Submitted 11/7/18

Species: Rabbit

= Annual Review

Have any adverse or ici events during the last year?

[ Adverse or unanticipated events may Include pain, distress, morbidity andjor martality observed in the animals,

No

®ives

1. Describe how the events were managed at the time of occurrence.
2. Explatn whot steps were token to prevent recumrence.

) Uncheck this b

remove all text from the box below

t In the past year, one rabbit died during the intubation process. One more rabbit died unexpectadly in the early stages of the procedurs presumably due to an issue with anesthesiz,
though the exact cause is unknown. In addition, one rabbit died unexpectedly following the procedure, which may have been due to the recovery process or unsuccessful placement of

the retroperitoneal space expander.

2, After the spece expander was unsuccessful, precautions were teken to prevent this from reoccurring. For exsmele, the saline wes pleced in the expander in smaller increments and over = grester penod of time.
Addrtionally, the surgeon was more careful to creste space with his finger before plscing the expander in the retroperitones! space, Finally, during the recovery process the rabbit wes closely monitored for  longer
penod of time. After the incorrect intubation, obtained further tramming on the process, and obtained newer egupment to ensure the proper ntubation l::hmque This additional training solved the issue of
incerrect intubabion. Fellowing the second rabbit’s death, «consulted with the UCI Vetennanans to find the best method of Becaus: | steps have been added to the
protocol within the last ycar; the indtial mtraoperative snastheie methads mey no longer be optimal. Therefore, upon the advice of the Veeter parians, aight changes in the acttings of the anésthesia machine will be made

in order to ensure the safety of the animals intraoperatively.
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Submitted 11/9/18

Species: Swine, rabbit

= Annual Review

Have any adverse or unanticipated events occurred during the last year?
Adverse or unanticipated events may include pain, distress, morbidity andfor mortality observed in the animals.

Provide details about the adverse/unanticipated event(s).

1. Describe how the events were mansged st the time of occurrence.
2. Explsin what steps were taken to prevent recurrence.

#| Uncheck this box to remove all text from the box below

1. The fact that the pathological staining of the pig bladders did not wark after the experiment is the only adverse event that happened. It did not have any adverse affect on the animals as it was part of the post-
operative tissue examination.

2. The modifications to the protocol to include rabbits were added to avoid this issue in the future.
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Submitted 10/1/18

Species: Rat

= Annual Review

Mave any sdverse or unanticipated events accurred during the last year?
Adverse o unaniicicaied evenls may nckide ain, ddress, mordidily and/or mortalty chearved in the snimai.

*ver
about the wvent{x).
1. Deseribe how the events were managed ot the tme aimm
2. Explain what steps were taken o pravent nacumence.
& 5
Thaes wers 3 meidents of unezpected mortabty whe he irstinl ansethesia inpection, & secordary mathod wat performed and the smmsl wae dispoied app -m tel |v Brcan of this, ||p(w-|m| sdfieaticn changee wern
prol I-v: I to redace the amount of the matial nnlI-ru I I ndh II expectation that this mill allow the anmals b5 recower and conbrue beng montared for the rrrun n: I‘ roper cate will be mamtamed bo erure lI e anunal reaches an aporophato depth o I -:u-u'l hrwa.
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Submitted 11/20/18

Species: Mouse

= Annual Review

Hawe any adverse ar unanticipated events accurred during the last year?
Adverse or uranticiaaled svents may include pain, distress, marbidity and/or mortality abserved in the animals,

traut the went(s).

1. Describe how the ovents were managed at the time of accurrence,
2 Expiain what stens were faken b prevent recurmence.

e of animats ware found 1o be chawing on Gree shother's fur. The scute sifcts were sddrassed by & manbar of mesne,

ineluing testrent with iguid bardage, topical antbsotics snd tylanal. To avoid recurrance we ke housed animale
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Submitted 10/26/18

Species: Mouse

Adverse Lvents & Unanticipated Problems
Custuss any ads Sroblams that may b Invaliing animal feaith, Behavior o well-bewng, Describe the sctions that were faken by the lab to prevent recurrence.

