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SERVICE REQUESTED

e The study objective is to evaluate the efficacy of five novel test articles, WT, WT-ADC,
Ab1-ADC, Ab2-ADC, and Ab3-ADC, using the human breast JIMT-1 xenograft model in
female SCID mice.

STUDY DESIGN & PROTOCOL

[579900] JIMT-1, Xenograft, Breast, female SCID

Treatment Regimen

Groups Test Article Route Schedule —
mg/mL  mL/kg
1 Vehicle (PBS) IV Single dose - 5 - 4
2 WT-ADC I\ Single dose 0.2 5 1 4
3 WT-ADC I\ Single dose 0.6 5 3 4
Total number of animals: 12

» Female SCID mice, 6-8 weeks of age, will be subcutaneously implanted with viable human breast
carcinoma JIMT-1 cells (AddexBio Cat#C0006005) at 1 x 107 cells/mouse with 50% Matrigel into
the right flank at 0.2 mL/mouse volume.

» Treatment will be initiated when mean tumor volume reaches 100 — 150 mm?3, denoted as
Day 1.

» Group 1: Vehicle, provided by Sponsor, will be intravenously (IV) administered as a single dose on
Day 1.

Groups 2 and 3: the test article, WT-ADC, will be IV administered a single dose on Day 1.

» Tumor volumes and body weights will be measured and recorded twice weekly from Day 1 to study
completion on Day 43. The study will be terminated when mean tumor volume in the vehicle control
group reaches 2000 mm? of Day 43 (study period of 6 weeks), whichever comes first. Animal(s)
reaching humane endpoint(s) will be humanly sacrificed.

» The Sponsor shall notify PDS no less than three business days in advance of any request for
additional doses; otherwise, implementation of the change may be subjected to delay.

ANIMAL WELFARE

All aspects of this work including housing, experimentation, and animal disposal will be performed in general
accordance with the “Guide for the Care and Use of Laboratory Animals: Eighth Edition” (The National
Academies Press, Washington, DC, 2011) in our AAALAC-accredited laboratory animal facility. All animals
will be monitored for health status on a daily basis. When animals reach early humane endpoints or show
signs of pain, or are moribund, the decision is made to euthanize the animal immediately. The PDS
attending veterinarian has the full authority to remove the animals from the study and/or perform the
euthanasia prior to the experimental endpoint to prevent undue pain or distress. Examples of endpoints
that will trigger euthanasia: inability to eat and/or drink, prolonged bleeding, inability to thermoregulate,
seizures, weight loss (>20%), paralysis, and when the xenograft volume exceeds 2,500 mm? or is severely
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ulcerated.

TIMELINE

The work order will be generated, and the study will be scheduled after contract execution and test article
receipt. The standard timeline is 10-12 weeks after receiving the executed contract and the compound for
delivery of interim data (Excel) and graphs. The report will be issued within 30 days after completion of the

animal study.
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