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R James 58

Tue Apr 18 21:24:34 MDT 20.7

On Tue Apr 18 18:40:00 MDT 2317 I was dispatcned to the —

Upon arrival I met with the vigctim who stated he was bit by a mousc. The viczim
stated his supervisor requested a Police report.

NOTEING FOLLQWS
R JAMES 58

Tue Apr 18 21:25:3% MDT 2017

06/20/17
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Supplement

17-36456

0 MeT 2217 1 owas caspazcrea oo sne [ TR

Lor ar animel problam.

5%

e i . w n Ao )
zz:oo:os vt 2007, [ st2-2c toe meuss bit him snotne second finger of
niz right hand. A pheto of the bite mark nas been atnachee <z this repor:-.
_statea 23 Cer 2ra37ICc. e ra2porzel
scheduled a medical acpeintment for Wed Aor

T 1informed _ rhat I am mcr= than hapey ¢ do 23 re=zort [or zim but it 1s
not necessary for workman' s compensation. [ s:2:2c nis superviscr, SEER
requasted ne file a report with Police.

-s:ated h=2 did nou need medizal aTtenticen.

EHS Ras Deen no=ified.
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Was the funding source(s) for animal work to be done on this protocol supported by a scientific peer review panel?
I the work 1s not tederally funded then avo mdiveduals. of vour chowe. must peer review sour work.

B3 No Yes [

It funding is not supported by a peer review panel. provide names of two peer reviewers (both reviewers must have
already read the application and are not involved in the study)

2

b. [
Title of Grant (if different from this application):
['he same

Will funding be administered by U of U Office of Sponsored Projects? [] Yes ] No

If o, clarify who: [

A 5.0 Procedures to be performed (Check as many as appropriate):

Tissue harvest at necropsy (tissue harvest at euthanasia is not considered surgery)
& Post-procedural monitoring is required (see C 5.4 for definition)

Breeding colony required

& Tumor production is required

A 6.0 Location where study related activities occur

Location where animals will be housed

Building # or name Room #

*“Tab " 10 add addittonal lnes

Laboratory where study procedures will be performed

Building # or name Room #

*“Tab " 10 add addinonal hnes

Section B
B 1.0 Euthanasia

Any changes to the method of enthanasia determined in consultation with the clinical veterinarian MUST be
reported to the IACUC. A protocol amendment is necessary to initiate continned change in the method of
enthanasia from the original proiocol.

Adoption or Euthanasia Methods (All methods must cenform 1o the recommendations published by the AVMA Panel on Euthanasia
unless approved by the IACUC)  Any animal may be released for adoption with instinttional veterinarian approval.

B 1.1 Location where euthanasia will be performed

| Building # or name Room #
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Hazardous Ageni(s): Clearance pending with Environmental Health and Satety regarding the use of human
tumor cetls, human lymphocytes and chemotherapeuties

B 5.1 Occupational and Environmental Health and Safety
toxic chemicals, carcinogens, and other toxins.

) -

Occupational and Environmental Health Dept. registration hitp:_chs.utah.edu research-saizty tacug:

Occupational and Environmental Health Dept. registrations: N/A: []

Regis!mlion date: ¢ leatance pending with Fpvuonmenwl Heaith and Satets rezarding the nw of chemotherapeutics

Describe the required animal husbandry practices approved by OEHS, how animal cages will be identified.
and how OCM staff will be notified:

Clearance pending with Environmental Health and Safety regarding the use of chemotherapeutics.
B 5.3 Institutional Biosafety Committee [N - viruscs. bacteria.
parasites, recombinant DNA, transgene, human cells.
Institutional Biosafety Approval N/A: []

Date of approval: ¢ learanee pendimg with 1BC regardmg die wse ot human rumor cells and human bsmphovytes

IBC Submission #:

Biosafety Level (BSL) of the agent FH& N Biratetsy Manwal BSL level:

Describe the required animal husbandry practices approved by IBC. how animal cages will be identified, and
how OCM staff will be notified:

Pending with IBC

B 8.0 All animals are housed and cared for according to the Guide for the Care and Use of Laboratory Animals and
the Animal Welfare Act Regulations and Standards. This includes but is not limited to: the animal’s living
conditions, housing, feeding, and non-medical care. All animal care is directed by a veterinarian. Medical
care is available when necessary and is provided by a qualified veterinarian.

Yes: No: []

B 8.3 Single housing of social species should be the exception. Justify social animal species being housed
individually (i.e., mice, rats, dogs, cats. non-human primates. rabbils, guinea pigs, swine, goats, sheep,
cows). When necessary. single housing of social animals should be limited to the minimum period
necessary and, where possible, visual. auditory. olfactory and. depending on the species. protected tactile
contact with compatible conspecifics should be provided.

Is this species a social animal? & ves [INo

B 8.3.1 If asocial species will be single housed. provide justification. This includes single housing of
animals after a procedure, during treatment, dosing, and/or as a result of being the last animal on

study.

