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“We are a community dedicated to leading and promoting the use of statistics within the healthcare industry for the benefit of patients.”

The views expressed are those of the 

presenter and should not be understood or 

quoted as being made on behalf of:

• Norwegian Medical Products Agency (NOMA) 

• The European Medicines Agency (EMA) or its scientific committees

• The HTAR Coordination Group (HTACG)
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“We are a community dedicated to leading and promoting the use of statistics within the healthcare industry for the benefit of patients.”

The ‘HTA position’ can be found here

Previous versions can be found here: https://www.eunethta.eu/jointhtawork/

D4.3.1 and D4.3.2 -> they form the basis for these revised versions, commissioned by the HTACG
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Why do we need ITC’s in the first place?

‘To assess the relative efficacy or effectiveness of a new 

intervention compared to one or more existing interventions 

(the comparators; e.g., the current standard treatment) in the 

presence of multiple sources of evidence, appropriate methods 

for evidence synthesis should be used.’
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The experiment, intervention and causality

• Real world = PICO

Relative Effectiveness (C/E)

➢ How does it work in clinical practice

➢ Patients as they come

➢ Many alternative treatments

• Clinical trial = Estimand

Efficacy (B/R)

➢ Does it work in experimental setting

➢ Population selected

➢ Placebo or a selected comparator



The translation, relative effectiveness, context

• Real world = PICO

Relative Effectiveness (C/E)

➢ How does it work in clinical practice

➢ Patients as they come

➢ Many alternative treatments

• Clinical trial = Estimand

Efficacy (B/R)

➢ Does it work in experimental setting

➢ Population selected

➢ Placebo or a selected comparator
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The what? …..The PICO
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The Estimand versus the PICO

• Estimand

– Describes the intention of the experiment

– Regulators assess the shown benefits, risks, then choose the 

appropriate wording in the indicating that describes the clinical setting 

in which the experiment was performed and to what extend it might be 

extrapolated/contextualised (setting, population, sub-groups etc / ICH 

E9)
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The Estimand versus the PICO

• PICO

– Describes the reality in which the drug will be used *

– HTA’s assess the match/mismatch between the evidence the 

experiment provides and the reality (setting, population, sub-groups 

and sub-populations, etc)

– Sub-populations can be post-baseline event driven (Responder/Non-

responder) groups, non-randomised with impact on 

treatment/reimbursement decisions.  

– Or they can be defined based on clinical practice (national) and might 

also be non-randomised (because not part of the protocol)

* we come back to this (policy PICO versus data driven PICO), types of HE decision frameworks and perspective
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The Estimand versus the PICO

• Estimand -> clearer in language (one Estimand with one set 

of properties, and yes ☺ the ICE)

• PICO more ambiguous (and potentially HTAb’s/decision 

makers are not aware of the fact that switching the 

perspective has some fundamental implication?)
– Population

– Intervention

– Comparator(s)

– Outcomes(s)
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What drives the PICO
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Which perspective are we talking about?
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https://www.eunethta.eu/wp-

content/uploads/2018/03/Methods_for_health_economic

_evaluations.pdf

Landscape of perspectives in 2015 -> 2025?
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https://www.eunethta.eu/wp-

content/uploads/2018/03/Methods_for_health_economic

_evaluations.pdf

Landscape of perspectives in 2015 -> 2025?
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The Philosophy / Methodology 
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The population-average perspective
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The ambiguous perpspective 
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Why do we need ITC’s in the first place?

‘Randomised controlled trials (RCTs), 

provided they are well designed and have 

low risk of bias, are the gold standard for 

informing estimates of treatment 

effectiveness and should be used for 

evidence synthesis when possible.’

But, in particularly in crowded, rapidly 

evolving treatment landscapes, RCT’s can’t 

reflect all potential treatment options.

➢ Indirect treatment comparisons are 

needed for contextualisation
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“We are a community dedicated to leading and promoting the use of statistics within the healthcare industry for the benefit of patients.”

What do we mean with ITC?

