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AT TWFEE GhirERESTY

Client:
Address: B 6

Home Phone:|
Work Phone: ( ) -
Cell Phone: () -

All Medical Records

Referring Information

Species: Canine
Sex: Male

B6

Client: 1
Palt?:nt: B 6

Initial Complaint:
Emergency

SOAP Text Apr 52017 12:55PM - Clinician, Unassigned FHSA

4/5/2017 12:56:09 PM NEW VISIT (ER)
Doctor B6 _
Student:; B6 i
Presenting complaint:i _B6_
Referral visit? No

Diagnostics completed prior to visit: n/a

HISTORY:

Signalment: 7 yo male intact doberman pinscher

Current history: Owner heard patient yelp out Sunday morning. Owner noticed that patient was very timid, he didnt want to run or
jump. Owner took patient to RDVM on Sunday where they diagnosed neck pain and prescribed pain medication (tramadol and
gabapentin). Patient has been receiving pain meds since discharge and doing fine until Tuesday. On Tuesday patient yelped again at
one point and seems painful again. The owner is not able to associate the yelping with any certain movement or event. Patient was

not interested in his food starting yesterday.

Prior medical history: No major history; owner mentioned that patient has an enlarged prostate

i B6

Dict: Dry kibble 2cups BID; some table scraps

Vaccination status/flea & tick preventative use: UTD vaccines; no flea, tick. On heartgard.

Travel history: No

EXAM:

5 B6
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Client:
Patient:

ASSESSMENT: ) ) )
Alj

PLAN: _ i i} §

Pl i

P2

P3: ;

P4

PS:E i

Diagnostics compleled:i Bé6
Diagnostics pending:

 Client commumications B8 I o
DYM sunumary;.___

Deposit & estimate statms:

Resuscitation code (if admitting to [CU):

SOAP approved (DVM to sign) ::__B_ﬁ:'

4/3/2017 3:48:11 PM: f
4/5/2017 3:48:11 PM: B6

4/502017 3:51:02 PM
Prescribed -i Bs

i - FHSA (10)

lnstructions - give | tablet by mouth every 12 hours WITH FOQD for 5 davs - Expires: 4/5/2018 No Refills

IPage 2728
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Client. ............................
Paltei::;t: B6

Initial Complaint:
Emergency

SOAP Text Dec 312018 12:26PM -| B6

who owner reports saw fluid in chest, started on cardio meds for DCM. Patient has been doing much better since
starting medications.

Current medications: B6 !
B6

'(received all meds this morning)

Diet: QOrijen grain free
No major previous medical history

Subjective:

B6

C/V: II/VI systolic murmur, tachycardic with irregular rhythm

Agsessment:

Al: DCM - r/o genetic vs. diet induced
A2: CHF - r/o secondary to Al

A3: Atrial fibrillation - secondary to Al

Plan:
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Client:

Patient: BG
CARDIO CONSULT/CHEST RADIOGRAPH FINDINGS:
Echocardiogram reveals DCM with marked LA enlargement, active CHF, and atrial fibrillation with fast ventricular rate.
Since the patient is a Doberman we are more inclined to believe that the origin of the DCM is genetic although the
patient is on a grain free diet which could potentially contribute to the markedly decreased systolic function. The

patient was officially enrolled in Dr. Freeman's study today and blood was pulled for all of the required test. Chest
radiographs revealed persistence of the previously diagnosed CHF and the ventricular rate is still relatively fast.

B6

also be started and the patient should be switched diet. Recheck BW including a digoxin level (especially since the
current dose is still on the higher end) and ECG is recommended in 7-10 days. Recheck echocardiogram in 3 months or
sooner if the patient develops clinical signs consistent with worsening heart disease such as increased RR/RE, cough,
exercise intolerance, or syncope.

