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Abstract

Oncology is characterized by a desperate medical need for new drugs. Once identified, a cancer drug target is validated by demonstrating that a given therapeutic agent is clinically effective. In this way, finding the good
preclinical animal model is one of the prerequisites for achieving success. These last decades saw the emergence of monoclonal antibodies as therapeutics, and recently the development of bispecific T cell
engagers as promising drugs such as blinatumomab (anti-CD19/anti-CD3)" which bridges cytotoxic T cells (via CD3 T-cell co-receptor) to tumor cells (via specific target receptors) thereby leading to tumor cell death?.
Among the several CD3 co-receptor chains, CD3¢ is the main target of bispecific T-cell engagers on the effector side. This poster shows a first validation at Ml-mAbs of a CD3¢ humanized KI mouse model obtained
by replacing mouse CD3¢ by human CD3¢, allowing in vitro and in vivo evaluation of bispecific T cell engager targeting human CD3k.

A CD3¢ humanized KI mouse model
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In vitro validation

T cells of CD3¢ humanized mice respond to in vitro T cells of CD3¢ humanized mouse display in vitro cytotoxic activity when triggered via human CD3
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In vivo validation
Blinatumomab exhibits in-vivo anti-tumoral activity in CD3¢ humanized mice injected Response to immunization

with B16F10-hCD19"" cells
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Figure 4. CD3¢ humanized mice (Homo.) were injected sub-cutaneously with 1.10° B16F10
murine melanoma cells expressing hCD19. When tumors reached 50-100 mms3, mice were
treated intravenously daily with Blinatumomab (hCD19-hCD3 bispecific, 5 or 20 pg/mouse) or Anti-tumoral activity of blinatumomab in hCD3¢ Homo mice bearing CD19-tumor

vehicle for 5 days (salmon dotted lines). Survival and tumor volume ((length x width4)/2) along CD3¢ humanized mouse available at MI-mAbs is a suitable model for in vivo testing of
time are represented in the left & right panels respectively. P-values were calculated according Bispecific T Cell Engager compounds.

to Mantel-Cox test (survival) or Tukey's test (tumor volume at D11 for Blina. 20 or 5ug/mouse o : o :
vs. vehicle). *P<0.05 | * P<0.005 | *** P<0.00005 Similar response to immunization in WT, heterozygous and homozygous hCD3e mice

antibodies.

* 1t model available on the market, available at MI-mAbs to test all bi- MI-mAbs validates your target using a bi-specific format on hCD3¢ mice:
specifics engaging T cells. » Builds with you the most adequate scientific program
 Performed by an experienced team (in collaboration with CIPHE) * Provides sufficient data to be able to select the right candidate, including
on-demand preliminary PK/PD and efficacy package in this model
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