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WE ARE MAKING PROGRESS!

* Most talks on cancer talk about how bad things are...this is not that
talk!
* We have made substantial progress in the treatment of cancers
* Tripled the overall survival in ovarian cancers in last 15 years
* Increased survival of pancreatic caner by 11% in the last decade
* “Molecularized” the treatment of several cancers
* Endometrial Cancer
* Cervical Cancer
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Cancer death rates fall steadily in the
US, with more survivors than ever

@ By Carma Hassan, CNN
Published 6:47 PM EDT, Wed September 21, 2022
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US breast cancer rate drops 43% in healthline teancondions -  Dicowr~  Planv  Comeer
three decades, but racial disparities The Number of Cancer Survivors in
remain, American Cancer Society report the U.S. is at a Record High: How We
finds Got Here

@ By Jacqueline Howard, CNN
Published 8:46 AM EDT, Fri October 7, 2022
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* Cancers were largely treated in a non-specific
way utilizing broad chemotherapy drugs

* Cytotoxic drugs
* Anti-metabolites
* Anti-tumor antibiotics
* These techniques in essence, utilized the
“general” mechanisms of carcinogenesis to

fight disease and could, in essence, be used in
any cancer

* Very non-specific way of treating patients
* Side effects

* True efficacy )
@ Department of Obstetrics and Gynecology
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Figure 3. Leading Sites of New Cancer Cases and Deaths - 2022 Estimates

Estimated New Cases

Estimated Deaths

Estimates are rounded to the nearest 10, and cases exclude basal cell and squamous cell skin cancers and in situ carcinoma except urinary bladder. Estimates do not include
Puerto Rico or other US territories. Ranking is based on modeled projections and may differ from the most recent observed data.
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Breast 287,850 31%
Lung & bronchus 118,830 13%
Colon & rectum 70,340 8%
Uterine corpus 65,950 %
Melanoma of the skin 42,600 5%
Non-Hodgkin lymphoma 36,350 4%
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Leukemia 24,840 3%
All sites 934,870
Female
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Breast 43,250 15%
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Pancreas 23,860 8%
Ovary 12,810 4%
Uterine corpus 12,550 4%
Liver & intrahepatic bile duct 10,100 4%
Leukemia 9,980 3%
Non-Hodgkin lymphoma 8,550 3%
Brain & other nervous system 7,570 3%
i»_ Allsites 287,270
©2022, American Cancer Society, Inc., Surveillance and Health Equity Science

Department of Obstetrics and Gynecology

UNIVERSITY OF COLORADO ANSCHUTZ MEDICAL CAMPUS



Immune Systems

* Harnessing the host immune system to fight cancer has been
postulated for >100 years
* |n amatter by which immune cells fight off infection, scientists have
theorized that the same could be done using T cells and other parts of
the immune system
* Must have a brief review of how immune cells work...
* T-Cells
* Workhouse of the immune system
» T cells are a part of the immune system that focuses on specific
foreign particles. Rather than generically attack any antigens, T
cells circulate until they encounter their specific antigen. As
such, T cells play a critical part in immunity to foreign
substances.
» B cells produce antibody molecules that can latch on and destroy
invading viruses or bacteria.
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Two key receptors on both cancer cells
and T cells have been identified in the
hos-tumor cell interaction
* Programmed death ligand 1 (PDL-1)
* Programed death protein 1
How do we harness the interaction
between these two to fight cancer?
Immune cells will naturally try to fight
cancer since they fight “non-self”
proteins
Tumor cells are smart ..they bind to PD-1
receptors on T cells and inactive them
causing the tumor cell to “evade” the
immune system

Them.....

A

T cell

Tumor Cell

Antigen-&

receptor -

How T cells Work and How Cancer Evades

Tumor Cell
Death
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As the immune system was further studied

the idea of blocking the interaction

between tumor cells and host immune

cells was explored

The development of PDL-

inhibitors/blockers inhibit the interaction

and inactivation of T cells

This allows the host immune system to

attack tumor cells and kill them

The mainissue- not all tumor cells express

PDL-1

Pembrolizumab one of the first drugs to

block the PDL-1/PD1 interaction

* Bydoingthisitallows T cell to activate

cytokines and other mechanisms by
which to kill of tumor cells

Other drugs such as nivolumab

A

r Tumor Cell

Pembrolizumab

(PD-1 targeted antibody)
Antigen-
presenting cell or
umor cell

Pembrolizumab blockade
of co-inhibitory signals
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Endometrial/Uterine Cancer