Describe: - Stngle female mouse will be integrated with other female nuce: male mouse
witl be housed with a suitable mate. It a suntable mate i~ not avalable. the mouse will be
cuthanized
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approach woisld mvoluve activacon of the host antitumor immuntty . whirch s now known to play an
importart role i controlimg cancer progression (23, 24) Intratumoral wlerogenic microenyironment
constiiutes an important mechamsm o sappress anticumer immunity. HER2-targeted delivery of
urmune v tokes o the tumor sie might disrupt such mechamsm (235) Ina recent chinical tial, we
pare reported that IFNG, swhen ased i combmation with argeted therapy induces strong CDN Toeell
mediated tumor munety feading to durable camission of advanced sarcomas (26) [L-12 has also
emerged as ane of the most potent CVIoATRes 1 evercerung tnor-imduced toleranee 1o aciivate
anttumor mmueitsy nmany studies (27 However, s stemie adnnmistraiion of Large doses of oy toines
often causes servteus hiie-threatemny sude effects precluding therr appheation in patients. Targeted
cytohine debivens to tumors should crrcumvent tus important barmer. In prefumiany study. we found
that pre-icubating 20 ug of GO with 18VHO7 U of FNa (about | g of protem) before incubation with
200 g of RTN allowed stable association of both the evtohine and Ab with GO We will take similar
approach tor targeted debivery of [FNe¢ or IL12 0 PDA through TRA GO. W e antictpate that
tormuiation of oy tokine TRA GO would kit targer PDA cells and at the same time deliver the cytoktnes
o The NeSTone mor to activate antitumor immuniy - The source of the immune cells im our meuse
maedel will be derad from adoptivedy transterred human ymphocestes Accomphishment of this
mriestonye shoubd extablish a prechinical proot of principie for the therapeutic efficacy of TRA GO
agzarnst PD A wiych, of successiul, would make this techneiogs highly attractive ma large market of

cancer therapeatios

C 2.0 Rationale for the number of animals being requested.
C 2.1 Species. column designation, and total number of animals requested for project period (this includes the
approximate number of live animals to be transferred. in-house. from previous protocol)

All amimals are 1o be included in the table 1n this secnon s includes experimental. donor. iraining. breeding pairs. pregnani mothers, and
offspring that cannot be utitlized because of genon pe. sex. efc

Animal Species Column B Column C Column D Column E
# Animals # Animals # Animals # Animals
Mice h i44 - (02

Column B = Breeding colony: Column C = non-painful procedures; Column B = Procedures with alleviated pan; Column E = Painful procedure

The procedures to be performed are tail vein injection and subcutaneous inoculation of the cells. To alleviated pain, the
injection will be done using insulin syringes which is not expected to introduce significant pain, and the injection will be
completed within a few seconds. Therefore, no additional pain alleviation approaches should be needed.

C 2.2 Describe the breeding colony. This should include a rationale for the approximate number of animals needed
for breeding pairs, how many pups the breeding pair are assumed to foster, how the breeding colony is
structured, what strains are being maintained, and what percentages of pups will be unsuitable for study due
1o genetic differences. The colony design should show how the total number of study animals (total number
of animals in column B, C. D. and E) will be generated.

Sixbreading cages consisting o INNRG miee (ore sade plus two females per cage) of and iy breading cages contimmng
IS NSG mice will be et to gencrate 1RO pups (6-8 pups from each miother) 144 - 192 pups the breeding pair are assumed
o foster. The breeding colony i~ stouctured with one male plus two temales per cage. Breedimy animals will be replaced
once every 9 months Fhe NROGand NSG strains are beng mantamed. 074 ot pups will be ansustable for study due to
genetie differences,

Column B: INNRG - INNSG O 30
Column D T2 NRG femaie v a-N pups - T2 NSG temale v hes pups 1240102
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7y Nuino particle tGOY (3 anee)
81 RIXTRA-GO-TFNa (3 mice)

Dose: PBS 200 4l GO 4 ug 250 RIN 20 vz 2500 0 TRA 200 250 0 CTX 26iug 252, v 06 ug 23g: gemcitabine 0.3

my 3¢,

= &

Time to start treatment: reaiment wiil begnt tuimor giow to 40 mm’ or twe week of i transplantauon

Blood coliected will be tor low cyvtometry

C5s.l

Cs52

The miuce will be closely evaluated on daily basis for signs of discomiort including har rutTing. hunched
hack. reduced activity, and weight loss. The ammals will be scanttied it body weights drop by 20”.. The
tumor size will be measured twice a week, and the mice will be sacrificed whenever the tumors grow 10 1.5
em in diameter. Itis very unlikely that the treatments with nituximab, cetuxamab. trastuzumab or the
antibody GO formulation, or [FNa should induce significant discomfont 1o the animals. The antibodies and
IFNa are FDA-approved for use 1n patents, and the corresponding target are absent on mouse cells. GO s
proven 1o pontovic to mice m previous studies. However, the chemotherapeutics might cause

discomtornt distress, which are observed with patients receiving chemotherapy. such as loss of appetite,
nausea and vomiting, and weight toss To reduce the possibility and degree of distress. we will use the
minimum effective dose published m previous studies. such as with gemeitabine at 200 mg kg givenat H
hours of circadian times after hight onset (HALO). Studies have found that this gemcitabine dosing produces
feast body werght loss and least neutropema after inpection at 11, whether the drug was given alone or with
cisplatin (P=0.001) (2%). [n case that mice develop signs of discomfort due to the treatments. the treatment
will be held or discontinued

I Lo XM, Tanaka K. Sun J. Filipski E, Kayitalire L. Focan C, et ai. Preclimcal relevance of dosing time for
the therapeutic index of gemetabine-cisplatin. Br ) Cancer. 2003:92(9):1684-9.