I the last 3
by & LLAR uet

& hiod tweo caserd i whith drveloped spontanesus lumers rot relaled to the studies we proposed, These mice were idestified by vivarium stall, which subsequestiy notilied ous tab, Bter examinig the mice ard considering the recommendation provded
decadn o humansly muthanae these mece

Saveral cabe (5-7) of mice that developed ulcrrative skin et dus 1o over grooieng of scratchng wers sxparenced = the st 3 years. Thess mice were manstored and caned (tromening of s and anbbeotie cordment treatirmnt] by ULAR velesinanan, ard lully recovermd.
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Submitted 10/3/18

Species: Mouse

Adverse Lvents & Unanticipated Problems
Duscuss any adverse events o LNBNEcRaled problems that may have cccurmed involving animal haalth, behavicr or wall-baing. Dascribe the actions that weve takan by the b o prevant recurence,
G Dbl B B T e AT bart: Kol A ok Soabiee

tn s few :mi {Fewer than 103, r‘nue mice suctumbed io infection earlier zhm we anticpated given the dose and stran of T. gonds parssites that were administered. In order t2 bry to maintain the survivel of T. gondi-o nlcmn mice, we have mn!ee .watnlu such as
provideg subtutaneous lieds, olleing the mice wet food, ard pacrg crn cormer of the cage on & healirg pad o allow the e the optaon of being in 8 warmer ermammment. These intervertrens all seam to enhanoe survival of the Fuice durng =
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Submitted 10/11/18

Species: Mouse, rabbit

Adverse Events & Unanticipated Problems.
Lascuss aoy adverse events or uoanbopated problems hat may heve cccurmed mvalang anvmdl health, Behawior or well-beng, Describe the sctns that weve taken by the BE 1o brevent recurmence,
v

Feps to prevent re-occurrence of deaths due to. i overdose auring 20 2018);

Some rals died due 1o complications wilh anesthesia o recovery from anesthesia during procedures. § 1ho-S3341er-3 nude [RN] rals died in surgery, 11 rats died during ERG recording {3 RN, 4 nude RCS [RCN] rats, 4 NIH), We
lost 8 rats during preparation for SC recording, and 8 during OCT imaging. We have taken several measures to prevent this rom resccurring

1) We have recuced the dose of Ketamine / Xylazine given 1o female rats since they seem 1o be more 1o Xylazine’s eMects on Duting OCT imaging, we are also keepug rals on their side in an incubalor while
wailing for anesihesia lo take effect, which allows them 10 breathe more easiy.
2) Rats are kepl warm during all non-lerminal procedures (OCT, ERG, surgery) by using heating pads. Resgiration is casefully during each

3} All rats are given 5 C. saline (1mi per 100g weight) posi procedure for rehyaration,
4) Rats remain in an incubater afier procedures until they show signs of normal behavior such as grooming.

Rats found dead in cage (FDIC)/ low weight | other issues;

1RN s infection siomach) and was euthanized 8 RN and 1 RCN rats developed tooth malocclusions and had to be euthanized 3 RN and 7 RCN rats experienced weight loss which was
successfully reated i gel food

2 NiH rats. 8 RN rals and 8 RCN rats were found dead in their cages. 1 of these was a nude RCN breeder with no apparent causes. 7 RN rais were found dead after surgery. 2 NIH rats were found dead after surgery. 8 RGN rats were
found dead after surgery. and 1 RCN pup was found dead

In oeder 1o betier monftar the Neamth of the rats. thixse with Iransplants over 4 MONIS of age are weighed Weekly. An excel sheet is Updated weekly with ral weights. If thefe i< a greater than 59 ChANge in weignt. the rals are given efner ral.
Treats of gel iood Jtmes a week in order 10 intrease weight All nude rats ane given 1ood on the bofiom of their Cages hwice a week: Once during cage baottam changes on Monday and alsa on Thursday or Frday This protocol ghves weakes
rais better access o food Duning weekly cage bottom changes, al rats are manitored for signs of M heatin and weight loss.

Eye Issues:

Comeal ukers of Cloudy #yes were obsenved In 27 rats (18 AN, 9 RCN) o vanying degrees, Most were small and resolved with repeated Ophthaimic Betading treatment post-surgery. 7 rats were treated with baytril. In 8 cases. betadine
and baylrl reatment of eye was SUCCassiul In 2 cases Mis did not resoive the SMUANGN 50 the rats were euthanized

The eyes are insed wilh Belaging eye drogs Defon: and afler SUIgery. In adaion, every Surgery fat 1S eated wilh opRIANMIC anlidiotics up 10 7 0ays posl-Sulgery as a preventalve measure. This Nas drascally cul down on e pumber
of rats wilh ulcers. In addition, afler all procecures IVaiing pEneral anestnesia, we Use two [ECovery INCuBalors o That rals hat are mobike are Moved 1 a separale INCUBALON I prevent Nem from crawling on [op of cach olner whkch
Imight also contrbute 1o ulcer formation.

