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Office of Laboratory Animal Welfare

6700B Rockledge Drive

Suite 2500, MSC 6910

Bethesda, Maryland 20892-6910

Home Page: http://grans.nih.gov/grants/olaw/olaw.htm

July 23,2018

Dr. Joseph Frascella

Vice President of Research
Legacy Health System
1225 NE 2" Avenue
Portland, Oregon 97232

Dear Dr. Frascella,

FOR EXPRESS MAIL:
Office of Laboratory Animal Welfare
> 6700B Rockledge Drive
Suite 2500
Bethesda, Maryland 20817
Telephone: (301) 496-7163
Facsimile: (301) 402-7065
Re: Animal Welfare Assurance

#A3234-01 (OLAW Case F)

The Office of Laboratory Animal Welfare (OLA W) acknowledges receipt of your July 10, 2018 letter
reporting two instances of noncompliance with the PHS Policy on Humane Care and Use of Laboratory
Animals at Legacy Research Institute, following up on an initial report on April 17, 2018. According to
the information provided, OLAW understands the following about the incidents and the corresponding

corrective actions:

1) Twenty two mice were euthanized for brain tissue harvest although the approved protocol did not
include the strain used and did not describe euthanasia procedures specifically to collect tissue.
The investigator responsible was unclear as to which procedures were approved and which mice

were assigned to the protocol.

Corrective action: The Principal Investigator and staff were counseled and retrained. Procedures were
developed to ensure that mice are bred only for authorized purposes and that information is correctly
entered onto the cage cards. All tissue collection activities must be covered by a protocol.

2) An experimental agent was given to six mice via brain injection although this procedure was not

described in the protocol and three mice died.

Corrective action: The remaining three mice were euthanized. The Principal Investigator counseled
the researcher responsible on the need for Institutional Animal Care and Use Committee (IACUC)
approval of all animal activities. The technicians were counseled to check that all procedures have

IACUC approval.

. Based on its assessment of this explanation, OLAW understands that measures have been implemented to

correct and prevent recurrence of these problems. OLAW concurs with the actions taken by the IACUC to

comply with the PHS Policy.

Sincerely,

(b) (6)

Axel Wolff, M.S., D.V.M.

Deputy Director

Office of Laboratory Animal Welfare
cc: IACUC Chair
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tissue collection. Interviews with Dr. Boison and revealed vastly different
recollections regarding experimental planning and work assignments. Additional
interviews with laboratory staff, as well as review of a number of emails, revealed three
basic issues: 1) Confusion regarding brainstorming versus directions to perform IACUC
approved procedures, 2) Inadequate communication with breeding colony manager
regarding assignment of offspring, and 3) Failure of research staff to cross reference the
IACUC protocol to determine whether procedures are approved or if an amendment
needs to be submitted and approved before work can proceed. The IACUC focused on
issues affecting animal use and welfare; focusing on processes, retraining, and
communication aides. Drs. Boison and ™™ @ were referred to Human Resources for
further guidance and coaching due to the degree of miscommunication and
misunderstanding regarding animal use.

Based on these initial reports, the IACUC reviewed and made specific findings and
determinations on May 23, 2018, among which was to require Dr. Boison and a number
of his staff to take corrective actions to ensure that they comply with TACUC procedures
and requirements.

On June 12, 2018, Dr. Boison responded to the IACUC’s requirements, detailing
corrections implemented by him and his staff.

On June 21, 2018, the IACUC reviewed and acknowledged and accepted the corrective
actions submitted by Dr. Boison, but requested additional confirmation of specific
corrective actions.

On June 25, 2018, Dr. Boison responded to the IACUC’s requirements for confirmation
of corrective actions.

On June 26, 2018, the Attending Veterinarian attended the Boison Animal user group
meeting to provide retraining regarding the IACUC approval process, the responsibility
of the person performing the procedure to cross-reference the protocol and assure
approval is in place, and the difference between utilizing remaining tissue from an animal
euthanized for an approved project versus animals maintained for the sole purpose of
tissue collection- the latter requiring specific IACUC approval.

Please see the attached documentation supporting these events. It is my hope that this
letter and the accompanying documents provide an adequate explanation for these events
and actions. However, please let me know if you need additional clarification or
documentation or have questions regarding the resolution of these deviations. We look
forward to discussing the issues in detail and providing more information or taking
additiona] action as needed.