Describe any non-surgical procedures conducted under anesthesia (MRI, injections, x-ray).
This should include the frequency of imaging.

Describe:  Tumor celi subcutaneous moculation and tail vein ingection of the tumor cells and treatments will
be pertormed without anesthesia.

Describe the potential or possible impact of the procedures (this includes surgery and/or study procedures) on
the animals® well-being.

Describe:  [tis very unlikely that the treatments with rituximab. cetunimab, trastuzumab or the

antibody GO formulation, or PN should induce signiticant discomtort to the ammals. The antibodies and
IFNa are FDAapprosed for use in patients, and the corresponding target are absent on mouse cells, GO s
proven to nontonic 1o mice in previous studies. However, the chemotherapeutics nught cause

discomtont distress, which are observed with patients receinving chemotherapy. such as loss of appetite.
nausca and vonuting, and werght loss To reduce the possibility and degree of distress, we will use the
mimmmum effectin e dose published 1o previous studies, such as with gemcitabine at 200 mg kg given at 1
hours of circadian ttmes atter hght onset (HALO). Studies have found that this gemceitabine dosing produces
feast body weight foss and least neutropenia after mjection at 1. whether the drug was given alone or with
crsplatin (P -0.0011128). In case that mice develop signs of discomtion due to the treatments. the treatment
sl be held or discontinued
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I Lo XML Faraka Koosun 3 Bilipsh BLKasatabire Lo Focan Coetai Prechimeal reles ance of dosing time for
the therapeutic mdes of gemetabine-cisplatin. Br  Cancer 20039219y 16349,

C 5.2.1 Describe any modified animal husbandry or animal care procedures for animals whose well-being
is affected by the study procedures (e.g.. food provided on cage floor. supplements provided.
frequent bedding changes, etc.).

In rare events that mice appear weak to reach food. semiliquid tood will be provided. It the animals
anexpectediy develop signs of discomtort due to the timor growth metastasis or treatments as
described above, the treatment will he hetd or discontimued. and mice scaritied if body weights
drop by 20",

C 5.2.2 Indicate the endpoint(s) in time when animals are scheduled 10 be euthanized for each study group
(e.g.. hours/days or/weeks).

Experiment/study group Study time point(s) for euthanasia

Raiji. lymphoma Paralysis, more than 20 weight
loss, or on 100" day

BxP(3 Subcutaneous tumor > 1.3 ¢cm, or on
100" day

*“Tab " 10 add addstional lines

| have also read and will comply with the IACUC policy 2013, Death as un Endpoin:.

C 5.3 Describe conditions when animals may need to be terminated earlier than the expected endpoint due to
expected or unexpected study results or circumstances. What are the specific signs/symptoms that will
prompt early euthanasia? (Moribund animals can be euthanized withowt the Principal Investigator s consent if Institutional
Veterinarian or his her designee diciates; the health evaluations of animals in quarantine and not on studv are under the direction of a
veterinarian). Potential endpoints- moribund, luss of weight exceeding 201 of normal body weight, inappetence. hunched posture.
ruffled fur. etc. See IACUC Guideline G013, Pain. Distress. and H e Endpoints aryy Gl 3 Pain_[distress_and Humgre Endpou:rs,

Describe: At early stages, the animal’s health and well-being will not be affected by the lymphoma. At
late stage. Iy mphoma will cause paralysis or weight loss. When this oceurs or werght loss reaches 20 of the
body werght, the anumal will be euthanized.

Ihe mice will also be closely tollowed for signs of discomton wacluding hair rutfling. hunched back. reduced
activity. and weight loss, and will be euthanized whenever ther body weights drop by 20%4. The mice will
also be euthamzed whenever the tumors grow to 1.3 eman dunmeter

C 5.4 Describe Post-procedural Monitoring - Observations and/or treatments that are required as a result of the
procedure(s) conducted on an animal(s). This includes primarily surgical, non-surgical procedures, and/or
drug/chemical procedures, but may also include induced behavioral changes. Most often, the monitoring
consists of the monitoring of vital signs, administration of analgesics, antibiotics, parenteral fluids, or other
drugs. These activities are recorded in the animal’s health record. This should also include any general
health monitoring parameters required after research procedures. This would also include tumor burden,
toxicity, and/or disease progression monitoring. However, this does not include monitoring of the animals
during recovery from anesthesia (this is to be described in sections C 4.4.9 and/or C 5.1.5).

