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“ M e a n i n g f u l  s c o r e  d i f f e r e n c e ”  ( M S D )
how much a COA score must change for the change to 

ma�er to a pa�ent. 

We will use "MSD" as an umbrella term here.

“ V i g n e t t e ”
a hypothe�cal pa�ent described before and a"er a change; 

respondents judge whether the change in a pair is meaningful.



What is the usual route, and is it consistent?
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ANCHOR-BASED

Uses a pa�ents own global assessment of 

change to infer meaningfulness.

DISTRIBUTION-BASED

Infer lower bound of meaningful range from the 

sta�s�cal spread of scores in the sample.

Terwee (2021): es�mates spanned 0.1 to 12.7 T-score points on a shared metric (31 studies), almost as wide within a single measure. 

So, the number depends on how it’s derived.



When the usual route is closed – vigne�es as a supplement
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Vigne�es are o4ered as “other approaches” (FDA, 2023) to “supplement” anchor-based methods (Terwee, 2021).

Does a methodology for this exist?

F D A  ·  P F D D  G U I D A N C E  4  ( 2 0 2 3 )

“O�en, MSD is determined based on what pa�ents would regard as a clinically 

meaningful within-pa�ent change, but other approaches might also be 

appropriate (e.g., those based on the pa�ent’s percep�on of the di�erences 

between hypothe�cal vigne es represen�ng di�erent degrees of symptom 

severity or func�oning).”

TERWEE (2021)

“We recommend to use the predic�ve modeling method, possibly 

supplemented with the vigne e-based method, in future MIC 

studies.”



A targeted review to see if a standard method exists

PubMed, 1996-2026, using COSMIN-informed terms across three concept blocks. 

Full-text screening kept 16 studies in the results (vigne�es on a COA score)

Single database (PubMed) - a fuller review is s�ll needed.
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The method groups
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Finding 1: one term, di4erent targets

“Meaningful score di4erence (MSD)” is used for three di4erent targets across the 16 studies. 

One method can target more than one.

So the "rst ques�on is “which target?”, not “how many points?”
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Finding 2: vigne�e and quan�ta�ve anchor-based es�mates diverge

O"en higher, some�mes aligned, occasionally lower; no study explains why.

Both can’t be compared; they use di4erent study designs. 

Vigne�e methods are o"en used in situa�ons where anchor-based approaches were not feasible. 

The "eld needs a vigne e vs quan�ta�ve anchor-based es�mates valida�on study.SeeingTheta



Gaps - 4 themes in a young Celd

1
No shared terminology

of what counts as a vigne�e - an IRT score proCle and a 

clinical case descrip�on carry the same name.

2
The target is o@en unclear

“meaningful di4erence” - but in what? 

3
No quality standard

speciCc to these methods - COSMIN does not grade 

interpretability as a property.

4
S#ll early days

a new approach, limited use so far - 16 studies, mostly 

PROMIS rheumatology and rare diseases; the Celd is s�ll 

learning.
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What can we borrow from health economics?
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TAKE: the machinery:  construc�on conven�ons · validated elicita�on tasks · 

consistency checks

KEEP: our constraints  value a change within a person · higher regulatory bar 

· pa�ents who live with the condi�on (small samples, ~100 even in a 

quan�ta�ve study)



Where the Celd might go

A few direc�ons for the )eld to adopt together.

01
Agree shared terminology

for vigne�e methods and their targets.

02
State the target up front

say what “meaningful” means before es�ma�ng it.

03
Borrow the health-economics toolkit

for construc�ng and valuing hypothe�cal states.

04
A direct comparison

vigne�e vs quan�ta�ve anchor-based es�mates on the same data would help the Celd adopt these methods with conCdence.
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Thank you.
C O N T A C T

Kacylia Pistoia  
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kacylia@seeingtheta.com
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