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RWE—Where are we now?
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Rationale & Objective for Matched comparative data in NTRK gene 

fusion cancer in key tumor types

/// VITRAKVI MACS /// Feb 2021

Objective

To generate comparative data / historical External Control Arm

Rationale

RWE conducted two studies comparing patients with NTRK gene fusions who had not received TRK inhibitors vs 

patients without NTRK gene fusions to evaluate the prognostic impact of NTRK gene fusion.  Results indicated a 

numerically higher risk of death in patients with NTRK gene fusions. These studies were not designed for 

comparative purposes.

ComparatiVe effectIveness study of real world ConTrOl of TRK positive cancer with patients from 

larotrectinib (Vitrakvi) clinical tRIAls

Victoria Study

https://clinicaltrials.gov//show/NCT05192642

https://clinicaltrials.gov/ct2/show/NCT05192642


NTRK+ patient identification requires data aggregation across several secondary data sources

Situation for Generating Comparative Data
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It is difficult to find sufficient  

number of NTRK+ patients to 

allow for matching and outcome 

analysis across key tumor types

NTRK+ patient numbers drop 

dramatically when fusion is 

confirmed 

No single data source contains 

enough patients in any tumor type

Pooling patient-level EMR/chart 

data available for purchase / 

partnering must still be 

supplemented with Bayer-

sponsored chart review

The potential for global chart 

review was assessed via survey 

to 14 countries and 800+ sites.  

Patients from the US 

commercial sources are 

lacking.  

Several Bayer-sponsored 

observational studies 

underway/planned to further 

supplement the pooled data 

source with US patients

These studies are being designed to 

address different research questions



Proposed Data Aggregation for External Control Arm
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One protocol, eCRF, common data model

Global Bayer-

sponsored site-

based chart review

Global site 

survey to identify 

NTRK+ patients

Data 

aggregation 

of NTRK+ 

patients

Analysis

Match on minimum variable set

Cohort balancing

Endpoint analysis



Study Design
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• NTRK fusion +

• Advanced or 

metastatic 

disease 

• Adults

Larotrecinib trial patients

Soft tissue 

sarcoma
Thyroid Salivary Lung 

NTRK+ patients receiving SOC

pooled across RWD sources

CRC

Primary 

endpoint: OS

Cohort 

balance 

using 

estimated 

propensity 

scores via 

match or 

weighting

Soft tissue 

sarcoma
Thyroid Salivary Lung CRC 



Potential Issues We Have to Consider with RW studies
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✓ Designing a study that will meet multiple stakeholder needs

✓ Assess value of growing quality demands 

✓ Balancing biases

✓ Internal education—RW studies are different from RCTs

✓ Contracting for all RWD sources

✓ Site review times

✓ Overall timelines

✓ Different definitions for study variables across pooled datasets 

✓ Variable completeness 


