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What is the TTF?

Why use the TTF?
Supports causal questions that cannot be addressed through RCTs

•	Real‑world evidence (RWE) is increasingly 
shaping healthcare decisions, but generating 
trustworthy findings for decision-makers 
requires treating RWE research as if it were 
an experimental design. 

•	The target trial framework (TTF) provides 
a structured approach to observational 
studies.

•	The TTF applies the design principles 
from randomized trials to the analysis of 
observational data - helping frame the right 
causal question, pre-specify study design 
and its operationalization explicitly, and 
consequently produce evidence that meets 
clinical and regulatory standards1.

... the target trial is not an idealized randomized trial that the investigators would design and 
conduct in the absence of constraints. Rather, the target trial is a randomized trial that can be 

reasonably emulated with the available observational data2

When applied correctly, the TTF helps minimize design biases and builds trust in the 
growing number of studies using observational data. 

Transparent reporting of RWE research is critical and benefits from recently published 
guidelines. The Transparent Reporting of Observational Studies Emulating a Target 
Trial (TARGET) guideline provides structured recommendations to help authors report 
RWE studies transparently, strengthening peer review and supporting clinicians, 
researchers, and decision‑makers in understanding and using the findings1.

Reduces common design 
biases and enhances 

reproducibility

Improves transparency 
through pre-
specification

Builds clinician and 
decision-maker 

confidence  
in RWE

Leverages more 
representative 

 data 

Uses existing observational data sources, such as 
electronic health records, claims, and registries. 
These cover real-world populations often differ 
from trial populations), which enables evaluation 
of treatment effectiveness.

Requires upfront specification of the causal question 
to support transparent and reliable causal inference. 
Encourages early planning of the protocol and emulation 
strategy, helping researchers identify potential sources 
of bias and apply appropriate methods to address them.

Promotes structured eligibility criteria and 
alignment of time zero to minimize design biases. 
Supports clear specification of design elements 
and assumptions, making studies easier to 
evaluate, interpret, and replicate.

Leverages terminology and structure of trials and 
applies them to observational studies, helping 
clinicians interpret RWE with greater clarity and 
trust. Pre-specifies design and analyses in a way 
valued by regulators, HTA bodies, and payers who 
increasingly recognize the importance of structured 
approaches like TTF.

How can the TTF support the use of RWD in product development?

How to strategically apply the TTF

Understand  
what  the TTF is, 

and  what 
 it is not

Assess your 
 current RWE  

strategy

Bring in 
 clinical input 

early

Avoid 
fragmenting 

design and data 
decisions

Define your 
trial elements 

explicitly

Engage 
proactively 

with regulators 
and HTA bodies

The TTF is a design 
framework, not a study type 
or method, that structures 

observational research by pre-
specifying causal questions 

and trial-like elements.

Start by asking: what 
randomized trial would 

clinicians or decision-makers 
want to see, and where are the 
gaps in existing RCT evidence? 

Use these insights to define 
a credible, decision-relevant 

causal question for your  
target trial.

Clearly specify your  
eligibility criteria, treatment 
strategies, time zero, follow-

up period, outcomes, and 
estimand. Pre-register  

your protocol or make it  
publicly available to  

improve transparency  
and reproducibility.

Evaluate how your  
current or past RWE efforts 
align with the principles of 

the TTF. Identify gaps in study 
design, data readiness,  

and cross-functional  
collaboration that may need to 

be  addressed to apply the  
framework effectively.

Design and data source 
decisions must be made in 

parallel, not in isolation. The 
TTF requires integrated 

thinking, which depends on 
early planning, realistic trade-

offs, and alignment across 
clinical, methodological, and 

operational teams.

Early discussion of your 
TTF approach helps align 

expectations and build 
confidence in your evidence. 

Sharing your rationale and 
protocol before conducting 

the study demonstrates a 
commitment to scientific rigor 
and helps ensure your RWE is 

decision-relevant.
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The most impactful contribution of the TTF is reducing the 
ambiguity of causal questions because we cannot provide valid 

answers if we do not know what the question is2.

Disclosure: This infographic has been created as part of the Evidence Insights feature “From trials to reality: 
understanding the target trial framework in evidence generation” in association with Adigens Health
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The TTF supports evidence generation across the product lifecycle, from development to post-launch, 
with applications including informing single-arm trial design through external control groups, supporting 
post-marketing safety commitments using external comparators, and enabling comparative effectiveness 
analyses via indirect treatment comparisons. 

A methodological framework for causal inference from observational data, which applies the design 
principles of randomized trials.
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Specify the causal 
question of interest

Specify the appropriate 
RWD sources

$

Health insurance 
claims

Pharmacy data
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Specify the protocol 
of the hypothetical 

randomized trial that 
would answer the causal 

question of interest  
(the target trial)
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Emulate the 
target trial using 

observational data
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