
DEPARTMENT OF HEAL TH & HUMA N SERVI CES 

HEALTH 

FOR US POSTAL SERVICE DELIVERY: 
Office oflal>oratory Animal Welfare 
Rockledge One, Suite 360 
6705 Rockledge Drive - MSC 7982 
Bethesda, Maryland 20892-7982 
Home Page: http://grants.nih .gov/grants/o1aw/o1aw.htm 

February 21, 2017 

Dr. Peter Marks 
Director, Center for Biologics and Research 
FDA - Center for Biolog ics Evalua tion & Research 
10903 New Hampshire Avenue, Bldg. 71 
Silver Spring, MD 20993 

Dear Dr. Marks , 

PUBLI C HEALTH SERVIC E 
NATIONAL INSTITUTE S OF 

FOR EXPRESS MAIL: 
Office of Laboratory Ani,nal Welfare 

Rockledge One, Suite 360 
6 705 Rockledge Drive 

Bcthe-sda, Maryland 20817 
Telephone: (30 1) 496-7163 
Facsimile: (301) 402-7065 

Re: Anima l Welfare Assurance 
#A4300-0l [OLA W Case C] 

The Office of Laboratory Animal Welfare (OLA W) acknow ledge s receipt of your Februa ry 16, 2017 
letter reporting three instances of noncompliance with the PHS Policy on Humane Care and Use of 
Laboratory Animals at the FDA White Oak Consol idated Animal Program, following up on an initial 
telephone report on Febru ary 15, 2017. According to the information provided, OLA W understand s 
the following about the inciden ts and the corresp onding corrective actions: 

I) Mice were being tail sn ipped after 21 days ofage althou gh this was not described in the 
approv ed protocol. The institution al guidelines on rodent genotyping were not clear regard ing 
the need for scientific just ificatio n when the procedure is performed on mice ove r 21 days old. 

Correc tive action: The genoty ping guidelines were updated and staff was trained on them. Some 
protocols were amended to allow performance of tail snips after 2 l days of age under anesthesia. 

2) Several mice were moved to a laboratory for expe r imental procedures and euthanasia by 
cervical dislocation although neither the perform ance s ite or euthanasia method were 
described in the protocol. 

Correct ive action: The protocol was amended to include the procedure and performance site. 

3) Eight live mouse pups were foun d in a disposal bag due to a failure to verify death following 
exposure to CO2 for eut hanas ia. 

Corrective act ion : The pups we re appropria tely euthanized, the Principal Invest igator and 
laboratory staff were retrained on the proper cond uct of euthanasia, the protoco l was amended to 
include a detail ed desc ript ion of pup euthana sia, and mouse pup eutha nasia will be conducted by 
the facility staff until investigator training is completed. 

Based on its assessment of these explana tions, OLA W understands that measures have been 
implemen ted in each situation to cor rect and prevent recurrence of the problem . OLA W concurs with 
the act ions taken by the insti tution to comp ly w ith the PHS Po licy. 
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!'age ] /)r. ,\,/arks 
Fc:lm.1w-i:li. 2017 
OJA If/ Case ,1-1300-<' 

cc: IACUC Chair 

Sincerely, 

Axel Wolff, M.S., D .V.M. 
Director 
Division of Compliance Oversight 
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White Oak Consolidated 

Animal Program 

Date: February 16, 2017 

A 
.. ~ ~ '"'I /') , '1 -~✓ (..<1 , .. ' 

Food and Drug Admin istration 

10903 New Hampshire Ave. Bldg 71 

Silver Spring, MD 20993 

From: (6) 6 6 DVM, Ph.D., and Chairperson ( b) 
White Oak Consolidated IACUC --- p--- w-----= ... ,.,,,,,,.,..,,~..,,,.,.~ ... ,,,,..,..,,, .. ,,,.,,., .,,,.w."'°'""".,,..,..' ____ ___. 

