










Date: 
From: 
To: 
Subject 

Title: 
Species 
VA R&D Project #: 
CC: 
IACUC Initial Approval Date: 
Annual IACUC Approval Date: 
3-year expiration Date:

06/25/2015 

DEPARTMENT OF VETERANS AFFAIRS VA 

San Diego Healthcare System - 664 

3350 La Jolla Village Dr. 

San Diego, CA 92161 

Institutional Animal Care and Use Committee 

Institutional Animal Care and Use Committee
........ ,MD,PhD 
�ewal of UC Davis Animal Use Protocol !111111111 
Stem Cell Therapy for Treatment of Spinal Cord Injury -

IIJs Macaque 

-a-�elopment Committee
07/11/2013 
06/26/2015 
06/25/2018 

The VASDHS Institutional Animal Care and Use Committee (IACUC) has reviewed and approved your 
renewal to- Animal Use Protocol ,.... used in VA-supported studies. Based on the date of 
original app�11/2013), your protocorTsrene'wed until 06/25/2016, when the next VA continuing review
is required. This is your official approval letter from the VASDHS IACUC; please maintain a copy with your
protocol. 

It is your responsibility as Principal Investigator to ensure that all members of your laboratory staff have a copy 
of the protocol and that they understand their individual responsibilities. Your signature on the protocol renewal
application indicates that you understand and will comply with all VASDHS policies and procedures related to
animal use. 

Thank you for your cooperation in complying with federal regulations pertaining to the care and use of
laboratory animals . 

.... ,PhD 
�tional Animal Care and Use Committee
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Investigator's Assurance For the Humane Care and Use of Animals Used in Research, Teaching 
and Training 

 

1. I agree to abide by PHS Policy, USDA Regulations, VHA policies for the care and use of animals, the 
provisions of the ILAR Guide to the Care and Use of Laboratory Animals, and all other federal, state, 
and local laws and regulations governing the use of animals in research. 

2. I understand that emergency veterinary care will be administered to animals showing evidence of pain 
or illness, in addition to routine veterinary care as prescribed for individual species. I understand that it 
is my responsibility to provide current and updated emergency contact information for personnel who 
must be contacted in an animal emergency. I understand that any unanticipated pain or distress must 
be reported to the veterinarian or his/her designee. 

3. I assure that I have consulted a veterinarian in the preparation of this proposal, if it includes procedures 
that could cause pain and distress to a vertebrate animal. 

4. I declare that all experiments involving live animals will be performed under my supervision or that of 
another qualified biomedical scientist listed on this protocol. 

5. I certify that all personnel having direct animal contact, including myself, have been trained in humane 
and scientifically acceptable procedures in animal handling, administration of anesthetics, analgesics, 
and euthanasia to be used in this project. 

6. I certify that all personnel in this project will attend Orientation to Animal Research and all mandatory 
classes as determined by each individual’s Personnel Qualifications Form. 

7. I understand that the use of hazardous agents in animals may only be initiated after approval from SRS 
and I am responsible for complying with all safety related information stated under Appendix 3 of the 
protocol and associated Safety Survey. 

8. I certify that all personnel working on this protocol will be given the opportunity to participate in the 
Medical Surveillance Monitoring Program. All personnel on this protocol will be made aware of the 
hazards involving the use of live animals and tissues. 

9. I understand that I must submit a modification for any proposed changes to this protocol and wait for 
IACUC approval before beginning the work. 

10. I understand that should I use the project described in this application as a basis for a proposal for 
funding (either extramural or intramural), it is my responsibility to ensure that the description of animal 
use in such funding proposals are identical in principle to that contained in this application.  

11. I understand it is the responsibility of the Principal Investigator to ensure the safe and ethical conduct of 
all research conducted under this protocol, and to assure that all research is carried out following 
federal, state, local, and VA policies governing animal research.  

VASDHS 
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Name(s) of Principal Investigator(s) Signature(s) Date 

, MD, PhD 7/30/15 

Name of Institutional Veterinarian Signature Date 

, DVM, DACLAM  7/30/2015 

Name of IACUC Vice-Chair Signature Date 

, PhD 
 

7/30/2015 

 

b. Certification by Biosafety Official.  I certify that:  

• Each agent to be administered to animals on this protocol has been properly 
identified in Item 1 of Appendix 3 as to whether it is “toxic”, “infectious”,  
“biological”, or “contains recombinant nucleic acid”; 

• The use of each of the agents thus identified as “toxic”, “infectious”, or  
“biological”, or “contains recombinant nucleic acid” is further documented as 
required in Items 4, 5, 6, and/or 8, as applicable, and in Item 10.a of Appendix 3; 

• The use of each of these agents has been approved by the appropriate 
committee(s) or official(s), as shown in Item 10.a of Appendix 3. 