Obtained by Rise for Animals. Uploaded 07/05/2020



(b) (6)

(b) (6)

(b) (6)

(b) (6)

(b) (6)

(b) (6)

Obtained by Rise for Animals. Uploaded 07/05/2020



(b) (6)

(b) (6)

(b) (6)

Obtained by Rise for Animals. Uploaded 07/05/2020



(b) (6)

(b) (6)
(b) (6)
(b) (6)
(b) (6)
(b) (6)
(b) (6)
(b) (6)
(b) (6) (b) (8)
(b) (6)
(b) (6)
(b) (6)

Obtained by Rise for Animals. Uploaded 07/05/2020



(b) (6)

(b) (6)

(b) (6)

(b) (6)

(b) (6)

(b) (6)

(b) (6)

(b) (6)

(b) (6)

Obtained by Rise for Animals. Uploaded 07/05/2020



!. RN
0|6 1l
ER I i
. { i
TR A TR IRT i !
] i 1\’|li L ; i
i;{‘i“‘-l‘.]-‘\' %"g'h e B b } :
l 1
Y -t - :
! ‘(b' .s’.."l ! | |
Y oud 6l
e i 5
: RO
".‘.}A“JK““’ R TV TE - wi oo f )
, TR YA S
Koo v P/t e o

89868, BYB6I, BIY/O, BYB/L, BIB/L

Al O

Obtained by Rise for Animals. Uploaded 07/05/2020



(b) (6)

(b) (6)

Obtained by Rise for Animals. Uploaded 07/05/2020



(b) (6)

(b) (6)
(b) (6)

(b) (6)
(b) (6)

(b) (6)

(b) (6)
(b) (6)

(b) (6) (b) 8)
(b) (6)
(b) (6)

(b) (6)

Obtained by Rise for Animals. Uploaded 07/05/2020



.f'_“\l /—\\

assigned to the cancer protocol. The intended Adk-tg and wild-type mouse use
was to explore whether there are any deveiopmental / age-related changes in the
histopathology of different organs. Again, B was not able to explain why
those mice were on the cancer protocol. The intended use of alt of the non-
compliant mice was to do pilot studies using extracted tissues from the animals.
The animals were not subjected to experiments. My overall conclusion is that

was not aware that sacrifice for tissue extraction is an activity that requires
adequate [ACUC approval. He was under the assumption that as long as we have
an active IACUC protocol, it is ok to sacrifice animals covered under that protocol
for tissue extractions. A follow-up meeting for mouse breeding is scheduied for
April 30.

Describe actions taken to prevent this type of event in the future:

Animal breeding is coordinated by our technician ®)® she breeds and
distributes animals to our Postdocs and Research Associates. Mouse breeding
was coordinated using excel sheets on our public folder, assigning animal use
and need to specific investigators. Since April 10 we have implemented a rodent
order form to be used by investigators to request mouse breeding by
Investigators need to indicate the mouse line, sex, age, number of animals, date
of need (this was part of the original excel-based system), but also purpose of
experiment and IACUC protocol. This form needs to be signed off by Dr. Boison
before is authorized to initiate the breeding of experimental animals. This
procedure safeguards that breeds animals only for authorized uses. A
follow-up discussion that includes all mouse users is scheduled for April 30.

Template revised: 09/06/16
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LEGACY RESEARCH INSTITUTE

% INSTITUTIONAL ANIMAL CARE AND USE COMMITTEE
H I;EtG\ACY ADVERSE EVENTS, UNEXPECTED OUTCOMES, PROTOCOL
teAL T DEVIATION FORM

Submit completed forms to:
(b) ()

JACUC Chair:

Brad Fortune, PhD | ph: | bfortune@deverseye.org
Attending Veterinarian:

Jennifer Wilk, DVM, DACLAM | ph | lenwilk@lhs.org

Date of form completion: 4/19/2018

Protocol #: N/A Pl (0) (6)
Protocol Title: N/A

Person completing form'if“notglz Dr. Boison

Date of AE/UO/PD: 4/16/2018 Date ldentified: 4/16/2018
Event: Protocol Deviation-

Is the possibility of this event listed in the current protocol? [] Yes [ No . N/A

Nature of Event — please describe what happened:

During our weekly Neurobiology staff meeting our Research Associates and
Postdocs routinely present new research data, which are discussed by the team.
Because (®) Glwas absent for a conference, his technician ®) ©)
took over and presented data from one of (®) 6’5 projects. The data
presentation caught the immediate attention of the Neurobiology group because
(i) nobody was aware of this experiment (rever presented before), and (ii)
because it became evident that this experiment was not approved in our epilepsy
IACUC protocol. -
The experiment was performed as part of a new ®®Grant on Sudden
Unexpected Death in Epilepsy (SUDEP), which () ®)as the PI of this grant
received from the B @(FY19 grant).

Six adult male C57BV6 mice received intrahippocampal injection of kainic acid
(approved in epilepsy protocol) to generate a model of temporal lobe epilepsy.
Six weeks later, the now epileptic animals received a single injection of the
adenosine kinase inhibitor 5-iTU (3.2 mg/kg, i.p.; as approved in epilepsy
protocol) followed 30 minutes later by an additional injection of kainic acid (25
mg/kg i.p.). This second application of kainic acid with the goal to trigger SUDEP
is not approved in the epilepsy protocol. Three animals died within 4 to 12 hours
after the second application of kainic acid (presumably from SUDEP), whereas
three animals survived.

Describe the initial actions taken to manage the situation:
Dr. Boison investigated the situation and the three remaining mice have been
euthanized.

