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safety evaluations if they have been observed for ≥28 days following the first dose and are 
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SD if it fell ≥
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BOR determination it will instead be considered SD if it fell ≥

• –
disease assessment (or better) ≥

occurs ≥
• – ≤12 weeks after first dose of study drug (and not qualifying for 
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SD if it fell ≥
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BOR determination it will instead be considered iSD if it fell ≥

• –
disease assessment (or better) ≥

as long as it occurs ≥
• – ≤12 weeks after first dose of study drug

• – ≤12 weeks after first dose of study drug (and not 
iCPD assessments at the nominal “Week 12” visit will be 
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• Date last known to be alive collected on the eCRF form “Survival Status” (only to be 
used if status is “Alive”),
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• Other available clinical data which can confirm patient’s survival status,
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Λz

calculated as ln(2)/λz

/λz)

Dose/[λz*AUC

Dose/[λz*AUC



constant, λz, linear regression of concentration in logarithm scale vs. time will be performed 

regression analysis to estimate λz. The constant λz will not be assigned if one of the following 

The terminal elimination rate constant indicates a positive slope (λz > 0).

The constant λz and its derived parameters will be flagged and included in the statistical 

No value for λz, AUC
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• ALT ≥3xULN, ≥5xULN, ≥10xULN, and ≥20xULN

• AST ≥3xULN, ≥5xULN, ≥10xULN, and ≥20xULN

• Total bilirubin ≥2xULN

• Potential Hy’s Law cases: ALT or AST >3 xULN, total bilirubin ≥2xULN, and ALP < 



• Systolic blood pressure ≥ 160 mmHg and increase ≥ 20 mmHg from baseline

• Systolic blood pressure ≤ 90 mmHg and decrease ≥ 20 mmHg from baseline

• ≥ 100 mmHg and increase ≥ 15 mmHg from baseline

• Systolic blood pressure ≤ 50 mmHg and decrease ≥ 15 mmHg from baseline

• Heart rate ≥ 120 bpm with increase ≥ 15 bpm from baseline

• Heart rate ≤ 50 bpm with decrease ≥ 15 bpm from baseline

•
•
•





If start date ≥ study drug start date, then TEAE

If start date ≥ study drug start date, then TEAE

If start date ≥ study drug start date, then TEAE

If stop date ≥ study drug start date, then TEAE

If stop date ≥ study drug start date, then TEAE

If stop date ≥ study drug start date, then TEAE

If stop date ≥ study drug start date, then TEAE