Soime rats ceveloped pustules (3 RCN. 10 RN), crusty eves (3 NIH. 8 RN, 2 RCN) or swollen eye lids (2 RCN) due o their inability 1o produce suficient tears. Detris accumulales undemeath their eve lids due lo this issue. Therefore. as a:
prevenlive measure, eyes are cleaned with surgical spears to remove debris | fur and then rinsed wilh sterile eye wash every 2 weeks under isoflurane anesthesia. During this lime, lopical triphe antibiotic cintrent is applied around the
face and ears (where lesions lend lo cceur) as 8 preventative measure. In addition, the cages receive Envire-dii bedding which prevents bedding sticking to the eves and s also adds rats with crushe
eyes of puslules were tealed 32X weekly with ophthalmic genlasmyein until the iSsues rescived.

Skin lesionsiinfections (comman issue of mmunodeficient rats): We have had some incidences of skin lesions among our nude rats (8 NIH, 23 &N, 23 RCN) All were either identified by our Iab or by LILAR veis. S3ome were inftially
traated by applying antiblotic siniment on ine affected area. If that didn't resalve the issue, inen ULAR was nofified and the rats were given oral Baytrl We have also implemented an acdfional weekly cage botiom change for all nude rat
cages which has helped minimize skin and eye infections. We have recently aded nail clipping (when needed) during eye cleaning 1o prevent infections caused by scraiches
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Submitted 10/26/18

Species: Mouse

Adverse Events & Unanticipated Problems
Drscuss any adverse events or

ek 1

o

e 81tk from

A mh:ounmnnlullun WS UNCoversd between Ihe s1afs appacation of @ procedure and the approved ACORP. Stafl 1o nat disease modelad Mice over INg Courss of 3 Sty misUndersanoa ma
direction to maan never to give ketoprofen even after surgeries. This procedure, 1o give ketoprofen after surgeries, was in cur sppwveﬂ IACLIC pmbncurlw! was nol in our labaratory standard operating procedure (S0F) that staff uses. |t was
not our intention to deviate from our protocol We 1ook immediate actions 1o correct th and now use all surenas

Adamional trainng steps were akso taken o address the deviation from our profocol. First, the lab manager parsonally met with indniduals working with mice and descussed the detalis of what happened, explained why we had the issue and
INSELCted Them to take IMMmediate CoMective achons. We hen had a fomal MEeeting Wit a1l 13 isted 0 he ACDRR 10 be proactive Wilh cOMECtons and 10 promate AISCUSSIONS b0t procedures. A LLAR velerinanan altended Inis meeting
and provided additional guidance.

1N Ne meeling we dscussed Ihe liowing:

1. Review cumen! agproved ACORP | force ALL

pecialy focusing on surgeries as well #s pain moniloring and control
2. GO over Ierature reqanding pain monitonng in rodents inclsding standards like “The Guikia® and ofher curent Merature regarding pam manitoring in rodents.

3. Review findings in Huntingion's disease (HD) mouse studies thai supporn the idea that inflammation plays a role in HD and that long ferm treatment with analgesics (that impact may confound of results. Literature
CHAtONS and diagrams from recent reviews were par of that discussion

4, Al s1aff on ACORRP verified that ihey participated in fevitw and re-iraining at the meeting wilth their $gnatures and date of meeting on a AoCument baefly GesCring the event,
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Submitted 11/14/18

Species: Mouse

Adverse Evenls & Unanlicipated Problems
Discuss any adverse events o wnanticipated protiems that may have cocwred involving animal health, betavior or well-being, Describe the actions thal were taken by the lab to prevent recurrence.