Describe: The tumor size will be measured and nice werghed twice a week. The mice will be sacrificed
whenever the tumors grow e 13 emoan diameter The mice sall also be closely followed for signs of
discomton mgcluding harr rutthing, hunched back, reduced activity . and werght loss. and scaritied 1t body
wetghts drop by 207, [rs very unbikely that the treatments should mduce discomfort to the mice due to side
cffect bevause RTNXD TRAL gementabine, and TENe are al! FD-approved medicine for use in pauents. GO s
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Larbowrer CL Robert B. Bascou!-Mollenvs O Penaale-Tlorea | Ho-Pun-Cheung AL Monsseau .
Navarro- Teaten LA ack TP Peleann L Aznia D Combined cetusimab and trastuzumab are supenor
1o gemeitabing in the treamment of human pancreate carcinoma venogratis. Ann Onenl 2010
Jan 2100 usan 3 doa B oo annone aadpda Fpun 2000 Nov 3

i ¥

C 7.0 Personnel involved in the study. Please answer the following:
C 7.2 List All Other Personnel Working on this Study (tab to expand table).

Name Responsibility* Describe experience, hands-on training, and/or other responsibilities.
(I,S.A.P,E,O) If no previous experience/training, who will train the individual?

LPE.O Extensive prior experience pius further training with Pl and staff member at

Extensive prior experienve plus turther sraming with PLand staft member at

L
L R

*Responsility: | = Injections blood colleetion S = Surgery A = Anesthesia P = Post-procedure momitoning  E = Euthanasia O = Other animal procedures

C 7.3 Have all individuals that come in contact with the animals (and the Principal Investigator) in the project
completed the online species-specific, University of Utah Core, Common Compliance Issues, and
Occupational Health training modules provided by the U of U Institutional Trainer? Yes: ] No: []

C 8.0 Alternatives (literature search). Must contain the following (for help contact Training Coordinator [N

C 8.1 Database selection (Choose those that are appropriate for the area of this study. The use of one database
is seldom adequate. Some examples are: Medline, Agricola. Embase, CAB, BIOSIS):

List databases used (at least two):  Medime. \uncols
C 8.2 Date of search:  4-3-2017

C 8.3 Years of search (must be a minimum of 5 years): 3

C 8.4 Key words used in the search (Must use the words: pain. distress, alternative, anesthesia, analgesia. and
non-animal model as well as any key words/concepts using terminology from your protocol). List all
words used in the search.

List all words used: Rair. 4RH. BA-PCRL Gementabme, 1PN grapheme ovade (GO, pain. distress.
alternatis e anesthesiacanadgesia, and non-ammal model

C 8.5 Descnbe in detail the search strategies. Be sure to put the word ~or™, “and’'or” between the key words
(see instructions for help G001 htrp: 1acuy utaly - Search instruction,):
Describe Strategy:

D Rang 4RH OR Ba-PO3 AND mice AND pain.

21 Gemcertabie OR H NG OR grapheme onide 0GO) AND mice AND distress

3 Rap 4RH OR By-POY AND analgesia

<41 Rapn 4RH OR B-PUY OR Gemeszabine OR TENG OR grapheme onide (GOY AND immumisy AND non-

antmal medel
31 Gemenabine AND NG AND grupheme oxide eGon

C 8.6 Provide a written description to demonstrate how the following were considered.
C 8.6.1 Replacement of animal models with alternative models (such as computer or in-vitro models).
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5. Schuell B. Gruenberger T. Scheithauer W, Ziclinski C. Wrba F. HER 2 neu protein expression in colorectal
cancer. BMC Cancer. 2006:6:123.
6. Mar N. Vredenburgh JJ, Wasser JS. Targeting HER2 in the treatment of non-small cell lung cancer. Lung Cancer.
2015:87(3):220-5.
7. Tuefferd M, Couturier J, Penault-Llorca F, Vincent-Salomon A, Broet P, Guastalla JP, et al. HER2 status in
ovarian carcinomas: a multicenter GINECO study of 320 patients. PLoS One. 2007:2(11):el1138.
8. Chavez-Blanco A. Perez-Sanchez V, Gonzalez-Fierro A. Vela-Chavez T. Candelaria M. Cetina L, et al. HER2
expression in cervical cancer as a potential therapeutic target. BMC Cancer. 2004:4:59.
9. Morrison C, Zanagnolo V. Ramirez N. Cohn DE, Kelbick N. Copeland L. et al. HER-2 is an independent

prognostic factor in endometrial cancer: association with outcome in a large cohort of surgically staged patients. J Clin
Oncol. 2006:24(15):2376-85.

10. Pollock NI, Grandis JR. HER2 as a therapeutic target in head and neck squamous cell carcinoma. Clin Cancer
Res. 2015;21(3):526-33.

11. Nedjadi T, Al-Maghrabi J, Assidi M. Dallol A, Al-Kattabi H, Chaudhary A. et al. Prognostic value of HER2
status in bladder transitional cell carcinoma revealed by both IHC and BDISH techniques. BMC Cancer. 2016;16:653.

12, Liu G. Ying H, Zeng G, Wheeler CJ. Black KL, Yu JS. HER-2, gp100, and MAGE-1 are expressed in human
glioblastoma and recognized by cytotoxic T cells. Cancer Res. 2004.64(14):4980-6.

13. Seigel GM. Sharma S, Hackam AS. Shah DK. HER2’ERBB2 immunoreactivity in human retinoblastoma.
Tumour Biol. 2016;37(5):6135-42.