Describe actions taken to prevent this type of event in the future:

Template revised: 09/06/16
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Dr. Boison met with on 4/19 to discuss the situation and to instruct him
to get formal approval from the IACUC for his intended SUDEP studies. Dr.
Boison will also bring up IACUC compliance at the next staff meeting on 4/23 and
remind technicians to help maintaining IACUC compliance by cross checking
whether any experiments they have been asked to do by their supeivisors
(Research Associates or Postdocs) are approved by the |IACUC.

Template revised: 09/06/16
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5, Usage of collected tissues

The brain and liver tissues from those 37 naive mice (Adk-tg and CamKli-Adk-L mouse lines) weie
collected on different dates (see attachment C). The cortex and hippocampi collected from Adk-tg mice
and wild-type controls were used for Western blot study (NNMT, DNMT, SOD, and ADK) to evaluate
their potential relationship between ADK-L. The tissues collected from CamKIl-Adk-L mice were stored
in -80C WITHOUT conducting any experiments.
s Coin¥li-Adk-L safce Ussues wers MOY red oy ony punerineni . e Saleen G s erin isaies

Were usea’ L filesiers Mol sty

Attachment list:

A. Email communications regarding mice request
B. Email communications regarding Dr. Boison’s decisions of the use of CamKIl-Adk-L mice

C. List of used (sacrificed) mice and detailed info.
D-G. Email communications regarding official assigned mice list for this experiment.
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Attachment C

Strain

CAMKIla-Adk(long)
CAMKlia-Adk(long)
CAMKIla-Adk(long)

CAMKIila-Adk(long)
CAMKIla-Adk(long)
CAMKIla-Adk(long)

Adk-tg
Adk-tg

Adk-tg
Adk-tg

Adk-tg
Adk-tg
Adktg
Adk-tg
Adk-tg

CAMKIla-Adk(long)
CAMKIIa-Adk(long)
CAMKIla-Adk(long)
CAMKIla-Adk(long)
CAMKIla-Adk(long)
CAMKIla-Adk(long)

CAMKIla-Adk(long)
CAMKIla-Adk(long)
CAMKIIa-Adk(fong)
CAMKIla-Adk(long)
CAMKIlIa-Adk(long)
CAMKIlla-Adk(long)
CAMKIlla-Adk(long)
CAMKIIa-Adk(long)
CAMKIla-Adk(long)
CAMKII3-Adk(long)
CAMKIla-Adk(long)
CAMKIIa-Adk(long)
CAMKIIa-Adk(long)
CAMKII3-Adk(long)
CAMKila-Adk(long)
CAMKlia-Adk(long)

{)

#B2074
#B2075
#B2076

#B2077
#82078
#B2079

#B2003
#B2004

#B2005
#B2006

#B2007
#B2008
#B2009
#B82010
#B2011

#82028
#B2029
#B2030
#B2031
#B2035
#B2036

#B2194
#B2195
#B2196
#B2197
#B2198
#B2199
#82200
#B82201
#B2140
#B82141
#B2142
#B2143
#B2144
#8214S
#82146
#B2147

Born

1/25/2018
1/25/2018
1/25/2018

1/25/2018
1/25/2018
1/25/2018

1/7/2018
1/7/2018

1/7/2018
1/7/2018

1/7/2018
1/7/2018
1/7/2018
1/7/2018
1/7/2018

1/5/2018
1/2/2018
1/2/2018
1/2/2018
1/7/2018
1/7/2018

3/8/2018
3/8/2018
3/8/2018
3/8/2018
3/8/2018
3/8/2018
3/8/2018
3/8/2018
2/17/2018
2/17/2018
2/17/2018
2/17/2018
2/17/2018
2/17/2018
2/17/2018
2/17/2018

Sac'd

2/28/2018
2/28/2018
2/28/2018

2/28/2018
2/28/2018
2/28/2018

2/2/2018
2/2/2018

2/2/2018
2/2/2018

2/2/2018
2/2/2018
2/2/2018
2/2/2018
2/2/2018

2/2/2018
2/2/2018
2/2/2018
2/2/2018
2/2/2018
2/2/2018

4/9/2018
4/9/2018
4/9/2018
4/9/2018
4/9/2018
4/9/2018
4/9/2018
4/9/2018
4/9/2018
4/9/2018
4/9/2018
4/9/2018
4/9/2018
4/9/2018
4/9/2018
4/9/2018

Genotype

CAMKIIa-ADKL. (-/-)
CAMKIla-ADKL {-/-)
CAMKHia-ADKL (-/-)

CAMKlia-ADKL (+/-)
CAMKlia-ADKL (-/-)
CAMKIIa-ADKL {+/-)

Tg {+)cre(-) Adk(-/-)
Tg (+)cre(-) Adk(-/-)

Tg (+)cre(-) Adk(-/-)
Tg (+)cre(-) Adk(-/-)

Tg (+)cre(-) Adk(-/-)
Tg (+)cre(-) Adk(-/-)
Tg (+)cre(-) Adk(-/-)
Tg (+)cre(-) Adk(-/-)
Tg (+)cre(-) Adk(-/-)

