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TIMING OF THE INTERIM ANALYSIS

• Based on information fraction (IF), determined by equivalent sample size (EqSS)

𝑰𝑭 =
𝑖𝑛𝑡𝑒𝑟𝑖𝑚 𝑖𝑛𝑓𝑜𝑟𝑚𝑎𝑡𝑖𝑜𝑛

𝑓𝑖𝑛𝑎𝑙 𝑖𝑛𝑓𝑜𝑟𝑚𝑎𝑡𝑖𝑜𝑛
=

𝑖𝑛𝑡𝑒𝑟𝑖𝑚 𝐸𝑞𝑆𝑆
𝜎2

𝑓𝑖𝑛𝑎𝑙 𝐸𝑞𝑆𝑆
𝜎2

=
𝒊𝒏𝒕𝒆𝒓𝒊𝒎 𝑬𝒒𝑺𝑺

𝒇𝒊𝒏𝒂𝒍 𝑬𝒒𝑺𝑺
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Depends only on the standardised treatment differences 𝑠1 and 𝑠2
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Example

Suppose 𝑠1 = 0.15 and 𝑠2 = 0.3. 
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POOLED CORRELATION DOES NOT MATERIALLY DIFFER FROM THE WITHIN-ARM CORRELATION.
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- Estimated using a MMRM

- Obtain two estimates:

• Blinded

• Unblinded

ESTIMATE CORRELATION ACROSS INTERIM SAMPLE SIZES

CORRELATION VS. SAMPLE SIZE

- Blinded ≈ unblinded (theory confirmed)

- Strong small-sample variability
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INFORMATION FRACTION ACROSS INTERIM SAMPLE SIZES

- Blinded correlation-based estimate

- Unblinded correlation-based estimate

- Theoretical benchmark

- Information fraction stable across approaches

- Slightly higher variability at later stages due to more heterogeneous missing data patterns
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