* Cancer of the lining of the uterus
* Most common of the gynecologic cancers
* Incidence is increasing!
20 years ago there were about 42,000 new cases of
endometrial cancer
* [n 2023 there were 66,000 new cases!
* Why is this happening?
* Increasing rates of obesity
* Toxins in various foods/products
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Table of Contents
Discussion

Endometrial Carcinoma

Network®
‘ All staging in guideline is based on updated FIGO staging. (ST-1)
CLINICAL FINDINGS HISTOLOGIC GRADE/ADJUVANT TREATMENTE™
(Endometrioid
Histology)?
FIGO Stage | Histologic Grade | Adjuvant Treatment
1A G1,G2 Observation preferred
or
Consider vaginal b Y py if lymph space (LvsI)
andior age 260 y"
G3 Vaginal brachytherapy preferred
or
Consider observation if no myoinvasion
Surglcally staged: or .
Stage I° Consider EBRT if either age 270 y or LVSI (category 2B)
B G1 Vaginal brachytherapy preferred
or
Consider observation if age <60 y and no LVS|
G2 Vaginal brachytherapy preferred
Conulder EBRT if 260 y and/or LVSI
Conuider observation if age <60 y and no LVSI
G3 RT (EBRT and/or vaglnal brachytherapy) + systemic therapy
(category 2B for sy py)
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Cancer Patients

e A molecular revolution has
taken place in gynecologic
cancer

* Endometrial cancer has been
completely rethought at the
molecular level

* NO longer just about
stage/grade

* What does the molecular
signature of this tumor
show

POLE status?®

MMR status®

p53 status®

Integrated
diagnosis
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Improving Outcomes in Endometrial
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Improving Outcomes in Endometrial

Cancer Patients

* How do we stay ahead in cancer
therapy and how do we offer the
most cutting edge care for our
patients

* Endometrial canceris one of the
few cancers whose incidence is
increasing in the US with now
>60,000 cases/year

 What can we offer our patients that
is different and may be actionable
to maximize survival

Cancer: Volume 123, Issue 5

= et Pages: 711-893
March 1, 2017

Original Article

Confirmation of ProMisE: A Simple, Genomics-Based
Clinical Classifier for Endometrial Cancer

Aline Talhouk, PhD'; Melissa K. McConechy, PhD?; Samuel Leung, MSc¥; Winnie Yang, BSc; Amy Lum, BSc';
Janine Senz, BSc'; Niki Boyd, PhD"; Judith Pike, MD?; Michael Anglesio, PhD'; Janice S. Kwon, MD, MSc*;
Anthony N. Karnezis, MD, PhD'; David G. Huntsman, MD'; C. Blake Gilks, MD®; and Jessica N. McAlpine, MD*
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Improving Outcomes in Endometrial Cancer

Invermatonat Jourmel of Gymecalogce Pashoiory
Lippincott ns, Baltimore
anm!m B72033 by b o tions Society of Gynecologieal Pathologists

Original Article

Prospective Clinical Prognostication of Endometrial Carcinomas
Based on Next-generation Sequencing and
Immunohistochemistry—R eal-world Implementation and
Results at a Tertiary Care Center

Kurtis D. Davies, pnp., Lynelle P. Smith, m.p., Amy Guimaraes-Young, M.p, PhD.,
Bradley R. Corr, mp., Christine M. Fisher, m.p.. M., Saketh R. Guntupalli, mp.,
Amber A. Berning, m.p., Miriam D. Post, m.p, Devon Pino, m.p., Dara L. Aisner, M.p., ph.D., and
Rebecca J. Wolsky, M.D.
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International Journal of Gynecological Pathology
43:335-348, Lippincott Williams & Wilkins, Baltimore
Copyright © 2023 by the International Society of Gynecological Pathologists
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Original Article

Prospective Clinical Prognostication of Endometrial Carcinomas
Based on Next-Generation Sequencing and
Immunohistochemistry—Real-World Implementation and
Results at a Tertiary Care Center

