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1. The indication was revised to remove “progression” throughout the document (pages
1, 10, 11, 12, 14, 21, 23, 24, 29, 34, 36, 92, 93) to align with the Agency’s
recommendation.
Original text:
Teplizumab for the delay of progression to clinical type 1 diabetes (T1D) in at-risk
patients.
Revised text:
Teplizumab for the delay of clinical type 1 diabetes in at-risk individuals.
2. The number of patients who withdrew consent was incorrectly reported in the
Executive summary on page 13 and in Section 6.1.2.1.
Executive Summary:
Original text:
Of the remaining 3 patients, 2 withdrew consent (1 teplizumab, 1 placebo) and 1 was lost
to follow-up (placebo); these 3 patients were censored from the primary analysis.
Revised text:
Of the remaining 3 patients, 2 withdrew consent (teplizumab) and 1 was lost to follow-up
(placebo); these 3 patients were censored from the primary analysis.

Section 6.1.2.1:
Original text:
The other 3 premature study discontinuations were due to lost to follow-up (1 placebo)
and withdrawal of consent (1 placebo and 1 teplizumab).
Revised text:
The other 3 premature study discontinuations were due to lost to follow-up (1 placebo)
and withdrawal of consent (2 teplizumab).
3. In Section 6.1.2.4, Table 6, the first row header was changed from “Glucose AUC in
OGTT” to “Glucose, random.” In addition, the normal range for C-peptide levels was
corrected.
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4. Figure 16 was revised to change “Number of Patients with all 3 tests available” to
“Number of Patients Available”.
Original figure:

Revised figure:
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5. Figure 17 was revised to change ““Number of Patients with all 3 tests available” to
“Number of Patients Available”.
Original figure:

Revised figure:
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Revised Text:
In the 5 studies included in the pooled analysis, one case of metastatic melanoma
was reported in the Protégé study. This was a case of metastatic melanoma in a
pre-existing lesion that was not diagnosed until after entering the study in a patient
who had a history of dysplastic nevi. The subject underwent excision of the lesion and
was in full remission 2 years post-excision, and there has been no recurrence of
metastatic malignant melanoma (see Appendix 10.3).
9. Clarification on Section 5.2.3 Biocomparability Study to Support Commercial Drug
Product
The biocomparability study had two pre-specified primary endpoints: Cmax and
AUC0-inf. The Sponsor notes that AUC0-inf could not be reliably determined
according to pre-specified standard criteria, and was not included in the body of the
study report. Individual values were provided, but only 9 out of 51 and 2 out of 49
subjects in the test and reference groups, respectively, had reliable values.
By contrast, partial AUCs were reliably calculated to evaluate teplizumab exposure,
which revealed that the exposure in the test product group, relative to the reference
product, was 79.2% at 24 hours, or AUC0-24, in the Sponsor’s view a relevant time
frame for a daily IV infusion product.
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