CAMKIla-ADKL (-/-)
CAMKIIa-ADKL (+/-)
CAMKIla-ADKL (-/-)
CAMKIla-ADKL (-/-)
CAMKlia-ADKL (-/-)
CAMKIla-ADKL (+/-)

CAMKIa-ADKL (-/-)
CAMKIla-ADKL (-/-)
CAMKIla-ADKL (-/-)
CAMKIla-ADKL {+/-)
CAMKIla-ADKL (-/-)
CAMKIla-ADKL (+/-)
CAMKiHa-ADKL (+/-)
CAMKIta-ADKL (+/-)
CAMKIIa-ADKL (+/-)
CAMKIIa-ADKL (+/-)
CAMKIla-ADKL (-/-)
CAMKIla-ADKL (-/-)
CAMKIIa-ADKL (-/-)
CAMKlIa-ADKL (-/-)
CAMKIIa-ADKL (-/-)
CAMKIla-ADKL (-/-)
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Tissue Collected

LV, CX, CB, HP, ST, OL
LV, CX, CB., HP, ST, OL
LV, CX, CB, HP, ST, OL

Lv, CX, Cb, HpP, 5T, OL
LV, CX, CB, HP, ST, OL
LV, CX, CB, HP, ST, OL

Lv, CX, CB, HP, ST, OL
LV, CX, CB, HP, ST, OL

LV, CX, C8, HP, ST, OL
LV, CX, CB, HP, ST, OL

LV, CX, CB, HP, ST, OL
LV, CX, CB, HP, ST, OL
LV, CX, CB, HP, ST, OL
LV, CX, CB, HP, ST, OL
LV, CX, CB, HP, ST, OL

LV, CX, CB, HP, ST, OL
Lv, CX, CB, HP, ST, OL
LV, CX, CB, HP, ST, OL
Lv, CX, CB, HP, ST, OL
Lv, CX, CB, HP, ST, OL
LV, CX, CB, HP, ST, OL

CX, CB, HP, ST, OL
CX, CB, HP, ST, OL
CX, CB, HP, ST, OL
CX, CB, HP, ST, OL

CX, CB, HP, ST, OL
CX, CB, HP, ST, OL
CX, CB, HP, ST, OL
CX, CB, HP, ST, OL
CX, CB, HP, ST, OL
CX,CB, HP, ST, OL
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Attachment D

(b) (6)
From: )
Sent: Sunday, Januasy 28, 2018 21.32
To (b) (6)
Subject: adk tg and camkila adk long

Hi (B (6

1 just weaned 9 adic-tg mice and 6 camidia adk-long for you. They are 3 weeks old.
1 put them in your rack, you can find their information via "Green rack for investigators.”

FY1, Camkila/adk-long {-/-) is the same as wild-type.
Let me know if you have any questions,

Thank you

Adk-tg #2003 F 172018 /% ()ere Akt 1) N 207
Adk-tg B0 F 17porg (B ANE gy s
Adk:tg #B2005S m  1/7/2018 ;f)g (erel) A 51y 207
Adictg #2006 m 17201 | $ T A g 2017
Adketg #B2007 m  1/7/2018 Z)g (Here() AdK(- 1y ;3?7
Adkag #B2008 m  1/7/2018 ,T‘)‘ (ere() AdKE 7 ;(I)?;
Adk-tg #2009 m 1712018 ;r;" (F)erel) Ak 51y 2017
Adkg w2010 m  wiotg | $ OO A 4rpy 7
Adk4g #2011l m /72018 }} (Here() Ad(- 1y o
m‘ B0 £ 1/51201 xg,f;"ma‘wm ADKLY(2) %‘1’;
m&g #82029 £ lrzfzonswwn ADKL2(2) ;;?:,-'
e st v MEEADL o0, 207
m“” o, #mom mmns?_g‘mm ADKL2(2) 017
e WS T Ui MEEADKL gy, o
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Attachment E

(b) (6)

Sunday, February 18, 2018 21:27

I just weaned 6 more Camkila-Adk (Long). They are 3 weeks old. You can find them in| (®) ®)radc and in “green vack

From: (0) (6)
Sent:

To: (b) (6)
Cc

Subject: camkila-adk Jong
Hi (b) (6)

for investigator” WS .

Thank you

(b) (6)

CAMKIla-Adk(long)  #B2074 f
CAMKIla-Adk(long)  #B2075 f
CAMKIla-Adk(long) #B2076 f
CAMKIlIa-Adk(long)  #B2077 m
CAMKIIa-Adk(long)  #B2078 m
CAMKlla-Adk(long)  #B2079 m

1/25/2018CAMKIIa-ADKL (-/-)
1/25/2018CAMKla-ADKL (~/-)
1/25/2018CAMKIIa-ADKL (-/-)

1/25/2018CAMKIIa-ADKL (+/-)

1/25/2018CAMKIfa-ADKL (-/-)
1/25/2018CAMKIa-ADKL (+)

Obtained by Rise for Animals. Uploaded 07/05/2020



To:
Subject

Hi

(b) (6)
Monday, March 12, 2018 19:45

(b) (6)

camklla adk-long

They are the most recent Camkila Adk{Long) mice that I just weaned. They are 3 weeks old now.