Kurtis D. Davies, phD., Lynelle P. Smith, m.p,, Amy Guimaraes-Young, M.D,, PhD.,

0
Bradley R. Corr, mp,, Christine M. Fisher, mp, mprH, Saketh R. Guntupalli, MmD,, POLE MMRd NSMP ps3 POLE-pS3-abn MMRd-p53-abn
Amber A. Berning, mp., Miriam D. Post, Mmp.,, Devon Pino, Mmp,, Dara L. Aisner, MD,, PhD.,, PROGNOSTIC SUBGROUP
and Rebecca J. Wolsky, M.D. = Endometrioid Serous Carcinosarcoma Undiff/dediff Other

FIG. 3. Prognostic subgroup composition by histotype. MMRd

. . L indicates mismatch repair deficient; NSMP, no specific molecular
* Results showed that our patients la rge ly mirror fmdmgs profile; Undiff/dediff, undifferentiated/dedifferentiated carcinoma.

in other cohorts including the original PRoMIsE cohort
* Our patients are mainly copy number low/low tumor

mutational burden (endometrioid phenotype) . | ;)
* Asizable percentage were “endometrioid” with 40 % = <
mutP53 suggesting a need for more aggressive EE R I ’ *.% & 2
treatment ?Iglzo- : . 3 401 veet a&' ..
* A small number were high intermediate risk” but é,o- : = E 20 T §
POLE hypermutated suggesting possible de- . * H ) 0ol :.' s
escalation & & éf & “*QZ"""'*Q Qo& -

= NIVERSITY RADO ANSCHUTZ MEDICAL CAMPUS



NRG-GY018' RUBY Part 12 RUBY Part 23 m AtTEndS
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Pembro + CT (n=112):
NR (95% CIl, 30.6-NR)
Placebo + CT (n=113):
7.6 (95% Cl, 6.4-9.9)
HR=0.30
(95% Cl, 0.19-0.48); P<0.001
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61.4% (95% Cl, 46.3-73.4)
Placebo + CP (n=65):
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+CT +CT
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dMMR (mPFS, mo)
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W _43.3% % Z
it e . DuwvatOla % it
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T - 70 (e7A48) Placebo 84.1 6.9 (6.2-9.0)
cT +CT
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The RUBY Trial

The GY018 Trial

HR=0.32
dMMR/MSI-HP (95% C1:0.17-0.63)

P=0.0002

10

Median duration of
follow-up: 36.6 months

®
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; | placebo + CP group vs the P=0.0617
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27 subsequent PD-1/PD-L1
10+ inhibitors (54.5% vs 19.1%)
0 0 ” 18 2 30 % a2
No. at risk Time from Randomization, months

Pembro +CT 110
Placebo + CT 112

& i i 7 i
Events, Median Follow-Up Median 0S HR (95% CI)®
n/N | Duration® (range), mo | (95% Cl), mo P values

R 10/110  13.3(0.6-39.4) NR (NR-NR)  0.55 (0.25-1.19)
17/112  13.7 (1.0-38.0) NR (NR-NR) P=0.0617

= Dataimmature at IA (18% information fraction)

Powell M. et al. SGO 2024; Eskander R. et al. SGO 2024

Overall Survival Results: Benefit of IO + Chemotherapy
in Endometrial Cancer
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: (95% Cl: 0.53-1.17);
Wi P=0.1157
]
AE 0
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[T Rl 45/294 8.8(0.1-37.0) 27.96 (21.42-NR) 0.79(0.53-1.17)
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FDA grants accelerated approval to fam-
trastuzumab deruxtecan-nxki for unresectable or
metastatic HER2-positive solid tumors

f Share | ¥ Post | im Linkedin | 3 Email | & Print

On April 5, 2024, the Food and Drug Administration granted accelerated approval to fam-
trastuzumab deruxtecan-nxki (Enhertu, Daiichi Sankyo, Inc.) for adult patients with
unresectable or metastatic HER2-positive (IHC3+) solid tumors who have received prior
systemic treatment and have no satisfactory alternative treatment options.
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Conclusions

Evolution of Molecularly Directed Therapy in Endometrial Cancer Beyond
Mismatch Repair/Immunotherapy

TP53

» Predictor of response to anti
angiogenic therapy...

* GOG-86P:

PFS HR 0.48 vs 0.87 in mutant
TP53 vs. TP53wt

* Inhibition of nuclear export of
wild type TP53
* Selinexor median PFS in
TP53wt of 13.7 mo vs 3.7
months with placebo (HR 0.41;

‘ I

Anti-HER2

Evolution of anti-HER2
treatments...