14. Ahmed N, Salsman VS, Yvon E, Louis CU, Perlaky L. Wels WS, et al. Inmunotherapy for osteosarcoma: genetic
modification of T cells overcomes low levels of tumor antigen expression. Mol Ther. 2009;17(10):1779-87.

15. Ebb D, Meyers P, Grier H. Bernstein M, Gorlick R, Lipshuliz SE, et al. Phase II trial of trastuzumab in
combination with cytotoxic chemotherapy for treatment of metastatic osteosarcoma with human epidermal growth factor
receptor 2 overexpression: a report from the children's oncology group. J Clin Oncol. 2012:30(20):2545-51.

16. Mihaljevic A, Buchler P, Harder J. Hofheinz R. Gregor M. Kanzler S. et al. A prospective. non-randomized phase
II trial of Trastuzumab and Capecitabine in patients with HER2 expressing metastasized pancreatic cancer. BMC Surg,
2009:9:1.
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2005;128(6):1606-25.
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125 South Fort Douglas Blvd, Bldg 605 SLC, UT 84113 (801)581-6590

o c:
Date: 05.15.2017
Subject: Review of Hazardous Chemical Use in IACUC Protocol #17-04018
On May 4, 201-ubmitted an Application for the use of Hazardous Chemicals in Animal
Protocol #17-04018 to Occupational and Environmental Health and Safety (OEHS)._ is identified
as the Principal Investigator. This application has been reviewed and the use of the hazardous chemicals as
outlined in the application has been approved.
The chemicals approved for use are as follows:

Gemcitabine
This approval will remain valid for a period of three (3) years from the date of this letter. A new application
will need to be submitted for approval at that time if continued use of the hazardous material identified in

the indicated protocol will be required.

Please contact me with any questions or requests for additional information.



From: ]
Sent: Monday, May 22, 2017 2:36 PM
To: ﬂ

Subject: FW: FW: Clarification for Protocol 17-04018

rrom S

Sent: Monday, May 22, 2017 2:29 PM
To:

Cc:
Subject: Re: FW: Clarification for Protocol 17-04018

We have provisionally approved his protocol at ABSL1.

On Tuesday, May 16, 2017, 10:27:54 AM MDT, _ wrote:
Hi [

Our office had a question for_that he was to ask your dept. Itis in the attached Pdf. Is it ok
for us to approve is protocol? Are you ok with him using human tumor cells?

IACUC Director

From: [N

Sent: Thursday, April 27, 2017 11:33 AM
To:*

Subject: Clarification for Protocol 17-04018




Attached is a clarification letter for protocol 17-04018.

Sincerely,

Training Coordinator

IACUC- University of Utah

(Please use the iacuc email (Link) to provide the department with comments and suggestions concerning office procedures and
services.)
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Section B, 1.2, [nhalant agents for euthanasia.
a. It asecondary physical methed will not be used to ensure death. provide rationale and
indicate how death will be confirmed (i.e.. evaluation of vital signs).

Section B, 3.4, Tumor studies.
a. The check box to indicate that you have read and agree to tollow [ACUC Policy P007,
Solid Tumor Production was not marked. Please clarify and provide assurance that you
have read and agree to follow P007. Solid Tumor Production.

Section B, 4.0, Blood samples.
a. Please clarify the maximum amount of blood that may be drawn from each animal.

Section B, 4.3, Describe the blood collection procedure.
a. Please provide a description of the blood collection procedure.

Section B, 5.0, Hazardous Agents.
a. [t would seem that the use of human tumor cells and human lymphocytes should be listed
in this section of the application. Please clarify.
b. Please indicate if the Blood Borne Pathogen training has been completed by the
laboratory personnel for the use of human tumor cells.
c. [t would also seem that the use of the indicated chemotherapeutics should be listed in this
section of the application. Please clarify.

Section B. 5.1. Occupational and Environmental Health and Safety (_
- toxic chemicals, carcinogens, and other toxins.
a, ease clanfy it Uccupational and Environmental Health and Safety approval is required

for the use of chemotherapeutic agents in this research project.
b. Please describe the required animal husbandry practices approved by OEHS. how animal
cages will be identified, and how OCM staff will be notified.

. Section B, 5.3 Institutional Biosafety Committee _ - viruses,

bacteria, parasites, rDNA, transgene, human cells.
a. Please clarify if IBC approval is required for the use of human tumor cells and human
lymphocytes.
b. Please describe the required animal husbandry practices approved by IBC, how animal
cages will be identified, and how OCM staff will be notified.

. Section B, 8.3, Single housing of social species (dogs. cats, non-human primates, rabbits, mice,

rats, guinea pigs, sheep, swine, goats, calves).
a. Please clarify if there may be any circumstances in which an animal may be single
housed. This includes single housing of animals after a procedure, during treatment,
dosing. last animal on study, etc.

. Section C, 2.1, Animal designation.

a. The protocol application lists the study animals in category D {procedures with alleviated
pain). Please clarify the painful procedure in which pain will be alleviated.

