Please see below the changes since v1.0 of the SOP:
 
1. Eligibility Assessment (Inclusion Criteria)
New requirement added:
1. Patients must now have "Undetectable viral load for Epstein-Barr virus (EBV) and cytomegalovirus (CMV) infection by e.g., polymerase chain reaction (PCR) testing" before treatment can begin.
 
1. Baseline Assessment (Laboratory Tests)
Enhanced specificity:
1. v1 stated: "Laboratory or clinical evidence of acute infection with EBV or CMV" as exclusion
1. v3 now explicitly requires: 
1. EBV PCR (IgM): Negative plus no clinical evidence of acute infection
1. CMV PCR (IgM): Negative plus no clinical evidence of acute infection
 
1. Shared Decision-Making (Risk discussion)
Strengthened infection risk language:
1. v1: "Infection risk - no significant risk of severe infections has been seen in studies but lymphopenia and neutropenia may put patients at risk of infection"
1. v3: "Infection risk - lymphopenia and neutropenia may put patients at risk of infection. Reactivation of EBV and CMV has been documented, for which patients should be tested prior to initiation of teplizumab”
 
1. Pre-infusion Checks
New confirmation requirement:
1. Added: "Negative EBV and CMV test" to the pre-infusion checklist
 
1. Monitoring During Treatment
New monitoring paragraph added:
1. "Monitor patients for signs and symptoms of infection, including viral reactivation, during treatment. If viral reactivation is suspected, viral load should be assessed (e.g., PCR). If serious infection or viral reactivation develops, treat appropriately and discontinue teplizumab."
 
1. Escalation Protocol
Enhanced viral infection guidance:
1. v1: "EBV and CMV: If positive PCR on screening, do not treat with teplizumab. No need to monitor during infusions, if no viraemia prior to treatment, unless symptomatic"
1. v3: "Positive EBV or CMV PCR on screening: Do not start teplizumab; discuss with virology/infectious diseases. Discontinue teplizumab if occur during treatment"
 
1. Follow-Up After Treatment
New monitoring requirement added:
1. "Monitor patients for signs and symptoms of infection, including viral reactivation, during and for at least 2 months after the last treatment dose. If viral reactivation is suspected, viral load should be assessed (e.g., PCR). If serious infection or viral reactivation develops, treat appropriately. If these infections occur during treatment discontinue Tzield"
 
1. Prescribing Information Section
Enhanced warnings:
1. Added detail about EBV reactivation as a specific serious infection risk
1. Strengthened language requiring mandatory testing for active EBV and CMV infection prior to starting treatment
1. Added "Epstein-Barr virus reactivation (not known)" to the adverse reactions list
 