Fader et al. 2018:

Trastuzumab + C/P PFS HR 0.44;
OS HR 0.58

*DESTINY-Pan Tumor02:
ORR 57.5%; Median DOR: NR

*Nishikawa et al. 2023: ORR 54.5%
& 70%

*NRG GY026...

DNA Damage
Repair

Hormonal
Therapies

Possible role in the copy number

 Potential opportunity in the
low TP53wt population

mutant TP53 population

PALEO Study: Letrozole vs

Palbacilcib + letrozole
HR 0.56

Median PFS 8.3 vs 3 mo,

* ADAGIO: Adavosertib single

agent
Medial prior LOT = 3
BICR ORR 26%

Maedian PFS 2.8mo
*Letrozole + Abemaciclib; ORR

* PARPi S0a

+ (UTOLA) - Joly F et al. ESMO
2023

* DUO-E- Westin et al. ESMO
2023

* Corr et al. SGO 2024
(Rucaparib maintenance)
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We are making progress......

Original Research

Characteristics of Long-Term Survivors of

Epithelial Ovarian Cancer »
Rosemary D. Cress, breH, Yingjia S. Chen, mpH, Cyllene R. Morris, phD, Megan Petersen, MD,
and Gary S. Leiserowitz, MD Y
DISCUSSION : 1971-1972  1980-1981 1990-1991  2000-2001  2005-2006 2010-2011

Net Survival (%)

This study provided a unique opportunity to examine o s

the characteristics of women who are long-term

survivors of epithelial ovarian cancer, commonly 100%

thought to be a highly fatal disease. There has been 0% e —
limited information about women surviving greater B0% e

than 10 years, many of whom are cured. Using cancer 70%

registry data not only allowed us to collect long-term

T 60%
survival data beyond 10 years (most studies are At ge® i
. 3 - - -
limited to 5 years of survival’”), but the cohort was - Jpo. el o
far larger than seen in other studies.” Most surprising P 2 R e

30% g
was that nearly one third of patients with ovarian can- .

cer were long-term survivors, which is very important

for counseling about prognosis. SCHOOL OF MEDICINE _
Department of Obstetrics and Gynecology
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Genomic Testing - sBRCA, HRD

Etlmck)r DNA - from formalin-fixed paraffin embedded
oc

Somatic BRCA1 and BRCAZ2 variants (sequencing and
large rearrangements)

HRD assays
* Loss of heterozygosity (LOH)

* Genomic Instability Score (GIS): sum of 3 tissue
biomarkers

Ovarian Cancer Classification - Implications for Therapy
* Germline BRCA mutation
* Somatic BRCA mutation
* HRD+
* HRD negative (proficient)

BRCA sequencing

TAl : Telomeric ] ]
allelic imbalance > 108 ]
LOH : Loss of
heterozygosity LST: Large
Loss of one af scale transition
Transition points between -
regions of abnormal and '
normal DNA or between two

different regions of
abnormality
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Ovarian Cancer - Hereditary and Somatic HRD+

Somatic BRCA1 or BRCAZ2 inactivation

Hereditary 3% BRCA1 or BRCA2 somatic mutation
~25% 11% Epigenetic BRCA1 silencing
Sporadic Other Homologous Recombination
. Deficiency (HRD)
Sporadic Amplification of EMSY
HRD+ Deletion/Mutation of PTEN
~25% Methylation of RAD51C

Somatic mutation of other HR genes

SCHOOL OF MEDICINE
Department of Obstetrics and Gynecology

UNIVERSITY OF COLORADO ANSCHUTZ MEDICAL CAMPUS



Current Landscape of US FDA Approvals for
PARPi Use in Ovarian Cancer

FREATMENT

| |

B R SR R S .

11 111

MAINTENANCE - FRONT-LINE MAINTENANCE - PS-ROC
MAINTENANCE - FRONT-LINE MAINTENANCE - PS-ROC
Olaparib (g/sBRCA+) Niraparib - gBRCA+
Niraparib Olaparib - g/sBRCA+
Olaparib/bevacizumab (BRCA/HRD+) Rucaparib-tBRCA+ tetrics and Gynecology



Current US Indications for PARPI
Maintenance

_ Maintenance after primary chemotherapy

gBRCA Olaparib Olaparib/bevacizumab Niraparib
SBRCA

HRD+

HRp
| et

recurrence

gBRCA niraparib olaparib

SBRCA rucaparib

HRD+

HRp
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Two weeks ago at the European Society of

Canceur...
[ >

Medical Oncology meeting in Paris...

