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Results of EMBRACE-I

EXCELLENT LOCAL CONTROL BUT..
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Intensified treatment for locally advanced

cervical cancer

* CRT + Adjuvant Chemotherapy?

SOC: CONCURRENT ADDITIONAL BENEFIT FROM
CHEMORADIATION FOR ADJUVANT CHEMOTHERAPY
CERVICAL CANCER
NCI clinical Major Meta- Systematic review Success of OUTBACK
announcement analyses adjuvant GP #2
W
1999 2001- 2008 2011 2023

2005



OUTBACK trial (ASCO 2021)

Stratified (LN, stage, age, site) Adjuvant CT
Concurrent CRT* Carboplatin AUCS5 +
(n=461; n =456 Paclitaxel 155 mg/m?
Locally advanced in survival Q3W x 4 cycles
cervical cancer (n=2361)
(N = 926) Concurrent CRT*
(n=465; n =463
in survival
IB1 + LN, IB2, II-IVA
(FIGO 2008)
; ECOG PS5 0-2 *40-45 Gy XRT + LN boost + brachytherapy

cisplatin 40 mg/m? weekly during XRT.



OUTBACK: OS and PFS

PFS
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What’s NEXT?

CONCURRENT
CHEMORADIATION REMAINS
THE STANDARD OF CARE!

ADDITIONAL BENEFIT FROM
ADJUVANT CHEMOTHERAPY?

SOC: CONCURRENT

CHEMORADIATION FOR
CERVICAL CANCER
NCI clinical Major Meta- Failure of
announcement analyses adjuvant TC #4 .
1999 2001- 2023

2005



CALLA trial

CCRT with platinum

+ Durvalumab 1.5mg, 24 mo

IB2-11B, N+ or
HTA-IVA
N=714

CCRT with platinum
+ Placebo, 24 mo

NO SIGNIFICANT DIFFERENCE IN PFS

— Dwrvalumab plus chemoradiotherapy
— Placebo plus chemoradiotherapy

Hazard ratio (95% Cl): 0-84 (0-65-1.08), p=0-17

v Primary endpoint: PFS :
v' Secondary endpoint: OS, ORR, CR £ ol
v Exploratory endpoint: ctDNA, mR 'g ;
o L]
Mumber at risk

(number censored)
Durvalumab plus chemoradiotherapy 385
(0)
Flacebo plus chemoradiotherapy 385
(0)

3 & 9 12 15 18 | 24 ol 30 33
Time from randomisation (months)
363 330 204 270 215 163 110 43 11 1 0
@ @@ @ @ @) (1§ (65 (230 (262 (7Y (73
368 318 282 57 203 146 109 49 14 2 0
(12) (18) (22) (30} (BE) (117) (150} {209) (243) {255) (257)
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INTERLACE trial

Key eligibility criteria

* Newly diagnosed histologically
confirmed FIGO (2008) stages IB1
node+,IB2, Il, 1lIB, IVA squamous,
adeno, adenosquamous cervical
cancer

* No nodes ahove 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 5 years

Stratified by

* Site

* Stage

* Nodal status

* 3D-Conformal v
IMRT EBRT

* Tumour size

* SCC v other

Primary endpoints

* PFS
+0S

Secondary endpoints

* Adverse events

* Pattern of relapse

*QOL

* Time to subsequent
treatment




INTERLACE trial-Results (PFS)

INTERLACE Progression-Free Survival (median FU 64m)
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Induction
CRT alone
Chemo + CRT
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25 (n=250)
3yr PFS 75% 72%
0- 5yr PFS 73% 64%

0 12 24 36 48 60 72 84 96 108 120
Time since randomisation (months)

Number at risk

CRTalone 250 205 157 140 10 88 63 36 16 5 1
Induction(ihgré? 250 220 178 152 132 105 72 40 19 8 1



INTERLACE trial-Results (OS)

INTERLACE Overall Survival (median FU 64m)
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Discussion 1 SNUH®

1. Both arms are well balanced given the nature of the
disease characteristics.

However, details regarding radiation therapy are needed
for an accurate assessment (e.g. RT QA).



INTERLACE trial-Adherence

. , Adherence to Radiation
Adherence to Cisplatin

CRT alone Induction Chemo + CRT
(n=250) (n=250)
CRT alone IC+CRT
(n=250) (n=250) No. of patients (%)
No. of patients (%) Received external beam radiotherapy 231(92) 242 (97)
Completed 5 weekly cycles 197 (79) 169 (68) LT 93 (40) 102 (42)
Completed at least 4 cycles 224 (90) 212 (85) 3D conformal 138 (60) 140 (58)
Main reasons for <5 cycles: .
Ad tsleading to di 33(13 68 (27 Received brachytherapy 223 (97) 238 (98)
verse eventsieading to di (13) (27) 2D point A 49(22) 46 (19)
scontinuation:
3D point A 106 (48) 120 (51)
Haematological 4 34 3D HRCTV D90 68 (30) 72 (30)
Non-haematological 25 20
Both 4 14 = .
Median overall treatment time days (range) 45 (37-88) 45 (36-70)
LULED 2008 L2113 % completing treatment within 56 days 95% 96%

19 patients (8%) did not received EBRT in CRT group.



Discussion 2 SNUH®

2. The delay before starting CCRT is detrimental, possibly
because disease progression might occur during NAC,, or
because NAC compromised the delivery of CCRT.
—2”What is the best treatment regimen?”



CIRCE trial, A phase Il study

CDDP 50 mg/m? D1 +
GEM 1g/m? D1, 8 #3
<3-4 weeks of break>
I1B to IVA or N+ + CCRT with CDDP 40mg/m?

Cervical ca The addition of NAC is possibly
=107 inferior to CRT alone.

CCRT with CDDP 40mg/m?

. . 1.00 4 4
v - Q. —— NAC 1.00 — NAC
Primary endpoint: 3-yr PFS 0.90 oor 0.90 ] ot
v" Secondary endpoint: CRR, 3yr LR/OS, = 0804 = 0.80-
E 0.70 4 .2 0.70 1
safety, QoL € 060 £ 060.
[ =N
© 0.50 S 050+ —
= 0.40] L B B S 0.40 4
E 0.30 3 0.20 -
('
0.20 R, 1.84 (95% CI, 1.04 to 3.26) 0.20 1 HR, 2.79 (95% CI, 1.29 to 6.01)
0.10{ p=.033 (log-rank test) 0.10 1 P=.006 (log-rank test)
] 6 12 18 24 30 36 42 48 B4 60 66 72 0 6 12 18 24 30 36 42 48 54 60 66 72
Time (months) Time (months)
Mo. at risk: Mo. at risk:
NAC 55 53 39 30 25 18 15 13 11 8 4 3 1 NAC §5 55 49 42 35 29 25 20 15 11 6 3 1
CRT 52 50 44 39 32 21 18 16 12 9 5 2 0 CRT 52 51 49 46 39 29 26 22 16 12 6 3 1

JCO 2019;37:3124
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