
DEPARTMENT OF HEALTH & HUMAN SERVICES PUBLIC HEALTH SERVICE 
NATIONAL INSTITUTES OF HEALTH 

FOR US POSTAi. SERVICE DEJ.!YERY: 
Office of Laboratory Animal Welfare 
6700B Rockledge Drive, Suite 2500, MSC 6910 
Bethesda, Maryland 20892-6910 
Hl2mtl'llgi: : http://grants.n ih.gov/grants/olaw /olaw .htm 

July 8, 2019 

Dr. Joseph lncandela 
Vice Chancellor for Research 
University of California-Santa Barbara 
(b) <4) Cheadle Hall 
Santa Barbara, CA 93106-2050 

Dear Dr. Incandela, 

FOR EXPRESS MAJ! : 
Office of Laboratory Animal Welfare 
6700B Rockledge Drive, Suite 2500 

Bethesda, Maryland 20817 
~: (301)496-7163 
~; (301)402-7065 

Re: Animal Welfare Assurance 
A3865-0l [OLA W Case U) 

The Office of Laboratory Animal Welfare (OLA W) acknowledges receipt of your June 20, 2019 letter 
reporting an instance of noncompliance with the PHS Policy on Humane Care and Use of Laboratory 
Animals at the University of California- Santa Barbara, following up on an initial telephone report on May 
3, 2019 and an interim report on June 4, 2019. According to the information provided, OLAW 
understands that 80 mice on an Alzheimer disease study were not euthanized at the timepoint described in 
the protocol, but rather one month later. Although the mice were not as active as they had been previously, 
they were not noted to be in pain or distress. 

The corrective actions consisted of the Institutional Animal Care and Use Committee (IACUC) requiring 
certification by all Principal Investigators (PI) and staff that they have read the protocol and any 
amendments and understand the approved procedures. The Pl involved stated that no additional animal 
work will be conducted on this protocol. 

Based on its assessment of this exp lanation, OLA W understands that measures have been implemented to 
correct and prevent recurrence of this problem. OLA W concurs with the actions taken by the IA CUC to 
comply with the PHS Policy. 

cc: IACUC Chair 

Sincerely, 

(b)(6) 

Axel Wolff, M.S. , D.V.M. 
Deputy Director 
Office of Laboratory Animal Welfare 

Obtained by Rise for Animals.
Uploaded to Animal Research Laboratory Overview (ARLO) on 09/15/2020



UC SANTA BARBARA 

Institutional Animal Care and Use Committee 

Santa Barbara CA 93106-5062 
Tel: (805) 893-5855 
Fax: (805) 893-2005 
Email: iacuc@lifesci.ucsb.edu 
https://www .research.ucsb.edu/compllance/onlmal-subfects/ 

June 20, 201 9 Anima l Welfare Assurance A3865-01 (D 16-00497) 

Dr. Axel V. Wolff , Director 

Division of Comp liance Oversight 

Office of Laboratory Animal Welfare 

Nationa l Institutes of Health 

Rockledge One, Suite 360 

6705 Rockledge Drive 

Bethesda, MD 20892-7982 

Dear Dr. Wolff, 

In accordance with our Assurance and PHS Policy IV.F.3, I am wr it ing to report an 

incident of protocol non-compliance involving th e care and use of animals at the 

University o f California, Santa Barbara. Below is the full inves1igation report into the 

incident preliminarily reported to you via a phone cal l f rom our IACUC Chari on May 

3, 2019. The UCSB IACUC is convinced that appropriate remediations were enacted 

to prevent recurrence of the incidents described below. 

