 0
X 90 WeEkS chemoradictherapy
Placebo- 531 463 379 306 263 208 149 88 20 0 0
chemoradictherapy
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ENGOT-cx11/ GOG-3047/KEYNOTE-A18

1060 Women
Stage Il or higher

(FIGO 2018 Criteria)

Cisplatin
+

Radiation

N
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stern

Cisplatin
+
Radiation
+

Pembrolizumab

+
Pembrolizumab
X 90 weeks

100
87%
B0+
— 81%
&
= 604
Z
£
7
=
& *7
204
—— Pembrolizumab-chemoradiotherapy
— Placebo-chemoradiotherapy
0 T T T T T T T T T
0 3 & 9 1z 15 18 21 24 27
Mumber at risk Time (months)
Pembrolizumab- 529 496 456 405 351 204 223 151 67 10
chemoradiotherapy
Placebo- 531 498 449 402 339 278 214 139 62 12
chemoradiotherapy



ENGOT-cx11/ GOG-3047/KEYNOTE-A18

1060 Women
Stage Il or higher

(FIGO 2018 Criteria)

Cisplatin
+

Radiation

N
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stern

Cisplatin
+
Radiation
+

Pembrolizumab

+
Pembrolizumab
X 90 weeks

Pembrolizumab- Placebo-chemoradiotherapy
chemoradiotherapy (n=528)  (n=530)
Any grade Grade =3 Any grade Grade =3
Any adverse event® 525 (99%) 394 (75%) 526 (99%) 364 (69%)
Treatment-related adverse eventt 507 (96%) 354 (67%) 509 (96%) 321(61%)
Anaemia 313(59%) 99 (19%) 292 (55%) 84 (16%)
Nausea 302 (57%) 7(1%) 315 (59%) 9(2%)
Diarthoea 266 (50%) 22 (4%) 271 (51%) 23 (4%)
White blood cell count decreased 172 (33%) 102 (19%) 181 (34%) 111 (21%)
Neutrophil count decreased 153 (29%) 77 (15%) 148 (28%) 78 (15%)
Vomiting 132 (25%) 3 (<1%) 150 (28%) 7 (1%)
Leukopenia 125 (24%) 67 (13%) 92 (17%) 57 (11%)
Platelet count decreased 116 (22%) 25 (5%) 108 (20%) 13 (2%)
Neutropenia 113 (21%) 56 (11%) 92 (17%) 51 (10%)
Immune-mediated adverse event$ 167 (32%) 21 (4%) 54 (10%) 5 (<1%)
Hypothyroidism 102 (19%) 3 (<1%) 24 (5%) 0
Hyperthyroidism 60 (11%) 2 (<1%) 11 (2%) 0
Colitis 14 (3%) 4 (<1%) 9 (29%) 4 (<1%)
Thyroiditis 11 (2%) 1(<1%) 1 (<1%) 0




. Conclusions

Adding immunotherapy to chemo/radiation for locally advanced cervical cancer can improve outcomes

I\\/I Northwestern
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B Cervical Cancer Staging

Surgery Chemotherapy +/- Radiation Chemotherapy
l / l \ Immunotherapy
Stage 0 | ] i v
Extent of Carcinoma Confined Disease Disease Invades bladder,
tumor in-situ to cervix beyond cervix to pelvic OCtIRAO
but not to pelvic wall or
5-year 100%
survival
Stage at
presentation

WUterine
wall

Internal Os
External Os

I

M Northwestern Positive Lymph Nodes
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B \Whatis an Antibody Drug Conjugate (ADC)

ADC
* Antibody — selectively homes on a

target (Antigen) on a cancer cell ﬁ \

External o% Receptor-mediated
* Drug — “payload” that selectively kills ~ drug release e L endocytosis
the cancer cell PG~ =
A. > Antigen

membrane \

drug
Cell death Lysosome
drug release Endosome
from ADC
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B Tisotumab Vedotin Binds to Tissue Factor

ADC (Tisotumab)
* Antibody — selectively homes on a ¢

target (Antigen) on a cancer cell (\

External o% Receptor-mediated
* Drug — “payload” that selectively kills ~ drug release e L endocytosis
the cancer cell XS """" s
A, ) 3 Antigen
o (Tissue Factor)
")(1-\ membrane \
Cytosolic
drug
Cell death Lysosome
drug release Endosome
from ADC
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The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Tisotumab Vedotin as Second- or Third-Line
Therapy for Recurrent Cervical Cancer

l. Vergote, A. Gonzilez-Martin, K. Fujiwara, E. Kalbacher, A. Bagaméri, S. Ghamande,
J.-Y. Lee, S. Banerjee, F.C. Maluf, D. Lorusso, K. Yonemori, E. Van Nieuwenhuysen,
L. Manso, L. Woelber, A. Westermann, A. Covens, K. Hasegawa, B.-G. Kim,
M. Raimondo, M. Bjurberg, F.M. Cruz, A. Angelergues, D. Cibula, L. Barraclough,
A. Oaknin, C. Gennigens, L Nicacio, M.S.L Teng, E. Whalley, |. Soumaoro, and
B.M. Slomovitz, for the innovaTV 301/ENGOT-cx12/GOG-3057 Collaborators*