Medications:

Taurine supplementation - 1000mg PO BID
Diet change - sent home with multiple samples

Recheck exam/BW and EKG in 7-10 days with Cardio

Disposition/Recommendations
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Client:
Patient:

B6
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Client:
Palt?:nt: B 6

" Foster Hospital for Small Animals

Lummings S

- B North Grafton, MA 01536

"JEIE!IF:i]:'F ]‘.*Edlt@l LEELI' (508) 839-5395
AT TEFEH Ehivl RESTT
Client: | BB | Pationt: | B6 |
Veterinarianl:__________________i Species:  |Canine
Patient ID: I_BG Breed: Doberman Pinscher
Visit ID: Sex: Male
Lab Results Report Age:  [BE Years Old
Nova Full Panel-ICU 4/5/2017 3:37:25 PM Accession ID:| B6 |
|'1'est IResults IReference Range IUnits
SO2% 94 - 100 %
HCT (POC) 38 - 48 %
HB (POC) 12.6- 16 o/dL
NA (POC) 140 - 154 gl
K (POC) 36-48 mmol/L.
CLPOC) 109 - 120 mmol.
CA (ionized) 1.17-1.38 mmol/L
MG (POC) 0.1-04 mimollL.
GLUCOSE (POC) 80 -120 mg/dL
LACTATE 0-2 mmol/L
BUN (POC) B 6 12-28 mg/dL,
CREAT (POC) 02-21 mg/dL
TCO2 (POC) 0-0 mmold,
nCA 0-0 mmol/L
MG 0-0 mmol/L
GAP 0-0 mmol/L
CA/MG 0-0 mol/mol
BEect 0-0 mmol/L
BEDb 0-0 mmol/L,
A 0-0 mmHg
NOVA SAMPLE 0-0

- 6128 B6

Printed Tuesday, January 01, 2019
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Client: B 6

Patient:
Fi02 0-0 %
PCO2 36 - 44 mmHg
PO2 80 - 100 mmHg
PH B 6 7.337-7.467
PCO2 36 - 44 mmHg
PO2 80 - 100 mmHg
HCO3 18 - 24 mmol/l,
Nova Full Panel-ICU 4/5/2017 3:48:12 PM Accession ID;; B6
|Test |Results IReference Range IUnits
TS (FHSA) 0-0 g/dl
PCV #* E& 0-0 %
TS (FHSA) 0-0 g/dl

Vitals Results

7128

B6

Printed Tuesday, January 01, 2019

4/5/2017 3:51:11 PM
4/5/2017 3:51:12 PM
4/5/2017 3:51:13 PM
4/5/2017 3:51:14 PM

Patient History

Heart Rate (/min)
Respiratory Rate
Temperature (F)

Weight (kg)

04/05/2017 12:53 PM
04/05/2017 02:00 PM
04/05/2017 03:34 PM
04/05/2017 03:34 PM

04/05/2017 03:37 PM
04/05/2017 03:42 PM
04/05/2017 03:48 PM
04/05/2017 03:51 PM
04/05/2017 03:51 PM
04/05/2017 03:51 PM
04/05/2017 03:51 PM
04/05/2017 03:56 PM
04/05/2017 03:58 PM
04/05/2017 04:04 PM
12/31/2018 12:38 PM
12/31/2018 03:48 PM
12/31/2018 03:48 PM
12/31/2018 03:55 PM

UserForm
UserForm
Purchase

Treatment

Purchase
UserForm
I.abwork
Vitals
Vitals
Vitals
Vitals
Prescription
Purchase
Purchase
UserForm
Purchase
Purchase
UserForm

Page 728
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Client:
Paltei::;t:i B6

Patient History

12/31/2018 04:07 PM Treatment
12/31/2018 04:07 PM Purchase
12/31/2018 04:13 PM Treatment
12/31/2018 05:01 PM Prescription
12/31/2018 05:04 PM Prescription
12/31/2018 05:05 PM Purchase
12/31/2018 05:14 PM Deleted Reason
12/31/2018 05:16 PM Purchase
01/01/2019 05:31 AM UserForm
01/01/2019 05:36 AM Email

Page /28
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Cummings B6

Veterinary Medical Center

AT TUFTE LNIVERSITY B6 e
Vatiord 1Dy B6 |
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Veterinary Medical Center ey
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Cummings " B6

Veterinary Medical Center aoLBe
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Diatec 17317000

Weight Weight a0~
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B6
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Veterinary Medical Center
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From: Jones, Jennifer L </O=EXCHANGELABS/OU=EXCHANGE ADMINISTRATIVE GROUP
(FYDIBOHF23SPDLT)/CN=RECIPIENTS/CN=0F6CA12EAA9348959A4CBB1E829AF244-
JENNIFER.JO>

To: Reimschuessel, Renate

CcC: Peloquin, Sarah

Sent: 6/13/2019 2:35:36 PM P -
Subject: RE: FDA consumer report - CC-156319: B6
Thank you!

