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Fakty o lokalne pokrocilom ochoreni C53

@)  Viac ako 50% pac. zrelabuje do 2 r. od stanovenia dg
* Viacako dve dekady je standardom radiochemoterapia
(od 1990- metaanalyza CRT pre FIGO IB3- IVA)
e Konkomitantna cDDP prindsa 6% zlepSenie v OS (metaanalyza)
 Adjuvantna CHT po RT-CHT nepriniesla benefit v OS
* Median OS od rekurencie je 12 mesiacov

 zlepSenie EXRT - IMRT, VMAT
 inovacie v BT- pouzivanie 3D- IGBT
e  HBT Hybrid brachytherapy (intrakavitalna a intersticialna BT)



© BelowStage llA: Surgery orRadiation therapy

Mo prier RT or failure

Incidental finding of outside of previously
invasive cancer ﬁl Pelvic or local recurrence Junatac hikd
at si hysterect
Stage |A1 Conization, Hysterectomy EImple hysieroriomy )
. Extrapelvic or para-aortic Isolated site
recurrence
Stage A2 Radical hysterectom o o -
hy y 5 FHl il] risk factors Concurrent
Stage IB, IIA1 (+Pehic lymph nade ARSIV > ¥ Postive lymph nodes M) | Chemoradiation Therapy
(<4em) dissection, Para-aortic ¢ Microscopic paramehial (CCRT) + Brachytherapy
node sampling) . P I
Stage 1B2, 1A2
(> 4cm)
Concurrent Chemoradiation Therapy (CCRT) +Brachytherapy

® BeyondStagellB:

Fara-aortic lymph node {

Megative — Pelvic Radiation therapy + Concurrent Chemoradiation Therapy (CCRT)

Posiive ——s| Pelvic Radiation therapy + Para-aortic Lymph Node Radiation therapy +

Concurrant Chemoradiation Therapy (CCRT)
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@) INTERLACE trial

== CHEMO - CBDCA + PACLITAXEL
- EXRT
- BRACHY
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INTERLACE Trial Design

Key eligibility criteria

* Newly diagnosed histologically
confirmed FIGO (2008) stages IB1
node+,IB2, I, IlIB, 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

Randomised (n=500)

Induction chemotherapy (n=250)

Carboplatin (AUC2) & paclitaxel (80mg/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 S years

Stratified by

« Site

» Stage

* Nodal status

» 3D-Conformal v
IMRT EBRT

«2Dv3D BT

* Tumour size

* SCC v other

Primary endpoints

- PFS
. 0S

Secondary endpoints

» Adverse events

 Pattern of relapse

* QOL

* Time to
subsequent

treatment

Prevzate 2 McComack: A random phase lmal of nduction chemoerapy folowed by chemoradiation compared wit chemoraciafion along nlcaly advanced cemical cancer, MO 2023
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INTERLACE Trial Design

Key eligibility criteria

* Newly diagnosed histologically
confirmed FIGO (2008) stages I1B1
node+,IB2, I, IlIB, IVA squamous,
adeno, adenosquamous cervical

* No nodes above aortic bifurcation
on imaging

marrow function
* Fit for chemotherapy & radical RT
*No prior pelvic RT

1
»
.«
-
L
«

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

Randomised (n=500)

Induction chemotherapy (n=250)

Carboplatin (AUC2) & paclitaxel (80mg/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 S years

Stratified by

« Site

» Stage

* Nodal status

» 3D-Conformal v
IMRT EBRT

«2Dv3D BT

* Tumour size

* SCC v other

Primary endpoints

- PFS
. 0S

Secondary endpoints

» Adverse events

« Pattern of relapse

* QOL

* Time to
subsequent

treatment

Prevzate 2 McComack: A random phase lmal of nduction chemoerapy folowed by chemoradiation compared wit chemoraciafion along nlcaly advanced cemical cancer, MO 2023
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INTERLACE Trial Design

Key eligibility criteria

* Newly diagnosed histologically
confirmed FIGO (2008) stages IB1
node+,IB2, I, IlIB, 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

Randomised (n=500)

Induction chemotherapy (n=250)

Carboplatin (AUC2) & paclitaxel (80mg/m?)
given weekly for 6 weeks

Standard CRT (n=250)

Radioihérapy: EBVF'QfI' (40:50.4(§y in 50—28 fractic;ns) & BT to give a
minimum total EQD2 dose of 78Gy to point A, 3D IGABT recommended
Overall treatment time <50days

Follow-up

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

Stratified by

« Site

» Stage

* Nodal status

» 3D-Conformal v
IMRT EBRT

«2Dv3D BT

* Tumour size

* SCC v other

Primary endpoints

- PFS
- 0S

Secondary endpoints

» Adverse events

« Pattern of relapse

* QOL

* Time to
subsequent

treatment

Prevzate 2 McComack: A random phase lmal of nduction chemoerapy folowed by chemoradiation compared wit chemoraciafion along nlcaly advanced cemical cancer, MO 2023



O INTERLACE trial

. 11/2_()—12— 11/2022, 32 centier, 5 krajin, FU 64 mes.
 Median veku 46r. (24- 78r.)