I\ Northwestern
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B Tisotumab Vedotin for Metastatic/Recurrent Cervical Cancer

* 502 patients Objective Response Rates:
* Progressed after first line treatment — Tisotumab: 17.8%
* Randomized 1:1 — Chemotherapy: 5.2%
1) Tisotumab Vedotin
2) Investigators Choice of Chemotherapy Clinical Benefit for > 5 weeks

— Tisotumab: 76%
— Chemotherapy: 58%

I\ Northwestern
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B Tisotumab Vedotin for Metastatic/Recurrent Cervical Cancer

- 502 patients A Progression-free Survival
N 1.0-
* Progressed after first line treatment 0o
 Randomized 1:1 0'3_
1) Tisotumab Vedotin 0.7
2) Investigators Choice of Chemotherapy > 06
2 0s-
£ 04-
0.3-
o Tisotumab vedotin
Median Progression Free Survival: 0.1- Chemotherapy
4.2 months vs 2.9 months 0.0 =l=

Representing a 33% reduction in risk of progression or
death

I\\/I Northwestern
Medicine®
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B Tisotumab Vedotin for Metastatic/Recurrent Cervical Cancer

N

A Overall Survival

* 502 patients
* Progressed after first line treatment
* Randomized 1:1
1) Tisotumab Vedotin
2) Investigators Choice of Chemotherapy

Median Overall Survival: 11.5 months vs 9.5 months
Representing a 30% reduction in risk of death

Northwestern
Medicine®

Probability

1.0
0.9+
0.8+
0.74
0.6
0.54
0.4+
0.3+
0.2+
0.14
0.0

Chemotherapy

Tisotumab vedotin

0

Months



* Tisotumab toxicities
— Ocular toxicity

— Neuropathy
— Bleeding

I\ Northwestern
Medicine”

Table 2. Adverse Events That Occurred during the Treatment Period.*

Tisotumab Vedotin Chemotherapy

Event (N=250) (N=239)

Any Grade Grade =3 Any Grade Grade =3

number of patients (percent)

Any event 246 (98.4) 130 (52.0) 237 (99.2) 149 (62.3)
Nausea 83 (33.2) 1(0.4) 96 (40.2) 5(2.1)
Conjunctivitis 78 (31.2) 0 1(0.4) 0
Peripheral sensory neuropathy 71 (28.4) 7(2.8) 6 (2.5) 0
Epistaxis 65 (26.0) 0 6 (2.5) 0
Constipation 62 (24.8) 3(1.2) 39 (16.3) 0
Alopecia 61 (24.4) 0 7 (2.9) 0
Decreased appetite 59 (23.6) 2(0.8) 42 (17.6) 1(0.4)
Anemia 58 (23.2) 21 (8.4) 125 (52.3) 66 (27.6)
Diarrhea 54 (21.6) 4 (1.6) 36 (15.1) 3 (1.3)
Vomiting 44 (17.6) 4 (1.6) 44 (18.4) 3 (L.3)
Pyrexia 42 (16.8) 1 (0.4) 50 (20.9) 2 (0.8)
Asthenia 40 (16.0) 5 (2.0) 38 (15.9) 5 (2.1)
Keratitis 39 (15.6) 5 (2.0) 0 0
Abdominal pain 34 (13.6) 10 (4.0) 23 (9.6) 7 (L.7)
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B \/ulva Cancer

At a Glance
Estimated New Cases in 2024 6,900 5-Year
Relative Survival
* Rare Ma Iignancy % of All New Cancer Cases 0.3%
* Challenging for good quality 69,60/0
studies ] ]
Estimated Deaths in 2024 1,630 2014-2020
% of All Cancer Deaths 0.3%
3.0
P 25
2
8 20
S
8‘ 1.5
E 1.0
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]
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0.0
1992 1996 2000 2004 2008 2012 2016 2022
Year
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B Management and Staging for Vulva Cancer

N

* Historically:
— Radical Tumor Excision (negative margins)
— Full Inguinofemoral Lymphadenectomy

