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Primary endpoint of both Phase 1b AG019 monotherapy and Phase 2a AG019/Teplizumab 
combination therapy was met

 AG019 was well tolerated and safe when administered to adults and adolescents either as monotherapy
or in combination with teplizumab.

 There was no evidence of dose‐related adverse events.

 No serious adverse events were reported and no AG019 treatment discontinuation occurred due to
TEAEs.

 No severe TEAEs were reported in patients treated with AG019 monotherapy.

 TEAEs reported for both the monotherapy and combination therapy were mostly mild and sometimes of
moderate severity.

 The TEAEs reported in the combination cohorts are in line with the safety profile reported for teplizumab
and no unexpected TEAEs were identified.
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AG019/Teplizumab Combination Therapy: C‐peptide and insulin‐dose adjusted HbA1c (IDAA1c)

Full line = adult 
Dotted line = adolescent

A synergistic effect of oral AG019 treatment in combination
with teplizumab resulted in C‐peptide stabilization/increase
(‘responders’*) during the first 6 months in 79% (11/14**)
of all T1D patients (median value 126% of baseline).

Adults (n=10)

Adolescents (n=4)

Placebo (n=3)

Oral AG019 in association with teplizumab resulted in
stabilization of IDAA1c < 9 (graph) and HbA1c < 7% (data
not shown) in adults and adolescent patients**.

Responders (n=11)

Placebo (n=3)

Non‐Responders (n=3)

* ‘Responders’ were designated if the coefficient of variance on mean C‐peptide 
AUC was ≤ 9.7%, or if change from baseline at 6 months was non‐negative

** Per Protocol population. 
Adolescent combination therapy at 12 months not yet fully available.
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AG019 Monotherapy: C‐peptide and insulin‐dose adjusted HbA1c (IDAA1c)

* ‘Responders’ were designated if the coefficient of variance on C‐peptide AUC was 
≤ 9.7%, or if change from baseline at 6 months was non‐negative

** Per Protocol population and excluding 1 additional patient for which no C‐peptide data are 
available at 6 and 12 month: total analysed n=16

Responders (n=7)

Non‐Responders (n=9)

Oral AG019 with single treatment cycle resulted in C‐peptide
stabilization/increase (‘responders’*) during the first 6
months in 44% (7/16**) of all T1D patients and in 58%
(7/12**) of patients aged 17 years and above.

Adolescents (n=8)

Adults (n=9)

Oral AG019 with single treatment cycle resulted in
stabilization of IDAA1c < 9 (graph) and HbA1c < 7% (data
not shown) in adults and adolescent patients** aged 17
years and above.

Full line = adult 
Dotted line = adolescent
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AG019/Teplizumab Combination Therapy: Increased the frequency of exhausted CD8+ T cells‐
correlation with preservation of C‐peptide

• AG019/teplizumab combination therapy is associated with an expansion of total CD8+ T‐cells with an exhausted phenotype. 
• At 6 months, the frequency of PPI‐specific CD8+ T‐cells with an exhaustion phenotype may be correlated with C‐peptide.
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• AG019, L. lactis producing IL‐10 and hPINS, can be administered safely, either as monotherapy or 
in combination with teplizumab.

• The stabilization of C‐peptide and HbA1c/IDAA1c levels in monotherapy with an 8‐week 
treatment of AG019 is encouraging and a synergistic effect for C‐peptide stabilization was 
observed between AG019 and teplizumab.

• There was a trend towards an increase in islet‐ and PPI‐reactive memory Tregs and Tr1 cells and a 
decline in the frequency of % TNF‐positive conventional T‐cells and  PPI‐specific CD8+ T cells with 
AG019 therapy in adults. 

Summary and conclusions
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Future plans

AG019, as monotherapy and in association with teplizumab, showed stabilization of C‐
peptide levels (a biomarker for T1D disease progression) and induced antigen‐specific 
tolerance in conjunction with the reduction of disease specific T cell responses.

Based on the safety and encouraging pharmacodynamic/metabolic data in monotherapy 
and combination therapy, further clinical assessment of the efficacy of prolonged 
treatment of oral AG019 is being planned. 
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