Summary of Investigation: 

On Apri l 3, 2019, the IACUC Office received a forwarded message from the Pl 

regarding his/her mice in the vivar ium. The ARC Manager had emailed the Pl to 

no tify her/him that the mice on her/his protoco l were now one month pas t the 

experimental endpoint identified in the ir IACUC protocol. While the ARC staff had 
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been hired by the Pl to adminis ter an expe rimen tal compound to the mice, the 

exper imental treatment schedu le was set by the Pl and the ARC staf f was 

responsible on ly for adminis tering the experimental compound at bi-wee kly (twice 

pe r week) inte rva ls. The experimenta l compound was prepared and delivered by 

the lab to the ARC befo re each trea tment (i.e .. bi -weekly) . The Pl notified the IACUC 

Office tha t they wou ld be euthanizing all of the mice in their co lony with in twelve 

days. The IACUC Chair subsequently asked to meet with the Pl to regarding the 

change in the experimental endpo int for the mice. 

The mice being used on the protocol were a transgen ic strain, rTg45 l 0, which is a 

commonly used mode l for studying the format ion of neurofibril la ry tang les 

associated with Alzheimer's disease and rela ted neu rodegenerative tauopath i es 

such as frontotempora l dement ia. These mice exhibi t experimenta lly usefu l 

neuro logica l phenotypes (impa ired spatia l learning and memory) and a potential ly 

distressfu l pheno type in late r stages (>6.5 months of age) in the form o f progressive 

motor func ti on abnormal ities (amyot rophy and motor dis turbance) . From the 

protocol: "patho logica l lesions (mature tangles) are observed beginning at 2.5 

mon ths of age, and memory dysfunction is observed at 4.5 months". The endpoint 

out lined in the protocol states tha t an experimental compound (Cinnamaldehyde) 

wil l be tested for its ability to "alleviate/attenuate bo th tau tangles and b ehavio ral 

pathology" at 6-6.5 mon t hs of age, "since this is the time at which memory 

dysfunct ion has been repo rted for this mouse model". The mice were to be 

euthan ized for tissue collection at 6.5 mo nths of age . 

The IAC UC Chair appo inted a sub-Comm it tee, comprised of himse lf and the 

Attend ing Ve terinarian (AV), to investiga te this potential incident of protocol non 

comp liance . On April 15, 20 19, the IACUC Coordina tor, Chair and AV met with the 

Pl and ano ther faculty member who had been en liste d to perform the euthanasia 

and tissue collection procedures . The Pl confirmed a t the meet ing tha t all of the 

mice in this experiment (approximate ly 80 animals) had been eu t hanized. When 

asked why these mice were not eu than ized acco rding to the experimental endpoint 

described in the protocol, the Pl admitted that it was due to (his own) huma n error. 

One o f the collabora ting invest igators was not yet ready to car ry ou t their studies as 
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previously p lanned, and consequent ly it was necessary to hold on to the anima ls 

longer than expected. Amidst this procedural adjustment, the Pl admitted tha t he 

inadverte ntly overloo ked the date of euthan izatio n ( March 7, 2019) stated in the 

most recent modif ica ti on to the anima l pro tocol. The Pl confirmed that s/he was 

not planning on using any mo re animals under th is pro t oco l. unless requested by 

journal art icle reviewe rs. 

After meeting with the Pl. the Coord ina tor, Cha ir and AV me t wi th the ARC Manager. 

S/he conf irmed that the ARC had been administe ring the experime ntal com p ound 

to the mice according to the treatment plan set by the Pl. While the Manager and 

t he AV confi rmed that no mice had been exhibiting symptoms of the potentially 

dist ressful p henotype, the Manager did ment ion that the mice were not looking as 

bright and active as they had been in prev ious mo nths. 

During the April 19, 20 19 convened IACUC meeting, the IACUC Cha ir summarized 

the situa t ion for th e Committee and led a discussion of w hethe r or not th is inci d en t 

was reportab le to O LAW. This p roject is funded by an NIH grant (5R21 AT008997). 

Following a discussion, the Committee voted that this inciden t sho uld be repo rted 

to OLAW according to the Gu idance of Prompt Repo rting out lined in O LAW NOT

O0-05-034. A preliminary report via phone ca ll was made to O LAW 's Div ision of 

Compliance Ove rsight by the IACUC Chair on May 3, 20 19. 