Through: 
eter • ON'c•US-.o• U.$.Go~u(M'M, OU•.HHS. 

ou: ,OA. ou • P«iplt, cn:Pt!tl 'N,M.,)1\1 • 

Mar ks -A ~9.,10.,9200300.,ao.,.,. 20009u,,. 
0.Cf'. 2(>17.0l, 171 7'",09:)) ~i'OY 

Peter Marks, MD, Ph.D., and Institut ional Official 

Subject: Incident Report 

To: Axel V. Wolff , MS, DVM, Director, Division of Compliance Oversight, 01..AW, NIH 

As a follow -up to our conversation regarding the two incidences we discussed on February 15, I am 
providing the details in this lette r. Please note that one additional incident we did not discuss is also 
described . If you have any additional question s please feel free to contact me. 

Incident 1 

Veterinary staff discovered that work on two investigators' protocols included rodent genotyping by tail 
snip being performed after 21 days of age, inconsistent with what was approved in their protocols. The 
work was performed by breeding technicians using guidance and methods described in the woe ACUC 

Guideline for Genotyping Procedures in Mi ce and Rats. Tail biopsies on mice older than 21 days were 
performed under isoflurane anesthesia; though the investigators requesting these procedures did not 
have mouse tail biopsy after 21 days of age described and scientifically justified on their protoco ls. 

In reviewing the WOC ACUC Guidelines for Genotyping Procedures in Mice and Rats, it was found that a 
scientific justification to perform tail biopsy genotyping in rodents over 21 days of age was not clearly 

communicated. 

Corrective Actions: 
The WOC ACUC Guidelines for Genotyping Procedures in Mi ce and Rats was immediately updated to 
provide clear information regard ing the requ irement for just ification in the ASP of tail biopsy genotyping 
in rodents after 21 days of age. When possible, this procedure is routinely performed on pre-weanling 
mice. Alternative methods Including ear punches are also utilized when practical. The affected research 
labs have been notified, and DVS technicians, the contract staff , and animal researchers will be trained 
on the updated guideline. Several labs clarified language in the ir protocol, gaining IACUC approval to 
perform tail biopsy under isoflurane anesthesia after 21 days of age. Whenev er possible, tail biopsy 

genotype procedures are to be performed on pre-weanl ing mice. 

The finding and correction will be shared with all users at the next quarterly anim al users meeting in 
March, 2017, and a genotyping and rodent identification training web inar is planned fo r Spring 2017, 
and will be given by one of the DVS-approved rodent vendors . 
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White Oak Consolidated 

Animal Program 

Incident 2 

Food and Drug Administration 

10903 New Hampshire Ave. Bldg 71 

Silver Spring, MD 20993 

One cage of mice on an approved protocol was moved from t he Vivarium to the lab for experimental 
procedures followed by cervical dislocation. The use of this lab location and cervical dislocation by this 
employee were not listed on th is particula r approved protocol, t hough other protocols for the 
investigator do allow for t ransportation to the lab as well as cervical dislocatio n by this employee, who is 

known to be proficient. 

Corrective Actions: 
This protocol and possibly other protocols for this investigator will be amended to include these 
procedures and submitted for veterinary verification , review and approval. 

Incident 3 

A researcher was euthaniz ing adult mice and pups in a procedure room as an approved activity on their 
protocol. Later, an animal health techn ician (AHT) comp leting his daily assigned work at t he end of the 
day removed the room medical pathological waste (MPW) garbage bag to replace with a fresh bag, and 
noted 8 moving pups that had been exposed to CO2 for euthanas ia, along with dead adults in a carcass 
bag. He imm ediate ly removed the bag and contacted his supervisor and the faci lity veterinarian. 
Following their instructions, the AHT then exposed the pups to CO2 for anot her 30 minute s, followed by 
decapitation of the pups as a secondary euthanasia method. The researcher responsible for putting the 
live pups in the MPW bag explained that he usually uses a longer exposure CO2 Euthanex lid in a 
different procedure room for euthan asia of pups, and to his know ledge has never before had issue 

performing pup euthanasia . 

Corrective Actions: 
1. The Attending Veterinarian (AV) immediate ly contacted the Principal Investigator (Pl) and 

laboratory associate involved in the incident and provided a link to the White Oak Anima l 
Program (WOAP), IACUC-approved Euthanasia Guideline and explained the importance of 
prolonged CO2 exposure in order to appropriately euthanize neonatal mouse pups. In addition, 
it was made clear that it is appropriate to follow CO2 euthanasia of pups with an acceptable 
secondary method of euthanasia, such as decapitation that is described in the Guideline. 