CAMKI]a-
Adk{loag)
CAMKI]a-
Adk(long)
CAMKI]a-
Adk(long)
CAMKIIa-
Adk(long)

CAMKIla-
Adk(long)
CAMKIla~
Adk(long)
CAMKIIe-
Adk(long)
CAMKIla-
Adk(long)

- () (®)

#B2140
#B2141
#B2142

#B2143

#B2144
#B2145
#B2146

#B2147

DOB:
211712018

2/17/2018CAMKfa-ADKL (+/-)

CAMKIIa-ADKL (+/-)

2/17/2018CAMKIJa-ADKL (-/-)

2/17/2018CAMKIIa-ADKL (-/-)

2/17/2018CAMKIIa-ADKL (-/-)
2/17/2018CAMKIIa-ADKL (-/-)
2/17/2018CAMKIa-ADKL (-/-)

2/17/2018CAMKITa-ADKL (-/-)
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Attachment G

From:
Semt:
To:

Subject:

Hi

(b) (6)

Monday, April 02, 2018 13:29

(b) (6)

Camklla-adk long

I just weaned 8 F+M Camkdla-Adk long and they are 3 weeks oid.
They are in your colony.

Let me know if you have any questions,

Thank you

CAMKIla-

Adk(long)
CAMKIla-

Adk(long)

CAMKIIa-
Adk(long)
CAMKIla-

Adk(long)
CAMKIle-

Adk(long)

CAMKIla-
Adk(long)
CAMKIla-
Adk(long)
CAMKIla~
Adk(long)

#B2194

#B2195

#B2196
#B2197

#B2198

#B2199
#B2200

#B2201

f

f

DOB:3/8/2018CAMKIIa-ADKL (+-)

3/8/2018CAMKIIa-ADKL (-/-)

3/8/2018CAMKIla-ADKL (-/-)
3/8/2018CAMKIIa-ADKL (+/-)

3/8/2018CAMKIIa-ADKL (-/-)

3/8/2018CAMKIIa-ADKL (+-)
3/8/2018CAMKIIa-ADKL (+/-)

3/8/2018CAMKIIa-ADKL (+/-)
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| Legacy Research institute

1225 N.E. Seconc Ave.
Portland, OR 97232

503.413,2491 phone
503.413.4942 fax

May 31, 2018

Detlev Boison, Ph.D.

Chair, Neurobiology Research
Legacy Research Institute
1225 NE 2™ Ave.

Portland, OR 97232

Dear Dr. Boison:

Re: DEVIATIONS REPORTS: Adenosine Kinase and Cancer, 110-2018, dated 4-10-18 and 4-11-18; (b) (6)
®)6) dated 4-16-18

At the meeting of May 23, 2018, Legacy IACUC reviewed the following deviations reports submitted by you
on April 19,2018 as well as follow-up information you submitted via email on April 27, 2018:

¢ DEVIATION REPORT: 5-10-18: Adenosine Kinase and Cancer, 110-2017; Submitted by: D. Boison
s DEVIATION REPORT: 5-11-18: Adenosine Kinase and Cancer, 110-2017; Submitted by: D. Boison
¢ DEVIATION REPORT: 5-16-18: ®)® sybmitted by: D. Boison, PhD

The IACUC also reviewed a separate deviation report submitted by ®)®) dated 5-11-18 offering
additional information about the deviations you submitted:

s DEVIATION REPORT: 5-11-18: “Memo regarding use of Adk-tg and CamKII-Adk-L(Tg) mice”;
Submitted by ©@©©

The JACUC acknowledged the information submitted in these reports and determined the following:

» Experiments carried out by ®)®)ostensibly for support of your protocol Adenosine Kinase
and Cancer, 110-2017 were conducted in your lab, but were not approved by the IACUC.

s Because of the different accounts of how the experiments conducted by ®)®)\yere developed and
discussed by you and by members of your staff, the IACUC could not determine whether or not these
experiments had been conducted with your approval and under your direction.

e The data from these experiments conducted by ®)G)should not be destroyed, used, published or
relied upon for further projects. All documentation and data regarding these experiments should be
preserved and placed into secure storage until further notice.

¢ The IACUC determined that a total of N=34 mice (N=29 three-week old ADK-L transgenic and N=5
wild-type mice) were used (N=22 ADK-L transgenics) and intended to be used (N=12, including 5 wild-
type) for the unapproved experiments by (B)(6) These mice were housed in cages that referenced
Adenosine Kinase and Cancer, 110-2017, but also referenced a project entitled “Aging Study”, a
project or sub-study that has not been approved by the IACUC for the cancer protocol. Cage cards for
this project were generated and attached to housing for mice to be used for this unapproved project. B
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®)®)cuthanized 22 of these mice and intended to euthanize the remaining 12 mice for post mortem
tissues studies that had not been approved by the IACUC. As a result of your intervention, the latter 12
mice still housed in these cages were not used in any experiment.