Jennifer Jones, DVM

Veterinary Medical Officer

Tel: 240-402-5421

el U.S, FOOD & DRUG w’;;:w\ )
8

i
ADMINISTRATION

From: Reimschuessel, Renate

Sent: Thursday, June 13, 2019 10:31 AM

To: Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>
Cc: Peloquin, Sarah <Sarah.Peloquin@fda.hhs.gov>

Subject: FW: FDA consumer report - CC-15631S B6

06-13-2019 — RR called in response to owner’s call. The dog has been on grain free diets since being a puppy.
Was fed 5 earth born and Natural balance sweet potato in the past.

Has no clinical signs now, but was in congestive heart failure at diagnosis.

Has been on a heart monitor, has had an echo and will be obtaining 6-month echo in next few weeks.

Owner also volunteered that she would want necropsy done and said she would contact Josh Stern and wanted
protocol for the procedure. | suggested Vet-LIRN contact her vet with the info if needed.

RR requested records and diet history (to be written by owner) to be sent via email.

Provided Vet-LIRN procedures for owners.

Renate Reimschuessel V.M.D. Ph.D. Director Vet-LIRN
Phone 1-240-402-5404
Fax 301-210-4685

hitp:/;wvew fda.gov/ AnimalVeterinary/ScienceResearch/ucm247 334 him

From: Reimschuessel, Renate
Sent: Thursday, June 13, 2019 10:29 AM
To: B6 i

DearMs.: B6

Thank you for submitting your consumer complaint to FDA. I'm sorry to hear about; B6 iheart condition.
As we discussed this morning, as part of FDA’s investigation we’d like to request:

e Full Medical Records
o Please contact your veterinarians and ask them to email (preferred) or

cardiologist evaluations, echos and radiographs.
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e Diet history @ .

and snacks that may be periodically given.

| attached a copy of our Vet-LIRN network procedures. The procedures describe how Vet-LIRN operates and
how owners help with our case investigations. With respect to a possible postmortem evaluation, thank you so

the protocols that we are currently following.

Please respond to this email to confirm that you received it.
Sincerely,

Renate Reimschuessel

Renate Reimschuessel V.M.D. Ph.D.

Director: Vet—-LIRN

(Veterinary Laboratory Investigation and Response Network)
Center For Veterinary Medicine, FDA,

8401 Muirkirk Road, Laurel, MD 20708

Phone 1-240-402-5404 Fax 301-210-4685
EMAIL : renate.reimschuessel(@fda.hhs.gov

Vet-LIRN

http:www.fda. cov; AnimalVeterinarv/ ScienceRegearch uem 247334 htm

Phish-Pharm

http://www.fda.gov/AnimalVeterinary/ScienceResearch/Tools Resources/Phish-Pharm/default. htm

Aguaculture

http://www.fda.gov/AnimalVeterinary/ScienceResearch/ResearchAreas/ucm130892.htm
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06-13-2019 — RR called in response to owner’s call. The dog has been on grain free diets since being a
puppy. Was fed 5 earth born and Natural balance sweet potato in the past.

Has no clinical sighs now, but was in congestive heart failure at diagnosis.

Has been on a heart monitor, has had an echo and will be obtaining 6-month echo in next few weeks.

Owner also volunteered that she would want necropsy done and said she would contact Josh Stern and
wanted protocol for the procedure. | suggested Vet-LIRN contact her vet with the info if needed.

RR requested records and diet history (to be written by owner) to be sent via email.