¥ Uncheck ¢

‘We ebserved tall Injuries in a few mate mice following a tall veln Injection and blocd coliection. The injuries ware most ikely due to fighting or the mice chewing the Injection site. We contacted the veterinarian services and tney
treated the tails. IT necessary, the aggressive male was Separated to pravent further injury We also had one mouse with overgrosn teeth, velennanian senvices fiied the teeth and the mouse was euthanized when the feeth
overgrew again. To prevent recurrence, we did not use this mouse for breeding as it is often an inhented trait
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Submitted 12/17/18

Species: Mouse, Rat

Adverse Fvents & Unanticipated Problems.
Disduss any adverse evenls or wanticipaled probiems that may have coourred invedving animal health, behavior or well-being, Describe the actions that weve taken by the lab lo prevent recurrence,
o) Uncheck thix bua bu remove alf tesk lrom the bo bl

We proposed to use Rotenone ta induee a Parkingen's disease (PD) like phenatyps in rts, and we fellwed what has been published in the literature. Hawever ratenane injected rats showed poar health and were euthanized. IF we ropeat that experiment we
will decresse the rotenone dose considerably or change it for anather PO inducing agert.

Obtained by Rise for Animals. Uploaded 07/10/2020



Submitted 12/17/18
Species: Mouse

© Adverse Fuents & Unanticipated Problems
Discerss any adverss svenrs ar unantisipated problams that may have cocurred invalving animad haalth, behavior ar well-baing. Describa the actions that wane taken by the inh to prevent recurrence.

Bo 1o ramave sll text from the bex b

tver the prine year, we have encountered a couple unanticipated problems that have been addressed. Tn the mice that receive subcidaneous tumar innoculation the humar grew mare quickly than expected and some mice doveloped necratic ulzerations.
This séems to have imarcved with better injection technique and with closer manitanng and euthenasia, Some mice that had colitis induced with adsptive transfer did slso developed paralysis, this seems to occur close to 1% of the time and Baain mice &re
sacriboed ak the hrst sgns of Une problem, Wiien bobin delicency becomes severe the muce can loose 10-20% of hewr body wesght m a single week and when this occurs they need to be sacrificed (even il they have nok mek the less than 20% startng
body weight threshald) ecause ralitis is severn. Now that we have better sxperience with the animal modeis used, adverse ovents can be avnided with deser manitaring and ruthenasia,
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Submitted 1/10/19

Species: Mouse

Adverse Events & Unanticipated Problems
Discuss any adverse evends or unanticipated oroblems that may have ccourred imvoling animal feaith, behsvior or weil-being, Describe the sclions that were taken by ihe lab lo preventd recurrence,

) Uncheck this b to rermuve all beat o e b belon

Dunng the past Nree years we have observed 3 few cases of unexpeciad daath of relatively recently weaned animals. In géneral, when this Rappens, & involves a Singlé animal in 3 cage of 4 or 5 recenlly weanad animais that
might be found dead at sometime within a ten day period following weaning There is no cansistent camelation between 3 specific genatype and dead animals. Moreover, other ankmals in the cage appear normal We nave
addressed this issue wilth one of the campus velerinarians who noled the unusual nature but who olherwise raised no concem.
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February 9, 2019

Mave any sdverse or N events d during the last year?
Achvares or unanticipatind wvants My Inckads piin, dietrats, markidity sndfer Fortiity obterved in i aniaek

Mo

v
Pravide details about te advorse/unanticipated event{s).
memmmwnwmdwm.
& Uncheck this hox ta et frnm the b

; BESJLF1/J GLAST-DsRed was found dead by ULAR stafl The suspected cause (o be old age

2 CD1 mice were found dead by ULAR staff. The suspected cause is old age

1 C5TBL/E MGATS knockout was found dead by ULAR staff. The suspected cause is unknown

1 C57BLS MGATS knockout was found with an unnatural mass/growth along one of the hind legs. This animal was euthanized to prevent further drstress.
1 C57BLG EGFR-Emerald mouse was found dead by ULAR staff. The suspected cause is old age.

1 C57BL/6 EGFR-Emerald mouse found to have teeih malocclusion. The teeth were tnmmed by ULAR staff to mitigate oral damage The animal was used for The animal
wWas aller rec from ULAR stalf to withhold breeding and prevent distress.