The IACUC found that the display of cage cards on housing for the unapproved “Aging Study” was not
clearly explained or resolved by you or ®® 1101 was there clarity among members of your lab for
how mice are to be transferred from your IACUC-approved breeding protocol to any other IACUC-
approved protocol. The IACUC recognizes that you are in the process of establishing a clear and more
robust system for managing this process and ensuring compliance among all members of the lab.

The IACUC found that both you and| ®®believed that animals from the breeding protocol could be
sacrificed for tissue studies not related to specific protocols approved by the JACUC.

The IACUC found that mentorship, management and overall supervision of staff in your lab is deficicnt
and inadequate with regard to the conduct of research overseen by the IACUC. The IACUC notes that
additional concerns (separate from these deviations) regarding personnel conducting animal research in
your lab demonstrate unequivocally that a substantial investment in training of senior investigators, as
well as junior lab members (post docs) is mandated.

The deviation reports submitted to the IACUC, as well as the findings and determinations made by the
IACUC, and the corrective actions you submit will be reported to the Office of Laboratory Animal
Welfare (OLAW) as soon as all the information is received pertaining to these deviations.

Based on these findings and delerminations, the IACUC requires that you address the following concerns and
provide a detailed corrective action plan for each concern. As you are ultimately responsible for compliance
with IACUC requirements, the IACUC requires that the corrective action plan should include a detailed
timeline for completion of all corrective actions requested, and that your corrective actions should be submitted
to the IACUC within 25 days of the date of this letter.

1.

The YACUC is concerned that you and many of your staff need additional training in compliance with
IACUC oversight and would benefit greatly from further formal training. Therefore, the following staff
in your office should undergo training in IACUC review, procedures and compliance:

o Detlev Boison, PhD
. (b) (6)

Your corrective actions for this re-training requirement should include specific training for each study
staff appropriate to their position, role, and experience in your lab. Documentation of attendance at
appropriate training is required for all staff. The IACUC strongly recommends upcoming local training
sponsored by IACUC 101™ Series entitled IACUC 101 and IACUC 301 with OSU, OHSU, Portland
VA, and UO on June 13-14, 2018 in Portland, Oregon; https://s08.123signup.com/event/details/hzdqz.

Please note that these course offerings occur prior to the end of the 25-day window for the IACUC
receiving your detailed corrective action plan (cited above).

The IACUC is concerned that proposed projects and plans for research are miscommunicated to and/or
misinterpreted by relevant staff. Therefore, meetings in your lab where new projects and future studies
are discussed, planned or approved by you should be documented to include the following details:
whether the projects are formally approved by you or not, whether amendments for an approved JACUC
protocol need to be submitted to the JACUC and who is responsible for those submissions, whether new
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protocols need to be designed and submitted to the IACUC, or whether the proposed projects fall under
existing approved protocols or are outside the oversight of the IACUC.

3. The IACUC is concemed that many standard procedures regarding animal welfare in your lab are not
clearly understood and/or not being followed. Therefore, schedule and provide additional training to
your staff rcgarding the following, which you have briefly outlined as standard procedures or new
corrective actions in your deviation report dated 4-11-18:

e Animal Breeding and Transfer procedures;
e Organ extraction proposals and approval by the IACUC,;
¢ Labeling of cage cards procedures;

e The procedure to ensure that there is 1:1 correspondence between a protocol and activity. Il no
such procedure currently exists, one should be developed for your lab and staff training should
be done to ensure such procedures are followed.

4. Provide a current census of animals, including those animals in the breeding colony and those approved
for experimental activities;

5. Please respond to the requirements of this letter within 25 days of the date of this letter.

The Legacy IACUC is authorized by USDA license (92-R-0002) and is governed by an assurance with Office
of Laboratory Animal Welfare (A3234-01) as well as Legacy Policy (100.16). The Legacy animal care
program also maintains full AAALAC accreditation (Unit #000992).

If have questions, please contact (b) (6)

(b) (6Xa)lhs.org.

Sincerely,
(b) (6)

Cc:

Brad Fortune, Chair

Joe Frascella, LRI VP of Research

Joe Cioffi, LRI Senior Director of Research
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35 ROBERT STONE DOW
NEUROBIOLOGY LABORATORIES
LEGACY
HEALTH
Detlev Boison, PhD
Director of Basic and Translational Research, Legacy Research Institute
Chair and Director, Robert Stone Dow Neurobiology Laboratories
Co-Director, Wayne D. Kuni & Joan E. Kuni Laboratory of Cancer Research
Adjunct Professor, Dept. of Neurology, Oregon Health and Science University
Adjunct Professor, Dept. of Veterinary Medicine, Washington State University
Legacy Research Institute
June 12, 2018 1225 NE 2™ Avenue
Porfland, OR 87232
(b) (6) (b) (6)
(b) (6) Fax
dboison@downeurobiclogy.org
RE: DEVIATION REPORTS: Adenosine Kinase and Cancer, 110-2018, dated 4-10-18 and 4-11-18; ()6 dated
4-16-18
Dear (b) (6)