Update on the SOLO 1 trial on survival in
BRCA+ ovarian cancer patients treated

with Olaparib (PARP inhibitor)
At 7 years follow-up

val (%)

Number at risk

number censores

d)

Olaparib group
Placebo group

« Median OS was not reached with olaparib
compared with 75.2 months with placebo
(hazard ratio [HR] 0.55; 95% confidence

interval [CI] 0.40-0.76).

In essence at 7 years, so many patients

who received Olaparib are alive that they
study has not met its median survival! b

al (%)

oup

New Updates on BRCA positive Ovarian

00—y
90 Ty By Events 75(51% (82%)
80 Median progression-free survival, 40.6 (27.9-NR) 11-1(8:3-13-8)
. months (95% CI)
Ly 1 HR 0-34 (95% C10-24-0-49)
60~ k
50- T o e
404 T =
304 \_\
6] e
N —— Olaparib group ——
— Placebo group
T T T
6 4 3 36 4 48 54 6 66 7. 7
146(0) 127(9) 116(9) 101(9) 90(12) 69(17) 65(17) 58(20) 54(21) 48(25) 31(40) 15(56) 1(70)
73(0) 53(1) 29(1) 21(1) 18(2) 16(2) 12(4) 11(4) 10(4) 10(4) 6(8) 1(12) 0(13)
B
UC-—'\(,i 2 Olaparibgroup  Placebo group
901 e Events 43 (38%) 40(69%)
80| .L Median progression-free survival, NR(NR-NR) 219 (13-7-33-4)
= e months (95% CI)
704 l . HR 038 (95% €10-25-0:59)
60— b A
50 4\_\_‘
40-] ‘_L‘—\_
30 !
20~
104
T T T T T T T T T T T )
6 12 18 24 30 36 42 48 54 60 66 72 e |
Time since randomisation (months)
114(0) 102(7) 96(9) 93(9) 83(11) 71(17) 64(20) 57(22) 47(28) 43(31) 27(45) 15(56) 1(70)
oup 58(0) _50(2) 36(3) 32(3) 23(5) 22(5) 18(5) 13(6) 13(6) 12(6) 10(8) 2(16) _0(18)
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Folate Receptor Antibodies

* Expression of folate receptor
alpha is another new and novel
avenue in the treatment of ovarian
cancer

* Specific ovarian cancers express
folate receptor alpha which is
involed in tumorigenesis and
metastasis

* Antibodies have been developed
to block these and ultimately
cause cell death

Bystander killing

st

A .
,}-Amlbody
“e Linker
© Payload
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SORAYA Study with mirvetuximab

* A single arm study of platinum resistant patients
* Patients had to be folate receptor “high”

* 106 patients were enrolled and most had received bevacizumab
or a PARP inhibitor prior

* The main outcome was a ”response rate”

* Results

* 33% of patients had a response with 5 patients having a
complete response

* Median duration of response was 6 months
* Generally well tolerated
° OCU la r tOXiCitieS @ Department of Ohs_tf)tric&; ;‘a‘m(i (?\/[TI?CO‘OQ\J/



uriginai researcn Original research

B ConCerv: a prospective trial of conservative
ICAL CANCER 2
surgery for low-risk early-stage

ConCERYV Trial Early State Cervical Cancer

Evaluable participants

(n=100)

cervical cancer

Conization followed by
LN assessment only
(fertility preservation)

Kathleen M Schmeler ' ,' Rene Pareja '/ ,? Aldo Lopez Blanco,’ Jose Humberto Fregnani, L (n=44)
Andre L(Jpes,5 Myriam Permﬂa‘S Audrey TTsunm:Ia,7 David F C:antl'J»cie~Le()n,FS Lois M Ramondeha.‘
Tarinee Manchana,? David R Crotzer," Orla M McNally,' Martin Riege, * Giovanni Scambia,®

Juan Manuel Carvajal,’ Julian Di Guilmi,’® Gabriel J Rendon  ,'® Preetha Ramalingam,'”

