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380 Woodvicw Avenue, Morgan Hill, CA 95037. Tel# 408-779- 1700. Fax: 408-779- 17 11 

November 29, 2021 

To, 
The Regional Director, 
Animal Care USDA-A PHIS Western Re.gional Oftice 
USDA/ APH IS/AC 
2150 Centre Ave. 
Building B, Mailstop 3W 11 
Fott Collins, CO 80526-8 11 7 

Subject: Annual Report of Re.search Facility from October 1• 2020 through September 30'' 202 1 USDA 
Registration#: 93-R-0504 

Dear Regional Office Director: 

We have attached our Annual Report (form 7023) pertaining to re-search activitie-,s at Aragen Bios.cie.11Ces:, 
lnc. The use of covered animal species re ported in USDA Category E (animal pain and/or distress without 
alleviation) is c>q,lained below. 

The model in which there were covered species reported in USDA Category Eis the Clastridioides dijjlci/e 
(C. DiJfici/e). post-antibiotic colitis model in hamsters [also called C difficile as.'>Ociatcd disease (COAD)]. 

Hamsters are a \Vell~accc.pted anitnal model for COAD and arc commonly used in studic.s evaluating new 
therapeutics for COAD. The complexity ofthi'i infectiou.'i dise.ase cannot be duplicated or modeled in a 
non .. living system. The hain.,1e.r i'i the lo\vest vertebrate in which a full sp ectrum of symptoms including 
dian hea (rec.ognized as we t tail) and gross pathological c hanges to the colon following C. difficile infection 
are sc.en. H:.-unsters infected with C. difficile display many of the pathophysiological features seen in 
hu1nans. U sc of this model is seen as a final s tep be.fore tc-sting novel therapie.s in humans. 

This year the h:.unster model for COAD was ll<red in t\vo studies under two different protocols. The studies 
\Ve.re designed to evaluate the thcrnpe.utic efficacy of test compounds or vaccine candidates in the, COAD 
model. Disc.ase was induced by a single dose of the clinda mycin, which distu pts the. nonnal intestinal flora, 
followed by infection with C. difficile. A typical control is the useofVancomycin, a st and~u·d of care for C. 
difficile infection.Ii. Like the uninff!ctcd control'i, ha1nsters treated with Vancomycin did not dio;;play COAD 
and survived to the end of the st udy at ,vhich time they \Vere hwnanely euthanized \Vere placed in Category 
C. There \Vere 27 hatn.'i'te.rs that fell into Category C. Animal'i that were infected with C. Difficle and in the 
sham treatt:d o r test article tre.ated groups that developed disease were all categorized as E. The.re \Vere 72 
hams ters that foll into Category E. All study anim.als were monitored at least twice daily during the acute. 
phase. for sign.Ii of disease including diarrhe~ weight loss, piloerection> Jethargy, and ambulatory 
disc.omfo1t. Animals that a ppeared tnoribund duringobsetvation \Vere. immediately humanely cuthanized. 
An additional 109 hamsters were used for 2 o ther models under 2 different protocols which fell under 
Cateb'Ory 0 . 

The C. ditlicile studies are classified as pain category E since the animals will display symptoms of 
diarrhea and become motibund prior to death or euth:.masia. Other than supportive care, no anesthetics, or 
anal,b,e.sics (non•s tcroidal or opioid) were given. The effect of analgesk:s may cause a delay of gastric 
clearance and therefore increase the disease severity and decrease time to death in theconttol group. Also, 
since there is the potential for analb,esics to impact the phannacokinetic properties of the test compmmds, 
the impact of analgesics could result in false data . 

Sincerely, 
Axel Schlcycr, PhD 
CEO, Institutional Officer 
Arab,en Biosciences, 1nc 

Axel Schleyer (Nov 29, ',:6n 15:16 PST) 

Obtained by Rise for Animals.
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