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EMBRACE III – Promise
Prospective Real-wOrld MRI baSed treatmEnt



Background and Rationale
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• Role of MR-IGABT

• Diversification of treatment

• Lack of knowledge

• ESGO-ESTRO-ESP guideline – update 2023



Role of MR-IGABT
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PRO: CON:

MR-IGABT is…

• too complex

• only possible in selected expert centers

• not reproducible

NEED: Strengthen the role of MR-IGABT



Diversification of treatment
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EMBRACE II INTERLACE KEYNOTE A18

Publication planned for 2025 Published Published

NEED: systematic data assessment for comparability and risk factor analysis



Lack of knowledge in „real-world setting“
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NEED: for data collection to increase evidence

EMBRACE I EMBRACE II Patientsnot recruited for EMBRACE

• Rare histologies

• Alternative 

radiotherapy

schedules

• Elderly/frail patients



ESTRO-ESGO-ESP guideline – update 2023
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Cibula D et al. Int J Gynecol Cancer 2023 Cibula D et al. Radiother Oncol 2023 Cibula D et al. Virchows Arch 2023 

…

…



Overall aim
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To comprehensively collect and analyze patterns of care, treatment data, and outcome for 
patients with malignances of the uterine cervix receiving definitive chemo-radiation and 
MR-IGABT in real-world setting

Standard cohort Non-standard cohort

= Definitive chemo-radiation and MR-IGABT according to
the ESGO-ESTRO-ESP guidelines (update 2023) for
primary SQ, Adeno- and Adenosquamous carcinoma of
the uterine cervix in curative intention

= Definitive treatment in terms of combination of
external beam radiotherapy (+/- chemotherapy) and
MR-IGABT for all patients outside the standard arm (=
e.g elderly or frail patients treated with deviating
radiotherapy schedules (e.g. hypofractionation) or
patients with rare histologies)

Evi Guide

optional Standard cohort + additional 
systemic treatment

= Definitive chemo-radiation and MR-IGABT + additional systemic
treatment (e.g. INTERLACE, KEYNOTE A18) for primary SQ, Adeno- and
Adenosquamous carcinoma of the uterine cervix in curative intention



Study design

8

prospective non-interventional observational multi-arm cohort study

• Standard cohort (chemoradiation + MR-IGABT): Phase IV study

• Standard cohort + additional systemic treatment: explorative observational hypothesis-generating study

• Non standard cohort: explorative observational hypothesis-generating study



Endpoints
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• Progression-free survival

• Overall survival

• Local control

• Nodal control

• Systemiccontrol

• Second malignancy

• Late side effects ≥ G3

- gastrointestinal

- genito-urinary

- vaginal

- muscolo-skeletal

- hematologic/immunotherapy-related

• Quality of life (optional)



Selected examplary specific aims
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• to collect “real-world data” on MR-IGABT

• to analyze clinical outcome and safety of MR-IGABT under “real-world conditions”

• to assess patterns of care in locally advanced cervical cancer undergoing definitive 

chemoradiation and monitor the introduction of new systemic treatment modalities

• to compare and analyze outcome of new systemic treatment modalities



Hypotheses – Performance of treatment
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derived from E-I, E-II, Interlace, Keynote A-18, Aarhus RW data

Standard cohort / Standard cohort + additional systemic treatment

- EBRT completed as planned in >95% 

- BT performed in >90%

- Concomitant chemotherapy initiated in >75% and >= 4 cycles in >70%

- All EMBRACE II hard constraints for CTV and OARs fulfilled in 80%



Hypotheses – outcome
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derived from E-I, E-II, Interlace, Keynote A-18, Aarhus RW data

Standard cohort

• 3-year local control >90%

• Rate of ≥G4 late side effects: <3% 

• No difference between E-II centers and non-E-II centers

• No difference between predicted outcome based on TCP/NTCP models and 

actual outcome 

• 3-year PFS >70% for a cohort comparable to the EMBRACE II study

• 3-year OS >75% for a cohort comparable to the EMBRACE II study



Hypotheses – outcome
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derived from E-I, E-II, Interlace, Keynote A-18, Aarhus RW data

Standard cohort plus additional systemic treatment (Interlace-like)

• 3-year PFS >80% for a cohort comparable to the Interlace study

• 3-year OS > 85% for a cohort comparable to the Interlace study

Standard cohort plus additional systemic treatment (Keynote-like)

• 3-year PFS >70% for a cohort comparable to the Keynote study

• 3-year OS >75% for a cohort comparable to the Keynote study



Hypotheses – non standard cohort
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No specific hypothesis - > observational registry



Sample size calculation
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No concrete sample size calculation due to observational study design

- aim for ~1500 patients in standard cohorts for comparability to E-I, E-II

- ~340 patients treated with neoadjuvant chemotherapy (Interlace-like)

- ~560 patients treated with additional immunotherapy (Keynote-like)

- no aims for non-standard cohort



Inclusion criteria
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• Biopsy showing any primary malignant tumor of the uterine cervix
• Treatment in curative intent with combination of external beam radiotherapy (+/- chemotherapy) and MR-

IGABT
• MRI of pelvis at diagnosis is performed 
• MRI, CT or PET-CT of the retroperitoneal space and abdomen at diagnosis is performed
• MRI with the applicator in place at the time of (first) BT will be performed
• Para-aortic metastatic nodes below L1-L2 are allowed 
• Patient informed consent

Inclusion criteria for standardcohort = EMBRACE II

Inclusion criteria for all otherpatients

- Performance of EBRT, CHT and MR-IGABT does not need to be in the same institution

- Patient inclusion can be also at MR-IGABT, if baseline parameters are available

- Patient inclusion should be as consecutiveas possible



Treatment
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Basis for EBRT + MR-IGABT = ESGO-ESTRO-ESP guideline + EMBRACE II protocol

Considerations/clarifications (optional):

1. Risk adapted target volume selection for EBRT

2. Lymph node boost

3. Chemotherapy including NACT

4. Brachytherapy target volume definition (NACT)

5. Risk adapted brachytherapy dose prescription

6. Intraoperative TRUS guidance

7. Dwell time optimization

8. Vaginal dose de-escalation

9. Morbidity managementand supportive measures in Follow-up



Conclusion
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New Study Protocol and Tools

• Addressing Hot Topics & Unmet Needs
• Protocol circulated to interested centers
• Open for feedback and adaptation

• No Dummy Run or Prior Training Required

• Enhanced Software & Website
• Reduces workload and streamlines documentation
• Provides current evidence for MR-IGABT
• Includes QA and data monitoring tools

• Access to Structured Data
• Centers can access their own data anytime

• For clinical quality assurance
• For research purposes
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Thank you
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