. Section C, 2.1, Total number of animals requested.

a. The protocol application lists 8 animals in category B and {60 animals in category D.
However. the protocol indicates in section A 3.0 that 200 animals will be transferred from
the previous protocol. The total number of animals listed in the table should also include
the animals to be transferred from the previous protocol. Please clarify.

IACUC
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The protocol application indicates that “About 80 - 100° pups will be used.” Please
clarify and indicate if the unused pups are included in the total number of animals listed
in the table in this section of the application. If not. these pups should be listed in
category C.

14. Section C. 2.2, Describe the breeding colony.

a.

b.

Breeding colony. Please further describe the breeding colony. This should include a
rationale for the total number of animals needed for breeding pairs, how many pups the
breeding pair are assumed to foster, how the breeding colony is structured. what strains
are being maintained, and how many pups will be unsuitable for study due to genetic
differences. The overall design of the breeding colony should be to support the number
of animals required for testing. The colony should show how the study animals will be
generated.

Please indicate how often the breeding animals will be replaced.

15. Section C, 2.3, Describe the number of animals required for this study.

a.

The protocol application indicates in this section “If the results are consistent, generating
data with statistical significant, the experiment will be completed. If not, experiment may
need repeated with additional 40 mice.” Please provide additional information to further
clarify/justify this.

16. Section C, 5.0, Provide a clear and concise sequential description of what the animal(s) will
experience while on study. Include all procedures and tests (recordings. test and control groups,

ele.).

a.

Please provide additional information to further describe each study group. A clear and
concise sequential description of the study groups and what the animal(s) will experience
while on study is required.

Please indicate the dose of each treatment to be administered.

The protocol application indicates in section A 6.0 that irradiation will be performed in
EEJ. However, irradiation is not described. Please clarify and/or provide a complete
description of this part of the study.

Please clarify which animals will undergo blood collection and clarify what analyses will
be performed on the collected blood.

Please indicate the dose/volume of lymphocytes to be administered and the route of
administration.

The protocol application indicates in this section that “Tumor cell subcutaneous
inoculation and tail vein injection of the treatments will be performed without
anesthesia.” Please clarify if the animals will be anesthetized for the IV injection of
tumor cells. If so, please complete section C 5.1-5.1.5 in the revised protocol.

Please indicate when in relation to tumor development will the treatment begin.

The protocol application indicates in section C 1.0 that “We also propose to use TUBO
cells, a mouse carcinoma cell line expressing human HER2 (29) to establish a congenic
HER2+ mouse carcinoma model to further characterize therapeutic function of cytokine-
associated TRA/GO in a immunocompetent host.” However, this does not appear to be
described in the application. Please clarify and/or provide a complete description of this
part of the study.

17. Section C, 5.2.2, Indicate the endpoints(s) in time when animals are scheduled to be euthanized for
each study group (i.e., hours/days/ or weeks).

a.

The box to indicate that no experiments are performed on live animals, only euthanasia
and tissue harvest was checked. Please clarify.

e S
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18. Section C. 6.2, Describe any of the expected symptoms that might become paintul (i.e.. toxicity,
tumor size, disease progression) and indicate when animals will be euthanized for humane
reasons.

a. Please turther describe the tumor progression (lymphoma) and its effects on the animal’s
health and well-being.

b. If applicable. please describe the potential effects of irradiation on the animal's health
and well-being and indicate end points that may be used to early remove an animal from
study.

19. Section C, 7.2, List all other personnel working on the study.
a. The protocol application indicates that the listed personnel will be responsible for
anesthesia (A) and surgery (S). However, anesthesia and surgery do not appear to be a
part of this study. Please clarify and/or correct this section in the revised protocol.

20. Attending veterinarian has helped plan the activities of this protocol. Our standard operating
procedure for protocol development requires that the protocol be developed with the assistance of
the U of U veterinarian.

a. The protocol application has been assigned lom
B 1< orotocol application and the protocol prescreen will be

sent to him. Please be sure to work directly with the veterinarian to complete this
requirement.

b. Please provide assurance that the revised protocol. with changes listed above, has been
reviewed and approved by_

IACUC
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- Now checked.

3. Section B, 1.1, Location where euthanasia will be performed.
a. Please clarify if a CO: 1ank is located in room 1250 in EEJ.
- Yes. a CO»tank is located in room 1250 in EEJ.

4. Section B, 1.2, Inhalant agents for euthanasia.
a. Ifa secondary physical method will not be used to ensure death, provide rationale and
indicate how death will be confirmed (i.e., evaluation of vital signs).
- Death will be confirmed by cessation of breathing over 5 minutes.

5. Section B, 3.4, Tumor studies.
a. The check box to indicate that you have read and agree to follow IACUC Policy P007,
Solid Tumor Production was not marked. Please clarify and provide assurance that you
have read and agree to follow P007, Solid Tumor Production.
- Now checked, and I you have read and agree to follow P007, Solid
Tumor Production.

