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Additional file 3 — Extended model for assessing heterogeneity of treatment effect722

To explore the impact of a pre-treatment covariate on the CCP effect, we developed another extension to model (3)723

for investigating the interaction between treatment and a categorical pre-treatment covariate, which S denotes. In724

this model, an indicator variable dkis that equals 1 if the covariate S for the ith patient in the kth RCT falls in725

stratum s, and is 0 otherwise.726

The model with the interaction between treatment and a pre-specified covariate S is as follows:

logit (P (Yki ≥ y)) = τyk + βXki + Aki

(
δkc + γ(ks)cdkis

)
τyk ∼ Normal (µ = 0, σ = στ )

β ∼ Normal
(
µ = 0,Σ = σ

2
βIp×p

)
δkc ∼ Normal (µ = δc, σ = η) , c ∈ (1, . . . , C)

η ∼ Cauchy (µ = 0, σ = ση)

δc ∼ Normal (µ = −∆co, σ = η0)

η0 ∼ Cauchy
(
µ = 0, σ = ση0

)
−∆co ∼ Normal (µ = 0, σ = σ∆co )

γ(ks)c ∼ Normal (µ = γcs, σ = ζ) , s ∈ (1, . . . , S)

ζ ∼ Cauchy (µ = 0, σ = σζ)

γcs ∼ Normal (µ = −Γs, σ = ζ0)

ζ0 ∼ Cauchy
(
µ = 0, σ = σζ0

)
−Γs ∼ Normal (µ = 0, σ = σΓs ) .

(A2)

The extended model includes RCT-specific control treatment by covariate interaction parameter γ(ks)c . γ(ks)c are727

assumed to be centered around a control-type mean γcs. In turn, the γcs’s are centered around −Γs, the overall728

“control effect” modification across RCTs.729

The pooled effect of CCP (measured by logOR) across all RCTs for all patients is still ∆co, where as the pooled730

effect for patients with covariate S = s will be ∆s = ∆co + Γs.731




