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Varlilumab (CDX-1127): A Human Varlilumab migG1:
Monocional Antibody to CD27 Dominant Agonist Activity
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Varlilumab migG1: Potent Anti-tumor
Activity in Lymphoma Model
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Correlates of Anti-tumor Activity
BCL1-bearing spleen analysis
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hCD27-Tg mice were i.p. injected with 1F5 variants 0.2 mg on day -7 and s.c. inoculated with 0.5x108E.G7 cells
on day 0. Tumor and draining lymph nodes were harvested on day 20 for assessment. CD45.1 is a congenic
marker for tumor infiltrated leucocytes. ICCS for GrB, IFNy, TNFa and IL2 were performed after 5 hrs Golgi
blocking in the absence of stimulants for TIL or in the presence of SIINFEKL peptide or aCD3/a.CD28 for TALN.
Compared to mlgG ctrl by one-way ANOVA test or t test: **p<0.01, ***p<0.001, ****p<0.0001.

Conclusions and Implications

o Varlilumab (1F5) expressed on a mouse IgG1 or mouse IgG2a backbone retains
the same binding to CD27, but its activity is fundamentally changed due to
interaction with different Fc receptors.

e Varlias a ms IgG1 acts as a pure agonist with no observable impact on Treg

e Varli as a ms IgG2a has low agonist activity and decreases Treg numbers
and function

e These two mouse IgG variants of varlilumab are effective in different tumor
models suggesting that some tumors are more responsive to Treg suppression,
while others are more sensitive to strong CD27 agonist activity.

e Varlilumab as a human IgG1, has both good agonist activity and decreases Treg

numbers and function. As such it has good anti-tumor activity in each tumor
model.

e The Phase 1 biomarker data are consistent with varlilumab having both of these
mechanisms in patients.

o Different Human cancers are also likely to vary in their sensitivity to immune activation

vs Treg suppression suggesting that multiple mechanisms of action may be an
advantage for a CD27 immune modulating antibody.