Provided Vet-LIRN procedures for owners.
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From: Reimschuessel, Renate </O=FDA/OU=FIRST ADMINISTRATIVE GROUP/CN=RECIPIENTS
/CN=RREIMSCH>

To: Carey, Lauren; Jones, Jennifer L; Rotstein, David; Ceric, Olgica; Palmer, Lee Anne; Queen,
Jackie L

CC: Nemser, Sarah

Sent: 4/3/2017 11:22:23 AM

Subject: RE: Nature's Variety Instinct Limited Ingredient diet Lamb Meal & Peas Formula:;  B6 !

B5

| agree this case is a NFA — but I'm wonderingi BS

B5

Something to look at during our strategic planning.

Renate Reimschuessel V.M.D. Ph.D. Vet-LIRN
Phone 1-240-402-5404

Fax 301-210-4685
http:/Avww.fda.gov/AnimalVeterinary/ScienceResearch/ucm247334.htm

From: Carey, Lauren

Sent: Monday, April 03, 2017 7:06 AM

To: Jones, Jennifer L; Rotstein, David; Ceric, Olgica; Palmer, Lee Anne; Queen, Jackie L; Reimschuessel, Renate

Subject: RE: Nature's Variety Instinct Limited Ingredient diet Lamb Meal & Peas Formula:: B6 i - EON-308715

Interesting! Thanks Jen

From: Jones, Jennifer L

Sent: Monday, April 03, 2017 7:05 AM

To: Rotstein, David; Carey, Lauren; Ceric, Olgica; Palmer, Lee Anne; Queen, Jackie L; Reimschuessel, Renate

Subject: RE: Nature's Variety Instinct Limited Ingredient diet Lamb Meal & Peas Formula:: B6 EON-308715

Just found an article for this: http://www.vetmed.ucdavis.edu/vmb/labs/aal/pdfs/Torres. pdf

“Taurine (Tau) deficiencies have been associated with the feeding of commercial lamb-meal and rice diets to
dogs. We hypothesized that the poor digestibility of some lamb-meals may limit sulphur amino acids availability
for Tau synthesis and/or increase of Tau degradation in the gut. Urinary Tau increased by 54% when methionine
(Met) was supplemented to Diet A (lamb-based died), supporting the suggestion of a low bioavailability of
sulphur amino acids and/or an increased fecal loss of Tau in dogs consuming Diet A.”

Very interesting report, but I'd agree-NFA. Likely B5
! 85 !

Jennifer Jones, DVM
Veterinary Medical Officer
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From: Rotstein, David
Sent: Monday, April 03, 2017 7:02 AM
To: Carey, Lauren; Ceric, Olgica; Jones, Jennifer L; Palmer, Lee Anne; Queen, Jackie L; Reimschuessel, Renate

Subject: RE: Nature's Variety Instinct Limited Ingredient diet Lamb Meal & Peas Formula:i B6 i- EON-308715
Lauren,

1 think NFA. B5

...BS |

David Rotstein, DVM, MPVM, Dipl. ACVP
CVM Vet-LIRN Liaison

CVM OSC/DC/CERT

7519 Standish Place, RM 120

U.S. FOOD & DRUG

HHH ADMIMIGTRATICHN

~ i

This e-mail message 1s ntended tor the exclusive use of the recipient(s) named above. It mav contain information that 1s protected. privileged. or
confidential. and it should not be disseminated. distributed. or copied to persons not authorized to receive such information. If vou are not the intended
recipient. any dissemination. distribution. or copving is strictlv prohubited. It vou think vou received this e-mail message in error. please e-mail the
sender immediately at david.rotstein‘@fda.hhs.gov.

From: Carey, Lauren

Sent: Monday, April 03, 2017 6:55 AM
To: Ceric, Olgica; Jones, Jennifer L; Palmer, Lee Anne; Queen, Jackie L; Reimschuessel, Renate; Rotstein, Dayid
Subject: FW: Nature's Variety Instinct Limited Ingredient diet Lamb Meal & Peas Formula:! B6
EON-308715 '

8.5yo Golden Retriever diagnosed with cardiac disease: valvular disease, decreased contractility, CHF. Taurine
blood levels very low - cardiologist worried there is a relation to food.

Food is raw (“naturally preserved”) so | worry more about bacteria around the dog’s diseased valves, but any
desire to follow-up for taurine, etc.?