Mewborn pups from vanous colonies (C57BLG EGFR-Emerald and BESJLF1/4) GLAST-DsRed) were found deceased days after being borm. This appeared 1o be a random event. We are now only
single-housing pregnant females to ensure there is absolutely no extemnal stress or inferference from other females in the cage
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May 11, 2019

Did any adverse or events with | health, behavior or well-being occur during the last year?
Adverse events or unanticipated problerns may mclude pain, diiress, morbihly and/or mortality cheerved i the animals,
"o
. ves
Prowide details aBout the adverse/unanticipated event(s), inciuding:
L Dascribe haw the events were manaped af the time of cccurrence.
2 Explain what steps were taken to provent recumence,

iced during the past year one project (3 cut of & Total 84 Ragl Immuncdeficent Mice), which had » hagher infecton rate at the site of incision than previcus projests, In this case 4 mice (3% of total) developed 3 lump at their infection site. For the first
anemal, at the time of dissection, we alerted UCT Vet staff who sent samples for testing, which were positive for Staph infection, Previously we have noted this problem enly rarely, i & large greup of animals (Less than 1%]. Interestingly, we saw similar growths
ori the fip of an addtional 5 mice (6% of totad) from the study, which were not part of cur surgicsl procedure. To prevent recurrence for future projects, we hive reviewsd our surgical sseptic technigue with UCI Vets, aed have implemented several recommended

We have sance since sanidar growths on kps and i abdominsl/gental region in sdditional snmunodeficent snimals, belore we do any surgical procedures, and wn some cases in breedsng animali. We are consadering putting all smmuncdeficent animals on
praghylactic antibutic feed.
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May 10, 2019

Did any adverse or unanticipated events with animal health, behavior or well-being occur during the last year?
Adverse events or unanticipated problems may include pain, distress, morbidity and/or mortality observed in the animals.

Provide details about the adverse/unanticipated event(s), including:
1. Describe how the events were managed st the time of occurrence.
2. Explain vihat steps were taken to prevent recurrence.

Two mice died after application of oxymetazoline (Rhofade). After consultation with the company (Allergan), we estimated that the quantity we applied was too high. We reduced the quantity and did not experience any further unanticipated event.

Obtained by Rise for Animals. Uploaded 07/10/2020



February 8, 2019

Have any adv events g the last year?
 4cversa o unasteinated events may include pain, distress, marbidity and/or martalty abserved in the avmals.

Me
o e

© Provide details aboat the adverse/unanticinated event(s).

LMMWM"W*“W”W
2. Expiais what steps ware taken Lo prevert recurence.

) Unchieck this hox to reminve all teet from the boy below

On approximately Decembel 3, 2018 it was brought cur attention by a member Iab that the light cycle In our shared vivarium space (
was incorrect. ULAR that the cycle had beenselto631 amONandG:sOamOFFmknganessmllaﬂyZdhwroonstanl
ligm cycie. ULAR took lull responsibility for the error and that it first on 4. 2018, when the programming was adjusted by ULAR staff, As
ber 4, 2018, the lig cydehasbemwremwadusledeUOONmmMOFF unronumle(y and had, in total. 30 male rats housed in

during the month of November and Into the first week of December that were put under extreme stress from the circadian rhythm disruption. Given the stress-sensitive
nature ol the addlcllon tesearch done in our lab, data from these animals was unusable. Since we were unaware of the vivarium issue until Dec. 3, 2018, all 30 rats had been run
(Specific Aim 2, experi 1aand“ ific Aim 4, experi 4) and euthanized by CO2 i diately after the conclusion of testing as our protocol

dldames. Un'crlunately. h , this us orderi p 1t animals, ultimately | g the number of rats used.
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April 30, 2019

Did any adverse or unanticipated events with animal health, behavior or well-being occur during the last year?
Adverse events or unanticipated problems may include pin, distress, morbidity and/or mortality observed in the animais.

Provide details about the sdverse/unanticipated event(s), including:
1. Describe how the events were managed at the time of occurrence.
2. Explain what steps were taken to prevent recurrence.

1. C57BI6 mice that were ordered came with wounds on the back and were not able to be used for implantation studies. Extra mice were ordered to anticipate adverse events and those animals. Animals were normal otherwise.

2. C578l8 mice have not been ordered since then, but individual caging and communication with the vendor could prevent this.
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February 14, 2019

Adverse Lvents & Unanticipated Problems
Discuss any sdverse events or wianticipabed grobiems Ul may have occured involving animal heaith, behavior or well-being, Describe the sctions that were laken by Ure lab fo prevent recwrence.

bew o remaue all text from

There were no general adverse issues with regards to procedures, etc. The only issue we had was the loss of transgenic animals duning a transfer from another UC campus [WwWe believe it was due to the stress of the travel. ULAR was made aware of the issue
and we have since made the point of ensunng thal any addibional shipments of these speahc ammals sie done n a tanely mannes, and that the aninals have adeguate gel packs, etc s per the onginating lab's instrucbons.
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March 13, 2019