During the May 17, 2019 co nvened IACUC meeting, the IACUC Cha ir summar ized 

the discussion wi th OLAW's Division of Compl iance Oversight, no ting that they had 

sp ecifically asked about remedia t ion to preven t similar inc idents in the future . The 

IACUC wil l requ ire a sign ed sta tem e nt from the Pl an d all pe rsonne l listed on the 

training roster a tt esting tha t they have read the pro toco l and will read all 

subsequent mo d ifications . If the Pl subm its ano ther IACUC pro tocol app licatio n in 

the future, s/he and a ll personne l on tha t p rotocol w ill be requi red to sign a similar 

attesta tion . The IACUC Chai r a lso stated tha t he is plann ing on creating an 

assura nce statemen t, based on the protoco l assura nce statement that Pl's are 

a lready require d to sign, that must be signed by all researchers wo rking w it h animals 

to affirm that each of t hem has read and unde rstands the p rocedu res in the 
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prolocol and etll app!icable modifications. The final version of ·n-,is inves;ogation 

report ,1-1lll be sent to OLAW Clr:C ;-\AA LAC. 

This protocoi is funded by on NIH grant (5R21AT008997-02). Trie UCS5 Sponsored 

Projects Office (SPO) will wmk. witl, tl,e Pi and NIH to cscerto:n if cmy gront money 

was USf7d during this in cident of protocol non-compliance. 

If you 1--10ve any oddltional q~estions or comments. pleose fee! free 'io contoct us. 

Tha nk you for your time . 

Sincere Iv 
(b)(6) 

Prof. Joseph :ncandeia 

lnsri tutio no l Offic ial 

Vice Ci,cnce!lor for Research 

H4> Cheadle Hall 

University of California, Santa Barbaro 

Santa Barbaro, CA 93106--2050 

incandela:gresearch.ucsb.edu 

Cc : Dr. Stuart Feinstein, iACUC Choir 

Dr. Monue! Garcia, Campus Veterfnmion 

IACUC Office 
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Wolff, Axel (NIH/OD) [E] 

From: 
Sent: 

OLAW Division of Compl iance Oversight (NIH/OD) 
Friday, July 5, 2019 7:01 AM 

To: IACUC Office 
Cc: 
Subject: 

OLAW Division of Compliance Oversight (NIH/OD) 
RE: FW: Incident Report for A3865-01 

Thanks for sending it again. I will send the response shortly. 
Axel Wolff 

-----Original Message-----
From: IACUC Office <iacuc@lifesci.ucsb.edu> 
Sent: Wednesday, July 3, 2019 6:48 PM 
To: OLAW Division of Compliance Oversight (NIH/OD) <olawdco@od.nih.gov> 
Subject: Re: FW: Incident Report for A3865-0l 

Hi Axel, 

I actually did resubmit that report to OLAW with our IO's signature on June 24th. I've attached the .pdfto this email. 
Please let me know if you have any other quest ions. 

Thanks, 
(b)(6) 

On 7/2/201910:45 AM , OLAW Division of Compliance Oversight (NIH/OD) wrote: 
> Hello(bH6) in reviewing this case I noted that a previous case you had submitted never came with the final 
signed copy from the 10. It was sent June 4 and involved 80 mice on an Alzheimer study which were not euthanized at 
the timepoint described in the protocol. Please have Dr. lncandela sign the report and forward to OLAW. Thanks. 
> Axel Wolff 
> 
> -----Original Message-----
> From: OLAW Division of Compliance Oversight (NIH/OD) 
> <olawdco@od.nih .gov> 
> Sent: Tuesday, July 2, 2019 8:00 AM 
> To: IACUC Office <iacuc@lifesci.ucsb.edu> 
> Cc: OLAW Division of Compliance Oversight (NIH/OD) 
> <olawdco@od .nih.gov> 
> Subject: RE: Incident Report for A3865-01 