From: PFR Event [mailto: pfreventcreation@fda.hhs.gov]
Sent: Thursday, March 30, 2017 3:56 PM
To: Cleary, Michael *; HQ Pet Food Report Notification B6 :

Subject: Nature's Variety Instinct Limited Ingredient diet Lamb Meal & Peas Formula:; B6 EON-308715

A PFR Report has been received and PFR Event [EON-308715] has been created in the EON System.
A "PDF" report by name "1064844-report.pdf” is attached to this email notification for your reference.

Below is the summary of the report:
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EON Key: EON-308715
ICSR #: 1064844
EON Title: PFR Event created for Nature's Variety Instinct Limited Ingredient diet Lamb Meal & Peas Formula;

1064844
AE Date 03/09/2017 Number Fed/Exposed | 1
Best By Date Number Reacted 1
Animal Species Dog Outcome to Date Stable
Breed Retriever - Golden
Age 8.5 Years
District Involved | PFR-New England DO

Product information

Individual Case Safety Report Number: 1064844

Product Group: Pet Food

Product Name: Nature's Variety Instinct Limited Ingredient diet Lamb Meal & Peas Formula

Description: Presented to local veterinarian for gagging cough. Regular veterinarian concerned about new heart
murmur and large heart on ultrasound and referred to Emergency and Cardiology services at B6

Cardiac workup showed degenerative valvular disease, but also very depressed cardiac contractility and early
congestive heart failure. Taurine level (plasma) was._checked to rule out taurine deficiency as cause of depressed

cardiac contractility and level was extremely low i __3__6___‘nmol/mL (normal is 60-120 nmol/mL; critical is < 40
nmol/mL). Concerned that diet may not have sufﬂment precursors to taurine.

Submission Type: Initial

Report Type: Adverse Event (a symptom, reaction or disease associated with the product)
Outcome of reaction/event at the time of last observation: Stable

Number of Animals Treated With Product: |

Number of Animals Reacted With Product: 1

Lot Number or Best By

Product Name 1D Date

Nature's Variety Instinct Limited Ingredient diet Lamb Meal & Peas
Formula

Sender information

B6

USA
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Owner information

B6

To view this PFR Event, please click the link below:
https://eon.tda.gov/eon//browse/EON-308715

To view the PFR Event Report, please click the link below:
https://eon.fda.gov/eon//EventCustomDetailsAction!viewReport.jspa?decorator=none&e=0&issue Type=12&
1ssueld=323753

This email and attached document are being provided to you in your capacity as a Commissioned Official with
the U.S. Department of Health and Human Services as authorized by law. You are being provided with this
information pursuant to your signed Acceptance of Commission.

This email message is intended for the exclusive use of the recipient(s) named above. It may contain information
that is protected, privileged, or confidential. Any dissemination, distribution, or copying is strictly prohibited.

The information is provided as part of the Federal-State Integration initiative. As a Commissioned Official and
state government official, you are reminded of your obligation to protect non-public information, including trade
secret and confidential commercial information that you receive from the U.S. Food and Drug Administration
from further disclosure. The information in the report is intended for situational awareness and should not be
shared or acted upon independently. Any and all actions regarding this information should be coordinated
through your local district FDA office.

Failure to adhere to the above provisions could result in removal from the approved distribution list. If you think
you received this email in error, please send an email to FDAReportableFoods(@fda.hhs. gov immediately.
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From: Rotstein, David </O=EXCHANGELABS/OU=EXCHANGE ADMINISTRATIVE GROUP
(FYDIBOHF23SPDLT)/CN=RECIPIENTS/CN=0A3B17EBFCF14A6CB8E94F322906BADD-

DROTSTEI>

To: Carey, Lauren; Ceric, Olgica; Glover, Mark; Jones, Jennifer L; Nemser, Sarah; Palmer, Lee
Anne; Peloquin, Sarah; Queen, Jackie L; Rotstein, David

Sent: 6/19/2019 12:49:35 PM

Subject: FW: Acana Free Run Poultry dry: Lisa Freeman - EON-390790

Attachments: 2069328-report.pdf; Acana Free Run Poultry dry: Lisa Freeman - EON-374786; 2069328-

attachments.zip

David Rotstein, DVM, MPVM, Dipl. ACVP
CVM Vet-LIRN Liaison

CVM OSC/DC/CERRT

7519 Standish Place

1 U.S. FOOD & DRUG

ADMINISTRATICHN

Tl

This e-mail message is intended for the exclusive use of the recipient(s) named above. It may contain
information that is protected, privileged, or confidential, and it should not be disseminated, distributed, or copied
to persons not authorized to receive such information. If you are not the intended recipient, any dissemination,
distribution, or copying is strictly prohibited. If you think you received this e-mail message in error, please e-mail
the sender immediately at david.rotstein@fda.hhs.gov.

