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LACC and Survival 2018

• 1999- NCI announcement---incorporation of CHEMO—30-50% 
reduction in risk of dying 

• Meta-analysis 2008-----CRT improved outcome 5yr OS 66% ( RT 60%)

• Advances in Radiotherapy—esp Brachytherapy -RetroEMBRACE
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RetroEMBRACE

• Retrospective study 12 
institutions

• 91% treated 3D 
conformal EXBRT & 
IGABT
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RetroEMBRACE- outcome

5yr OS 65%
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Additional Chemotherapy in front line setting

• Intensification CRT 1 (Gem/Cispl) & adjuvant chemo ( GC x 2)   

- 9% improvement PFS at 3 years ( 65%          74% )

- significant toxicity  & no OS data

• OUTBACK 2 –CRT v CRT + 4 cycles adjuvant Carbo/Paclitaxel

- recently completed accrual 

- 915 patients/ 325 sites 

Role of additional chemotherapy remains to be defined
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Neoadjuvant (induction) chemotherapy & RT

c

• >1000 Pts in 18 published studies

• Small numbers/ plethora regimens 
/most failed to show a benefit

• Suggestion of benefit with short 
cycle schedules….
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• 82 pts-FIGO IB-IIB retrospective 
evaluation of 2 cohorts

• 31 NACT then SLNB + Rad surgery

• 51 SLNB then NACT

• 3 cycles short cycle (10-12d) platinum 
based chemo

• Nodal status & NACT

- Macroscopic nodal mets less freq 
seen in pts given NACT

- NACT appears to be even more 
effective at eliminating low volume 
nodal mets (micro/ITC) Gynaecologic Cancer Intergroup
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Induction chemo- new approach

• Reduce cycle length --- weekly treatment

• Incorporate taxane and retain platinum

• Eliminate delay between chemotherapy and definitive CRT

• Balance need for systemic treatment with tolerability  and  ease of 
delivery without significantly delaying definitive treatment.
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Why weekly induction treatment ?   

• Dose dense schedules- may

reduce tumour volume

control micrometastatic disease

overcome accelerated repopulation                     

impact on survival

• Greater dose intensity (v q 3-weekly)

• Well tolerated in other patient populations 
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CX II - phase 2 single arm feasibility study

Weekly Paclitaxel (80mg/m2)

&                                               Weeks 1-6

Carboplatin (AUC2)   

Radical  ChemoRT weeks 7-13        

(cisplatin 40 mg/m2)                      
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CX2 – Demographics

• 46 pts from 3 centres

• Most IIB/IIIB

• 72% SCC 

• 5 pts with positive PA nodes on 
imaging
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CX2- Compliance & Toxicity

Compliance

• 80% completed all 6 cycles NACT

• 78% completed 4-6 cycles 
cisplatin

• 98% (45/46) had radiotherapy

• 4/5 pts with PALN received EFRT

Toxicity

CX2 : G3 neutropenia during CRT 35% 

Rose et al 1999 :
46% ( C/5FU/H) ,23% (C)

Duenas-Gonzalez 2011
51%(G/C)
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CX2- Response assessed by MRI

• 69% PR/CR to NACT at end week 6

• 85% RR at 12/52 post CRT 
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Progression free and Overall survival  

68% 67%

Br J Cancer 2013 ,108

• 69% PR/CR to NACT at end wk6

• 85% RR at 12/52 post CRT 
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➢Dose –dense chemo delivered 
before CRT is feasible

➢Toxicity is manageable

➢Patients completed RT on time

➢No evidence of detrimental 
effect on outcome

c

Gynaecologic Cancer Intergroup
Cervix Cancer Research Network



Randomise

Carboplatin AUC2 & 
Paclitaxel 80mg/m2

Weeks 1-6

Weeks 7 – 13
Standard CRT

Standard CRT

Follow-up
3 monthly for 2 years; 6 monthly  for 3 years

Prospective RTQA
IMRT  & IGABT PERMITTED 
Overall treatment time </=50 days
Min EQD2 dose 78Gy Point A
Weekly cisplatin 40mg/m2 x 5 weeks

INTERLACE
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INTERLACE

Inclusion criteria

• FIGO 1b1 node positive

• FIGO Ib2- IVa

• SCC, Adeno, Adenosq

• Adequate renal/ liver/BM 

• Documented HIV neg (high risk 
countries)

Exclusion criteria

• Involvement of lower 1/3 vagina

• Previous pelvic malignancy

• Prior history Crohn’s/ UC

• Hydronephrosis-unless relieved 
by stenting/ nephrostomy 
except if non functioning kidney

• Enlarged (>15mm CT/MRI) 
lymph nodes above aortic 
bifurcation
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Stratification

• FIGO stage

• Node status – positive / negative

• Squamous v non squamous histology

• Tumour Volume

• Institution

• IMRT   V    no IMRT
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Statistics

• 80%  power to detect a 10% difference (HR 0.70)  in OS  (60% to 70% )

• Recruitment target 630 
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Recruitment update

• 29 centres UK &   Mexico City / Italy

• 290/630 recruited

• 56 (20 %) from INCAN Mexico

• Funding for another  2 years ( end of 2019)
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Challenges at home

• Cervical cancer rare in UK & western Europe

• Expectations of target population are perhaps lower than those of 
women with say breast cancer

• Extension of overall treatment time – impacts on income/ travel costs

• Implementation of RTQA program

• Balancing competing priorities- standard of care v clinical trial
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Obstacles abroad

Personnel

Drugs

RT facilities
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INTERLACE

Contacts:

Chief Investigator – Dr Mary McCormack 
mary.mccormack2@nhs.net

RTQA – Patty Diez- patricia.diez@nhs.net

General Enquiries – ctc.interlace@ucl.ac.uk
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Thank You
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