Start with what the HTA’s consider the definition of ITC:

‘….., we use the term indirect comparison as the broadest term to 

refer to any evidence synthesis incorporating indirect evidence, 

which therefore includes NMA, population-adjusted methods such 

as matching-adjusted indirect comparison (MAIC) and simulated 

treatment comparison (STC), and comparisons made in 

disconnected evidence networks.’
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Methodological Guideline for Quantitative Evidence 
Synthesis: Direct and Indirect Comparisons
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Practical Guideline for Quantitative Evidence Synthesis: 
Direct and Indirect Comparisons
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There are two PICO philosophies 
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The policy PICO

By principle, the scope of the assessment of an 

intervention should not be data driven, that is, the 

research questions should not be deduced from the 

available studies. Rather, an appropriate translation 

of national policy questions into research questions 

is performed during the planning stage of the 

assessment. This means that a particular research 

question (the PICO) is prespecified for a given 

assessment.

https://www.eunethta.eu/wp-content/uploads/2022/09/EUnetHTA-21-D4.2-practical-guideline-

on-scoping-process-v1.0.pdf
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The data driven PICO

Health Technology Developer (HTD) submits a 

dossier to HTAb’s with a request to assess the 

evidence in the context of what the HTD has 

identified as the supported PICO.
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The data driven PICO

The HTAb assesses: 

• Whether the submitted evidence has sufficient internal validity

• Whether the evidence allows assessment of relative effectiveness

• Whether the submitted evidence supports the HTDs PICO

• Whether the submitted PICO has relevance to national PICO(s)

PI
• PICO

• Describes the reality in which the drug will be used *

• CUA will use modelling to predict the impact the 
• introduction will have on a counterfactual future
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The data driven PICO

The HTAb assesses: 

• Whether the submitted evidence has sufficient internal validity

• Whether the evidence allows assessment of relative effectiveness

• Whether the submitted evidence supports the HTDs PICO

• Whether the submitted PICO has relevance to national PICO(s)

PI
• PICO

– Describes the reality in which the drug will be used *

– CUA will use modelling to predict the impact the 
introduction will have on a counterfactual future
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How PICOs look like (Pluvicto (lutetium (177Lu) vipivotide tetraxetan)

• Indication: Pluvicto in combination with androgen deprivation therapy 

(ADT) with or without androgen receptor (AR) pathway inhibition is 

indicated for the treatment of adult patients with progressive prostate-

specific membrane antigen (PSMA)-positive metastatic castration-resistant 

prostate cancer (mCRPC) who have been treated with AR pathway 

inhibition and taxane based chemotherapy.
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How PICOs look like (Pluvicto (lutetium (177Lu) vipivotide tetraxetan)
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How PICOs look like (Pluvicto (lutetium (177Lu) vipivotide tetraxetan)
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How PICOs look like (Pluvicto (lutetium (177Lu) vipivotide tetraxetan)
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How PICOs look like (Pluvicto (lutetium (177Lu) vipivotide tetraxetan)
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How PICOs look like (Pluvicto (lutetium (177Lu) vipivotide tetraxetan)
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How PICOs look like (Pluvicto (lutetium (177Lu) vipivotide tetraxetan)
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How PICOs look like (Pluvicto (lutetium (177Lu) vipivotide tetraxetan)
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“We are a community dedicated to leading and promoting the use of statistics within the healthcare industry for the benefit of patients.”

The good news, ITC’s are acceptable
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“We are a community dedicated to leading and promoting the use of statistics within the healthcare industry for the benefit of patients.”

The bad news, ITC’s are acceptable per PICO

‘Evidence networks for indirect comparisons determine which methods are potentially 

applicable and should be constructed systematically from the PICO question(s) to avoid 

bias. The resulting networks may differ depending on whether multiple comparators in 

the same population are considered separately (potentially resulting in different networks 

for each comparator) or simultaneously (resulting in a single network for all 

comparators)’

Most likely the expectation is that JCA submission should therefore generally include 

both 

- an evidence synthesis in the ‘population-level’ network, including all comparators 

defined by the PICOs that form a connected network with the intervention, and 

- evidence synthesis in each individual ‘comparator-level’ network, if these differ from the 

population-level network
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The bad news, ITC’s are acceptable ‘per HTAB’
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The bad news, ITC’s are acceptable ‘per HTAB’
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M: the regulatory, HTA and coverage body functions are performed by separate agencies.

S: the regulatory and HTA functions are performed by a single agency and the coverage body functions are independent.

P: the HTA and coverage body functions are performed by a single agency with the regulatory function performed independently.

F: the regulatory, HTA and coverage body functions are all performed within a single agency.

E: no HTA is performed within the national regulatory to reimbursement system.

C: the therapeutic value is assessed prior 

to independent appraisal.

I: the therapeutic value assessment is 

conducted within the same agency as 

Economic evaluation, but the appraisal is 

performed independently, usually by 

health professionals rather than civil 

servants.

A: the therapeutic value assessment, 

economic evaluation and appraisal are 

performed within the same agency.

X: the appraisal is conducted using 

information from an external HTA report 

or by considering the coverage decisions 

of reference countries.
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Why is it bad news?
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Time is of the essence
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Time is of the essence
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Relative effectiveness, the elephant....

43

As long as you need
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Relative effectiveness, the elephant....
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