From: Related PFR Event <pfrsignificantactivitycreation@fda.hhs.gov>

Sent: Tuesday, June 18, 2019 12:57 PM

To: Rotstein, David <David.Rotstein@fda.hhs.gov>§ B6 i Cleary, Michael *
<Michael.Cleary@fda.hhs.gov>; HQ Pet Food Report Notification
<HQPetFoodReportNotification@fda.hhs.gov>

Subject: Acana Free Run Poultry dry: Lisa Freeman - EON-390790

A PFR Report has been received and Related PFR Event [EON-390790] has been created in the EON System.

A "PDF" report by name "2069328-report.pdf" is attached to this email notification for your reference. Please
note that all documents received in the report are compressed into a zip file by name "2069328-attachments.zip"
and is attached to this email notification.

Below is the summary of the report:
EON Key: EON-390790

ICSR #: 2069328
EON Title: Related PFR Event created for Acana Free Run Poultry dry; 2069328

AE Date 08/20/2018 Number Fed/Exposed | 2

Best By Date Number Reacted 2
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Animal Species Dog Outcome to Date Recovered Completely

Breed Doberman Pinscher

Age 10 Years

District Involved | PFR-New England DO

Product information

Individual Case Safety Report Number: 2069328
Product Group: Pet Food

Product Name: Acana Free Run Poultry dry

et e e meme ] e

asymptomatic but eating same diet (Acana) so was screened 8/20/18 - reduced contractile function. Owner
changed diet to Pro Plan Weight Management dry. No improvement on 12/12/18 echo. Will recheck in 3 months

WB taurine__B6_|

Submission Type: Followup

Report Type: Adverse Event (a symptom, reaction or disease associated with the product)
Outcome of reaction/event at the time of last observation: Recovered Completely
Number of Animals Treated With Product: 2

Number of Animals Reacted With Product: 2

Product Name Lot Number or ID | Best By Date

Acana Free Run Poultry dry

This report is linked to:
Initial EON Event Key: EON-374786
Initial ICSR: 2060599

Sender information

Lisa Freeman

200 Westboro Rd

North Grafton, MA 01536
USA

Owner information

B6

USA

To view this Related PFR Event, please click the link below:
https://eon.fda.gov/eon//browse/EON-390790

To view the Related PFR Event Report, please click the link below:
https://eon.fda.gov/eon//EventCustomDetailsAction!viewReport.jspa?decorator=none&e=08&issueType=10100&
issueld=408062&parentlssueTypeld=12
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This email and attached document are being provided to you in your capacity as a Commissioned Official with
the U.S. Department of Health and Human Services as authorized by law. You are being provided with this
information pursuant to your signed Acceptance of Commission.

This email message is intended for the exclusive use of the recipient(s) named above. It may contain information
that is protected, privileged, or confidential. Any dissemination, distribution, or copying is strictly prohibited.

The information is provided as part of the Federal-State Integration initiative. As a Commissioned Official and
state government official, you are reminded of your obligation to protect non-public information, including trade
secret and confidential commercial information that you receive from the U.S. Food and Drug Administration
from further disclosure. The information in the report is intended for situational awareness and should not be
shared or acted upon independently. Any and all actions regarding this information should be coordinated
through your local district FDA office.