 

Name of the Biosafety Officer, or 
of the Chair of the Research 

Safety or Biosafety Committee 
Signature Date 

 
 

7/30/2015 

 

c. Certification by Radiation Safety Official.  I certify that:  

• Each agent to be administered to animals on this protocol has been properly 
identified in Item 1 of Appendix 3 as to whether it is “radioactive”; 

• The use of each radioactive agent is further documented as required in Items 7 
and 10.a of Appendix 3; 

• The use of each radioactive agent has been approved by the appropriate 

VASDHS 

VA IACUC Review June 2015 VASDHS Page Number 50





(cont.) 

Secondary Just-In-Time ACORP Review 
 

PI STATION CYCLE APPLICATION TITLE 

 

 

San Diego, 

CA-664 

MERIT/Summer 

2014 

The VA Gordon Mansfield SCI Consortium 

NHP –  protocol  

 

 SCORE DESCRIPTION ACTION NEEDED BY IACUC 

○ 0 

No concerns noted.  

Any comments 

provided are for 

information only.  

None. No further correspondence with the CVMO is 

needed; the ACORP(s) is(are) cleared and represent(s) no 

bar to funding the application. 

● 1 
Some concerns 

noted.  

The IACUC must review the level 1 concerns listed below 

and decide what response is needed.  This action must be 

documented in the IACUC minutes and the changes 

required by the IACUC must be incorporated into the 

ACORP(s). 

No further correspondence with the CVMO is needed; 

the ACORP(s) is(are) cleared and represent(s) no bar to 

funding the application.   

○ 2 

Concerns are noted 

that must be 

addressed by the 

local IACUC and PI 

before funding can 

occur, but work 

described in the 

ACORP(s) may 

continue. 

A response to each of the level 2 concerns noted below 

must be reviewed and cleared by the CVMO before 

funding can be released.  Upload the following at 

https://vaww.gateway.research.va.gov: 

(1) a memo addressing the concerns, dated and signed by 

the PI, veterinarian, and IACUC Chair; and  

(2) (a) revised ACORP(s) approved by the IACUC.  

The IACUC must review each of the level 1 concerns 

listed and decide what response is needed.  This action 

must be documented in the IACUC minutes and the 

changes required by the IACUC must be incorporated 

into the ACORP(s).  

○ 3 

Significant concerns 

are noted that must 

be addressed by the 

local IACUC and PI 

before funding can 

occur, and work 

described in the 

ACORP(s) listed 

below must cease 

immediately.   

A response to each of the level 3 concerns listed below 

must be reviewed and cleared by the CVMO before work 

can resume and funding can be released.  (If unusual 

circumstances dictate that work should continue despite 

concerns, notify the CVMO immediately.)   

A response to each of the level 2 concerns noted below 

must be reviewed and cleared by the CVMO before 

funding can be released.   

For level 2 and 3 concerns, upload the following at 

https://vaww.gateway.research.va.gov :   

(1) a memo addressing the concerns, signed by the PI, 

veterinarian, and IACUC Chair; and  

(2) (a) revised ACORP(s) approved by the IACUC. 

The IACUC must review each of the level 1 concerns 

listed and decide what response is needed.  This action 

must be documented in the IACUC minutes and the 

changes required by the IACUC must be incorporated 

into the ACORP(s).  



(cont.) 

 

The ACORP for Dr.  has received an overall score of 1, which means that it is cleared and 

represents no bar to funding the application, although some concerns were raised, as shown below.   

 

Please note that a separate score is shown for each of the individual concerns (shown in parentheses 

under the Item number to which each of the individual concerns refers), to assist you in interpreting 

the review.  An explanation of each of the levels of concern is shown above, in the chart on the 

previous page.  The IACUC must review each of the level 1 concerns listed and decide what 

response is needed.  This action must be documented in the IACUC minutes, and the changes 

required by the IACUC must be incorporated into the ACORP, but no further correspondence with 

the CVMO is needed.  

 

In case of questions about this review, please contact Dr. , Assistant Chief 

Veterinary Medical Officer at  or . 

 

REVIEWER FEEDBACK 
 

ACORP Item 

number(s) 

(score) 

Comments/Concerns 

ACORP 

(NHP) 

This protocol uses a NHP model of spinal cord injury to evaluate the 

potential of neural stem cell grafts to facilitate spinal cord repair.  The 

investigator is commended for the measures taken to refine the study 

procedures (see item13.b).  Some concerns were identified. 