Bryan M Fellman, Robert L Coleman,’® Michael Frumovitz ' ,' Pedro T Ramirez’ Positive LN

(n=2)*

Stage 1A2to IB1

Recurrent disease

Conization followed by "Inadvertent" simple
simple hysterectomy and hysterectomy followed
LN assessment by LN dissection
(n=40) (n=16)
Positive LN Pasitive LN
(n=3)* (n=0)

|— hysterectomy specimen

Residual disease in 2
Recurrent disease

Squamous or Adenocarcinoma A ot e

No LVSI on biopsy and <2cm || presaa

MRI/PET/CT no metastatic disease

Patients underwent The 2-year recurrence-free survival probability was

* Conization followed by LN dissection
* Conization then simple hysterectomy and LN dissection
* Inadvertent hysterectomy with LN dissection

0.95 (95% C1 0.88 to .98, P<.05)
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SHAPE Trial for Early Stage Cervical Cancer

The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE H

Percentage of Patients
with Pelvic Recurrence

Simple versus Radical Hysterectomy in
Women with Low-Risk Cervical Cancer

Marie Plante, M.D., Janice S. Kwon, M.D., Sarah Ferguson, M.D.,

Vanessa Samouélian, M.D., Gwenael Ferron, M.D., Amandine Maulard, M.D.,

Cor de Kroon, M.D., Willemien Van Driel, M.D., John Tidy, M.D.,

Karin Williamson, M.D., Sven Mahner, M.D., Stefan Kommaoss, M.D.,
Frederic Goffin, M.D., Karl Tamussino, M.D., Brynhildur Eyjélfsdéttir, M.D.,
Jae-Weon Kim, M.D., Noreen Gleeson, M.D., Lori Brotto, Ph.D., Dongsheng Tu, Ph.D.,

and Lois E. Shepherd, M.D., for the CX.5 SHAPE investigators*

Median

follow-up: ] Simple hysterectomy
4.5yr !

Radical hysterectomy

3-Yr pelvic recurrence:
Simple hysterectomy, 2.52%
Radical hysterectomy, 2.17%
Difference, 0.35 percentage points

(90% Cl, -1.62 to 2.32)
T T T T T

1 2 3 4 5 6 7 8 9

Years

350 328 311 273 204 133 61 31 14 4
350 329 315 286 208 132 66 31 16 2

In early-stage, low-risk cervical cancer, pelvic recurrence
rate at 3 years with simple hysterectomy was not inferior
to radical hysterectomy.

Fewer urological surgical complications and better quality
of life and sexual health measures were seen following
simple hysterectomy.

At 3 years, the pelvic recurrence rate for simple
hysterectomy was 2.52% compared with 2.17% for radical
hysterectomy
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INTERLACE Trial Design

Key eligibility criteria

*Newly diagnosed histologically
confirmed FIGO (2008) stages IB1
node+,1B2, I, 1B, IVA squamous,
adeno, adenosquamous cervical
cancer

* No nodes above aortic bifurcation
on imaging

* Adequate renal, liver & bone
marrow function

*Fit for chemotherapy & radical RT

*No prior pelvic RT

RT = Radiotherapy
3D-Conformal = 3D conformal radiotherapy
IMRT = Intensity modulated radiotherapy
EBRT = External beam radiotherapy

BT = Brachytherapy

IGABT = Image-guided adaptive
brachytherapy

RT QA = Radiotherapy quality assurance

Mungnass

Mary McCormack

Randomised (n=500)

Induction chemotherapy (n=250)

Carboplatin (AUC2) & paclitaxel (B0mg/m?)
given weekly for 6 weeks

Standard CRT (n=250)

Chemotherapy: cisplatin (40mg/m?) weekly for 5 weeks
Radiotherapy: EBRT (40-50.4Gy in 20-28 fractions) & BT to give a
minimum total EQD2 dose of 78Gy to point A, 3D IGABT recommended
Overall treatment time <50days
All centres underwent RT QA

Follow-up

3-monthly for 2 years then 6-monthly for 5 years

Where Are We with Upfront Treatment?