Failure to adhere to the above provisions could result in removal from the approved distribution list. If you think
you received this email in error, please send an email to FDAReportableFoods@fda.hhs.gov immediately.
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mals

gster Hospital for B

55 Willard Street

Lummings

North Grafton, MA 01536

(508):839-5395

Veterinary Medical Center

AT TUFTS UNIVERSITY

B Y

All Medical Records

Client: Patient:: B6_ |
Address: B6 Breed:  Pit Bill Specics: Caning
DOB: i B6 Sex: Male
(Neutered)
Home Phone: Bé |
Work Phone: (
Cell Phone: | B6 i

Referring Information

B6

Chient:

Patient:

Initial Compilaint:

Scanned Record

Initial Complaint.

Cardiology New =will be here at 1:30 PM

SOAP Text Jan 32019 1:03PM - B6

Disposition/Recommendations

Page - 1/95
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Client:
Patient:

B6

Page 2/95
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Client: B 6

Patient:

Foster Hospital for Small Animals

ﬂ i 11 ]
Lu m l ” u 3 55 Willard Street

North Grafton; MA 01536

Veterinary Medical Center (508) 839-5395

AT TUFTS UNIVERSITY

Client: i B6 i Patient: i B#6

Veterinarian: Species: Canine

PatientID: { B6_ i Breed:  [Pit Bull

Visit ID Sex: Male (Neutered)
ALC i BB: 1a

Lab Results Report S e

Reterence Range

3/95 B6

stringsof =
Printed Tuesday. March 26, 2019

Page 3195
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Client:

Patient:

B6

B6

History 9/2018-12/29/18

<
O
m

Printed:  12-31-18 at|2:26p
FOR: Date: 12-28-18
B 6 Account: 10080
Invoice: 106408
Date For Qty Description Price © Discount Net Price
12-29-18 1 _B6_ | 1 Office Call - Brief Exam BG

Eating/drinking

FQAHTY

{
LT A TAYHER)

Meds/suppl:

Py 5

ET A
ot B e VA

Indoorfoutdoor (cats):

Major medical hx:

Concerns:

B6

B6

Assessment -

B6

Ddx - DCM, atrial fibrillation, PSVT

Plan -

B6

O reports intermittent, more frequent syncopal episodes recently. Sometimes

Page 495
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Client: B 6

Patient:

fainting, but other times appears natisested and unstable: Strongly recommended

referral to cardiologist for complete work up including ECHO, ECG, BP, proBNP

and complete thoracic radiograph series, VHS = 10 5 based on prior radiograph

taken in hospital

12.96.18

1 Ultrasound - In House

B6

B6

Old balance  Charges Payments New balance

A minimum Service Charge of $5.00 per month in addition to a 1,5% monthly finance

charge will be applied to all balances after 30 daye.

Patient Total.charaes

B6

Doctor’s Instructions

Office Call - Brief Exam

Our Regular Business Hours are Mon, Tues Wed and Fri $am-5pm, Thurs Sam-7pm and

>at Oam-12pm

In.Case of an Emergency After Hours:
i £6

i.in collaboration with] 86 ol Keep e
B6 provide shared covérage for Iocal emergencies
from Spm=10pm Mon-Fri. Please call our office at! | BE .o and you will be directed

to the appropriate hospital providing coverage atthat time.

n order {o ensure the most comprehensive care for your pet. all overnight, weekend and

holiday emergencies are referred to the tlosest fully staffed 24 hour emergent facilities by

i B6 is located in B6 iis located ini B6

Page 5/95
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Client: B 6

Patient:

B6 History 9/2018-12/29/18

i B6

Certificate of Rabies Vaccination

2L,

35E350-00

)

RSA 436:1011, REQUIRES THE FOLLOWING OWNER STATEMENT.

" B6 SWEAR

THAT TO MY KNOWLEDGE THIS DOG HAS NOT BITTEN ANYONE WITHIN 10 DAVS.