Dear members of the Legacy IACUC:
In response to your letter from May 31, 2018 please find below a response and detziled action plan for each concern:

1. To obtain additional training in compliance with IACUC oversight Deflev Boison, PhD, (b) (6)
(b)(6) have registerad for and will attend the IACUC 101'" Series entitled IACUC 101
and IACUC 301 {organized by OSU, OHSU, Portland VA, and UO) on June 13-14, 2018 in Portland, Oregon. After
successful completion of the training, decumentation will be submitted to the Legacy IACUC.
2. To avoid miscommunication and misinterpretation of research projects and plans the following measures have been
taken:

(A} Beginning in April 2018 we implemented a new internal rodent order form, which now is routinely used to request
experimental animais from our breeding colany. The rodent request form details purpose of redent order, planned
experiment or procedure, IACUC protocol number, and details regarding the requested animals {(number, sex, age).
This form nesds to be signed by Dr Boison. Our animal colony technician (b)(6) is authorized to release
animals only, when animal use has been approved by Dr Boison.

(B} Beginning June 11, 2018 all formal project discussions are handled in different project specific focus group
meetings or in designated ad hoc meetings, if needed. Those are group discussions involving all investigators
associated with a given project. Those discussions will be documented in written minutes, which will detail whether
experiments have been approved by Dr Boison, whether experiments are covered under current IACUC protocols,
or whether amendments are needed. In the latter case, it will be determined who is going o submit an amendment.

(C) We already implemented monthly animal breeding meetings to discuss logistics surrounding animal use and
breading needs. From June 11, 2018 onwards this meeting has been expanded to a designated "animal use
meeting” with mandatory attendance for all animal users (Research Associates, Postdoc, Technicians). This
meeting wilt be schaduled every two weeks. During each meeting, everyone is expected to give a full account of all
planned animal use in the upcoming two weeks and to provide evidence that all procedures are approved.

(D) Atthe general all-staff 8:30 lab meeting on June 11, 2018 Dr Boison instructed the team fo update the project board
and to include more details. The project board, which is visible to all, should include a summary of the current status
of ALL ongoing research projects in the entire lab. New items to be included on the board are current IACUC
approvat status for each experiment involving animals.
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3 To provide addiional training to my sk, during the animal use mesting on June 11, 2018 Dr Boisom hes provilded
fraiining and discussed procedurss reganding tine follsing:

Aniimal Breedimg and Weansfer procediures:

Implementatiion of a new fom to be signed by Dr Boisom, will guarantee thatt aninnals zre only ransferred iom
breeding to experimental use, if proper informalion (purpose of expariment, animal awnbers, IACUCT appioval)
is provided.

Organ extraction proposals and approval by the VACUC:

Dr Boison informed fire entire team that having animals and using them fior organ extraction, requites adequate
JIACUC approval.

Labelling of cage card procedures:

The following has been mplementedmerespmsiblepersmforconentconwntonmecawsisthe
investigator who requested the animals. This investigator is responsible for proper cage card content and
required to check cage cards for accuracy, once cage cards have been printed and attached to the cage.
Development of a procedure 1o ensure 1:1 comespondence between a protecul and activity:

The following has been implemented: All animal use informafion including experimental data are to be
deposited in a publicly accessible IACUC folder {in project specific subfolders); this allows for transparency of
procedures performed.

4, The June 4, 2018 census of our animals is:

110--2017 3
111--2017 28
114--2017 31
115--2017 (breeding

cages) 52
115--2017 27
116--2017 13

We currently do not have any rats in our animal colony.

1 sincerely hope to have addressed all concerns in a satisfactory manner. Please fee! free to reach out to me In case there are any
remaining questions or concerns.

Sincerely,

Detiev Boison

(b) (6)
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Detilsy Boisem, PAD.

Chaiir, Newrobiology Research
Legacy Research Institute
1225 NE 2 Ave.

Portiand, OR 97232

Deat Dr, Boison:

Re: DEVIATIONS REPORTS: Adenosine Kimese and Cancer, 110-2018, dated 4-10-13 and 4-11-18;
(®)© dated 4-16-18; RESPONSE LETTER 6-12-18

At the meeting of June 21, 2018, Legacy IACUC reviewed your letier daled June 12, 2018 10 the IACUC’s
previeus request for information and corrective actions for the above deviations reports. The JACUC also
reviewed the TACUC training records from yourself and others who attended the Portland IACUC training en
June 13-14, 2018. The IACUC has received the training documents from all staff you required to atiend the
training.