 SCC, adenoCa, adenoskvamdzny Ca

 FIGO 1B1 N+, IB2,I1,111B,IVA OTT 45 dni

* 500 pac. — CRT 5x cDDP

. ™ IC (6xCBDCA, Paklitaxel) — CRT

e CasodIC po CRT 7 dni



CRT alone Induction Chemo + CRT
(N=250) (N=250)
FIGO stage (2008) No. of patients (%)
IB1 2(<1) 2 (<1)
IB2 23 (9) 19(8)
A A& 17.(7)
B 178 (71)
B 30 (12) 26 (10)
IVA 5(2) 8(3)
Cell type
Non-squamous 45 (18 44 (18)

Squamous

Nodal status

Negative 146 (58)
Positive 108(43) 104 (42)

Longest tumour diameter, cm
median (ranae) 4.9 (1.8-12.8) 4.8 (1.3-13.5)

206 (82)



O INTERLACE trial

e 84% (E/CRT) vs. 89% (CRT) malo 4/5 cyklov cisplatiny
e VCRT ramene 92% and 89% ukoncilo EXRT a BT
 VIC/CRT ramene 97% and 95%

.+ Toxicita=3  59% (IC/CRT) 48 % (CRT)
e PFS G5y. 73% 64%
e 0S 5y 80% 72%
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8 Induction Chemo
= +CRT 146 PFS events
& HR 0.65;95% CI:0.46 -0.91
2 P=0.013
8> CRT alone
Pt 50 s
Q.
-8 Induction CRT
[0} Chemo+ CRT alone
g 25 - (n=250)  (n=250)
©

T T T T T 1 T T T T T T Syr PFS 73% 64%

0 12 24 36 48 60 72 84 96 108 120

Time since randomisation (months)
Number at nsk
_CRT alone 250 204 157 140 110 88 63 36 16 5 1
juction C;hgag 250 220 178 152 132 105 72 40 19 8 1 GGMELQ 3 mmc“ ié\,sgé: m



Induction Chemo
+ CRT 109 deaths
| HR 0.61;95% CI: 0.40-0.91
© CRT alone P=0.04
® 50- :
© Induction CRT
o
Chemo + CRT alone
25 - (n=250) (n=250)
3yr 0S 86% 80%
0 - 5yr OS 80% 72%
1 1 1 1 I 1 1 |} | 1 1
0 12 24 36 48 60 72 84 96 108 120
Time since randomisation (months)
imber at risk
CRTalone 250 228 181 154 124 99 67 39 16 Rele G
i CANCER CANCER
onChemo 250 236 195 168 146 111 75 42 19 B e | mm. e yCL |



Toxicita lie€by v NOU- 7 pacientok
@) » Trombéza VIC, VI 1x

S * Embdlia a.pulmonalis  1x
* Ototoxicita 1x
* Leukopénia G 2 7X
* Trombocytopénia G3  1x

2 pacientky EXRT boost

* (cas lie¢by BT skupina 49/90, 41/97,41/81, 43/86, 44/84,
¢as lieCby v EXRT boost sk.  49/92, 62/128



© Kazuistika

* 59 rocCna pacientka s Dg Ca krcka maternice inop.,
histologia dlazdicovobunkovy nekeratinizujuci
karcinom, G3, FIGO IVA

* Tumor inicialne viac ako 9 cm
e Po 3-4 cykloch II.B
e Tromboza v.illiaca interna, v.illiaca comunis



IV.A stadium I1.B stadium




Konecne zmena po desatrociach

_epsie PFS, OS

_epsSie naplanovanie celej liecby
Akceptovatelna toxicita

Regresia ochorenia v Case brachyterapie

Dostupna liecba
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@) ENGOT-cx11/GOG-3047/KEYNOTE-A18 (NCT04221945):
Randomized, Double-Blind, Phase 3 Study

Cisplatin 40 mg/mZ QW for
Key Eligibility Criteria 5 cycles? + EBRT followed by
brachytherapy
+

Pembrolizumab 400 mg Q6W

* FIGO 2014 stage 1B2-1I1B (node- for 15 cycles

positive disease) or FIGO 2014
stage llI-IVA (either node-positive or
node-negative disease)

« RECIST v1.1 measurable or non-
measurable disease Cisplatin 40 mg/m? QW for
5 cycles® + EBRT followed by

brachytherapy
+

Pembrolizumab 200 mg Q3W
for 5 cycles

* Treatment naive Placebo Q6W

— for 15 cycles
Stratification Factors Placebo Q3W

» Planned EBRT type (IMRT or VMAT vs for 5 cycles
non-IMRT or non-VMAT) End Points®
- Stage at ing (stage 1B2-11B vs I1I-IVA nes AN . ’ :
232 2 ,scrre,em‘n.g LGl Lo : e Primary: PFS (per RECIST v1.1) by investigator or histopathologic confirmation
» Planned total radiotherapy dose (<70 Gy vs and OS
a
270 Gy [EQD2]) » Key secondary: 24-month PFS, ORR, patient-reported outcomes, and safety