Adverse Lvents & Unanticipated Problems .
Discuss any adverse events or urnanlicipated probieors that may have ocourred involving animal heaith, behavior or well-being, Destribe the actions that were daken by the (oh to prevent recurrence.
L4

= ha text from the b helow

There have been several nstances of overcrowding in cur colany, but this prablem has improved with increased attenfion of sfudents and stafl The older K140M-Clim mice sometimes develop large skin wounds and need to be
euthanized. Depending on our pasl experiences, the mice under would show ion leading to weight loss and decreased aclivity levels. we injecled PBS Lo relieve the dehydration and it surcly
worked
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February 25, 2019

Adverse Events & Unanticipated Problems
Discuss any adverse events or unanticipated problems that may have occurred involving animal health, behavior or well-being. Describe the actions that were taken by the lab to prevent recurrence.

the box below

« Uncheck this box to remove all te:
There were 23 unexpected rat deaths.
There were 15 rats that died in the Nicotinamide Mononucleotide project after 5/6 nephrectomy surgery; following discussion with ULAR vets, adjustments were made to the post-surgical protocol including a prophylactic dose of
antibiotic and enhanced aseptic technique.

The other 8 rats died in the JZL184 project. 2 normal rats died before surgery without any intervention, two more died within 48 hours after surgery and 4 rats died during PET/CT scanning. We immediately notified veterinarian
and ULAR staff, and checked with the supplier to see if the animals may have had pre-existing health issues. There was concern for excessive urination in the normal animals, however monitoring of blood glucose, body weight
and daily water intake did not show any diabetes mellitus. We could not identify the cause of the early deaths. No unexpected losses occurred with subsequent surgeries
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April 11, 2019

Did any adverse events or unanticipated problems with animal health, behavior or well-being occurred during the last 3 year period of this study?

Describe the actions that were taken by the lab to prevent recurrence.

infection (yeast) of immune compromised animals. We will initiate new breeding colonies in a new room that only houses immune competent animals, and we will keep all of our immune competent animals there.
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Species: Mouse

Submitted 6/7/19

= Annual Review

Have any adverse or unanticipated events acourred during the last year?
Adverse or Lnanbeioated events may include pain, distrass, morbudity and/for mantalty chsarved in the animals.

Provide details about the sdverse/unanticipsted event(s).

1. Describe how the events were managed af the tvme of acourrence.
L Explain what steos were taken fo srevent recurmence,

e all U foam the box belov

1. With mice recening the rhofade appleation (which is 8 FD&-aporoved topeal compcund), we have experienced probleens with maortaiity. Multiple arsmais have died before reaching day 7, and the apnlication region has dried out.

2. We currently are trying Lo understand what the cause s of the mortaldy, to see f this & anecdotal or u due speafically to rhofade appicabion. We sdded one day post surgery belore spplymg the rhofade, to prowide the ammal with an extra day to
recover from the surgery. If we observe sncther early death, we will need to discuss » potential protocol devistion with the contract sponsor (Allergan) and then request a protocol modification for LACUC review.
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Species: Mouse

Submitted 6/19/19

= Annual Review

Did any adwerse or unanticipated cvents with animal health, behavior or well: being eocur during the last prar?
Advierse svents or unsnticosted problems may include cain, ditress. morbidity and/or mortalily choerved i the animais.

ﬁ'ww dvu-v lbou( r'-t Idedvmhcmo‘ e-mr-{ﬂ. Inchuding:
£5 were managed at the time of cecurmne,
J- Ex.d-m -mr mps ware faken tew-mr r-eu----m

This protoced includes several aged snimals, which expenence wicerstive dermatitis, due to serstching. With the help of ULAR and Vet Services, we have been manitanng the mice desely and trimming the nails to try to prevent lesons. If necestary, lesions are
trested with topica! cream, and euth ln:z:d # the wourds are not healing, The incidence of the lesions s not large erough to Impact the study (rew animals 9o not need to b+ added a5 replscements for euthanized srimals)
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Species: Peromyscus

AR submitted to IACUC 5/24/19

# Annual Review

Did any adverse or unanticipated events with animal health, behavior or well-being occur during the last year?
Adverse evenis or unanticioated problams may inciude pain, distress, morbidily and/cr mortalty chserved in the animals,

