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Challenges to DSMB
• Safety assessment of two different subjects

• Expectant Mother
• Fetus/Infant

• Medical experts needed for both mother and fetus
• Established baseline rates of pivotal adverse events in the 

population are often not available 
• Mother: Preeclampsia, Renal Dysfunction, C-section, etc
• Infant: Prematurity, SGA, Congenital Anomalies, etc

• Established clear stopping rules in charter 
• Ability of the PI to capture all data needed to assess AEFI

• Labor and Delivery Records Needed 
• Nursery/Pediatric Records needed from Infant
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What to do when a stopping rule is met? 
• Data from placebo recipients will not contribute to the stopping rules. 

• Reactogenicity data confirmed by the investigator as being entered by the 
participant in error will not contribute toward a stopping rule.

• The stopping rule will PAUSE randomization and study intervention 
administration for the impacted vaccine candidate in all dose levels and age 
groups.

• The DSMB will review all appropriate data.

• For all vaccinated participants, all other routine study conduct activities, 
including ongoing data entry, reporting of AEs, participant reactogenicity e-
diary completion, blood sample collection, and participant follow-up, will 
continue during the pause.



Back-up Slides 



Stopping Rules for Prototypic study in Charter 
1. If any vaccinated participant develops an SAE that is assessed by the investigator 
as possibly related, or for which there is no alternative, plausible, attributable cause.

2. If any vaccinated participant develops a Grade 4 (ER or hospitalization)  local 
reaction or systemic event after vaccination that is assessed as possibly related by 
the investigator, or for which there is no alternative, plausible, attributable cause.

3. If any vaccinated participant develops a fever >40.0°C (>104.0°F) for at least 1 daily 
measurement after vaccination that is assessed as possibly related by the 
investigator, or for which there is no alternative, plausible, attributable cause.

4. If any 2 vaccinated participants report the same or similar severe (Grade 3) AE 
(including laboratory abnormalities) after vaccination, assessed as possibly related by 
the investigator, or for which there is no alternative, plausible, attributable cause.

5. If any participant dies or requires ICU admission.
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Establishing Baseline Rates of Coincident 
Events 
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