2. The Pl is required to update their protocol to clearly describe the neonatal pup euthanasia steps 
they will use. This new information must be IACUC reviewed and approved . 

3. Laboratory members will be trained on acceptable euthanas ia procedures in mice including 
euthanasia of mouse neonates . This training w ill be documented , and documentation will be 

retained by the WOAP-IACUC. 
4. Only after the above corrective actions are completed will the lab be allowed to euthanize 

neonatal mouse pups in the anlma l facility. Any neonatal mouse euthanasia that needs to be 
performed on their protocol prior to the completion of tra ining will be done by DVS st aff. 
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Wolff, Axel {NIH/OD) [E] 

From: 
Sent: 
To : 

OLAW Division of Compliance Oversight (NIH/OD) 

[§2(6~a...vJ EebLU~[Y 21, 2017 7:55 AM 

Subject: RE: Incident Report for FDA White Oak Consolidated Animal Program Assurance 

A4300-01 

Thank you for this report . We will respond soon. 

Axel Wo lff , M.S., D.V.M. 
Director, Division of Compliance Oversight 

OLAW 

From: (6) _J mailto 6 @fda.hhs.gov] 

Sent: Tues ay, Fe6 ruary 21, 2017 7:28 AM 
To: OLAW Division of Compliance Overs ight (NIH/OD) <olawdco@od.nih .gov> 

Ct: Dennis, John (~ A/CSER) <John.Dennis@fda.hhs.gov>1 6 (FDA/COERJ 
) (6) fda .hhs.gov>; Marks, Peter {FDA/CBER) <Peter.Marks@fda.hhs.gov>; ) (6 FDA/CBER) 

......._ _________ _,, 

(b) (6) @fda.hhs.gov> 
Subject: Incident Report for FDA White Oak Consol idated Animal Program Assurance A4300-01 

The White Oak Consolidated (WOC) Animal Program and IACUC, is self-reporting a non-compliance incident 
and corrective action plan for Animal Welfare Assurance A4300-01 . Please review the attached Incident 

Report . 

Please contact Dr . John Dennis, __ 6 ____ ___.or Dr........_........_(6_.) ________ ___. if you have any 

questions . 

Kellie Werner -Moran 
woe IACUC Administrator 
Division of Veterinary Services 
6 6 
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Initial Report of Noncompliance 

Date: 2-/ 1 ,;- i ; 7 

Name of Person reportin : ( b) ( 6) 
Telephone#: ( ) (o J Fax #: ...._.....____. ________ .., 

Email: 

Name of Institution: 
Assurance number: 

Did incident involve PBS funded activity? 'Ir~ 
Funding component: _ _ _ _ 

Time: '/ , ti i.) 

Was funding component contacted (if necessary): __ _ 

Species involved: 
Personnel involved: 
Dates and times: 
Animal deaths: 

Projected plan and schedule for correction/prevention (if kno\.\'Il): __ _ _ __ _ _ _ _ 

t) _,,t1.~2e f-f>l~_L;., ck"'~ •\...C, \ 

:i... ) /A_-,v. .,...A Y'\, ~T.~:~G"' /-

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

OFFICE USE ONLY 
Case# ---- -
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Wolff, Axel (NIH/OD) [E] 

From: fda.hhs.gov> 

Sent 
To: 

.......i-------------------' Tuesday, February 14, 2017 11:44 AM 

Wolff, Axel (NIH/OD) [El 
Subject: Possible OLAW reporting items 

Hi Axel, 

I am sorry I missed your call. I should be available between Noon - 1 :30pm today .and 
tomorrow morning from 7:30 - 10:45am. If any of these times works for you, please let 
me know when so that I can discuss these issues with you to determine if we need to 
officially report these items. 

DVM, Ph.D. 
esearc W tennary Medical Officer 

U.S. Food & Drug Administration 
10903 New Hampshire Ave. 
Silver Spring MD 20993 
6 6 
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