Bout the eventls), including:
1. Describe how the events were managed a e time of aceurrence,
L Explsin whet stegs were laken [0 prevend recurrence,

On Monday 5/13/19 3 Peromyscus leucepus were noted by vivarium stall to have eccaped from thes cage by chewng a hole m the plastic, This probably occurred over weekend. One snimal was captured by vivasiam siall. The other two were cagtured by
Wetennarian sver the next two days. The lab wias mformed of these events and checked on condition of the other cages and armals. On 5/15/19 veterinanan reported that first moase captured on 5/11 was displaying decressed mobility, ruffied fur, snd reddened
eves. On 5714 the intent was to administer fuids b the animal but it was found dead, & necropsy by veterinarian revealed pericarditis, This was probably the consequence of trauma sustained during the 1-2 davs it was loose or when it was captured by vivenum

atall, The ather bwa smmals show b apparent resdusl effects, Thes tge of tage 5 mo kinger btang used lor houmng the Peromyscus.
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Species: Mouse

Submitted 8/26/19

= Annual Review

©id any sdverse or unanticipated events with animal health, behavior or well-being occar during the last year?
Adverse events or unanticipated problems may inciuide pein, distress, morbidity andfor mortality chserved in the animals.
N
w ves
Provide detaiils about the sdverse/unanticoated event{s), inchuding:
L Déseriba how the events were managed at the time of occurnince.
2 Esplain what steps were taken to prevent recurmence.
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EM o full committes 11/14/15. Veterinarians will follow up to obtain additionsd information, repart back to TACUC ot 12/12/15 meeting.
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Species: Swine

Report submitted 8/29/19
# Annual Review b
Did any adverse ar unanticipated events with animal health, behaviar ar well being occur during the last year?
Adverte svants or unanticipated problams may include pain, distress. morbidity andfor mortaity chsanved in the animals.
» e
Brovide delais about the et
L evenis ere managed ot ihe e of cocurmence.
2 Explain what steps were taken o prevent recurrence.
Drering the first prur\‘rfurr u-smg a plg in the: experimental group, one aof the retrograde laser punctures lead 1o significant blood loss for |hr plp, and we decided to end the experiment wrl\f by w:lu |nh{ng!n q!dwr ta amud any
resulting distres or pain. We the laser access ique was not feasible for this study as it resulted in of the atcest. We 10
the protocol to creste a percutanecus tract u;le\s lhe standard flucroscople guided needle instead of laser. Since the approval of this medification, we have fulh with ne adverﬂ affects,
on & control pig we were not able to gein access to one of the ureters due to k . Data coll was net for this control pig and in order to

During the second d
anvoich any pain or distress associated with an obstrueted kidoey we suthanized the pig. Since then we were able to access all ureters in the study pigs.
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Submitted 8/21/19 — Compliance resolved and report approved 10/18/19

= Annual Review

Did any adverse or unanticipated events with animal health, behavier or well-being occur during the last year?
Adverse events or unanticipated problems may include pain, distress, morbidity and/or mortality observed in the animals.

@) Yes

Provide details about the adverse/unanticipated event(s), including:
1. Describe how the events were managed at the time of occurrence.
2. Explain what steps were taken to prevent recurrence.
There were a total of 108 animals that manifested some level of complication associated with the experimental procedures during the last year. 17 had treatable skin lesions and 48 had treatable eye issues; these animals
recovered and were returned to the study (65 animals, representing 60% of the total complications)
The remaining 43 rats either died during procedures or were euthanized

» 18 rats were unable to recover from anesthesia (15 during surgical procedures, 3 during OCT imaging). To address this issue and prevent recurrence, all laboratory personnel have been retrained and
anesthetized animals are now monitored more frequently (approximately every 2 minutes) during anesthesia

. 2 animals were lost during testing of different dosages of immunosuppressants; we have adjusted our dosages accordingly.
. 2 animals were lost during a routine blood collection procedure. To prevent recurrence, we now use disposable rat-restraining cones to calm and restrain animals for this procedure

. 5 animals were lost due to infections, cancer, and other commeon to immt ient animals. Another 15 animals were found dead of unknown causes. We have increased the frequency of

monitoring of all our rats, and seek guidance from ULAR veterinarians whenever possible.

. 1 rat was accidentally left in a procedure room incubator following an OCT imaging procedure on a Friday (7/26/19) and was found dead the following Monday (7/29/19). We are working with the IACUC to
address this non-compliance.
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