> 
> Thank you for this report, (b) (6) We will send a response soon. -----> 
> Axel Wolff , M.S., D.V.M. 
> Deputy Director, OLAW 
> 
> -----Original Message-----
> From : IACUC Office <iacuc@lifesci.ucsb.edu> 
> Sent: Monday, July 1, 2019 7:35 PM 
> To: OLAW Division of Compliance Oversight {NIH/OD) 
> <olawdco@od.nih .gov> 

1 
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,..-..~ 

> Cc: Joseph lncandela <incandela@research.ucsb.edu>; Stu Feinstein 
> <stu.feinstein@lifesci.ucsb .edu>; Manny Garcia ,.,..._.,,_.. ____________ _ 
> <manuel.garcia@ucsb.edu>; (b) (6) ---------------> Subject: Incident Report for A3865 -01 

> 
> To Whom It May Concern: 

> 
> Attached is a letter that details an incident of protocol noncompliance at the University of California, Santa Barbara 
(A3865-01). 
> The UCSB IACUC has investigated and reviewed the incident. This report includes the summary of the incident, as well 
as any Committee corrective actions. 

> 
> Please let me know if there are any questions . 

> 
> Sincerely ,__, 
>r )(6) __J 
> 
> --
> (b) (6) 

> 
> 
> 
> 
> 
> 
> 

(b)(6) 

2 
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) 

UCSB IACUC INVESTIGATION CHECKLIST 

Summary of lnvesti!ration: 

On April 3, 2019, the IACUC Office received a forwarded message from the PI regarding his/her 
mice in the vivarium. The ARC Manager had emailed the PI to notify her/him that the mice on 
her/his protocol were now one month past the experimental endpoint identified in their IACUC 
protocol. While the ARC staff had been hired by the PI to administer an experimental compound 
to the mice, the experimental treatment schedule was set by the PI and the ARC staff was 
responsible only for administering the experimental compound at bi-weekly (twice per week) 
intervals. The experimental compound was prepared and delivered by the lab to the ARC before 
each treatment (i.e., bi-weekly); The PI notified the IA CUC Office that they would be euthanizing 
all of the mice in their colony within twelve days. The IA CUC Chair subsequently asked to meet 
with the PI to regarding the change in the experimental endpoint for the mice. 

The mice being used on the protocol were a transgenic strain, rTg45 l 0, which is a commonly used 
model for studying the formation of neurofibrillary tangles associated with Alzheimer's disease 
and related neurodegenerative tauopathies such as frontotemporal dementia. These mice exhibit 
experimentally useful neurological phenotypes (impaired spatial learning and memory) and a 
potentially distressful phenotype in later stages (>6.5 months of age) in the form of progressive 
motor function abnormalities (amyotrophy and motor disturbance). From the protocol : 
"pathological lesions (mature tangles) are observed beginning at 2.5 months of age, and memory 
dysfunction is observed at 4;5 months". The endpoint outlined in the protocol states that an 
experimental compound (Cinnamaldehyde) will be tested for its ability to "alleviate/attenuate both 
tau tangles and behavioral pathology" at 6-6.5 months of age, "since this is the time at which 
memory dysfunction has been reported for this mouse model". The mice were to be euthanized 
for tissue collection at 6.5 months of age. 

The IACUC Chair appointed a sub-Committee, comprised of himself and the Attending 
Veterinarian (AV), to investigate this potential incident of protocol non-compliance. On April 15, 
2019, the IACUC Coordinator, Chair and AV met with the Pl and another faculty member who 
had been enlisted to perform the euthanasia and tissue collection procedures. The PI confirmed at 
the meeting that all of the mice in this experiment (approximately 80 animals) had been 
euthanized. When asked why these mice were not euthanized according to the experimental 
endpoint described in the protocol, the PI stated that s/he was not aware of the birthdates of the 
mice (i.e., s/he had not been tracking their ages). The PI explained that the mice needed to undergo 
behavioral testing prior to the tissue collection, however, the faculty member who was to perform 
the behavioral testing procedures for the PI had not started the testing.early enough to complete it 
prior to the experimental endpoint. The PI confirmed thats/he was not planning on using any mor~ 
animals under this protocol , unless requested by journal article reviewers. 