6. Section B, 4.0, Blood samples.
a. Please clarify the maximum amount of blood that may be drawn from each animal.
- Maximum amount: 150 ul

7. Section B, 4.3, Describe the blood collection procedure.
a. Please provide a description of the blood collection procedure.
- Submandibular sinus will be punctured with a lancet and about
50 ul will be collected into a Epndorff tube. Mice will be
observed for 30’ afterwards to ensure wellbeing.
8. Section B, 5.0, Hazardous Agents.
a. It would seem that the use of human tumor cells and human lymphocytes should be listed
in this section of the application. Please clarify.
- Clearance pending with Environmental Health and Safety
regarding the use of human tumor cells and human lymphocytes.
b. Please indicate if the Blood Borne Pathogen training has been completed by the
laboratory personnel for the use of human tumor cells.
- Clearance pending with Environmental Health and Safety
regarding the use of human tumor cells and human lymphocytes.

c. It would also seem that the use of the indicated chemotherapeutics should be listed in this
section of the application. Please clarify.
- Clearance pending with Environmental Health and Safety
regarding the use of chemotherapeutics.

9. Section B, 5.1, Occupational and Environmental Health and Safety (*
m — toxic chemicals, carcinogens, and other toxins.
a. ease clanty if Occupational and Environmental Health and Safety approval is required
for the use of chemotherapeutic agents in this research project.
- Clearance pending with Environmental Health and Safety

regarding the use of chemotherapeutics.

b. Please describe the required animal husbandry practices approved by OEHS. how animal
cages will be identified, and how-staff will be notified.
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- Clearance pending with Environmental Health and Safety regarding the
use of chemotherapeutics.
10. Section B, 5.3 Institutional Biosafety Committee
bacteria. parasites, rDNA, transgene. human cells.
a. Please clarify if IBC approval is required for the use of human tumor cells and human

) - viruses,

lymphocytes.
- Clearance pending with IBC regarding the use of human tumor cells and human
lymphocytes
b. .
c. Please describe the required animal husbandry practices approved by IBC, how animal
cages will be identified, and how staff will be notified.
-Pending with IBC.

11. Section B, 8.3, Single housing of social species (dogs, cats, non-human primates, rabbits, mice,
rats, guinea pigs, sheep, swine, goats, calves).

a. Please clarify if there may be any circumstances in which an animal may be single
housed. This includes single housing of animals after a procedure, during treatment,
dosing, last animal on study, etc.

- Single female mouse will be integrated with other female mice; male
mouse will be housed with a suitable mate. If a suitable mate is not
available, the mouse will be euthanized.

12. Section C, 2.1, Animal designation.
a. The protocol application lists the study animals in category D (procedures with alleviated
pain). Please clarify the painful procedure in which pain will be alleviated.

- The procedures to be performed are tail vein injection and
subcutaneous inoculation of the cells. To alleviated pain, the injection
will be done using insulin syringes which is not expected to introduce
significant pain, and the injection will be completed within a few
seconds. Therefore. no additional pain alleviation approaches should be
needed.

13. Section C, 2.1, Total number of animals requested.

a. The protocol application lists 18 animals in category B and 160 animals in category D.
However, the protoco! indicates in section A 3.0 that 200 animals will be transferred from
the previous protocol. The total number of animals listed in the table should also include
the animals to be transferred from the previous protocol. Please clarify.

- The protocol application now lists 36 animals in category B and 180
animals in category D. The protocol now indicates in section A 3.0 that
80 animals will be transferred from the previous protocol.

b. The protocol application indicates that *About 80 -100% pups will be used.” Please
clarify and indicate if the unused pups are included in the total number of animals listed
in the table in this section of the application. If not, these pups should be listed in
category C.

- Itis likely that all the pups will be used. The unused pups are included
in the total number of animals listed in the table in this section of the
application.

14. Section C, 2.2, Describe the breeding colony.
a. Breeding colony. Please further describe the breeding colony. This should include a
rationale for the total number of animals needed for breeding pairs, how many pups the
breeding pair are assumed to foster. how the breeding colony is structured, what strains

IACUC
Email:



Tlliu

UNIVERSITY
OF UTAH

are being maintained. and how many pups will be unsuitable for study Jue to genetic
differences. The overall design of the breeding colony should be to support the number
of animals required for testing. The colony should show how the study animals will be
generated.

- Six breading cages consisting of 18 NRG mice (one male plus two
females per cage) of and six breading cages containing 18 NSG mice
will be set to generate 180 pups (6-8 pups from each mother). 144 -
192 pups the breeding pair are assumed to foster. The breeding colony
is structured with one male plus two females per cage. Breeding
animals will be replaced once every 9 months. The NRG and NSG
strains are being maintained. 0% of pups will be unsuitable for study
due to genetic differences.

Column B: 18 NRG + 18 NSG = 36
Column D: 12 NRG female x 6-8 pups + 12 NSG female x 6-8 pups = 144 - 192

b.

Please indicate how ofien the breeding animals will be replaced.
- Breeding animals will be replaced once every 9 months.

15. Section C, 2.3, Describe the number of animals required for this study.

a.

The protocol application indicates in this section “If the results are consistent, generating
data with statistical significant, the experiment will be completed. If not, experiment may
need repeated with additional 40 mice.” Please provide additional information to further
clarify/justify this.

- Suatistical analyses will be performed on the experiment results to
determine if differences observed between the treated groups and
control groups statistically significant. If the trend indicates a
difference but the statistical analyses does not support, additional
number of animals might be need to added to the study.