Stratified by

= Site

= Stage

» Nodal status

» 3D-Conformal v
IMRT EBRT

«+2Dv3DBT

* Tumour size

* SCC v other

Primary endpoints

- PFS
-0S

Secondary endpoints

« Adverse events

« Pattern of relapse

+QOL

* Time to
subsequent
treatment

Department of Obstetrics and Gynecology
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A
100 e, Chemoradiotherapy alone
[ ] N — Induction chemotherapy with chemoradiotherapy
Ny,
80 e
g Py
El
e
4
20+
*5 PFS: 72% (NACT + CTRI 64%
- p=0013
year : 0 VS 0 e
o 12 24 36 48 60 el 84 96 108 120 132

Number at risk
(number censored)
Chemoradiotherapyalone  250(0)  207(12) 159(31) 142{43) 116(60) 94(77) 69(99) 45(122) 21(147) 6(160) 3(162) 0(165)

5-year OS: 80% (NACT + CTRT) vs 72%
(CTRT alone) e

"
+ .
80 iy, Y
0 Lu— b
s b
o TR —
—

* Distant metastasis: 7% (NACT + CTRT) vs
12% (CTRT alone)

Grade 3-4 toxicity: 59% (NACT + CTRT) vs -

T T T T T T 1
12 24 36 48 60 72 84 96 108 120 132

Number at risk Time since randomisation (months)
0 e
o Chemoradiotherapyalone  250(0)  230(13) 186(33) 157(49) 132(66) 105(86) 75(112) 48(138) 24(163) 6(179) 3(181) 0(184)
ndu 6 6

with 250(0) 240(5) 186(31) 169(48) 150(65) 118(90) 83(122) 55(148) 26(176) 9(193) 4(199) 0(202)

chemoradiotherapy

Figure 2: Kaplan-Meier estimates.of progression-free survival (A) and overall survival (B)
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KEYNOTE-A18: Study Design

Phase 3 study of pembrolizumab + concurrent CCRT vs placebo + CCRT in high-risk LACC

KEY ELIGIBILITY CRITERIA Cisplatin (40 mg/m? QW for 5 cycles?) +

* FIGO 2014 stage 1B2-11B ERBT followed by brachytherapy +
(node-positive disease) or pembrolizumab (200 mg Q3W for 5 cycles)
stage IlI-IVA (either node-
positive or node-negative
disease)

+ RECIST 1.1 measurable or Cisplatin (40 mg/m? QW for 5 cycles) +
non-measurable disease ERBT followed by brachytherapy

+ Treatment naive

Trial Design:
Global phase 3, randomized, double-blind, multicenter

Stratification:

« EBRT type (IMRT or VMAT vs non-IMRT or non-VMAT)
» Stage at screening (IB2-11B vs IlI-IVA)

+ Total radiotherapy dose (<70 Gy vs 270 Gy [EQ2D])

aA 6th cycle was allowed per investigator discretion.
EBRT, external beam radiotherapy; EQ2D, equivalent dose in 2-Gy; FIGO, International Federation of Gynecology and Obstetrics; Gy, grays; IMRT, intensity-

modulated radiotherapy; LACC, locally advanced cervical cancer; Mtx, methotrexate; ORR, overall response rate; OS, overall survival; pembro, pembrolizumab; PFS,

progression-free survival; QW, weekly; Q3W, every 3 weeks; Q6W, every 6 weeks; R, randomized; RECIST, Response Evaluation Criteria in Solid Tumors; VMAT,
volumetric-modulated arc therapy.
1. NCT04221945. Updated July 30, 2024. Accessed October 1, 2024. https://www.clinicaltrials.gov/study/NCT04221945. 2. Lorusso et al. ESMO 2023. Abstract LBA38.

Mtx pembro
(400 mg
Q6W for 15
cycles)

Mtx placebo
(Q3W for 5
cycles)

SCHOOL OF

VERSITY OF

PRIMARY ENDPOINTS
* PFS (per RECIST v1.1)
+ OS

SECONDARY ENDPOINTS

* 24-month PFS, ORR,
Patient-reported
outcomes, safety

MEDICINE
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KEYNOTE-826: Results

Phase 3 study of pembro + chemo vs chemo in persistent, recurrent, or metastatic cervical cancer

Efficacy: Pembro + chemo + bev showed enduring survival benefits at final analysis Safety: Safety findings for pembro + chemo in this

0S (%)

trial were consistent with the established safety

OS: All-Comer Population AlU-Comer
Drug-related AEs, n (%)