After meeting with the PI, the Coordinator, Chair and AV met with the ARC Manager. S/he 
confirmed that the ARC had been administering the experimental compound to the mice according 
to the treatment plan set by the PL While the Manager and the AV confirmed that no mice had 
been exhibiting symptoms of the potentially distressful phenotype, the Manager did mention that 
the mice were not looking as bright and active as they had been in previous months. 
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During the April 19, 2019 convened IACUC meeting, the IA CUC Chair summarized. the situation 
for the Committee and led a discussion of whether or not this incident was reportable to OLAW. 
This project is funded by an NIH grant (5R21AT008997). Following a discussion, the Committee 
voted that this incident should be reported to OLA W according to the Guidance of Prompt 
Reporting outlined in OLA W NOT-OD-05-034. A preliminary report via phone call was made to 
OLA W's Division of Compliance Oversight by the IACUC Chair on May 3, 2019. 

During the May 17, 2019 convened IA CUC meeting, the IACUC Chair summarized the discussion 
with OLA W's Division of Compliance Oversight, noting that they had specifically asked about 
remediation to prevent similar incidents in the future. The IACUC will require a signed statement 
from the PI and all personnel listed on the training roster attesting that they have read the protocol 
and will read all subsequent modifications. If the PI submits another IACUC protocol application 
in the future, s/he and all personnel on that protocol will be required to sign a similar attestation. 
The IACUC Chair also stated that he is planning on creating an assurance statement, based on the 
protocol assurance statement that PI's are already required to sign, that must be signed by all 
researchers working with animals to affirm that each of them has read and understands the 
procedures in the protocol and all applicable modifications. The final version of this investigation 
report will be sent to OLA W and AAALAC. 

PROTOCOL (PI being investigated) 
Principal Investigator: Phone: 
John Lew X 5336 
Co-PI: Phone: 
Benjamin Reese X2091 
Complete IACUC #: IA CUC Title: 
6-16-920 . Inhibition of tau aggregation in a mouse model 

of Alzheimer's Disease 
Species/Strain: Current housing location: 
Tg4510 Mice 

EVALUATION BY IACUC 
D No further investigation warranted - Date: ______ _ ______ _ 

i:gj Proceed with investigation 

1:8:1 Notify Institutional Official 

i:gj Sub-Committee Appointed: l. Stu Feinstein 

2. Manny Garcia 

1:8:1 Report of Investigation (by Sub-Committee to the IACUC) submitted 

i:gj Convened IACUC meeting review - Date: May 17, 2019 
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C8J Final IACUCaction-Date: May 17, 2019 

C8J Notifications required (list): IO, PI, Co-PI, AV, IACUC Chair, Director of Research Integrity, 
OLAW, AAALAC 

(gj Notifications sent - Date: June 4, 2019 
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Wolff, Axel (NIH/OD) IE] 

From: 
Sent: 
To: 
Subject: 

OLAW Division of Compliance Oversight (NIH/OD) 
Tuesday, July 2, 2019 1 :45 PM 
iacuc (iacuc@lifesci.ucsb.edu) 
FW: Incident Report for A3865-01 

Hello (b) (6) in reviewing this case I noted that a previous case you had submitted never came with the final 
signed copy from the 10. It was sent June 4 and involved 80 mice on an Alzheimer study which were not euthanized at 
the timepoint described in the protocol. Please have Dr. lncandela sign the report and forward to OLAW. Thanks. 
Axel Wolff 

-- --Origina l Message-----
From : OLAW Division of Compliance Oversight (NIH/OD) <olawdco@od.nih .gov> 
Sent: Tuesday, July 2, 2019 8:00 AM 
To: IACUC Office <iacuc@lifesci .ucsb.edu> 
Cc: OLAW Division of Compliance Oversight (NIH/OD) <olawdco@od.nih.gov> 
Subject: RE: Incident Report for A3865-01 