16. Section C, 5.0, Provide a clear and concise sequential description of what the animal(s) will
experience while on study. Include all procedures and tests (recordings, test and control groups,

etc.).

a.

Please provide additional information to further describe each study group. A clear and
concise sequential description of the study groups and what the animal(s) will experience
while on study is required.

- Tumor will grow at the sites of inoculation, and mice will be either
transplant human lymphocytes. These are not expected to cause
significant pain. The mice will be divided into 8 groups and treated as
indicated below:

Please indicate the dose of each treatment to be administered.

- PBS 200 ul; GO 4 ug/25g; RTX 20 ug/25g; gemcitabine 0.5 mg/25g
The protocol application indicates in section A 6.0 that irradiation will be performed in
EEJ. However, irradiation is not described. Please clarify and/or provide a complete
description of this part of the study.

- No irradiation will be performed

K I
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d. Please clarify which animals will undergo blood collection and clarify what analyses will
be performed on the collected blood.

- Flow cytometry
e. Please indicate the dose/volume of lymphocytes to be administered and the route of
administration.

- 2x10*7 in 200 ul will be administered ip.

f. The protocol application indicates in this section that “Tumor cell subcutaneous
inoculation and tail vein injection of the treatments will be performed without
anesthesia.” Please clarify if the animals will be anesthetized for the IV injection of
tumor cells. If so, please complete section C 5.1-5.1.5 in the revised protocol.

- The animals will be not anesthetized for the IV injection of tumor cells.

Please indicate when in relation to tumor development will the treatment begin.

1

- Treatment will begin tumor grow to 40 mm* or two week of iv
transplantation.

h. The protocol application indicates in section C 1.0 that “We also propose to use TUBO
cells, a mouse carcinoma cell line expressing human HER2 (29) to establish a congenic
HER2+ mouse carcinoma model to further characterize therapeutic function of cytokine-
associated TRA/GO in a immunocompetent host.” However, this does not appear to be
described in the application. Please clarity and/or provide a complete description of this
part of the study.

- Experiments using TUBO is proposed as future directions, and will not
be performed under the current protocol.

17. Section C, 5.2.2, Indicate the endpoints(s) in time when animals are scheduled to be euthanized for
each study group (i.e., hours/days/ or weeks).
a. The box to indicate that no experiments are performed on live animals, only euthanasia
and tissue harvest was checked. Please clarify.

- Live animals will receive treatment and blood collect as described.

18. Section C, 6.2, Describe any of the expected symptoms that might become painful (i.e., toxicity,
tumor size, disease progression) and indicate when animals will be euthanized for humane
reasons.

a. Please further describe the tumor progression (lymphoma) and its effects on the animal’s
health and well-being.

- Atearly stages, the animal’s health and well-being will not be affected
by the lymphoma. At late stage, lymphoma will cause paralysis or
weight loss. When this occurs or weight loss reaches 20% of the body
weight, the animal will be euthanized.

b. Ifapplicable, please describe the potential effects of irradiation on the animal’s health
and well-being and indicate end points that may be used to early remove an animal from
study.
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- The mice will not be irradiated. Correction is made.
19. Section C, 7.2, List all other personnel working on the study.
a. The protocol application indicates that the listed personnel will be responsible for
anesthesia (A) and surgery (S). However. anesthesia and surgery do not appear to be a
part of this study. Please clarify and/or correct this section in the revised protocol.

- Corrected

20. Attending veterinarian has helped plan the activities of this protocol. Our standard operating
procedure for protocol development requires that the protocol be developed with the assistance of
the U of U veterinarian,

a. The protocol application has been assigned to

mﬂle protocol application and the protocol prescreen will be
sent to him. Please be sure to work directly with the veterinarian to complete this

- The revised protocol is send to _for review,

b. Please provide assurance that the revised protocol, with changes listed above, has been

requirement.
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Claims Detail Report

Date Run: June 20, 2017
Policy Information
Name: UNIVERSITY OF UTAH Location Name: UNIVERSITY OF UTAH
Policy Number: 1635568 Department Nbr: [l soMm
Status Information
Claimant Name: [} NG Adjuster Name: [} NNEGNNGEGE
Claim Number: 201707760 Claim Status: Open Med PHONEJIEIEGEG
Date of Injury:  04/17/2017 RTW Date:
Date Reported:  04/25/2017 Class Code: 9101 -COLLEGE OR SCHOOL ALL OTHER EMPLOYEES
Date Created: 04/26/2017 Litigation: Subrogation: N

Injury Description

Part of the Body: Hand

Nature of Injury: Puncture

Accident Desc:  Animal Or Insect

Accident Description: A mouse bit the employee after an hPBMC injection.
No Permanent Indemity paid on the claim

Claim Costs
PAID RESERVED RECOVERED INCURRED
COMP: 00 00 .00 .00
TTD: 00 00
TPD: 00 00
PPD: 00 00
PTD: 00 00
OJT: 00 00
REH: 00 00
FAT: .00 .00
MED 00 459.00 .00 459.00
REHAB .00 00 .00 .00
ALAE 00 3.00 00 3.00

TOTAL INCURRED 462.00



