The JACUC acknowledged and accepted the corrective actions with additional clarifications required:

s D1 Jennifer Wilk, DVM, should be consuited on how best to ensure that IACUC approval of “organ
extraction” procedures or protocols are implemented, as some current protocols may require specifie
amendrnents to specifically include organ extraction. Altematively, some organ extraction may be
approptiate under the current breeding protocol. Please confirm that you will consult with Dr, Wilk te
ensute that all organ extraction procedures are submitted for IACUC approval, and that all steff
understand the procedures for this activity.

s Regarding your plan outline in your letter detailing the recording of minutes of meetimgs where pisjests
are disoussed among stafif, the TACUC requires that those minutes be made available upon request to the
JACUC and to the LRI VP of Reseanch, Dr. Joe Frascella. Please comfirm.

Tie Legacy IACUC is autherized by USDA license (92-R-0002) and is governed by an assuranes with Offies
off Lalberatory Amimal WelfRue (A3234-01) as well as Legacy Poliicy (100.16). The Legacy amnimal care
progisnn alke mritiaing full AAALAC ammeditatiom (Unit #000592).

Lemaeov T || Ghurllegrgriisps. || WRHERRGNEHH 0
_ Obtained by Rise for Animals. Uploaded 07/05/2020
192669



Ce:

Brad Fortune, Chair

Joe Frascella, PhD, VP of Research
Jjoe Cieffi, PhD, Direct of Research
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>OROBERT STONE DOW
NEUROBIOLOGYT LABORATORIES
LEGACY
HEALTH
Deatlev Boison, PhD
Director of Basic and Translational Research, Legacy Research Institute
Chair and Director, Robert Stone Dow Neurobiclogy Laboratories
Co-Director, Wayne D. Kuni & Joan E. Kuni Laboratory of Cancer Research
Adjunct Professor, Dept. of Neurology, Oregon Health and Science University
Adjunct Professor, Dept. of Veterinary Medicine, Washington State University
Legacy Research Institute
June 25, 2018 1225 NE 2™ Avenue
Portland, OR 97232
(b) (6) (b) (6)
(b) (6Fax
Legacy Research Institute dboison@downeurobiology.org
RE: DEVIATION REPORTS: Adenosine Kinase and Cancer, 110-2018, dated 4-10-18 and 4-11-18; (b) (6) giated
4-16-18
Dear (b) (6)

Dear members of the Legacy IACUC:
in response to your letter from June 21, 2018 | am pleased o provide the following clarifications:

1. | have invited Dr. Jennifer Wilk to attend our bi-weekly ‘Animal Use Meeting’ to discuss IACUC compliance and to
engage my team in interactions with our Aftending Veterinarian. | will take this opportunity fo consult with Dr. Wilk on
compliance issues regarding "organ extraction” procedures and protocols and we will have a direct communication about
those issues and the required regulations with my research team.

2. | confirm that minutes from our project meetings and animai use meetings will be made available upon request to the
IACUC and to the LRI VP of Research, Dr. Joe Frascella.

Sincerely,

(b) (6)

Detlev Boison
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Wolff, Axel (NIH/OD) [E] : Az 34 - F
From: Wolft, Axel (NIH/OD) [E]

Sent: - Wednesday, April 18, 2018 7:06 AM

To: (b) (6) .

Subject: RE: Legacy Research Institute, Portland, Oregon, reportable events

Thank you for this preliminary report, ®® | \will start a new case file and look forward to receiving the final

report from the 10 after the IACUC has completed its investigation.

Axel Wolff, M.S., D.V.M.
Deputy Director, OLAW

From: ®) ®)aHS.0RG]

Sent: Tuesday, April 17, 2018 5:39 PM

To: Wolff, Axel (NIH/OD) [E] <wolffa@od.nih.gov>

Cc: Fortune, Brad :LRI Research <bfortune@deverseye.org>; Wilk, Jennifer L :LRI Dir Comparative Medicine
<JENWILK@Ihs.org>; Frascella, Joe :LRI VP Research <JFRASCEL@LHS.ORG>; Cioffi, Joe :LRI Sr Dir Research
Administration <JOCIOFFI@LHS.ORG>

Subject: Legacy Research Institute, Portland, Oregon, reportable events

Dear Dr. Wollfe,

I am the regulatory compliance specialist and IACUC Administrator for our institution. Dr. Brad Fortune is the
IACUC Chair and Dr. Jennifer Wilk is the Attending Vet at Legacy Research Institute (LRI). Dr. Joe Frascella
is the Institutional Official for LRI, and Dr. Joseph Cioffi is the Senior Director of Research.

I am contacting you to advise that we have two events that we believe should be reported to OLAW. We are in
the earliest phase of gathering the information and will have more information submitted to us by the relevant
investigator at the end of this week.

In the first instance a minor procedure (injection of an experimental agent) was performed. The procedure was
listed in the grant application, but had not been added to the approved IACUC protocol.

In the second instance, a group of mice were transferred from a breeding protocol to an experimental protocol,
but the strain of mice are not listed on the experimental protocol. These animals were euthanized for tissue
collection; investigation is underway to determine whether any other procedures occurred premortem.
We will be providing more detailed information to your office as soon as it becomes available.
Thank you,

(b) (6)

(b) (6)
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