Thank you for this report, > (6) We will send a response soon. -----
Axel Wolff, M.S., D.V.M. 
Deputy Director, OLAW 

-----Origina l Message-----
From : IACUC Office <iacuc@lifesci.ucsb.edu> 
Sent: Monday, July 1, 2019 7:35 PM 
To: OLAW Division of Compliance Oversight (NIH/OD) <olawdco@od.nih.gov> 
Cc: Joseph lncandela <incandela@research.ucsb .edu>; Stu Feinstein <stu.feinstein@lifesci.ucsb .edu>; Manny Garcia 
<manuel.garcla@ucsb.edu>; (b) (6) 

______________ __, 

Subject: Incident Report for A3865-01 

To Whom It May Concern: 

Attached is a letter that details an incident of protocol noncompliance at the University of California, Santa Barbara 

(A3865-0l) . 
The UCSB IACUC has investigated and reviewed the incident. This report includes the summary of the incident, as well as 

any Committee corrective actions. 

Please let me know if there are any questions. 

Sincerely, 
(b)(6) 

(b)(6) 
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Morse, Brent (NIH/OD) [EJ 

From: 
Sent: 
To: 
Cc: 
Subject: 

OLAW Division of Compl iance Oversight (NIH/OD) 
Wednesday, June 05, 2019 7:26 AM 

' I 
'\, ·X1, • ' 

IACUC Office; OLAW Division of Compliance Oversight (NIH/OD) 
J~seph Incandela; Manny Garcia; Stu Feinstein;_ H_6) __ _ 
RE: Incident Report for A3865-01 

's ';..1 \ , 

Thank you for providing this report. Please have the Institutional Official, as the legal representative, sign the report or 
provide a cover letter, or otherw ise acknowledge agreement with the IACUC's findings and corrective and preventive 
measures. Thank you again. 

Brent C. Morse, DVM, DACLAM 
Director 
Division of Compliance Oversight 
Office of Laboratory Animal Welfare 
National Institutes of Health 

Sincerely, Brent Morse 

Please note that this message and any of its attachments are intended for the named recipient(s) only and may contain 
confidential, protected or privileged information that should not be distributed to unauthorized individuals. If you have 
received this message in error, pf ease contact the sender. 

-----Original Message-----
From: IACUC Office [mailto:iacuc@lifesci.ucsb.edu] 
Sent: Tuesday, June 04, 2019 6:55 PM 

To: OLAW Division of CompJiance Oversight (NIH/OD) <olawdco@od .nih.gov> 

Cc: Joseph lncandela <incandela@research .ucsb.edu>· Mann Garcia <manuel.garcia@ucsb.edu>; Stu Feinstein 
<stu.feinstein@lifesci.ucsb.edu>; (b) (6) 

-'=""'=-=---------------Subject: Incident Report for A3865-0l 

To Whom It May Concern: 

Attached is a letter that details an incident of protocol noncompliance at the University of California, Santa Barbara 
(A3865-01). 
The UCSB IACUC has investigated and reviewed the incident. This report includes the summary of the incident, as well as 
any Committee corrective actions . 

Please let me know if there are any questions . 

Sincerely, 
(b)(6) 

(b)(6) 
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Initial Report of Noncompliance 

By: ?kv' 

Date : ,.,. I-· 1 
..., 1 ' ' !·(J, 

/ .. > / f I 

Name oi :i:;~:a:1~rtinr ,.,< "~ ., fo. '" C '.,/ I 
Fax #: ._ _________ _ 

Email: 

Name of Institution: 
Assurance number: 

u ~ecec--1 
A J,,?0 ~ 

Did incident involve PHS funded activity? v'e '> 
Funding component: - ---

Time: / ; 'f> 

Was funding component contacted (if necessary): _ _ _ 

Species involved: , Ltt·~c 
Personnel involved: 
Dates and times: 
Animal deaths: 

Projected plan and schedule for correction/prevention (if known): __ __ ____ _ 

Projected submission to OLA W of final report from Institutional Official: 

OFFICE USE ONLY 
Case# ---- -
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