Efficacy Pembro +

100 : 12-month rate : 24-month rate chemo
90 74.9% 62.1% —
o0 ] vt | 367% (n=308) 7 AEs, % 99.3 99.4
70 H 1 :
60 4 \ i Median PFS, mo 10.4 8.2 Grade 23, % 82.4 75.4
50 dmmmm e .. (95% CI) (9.1-12.2) (6.4-8.4)
1 1
40 ‘ . AEs leading to death, n (%) 16 (5.2) 15 (4.9)
30 H 1 1
20 A : : ORR, % 66.2 51.5 .
10 ! ! (95% Cl) (60.7-71.5) (45.7-57.2) Death related to Tx, n (%) 2(0.7) 4(1.3)
L 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 Potential IRAEs, % 34.5 16.5
mo (range) (1.3+-40.9+) (1.5+-40.7+) Grade >3, % 12.1 00

aPrior HER2 therapy was permitted.

AE, adverse event; Cl, confidence interval; DOR, duration of response; ECOG PS, Eastern Cooperative Oncology Group performance status; T-DXd, trastuzumab deruxtecan; ORR, overall response rate; OS, overall survival; PFS, progression
free survival; Q3W, every 3 weeks.

1. NCT03635567. Updated June 25, 2024. Accessed October 4, 2024. https://www.clinicaltrials.gov/study/ NCT03635567. 2. Monk BJ et al. J Clin Oncol. 2023;41(36):5505-5511.
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Evolution

L=

* On September 20, 2021, tisotumab
vedotin-tfty, an antibody drug conjugate
or ADC, was granted accelerated
approval for the treatment of adults
with recurrent or metastatic cervical
cancer who have had disease
progression on or after chemotherapy

* A CR or PR was seen in 24% of patients
with CR in 7%

Tisotumab Vedotin

T WelComel
Medlcme

SCHOOL OF MEDICINE
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OS (Primary Endpoint)

= The study met overall survival statistical significance at the planned interim analysis

= The tisotumab vedotin arm showed a 30% reduction in risk of death versus chemotherapy

1.0 4

0.9 5 Treatment Events/Total Median (95% CI)
= 0.8 - . ‘
2 Tisotumab Vedotin Tisotumab Vedotin 123/253 11.5 (9.8, 14.9)
P 0.7 - Chemotherapy
— 06 Censored Chemotherapy 140/249 9.5(7.9,10.7)
S | .
>
..g T [ SR I ) . Stratified log-rank P value?: 0.0038
2 0.4 — HR (95% CI): 0.70 (0.54, 0.89)
a T [ T e . Median follow-up time (95% Cl): 10.8 months (10.3, 11.6)
S ' !
A 0.2 - !

0.1 E

0.0 T T T i T T T T 1

0 3 6 9 12 15 18 21 24 27
Time (months)

Patients at risk
Tisotumab
e i 253 234 191 109 52 29 14 4 1
Chemotherapy 249 212 150 87 37 19 1" 1 0

aThe threshold for statistical significance is 0.0226 (2-sided), based on the actual number of OS events at interim analysis.

Cl, confidence interval; HR, hazard ratio; OS, overall survival.
Vergote IB. ESMO 2023: Oral presentation LB9.
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SYSTEMIC THERAPY FOR CERVICAL CANCER?
Squamous Cell Carcinoma, Adenocarcinoma, or Adenosquamous Carcinoma

Pulhro&.z‘t‘mblorm-ﬂ tumors® " or PD-L1—positive or MSI-H/dMMR
Tisotumab vedotin-tftv!!

2 Cisplatin, carboplatin, docetaxel, and paditaxel may cause drug reactions (See NCCN Guidelines for Ovanan Cancer—Management of Drug Reactions [OV-D]).
P Cost and toxicity should be carefully considered when selecting an appropriate regimen for treatment.

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

9 An FDA-aporoved biosimilar is an aporoonate substitute for bevacizumab.

S\ e
=

Weill Cornell
Medicine

SCHOOL OF MEDICINE
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Conclusions

* We have made substantial progress in the treatment of all
gynecologic malignancies and continue to improve outcomes

* Overall survival for ovarian cancer has tripled in the last 20 years!

* Endometrial/Uterine cancer has now been molecularized and we
know far more about how it progresses.

* We have 2 new agents in the treatment of cervical cancer
approved in the last 2 years
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