Northwestern
Medicine®

¥

Higher Rates of Lymphedema and Wound Infections




B Sentinel Lymph Node Mapping

artery second-tier
lymph node

sentinel
lymph node

primary

tumor lymph

channel
third-tier

lymph node
Isecorlljd-tii]r
mph node
e third-tier
lymph node
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B Management and Staging for Vulva Cancer

* Historically:

Higher Rates of Lymphedema and Wound Infections

— Radical Tumor Excision (negative margins)
— Full Inguinofemoral Lymphadenectomy

GROINSS-V (2008) —
- 403 women. <4cm

- Sentinel Lymph Nodes Mapped - If SLN Negative — ok to observe

- 276 patients had negative Sentinel Lymph Nodes
- Groin Recurrence 2.5% What if SLN is positive?

) |

Full Lymph node removal +/- Radiation

I\ Northwestern
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B Management and Staging for Vulva Cancer

Do All Positive SLN require surgery?

- GROINSS-V Il (2021)

M

— 160 Patients with positive SLN
— Treated with 50Gy Radiation

**After 91 patients, 10 had groin recurrences
— 9/10 had macrometastasis (>2mm)

— Protocol amended and radiation only offered to
micrometastasis (<2mm)

— @Groin recurrence rate to micrometastasis = 1.6%

Northwestern
Medicine®

If SLN has micrometastasis — ok for radiation

—

What if SLN is >2mm?

|

Full Lymph node removal +/- Radiation




B Management of Vulvar Cancer

Are there alternative ways to treat macrometastases?

GROINSS-V Il
Prospective phase Il trial for patients with macrometastases on SLN

Adjuvant RT (56Gy) + weekly chemotherapy

Hypothesis: increasing dose of radiation and adding chemotherapy will reduce groin recurrences and
safely omit full ymphadenectomy

Currently enrolling

I\VI Northwestern
Medicine®



B The Age of Personalized Medicine

PERSONALIZED CANCER MEDICINE

Find Cancer
DNA Mutation

® r"*%z

Ovarian
Cancer

Lﬁ\/

Identify the best drug
against this mutation

Dan Cojocari, 2015

R Northwestcl [ ] ]
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B Examples of Personalized Medicines

gt | og | bond | siows

Available for Her2+

Her2 Fam-Trastuzumab deruxtecan Enhertu
tumors
. : : . Available f i
Tissue Factor Tisotumab vedotin Tivdak vailable for cervix
cancer
Available for ovarian
Folate Receptor Alpha Mirvetuxumab soravtansine Elahere cancer with high FRa
expression
NaPi2b Upifitamab Rilsodotin In trials
Mismatch Repair Immune checkpoint inhibitors an Available for all MMR
Proteins (pembrolizumab etc...) y deficient tumors

I\\/I Northwestern
Medicine®
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Thank you!




	Slide 1: Updates In Cervix and Vulva Cancer
	Slide 2: Cervical Cancer Statistics
	Slide 3: Cervical Cancer Staging
	Slide 4: Standard of Care for Locally Advanced Cervical Cancer
	Slide 5: Immune Therapies
	Slide 6: Immunotherapy
	Slide 7: Immune Checkpoint Blockade (ICB)
	Slide 8: Immune Checkpoint Blockade (ICB)
	Slide 9
	Slide 10: ENGOT-cx11/ GOG-3047/KEYNOTE-A18
	Slide 11: ENGOT-cx11/ GOG-3047/KEYNOTE-A18
	Slide 12: ENGOT-cx11/ GOG-3047/KEYNOTE-A18
	Slide 13: Conclusions
	Slide 14: Cervical Cancer Staging
	Slide 15: Antibody Drug Conjugates
	Slide 16: What is an Antibody Drug Conjugate (ADC)
	Slide 17: Tisotumab Vedotin Binds to Tissue Factor
	Slide 18
	Slide 19: Tisotumab Vedotin for Metastatic/Recurrent Cervical Cancer
	Slide 20: Tisotumab Vedotin for Metastatic/Recurrent Cervical Cancer
	Slide 21: Tisotumab Vedotin for Metastatic/Recurrent Cervical Cancer
	Slide 22
	Slide 23: Vulva Cancer Updates
	Slide 24: Vulva Cancer
	Slide 25: Management and Staging for Vulva Cancer
	Slide 26: Sentinel Lymph Node Mapping
	Slide 27: Management and Staging for Vulva Cancer
	Slide 28: Management and Staging for Vulva Cancer
	Slide 29: Management of Vulvar Cancer
	Slide 30: The Age of Personalized Medicine
	Slide 31: Examples of Personalized Medicines
	Slide 32: Thank you!

