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Results of EMBRACE-I

5-yr overall survival

IIB     78%
IIIA    76%
IIIB    64%
IVA    52%

Lancet Oncol 2021;22:538

EXCELLENT LOCAL CONTROL BUT..



Intensified treatment for locally advanced 
cervical cancer
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OUTBACK

• CRT + Adjuvant Chemotherapy?



OUTBACK trial (ASCO 2021)

IB1 + LN, IB2, II-IVA
(FIGO 2008)

; ECOG PS 0-2

Concurrent CRT*
(n = 461; n = 456 

in survival 
analyses)

Concurrent CRT*
(n = 465; n = 463 

in survival 
analyses).

Stratified (LN, stage, age, site)

Carboplatin AUC 5 +
Paclitaxel 155 mg/m2

Q3W x 4 cycles
(n = 361)

*40-45 Gy XRT + LN boost  + brachytherapy 
cisplatin 40 mg/m2 weekly during XRT.

Adjuvant CT

Locally advanced 
cervical cancer 

(N = 926)



OUTBACK: OS and PFS
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Mos From Randomization

OS PFS

Patients at Risk, n

CRT Alone CRT + ACT

5-yr OS, % 71 72

HR (95% CI) 0.90 (0.70-1.17; P = .8)

CRT Alone CRT + ACT

5-yr PFS, % 61 63

HR (95% CI) 0.86 (0.69-1.07; P = .6)
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▪ Treatment effects consistent across 
subgroups except for those aged < vs ≥60 yr



What’s NEXT?

NCI clinical 
announcement

1999

SOC: CONCURRENT 
CHEMORADIATION FOR 
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2005

Major Meta-
analyses

ADDITIONAL BENEFIT FROM 
ADJUVANT CHEMOTHERAPY?

2023

Failure of 
adjuvant TC #4

CONCURRENT 
CHEMORADIATION REMAINS 

THE STANDARD OF CARE!



CALLA trial

✓ Primary endpoint: PFS
✓ Secondary endpoint: OS, ORR, CR rate, HRQoL…
✓ Exploratory endpoint: ctDNA, mRNA sig, TMB..

IB2-IIB, N+ or
IIIA-IVA
N=714
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CCRT with platinum
+ Durvalumab 1.5mg, 24 mo

CCRT with platinum
+ Placebo, 24 mo

NO SIGNIFICANT DIFFERENCE IN PFS

Lancet Oncol 2023;24:1334



INTERLACE trial



INTERLACE trial-Results (PFS)



INTERLACE trial-Results (OS)



Discussion 1

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

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



Discussion 2

2. The delay before starting CCRT is detrimental, possibly 

because disease progression might occur during NAC., or 

because NAC compromised the delivery of CCRT.

→”What is the best treatment regimen?”



CIRCE trial, A phase II study

✓ Primary endpoint: 3-yr  PFS
✓ Secondary endpoint: CRR, 3yr LR/OS, 

safety, QoL

IIB to IVA or N+ 
Cervical ca
N=107
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CDDP 50 mg/m2 D1 +      
GEM 1g/m2 D1, 8  #3 
<3-4 weeks of break>
+ CCRT with CDDP 40mg/m2

CCRT with CDDP 40mg/m2

The addition of NAC is possibly 
inferior to CRT alone.

JCO 2019;37:3124
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