( SGO )

ANNUAL MEETING

Median (range) follow-up time from randomization to
data cutoff date (Jan 9, 2023) was 17.9 (0.9-31.0) mo

cycle was allowed per investigator discretion. “The protocol-specified first interim analysis (IA1) was planned to occur at completion of enroliment and

‘Transforming Gynecologic Cancer Care

@ <)
.@. THE POWER OF SHARED PURPOSE: *Stratification for radiotherapy dose was due to the participation of Japan in which the radiotherapy standard of care recommended a lower dose. ®A 6%

when ~237 events (PD or death) had occurred. For PFS, initial 1-sided alpha was a = 0.025; for OS, initial 1-sided alpha was 0. The prespecified analysis OMN WOMENS CANCER
plan allows alpha from successful hypothesis to be passed to the other hypothesis. San Diego, CA + 2024
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©  KevnoTE- A18

Checkpoint inhibition improves outcomes in high-
risk, locally advanced cervical cancer

In the KEYNOTE-A18 study, the combination of
pembrolizumab and concurrent chemoradiotherapy
significantly improved progression-free survival




Primary Endpoint: Progression-Free Survival®

P =0.0020°

[HR 0.70 (95% Cl, 0.55-0.89)]

Progression-Free Survival, %
(6)]
o
| |

Median (range) follow-up: 17.9 mo (0.9-31.0)
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4-mo rate (95% CI)
7.8% (61.8-73.0)
7.3% (51.2-62.9)

Pembro Arm

Placebo Arm

0 | | L 1 || 1 I
0 3 6 9 12 15 18
No. at risk Time, months

529 462 400 331 282 222 171
531 463 379 306 263 208 149

Transforming Gynecologic Cancer Care

Data cutoff date: January 9, 2023.

21

100
88

N
i

26
20

T 1
27 30
3 0
0 0

Pts w/
Event

21.7%

29.0%

o THE POWER OF SHARED PURPOSE: Response assessed per RECIST v1.1 by investigator review or histopathologic confirmation. *Evaluated in all randomized participants. "With 269 events
(88.5% information fraction), the observed P = 0.0020 (1-sided) crossed the prespecified nominal boundary of 0.0172 (1-sided) at this planned first interim
analysis. The success criterion of the PFS hypothesis was met, and thus no formal testing of PFS will be performed at a later analysis.

Median, mo
(95% CI)

NR
(NR-NR)

NR
(NR-NR)

( SGO )

ANNUAL MEETING
ON WOMEN'S CANCER
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Primary Endpoint:. Overall Survival?

100+ J
90+
80+ '
X 1
= 70+ 1 24-mo rate (95% Cl)
0,
£ 60+ : 87'2o/° e Pts w/  Median, mo
e 180.8% (74.8-85.5) Event* (95% él)
& 50 HR 0.73 (95% CI, 0.49-1.07) :
it I Pembro Arm 8.3% NR
T 404 ' (NR-NR)
2 30+ i Placebo Arm  11.1% NR
o) ! (NR-NR)
20+ ! *42.9% information fraction®
L Median (range) follow-up: 17.9 mo (0.9-31.0) E
0 T T T T T T T i T T 1
0 3 6 9 12 15 18 21 24 27 30 33
No. at risk Time, months

529 496 456 405 351 294 223 151 67 10 1
531 498 449 402 339 278 214 139 62 12 0

oo

(4
e e THE POWER OF SHARED PURPOSE:  *Evaluated in all randomized participants. ®At this analysis, 103 of the 240 deaths expected at the final analysis had occurred.
Transforming Gynecologic Cancer Care Data cutoff date: January 9, 2023.

@ L




Summary and Conclusions

+ Pembrolizumab combined with chemoradiotherapy and then continued after chemoradiotherapy
provided statistically significant and clinically meaningful improvements in progression-free survival
versus chemoradiotherapy alone in patients with newly diagnosed, previously untreated, high-risk,
locally advanced cervical cancer

» Benefit generally consistent across all prespecified subgroups
+ High-quality radiotherapy delivery was ensured

+ At this first interim analysis, the estimate of effect on overall survival supports the progression-free
survival results

« Safety profile for pembrolizumab plus chemoradiotherapy was manageable and as expected

« These data support pembrolizumab plus chemoradiotherapy as a new standard of care for
patients with newly diagnosed, previously untreated, high-risk, locally advanced cervical
cancer

@ & >

o A'A e THE POWER OF SHARED PURPOSE: sGo
v ©
® ®

I'ransforming Gynecologic Cancer Care R R
ON WOMEN'S CANCER




Dakujem za pozornost
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