Items 7 and 15 

(1) 

 

The investigator states that the spinal cord injury will affect the monkey’s 

daily activity immediately post surgery. During the first week, they may 

be able to make rudimentary movements and may recover the ability to 

locomote in time.  The nursing care for these monkey is challenging and 

the investigator has provided detailed information about many aspects of 

the care plan; however, some aspects  need to be clarified: 

 During the first week after surgery, please elaborate on the 

rudimentary movements the monkey can likely make. 

 The investigator indicates that after surgery the monkey is turned 

every 2-4 hours between 6am and 10pm by trained staff.   By 

what means is this accomplished?  

 How does the monkey access food and water during the first week 

after hemi-section surgery? 

 How is skin care managed to prevent fecal soiling and urine 

scalding?  

 How is it determined that monkey has recovered enough function 

to advance to the open-field cage training? 

 Is the open-field cage training continuously supervised by trained 

staff members who could intervene if necessary? 

Item 13 and 

Appendix C 

(1) 

In item 13, table f) Study Groups and Numbers Table indicates the 

survival time for all groups except 1b (3 months) is 8 months.  Appendix 

C -Section1. Social Enrichment and Section 3. Cage Enrichment 

indicates the length of exemption as 12 months but Section 2. Food 

Enrichment lists the duration of the exemption as 36 months.    Please 

explain. 



(cont.) 

 

It would be helpful to the understanding of this protocol to include a 

flowchart with a timeline (including the survival time for each group) that 

indicates all the procedures and manipulations that an individual monkey 

of a given experimental group may undergo.  Please reconcile. 

 

Item 14 

(1) 

In regard to treadmill training and locomotion, the length of treadmill 

walking varies from 15-45 minutes per session.   Will the treadmill 

walking be stopped if a monkey appears to be tired?   Will the treadmill 

stop automatically if the monkey falls?   Are the animal’s tarsal and 

plantar pads checked for injury before and after each treadmill session?  

 

When are the skin sutures removed? 

 

The stem cell treatment description lacks sufficient detail; please fully 

describe “Neuralstem” stem cells, 4, NIHhESC-10-0044 stem cells, 

transdifferentiated autologous stem cells treatment/procedure.  

Appendices 3 and 5 of the VA ACORP form may be used as a guide to 

ensure the appropriate information is provided.  

 

Sub-item 6.A. – Monkeys that undergo immunosuppression receive all 

three drugs (i.e. tacrolimus, mycophenolate mofetil, and prednisone); is 

that correct? 

 

Under the heading 6.B Options for Dosing, the investigator indicates that 

series of practice trials on cull monkeys for implanting PEG tubes was 

conducted under an approved amendment to a previous protocol.   Please 

list the protocol number and the amendment number (if applicable). 

 

Item 15 

(1) 

In regard to percutaneous endoscopic gastrostomy (PEG) tube placement, 

the investigator notes that even when properly placed, approximately 10-

20% become displaced.   The investigator notes that if a PEG tube leaks, 

a different internal bumper will be used or an alternate method using a 

NHP jacket will be used.   On average how many PEG tube surgeries or 

alternative procedures does a monkey on a study undergo? 

 

Amendment 

(add Gadolinium to 

MRI procedures) 

(1) 

Would Magnevist/gadolinium contrast agent be administered every time 

an MRI procedure is performed?  Presumably, an IV catheter will be 

placed; please address and elaborate further on the contrast agent 

administration. 

 

Are animals pretreated with any of the medications listed 

(metoclopramide, maropitant, ondansetron, or diphenhydramine) to 

possibly offset the risk of adverse reactions? 

Amendment 

(modifications to 

Diet, 

Immunosuppression, 

and PEG Procedure) 

(1) 

The investigator indicates that some monkeys may require reduced chow 

for behavioral testing purposes; when utilized, restriction will apparently 

be specific to each monkey.   The brief description suggests the monkey 

is being food restricted to encourage the animal to work harder to receive 

food rewards during testing.  If this is the case, the investigator needs to 

provide more detailed information, such as the percentage that an 

individual animal’s food will be reduced by (e.g. 10%?), how long the 



(cont.) 

food restriction will be in place, and the monitoring plan to ensure 

adequate nutrition and body weight.  Note: the Guide (pg. 31) states 

“Body weights should be recorded at least weekly and more often for 

animals requiring greater restrictions (NRC 2003b).”   Please address. 

  

  

  

  

  

  

  

 