This is to certify that this date 3/7/J:5 ,a @ (cat)

o B6 5' (ferret) {Wolf}
belonging to . NN
mailing address B% ;
and residing in | B6 :
was vaccinated with 3¢ 'k oa- Loy Hho an Rebopog ;ik"lfz&’zas{
serial no. 42/5 3654 rabies vaecine, k
Breed .") L lf M ¥ Age ‘;{&f $ Sex Afag
Weight 1l (* Tag No.
Ammal7s ‘,_ .....................
Name ...B6 |

Markings of animal

Re-vaccination Due

Date 45,1’! Fh20i s i B6

7 7 TeFS AT

#

Retain this certificate. A charge for replacement may be

made.

by

The - Veterinarian signing,

is - Heensed by the - State ofi Bs

and has the approval’of il

Department  of “Agriculture for fhe “issuance

foosHeslth o Certifivatey and - Rubies - Vacel

nation

Page 0/95
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Client:

B6

Patient:

B6 {History 9/2018-12/29/18

S

zZ
<
O
M

Printed: 12-31-18 at 2.44p
FOR: Date: 12:29-18
B6 Account:: 10080
Invoice: 106408
Date For Qty Description Price ' Discount  Net Price
12-g¢-18 7BE 3 1 Office Call - Brief Exam BG
Eating/drinking:
CISVID:
Meds/suppt
FTHWP

Indoor/outdoor {cata):

Major medicat h

Loncems

B6

B6

LIASspRsmants

B6

Ddx - BEM, atrial fibriliation, BSYT

Plan -

B6

Q reports intermittent, more frequent syncopal episodes recently. Sometimes

Page 7195
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Client:

Patient:

B6

B6

History 9/2018-12/29/18

B6

Printed: 12-31-18 at 2:30p

CLIENT INFORMATION

Name

Address B 6 Significant Other: B6
PATIENT INFORMATION

Name - Species Cénine

Sex Male, Neutered Breed American Pit Bull
Birthday i__Bs ! Age 7y

i3] Rabies 6696

Color Tan & White Weight 74.20 lbs
Reminded  03-08-18 Codes

A 03-22-18 11:23a: CAUTION!L B6 iexcellent handler

Reminders for:i_...88

Lastdone

B6

HEALTH HISTORY SUMMARY

Date Diagnosis

12:20-12 BG

B6

MEDICAL HISTORY
Date By Code Description Qty (Variance) Photo
08-20-18 1DOCH Doctors' Instructions

ell for his x-ray.

B6

Page  8/95
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Client:

Patient:

B6

B6

History 9/2018-12/29/18

|
Patient Chart-forl g~ Clienti Bs
Date: 12-31-18, Time! 2:30p Fage. 2
Date By Code Description Qty (Variance)  Photo
09-20-18 i B6 | 1RADLT Radiology 1 view
Lateral chest -on inspiration - heart size within normal, lungs show some fibrosis = no sign'of
prgumonia; ete
10¢ Office Call Exam
Eatingfdrinking: yes
CISV/D: coughing - sometimes to the point whete he collapses
Weds/suppt:
FTHWP,;
Indootfoutdoor {(cats):
- Maijor medical hx
Heart- NMA - NSR; femoral pulses are strong and synchronous - just very fast
B8]
Age: 7y
{Additional history not shown)
SSR——

Page  9/95
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Client:
Patient: B 6

Be i 3/17/18 3 year Rabies Cert
PEY DWiemre B 6
; B6
‘ Certificate of Rabies Vaccination

RSA 436: 10 L REQIIRESTRF EOE L OWING IIWNER STATEMEN
:

i BG SWEAR

S
&

THAT TO MY KNOWLEDGE THIS DOG HAS NOT BITTEN ANYONE WITHIN 10 DAYS

This is to certify that this date 3/ /7 L7, a(dog) (cat)

i B6 (ferret) (wolf)

belonging to !

mailing address i B6
and residing in B6

was vaccinated with ﬁ@‘;{g& 3 Ky

brand type

R . s
serial no, 4/51 4934 "Vabies vaccine,

Breed © bl ewix Age® V'Sex 1

Weight A L Tag N¢ B6

Fe 5
Animal’s . 56 5

Name

;«é\l“

b

Markings of animal 740

Re-vaccination Due B 6

Date - : : Ce

oy
i

TE70
- Retain this certificate. A charge tér rep

made.

Veterinarian: signipe-this. sertifioat..,

is licensed by the Stats of B6

and has the dpproval of thy

Department of Agriculture”for fhe isstance

of “Health - Cerrificates ~and - Rabies Vacci-

nations,

Page 10/95
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Client:

Patient:

B6

diet historv 1/3/19

Pel's name: |

CARDIOLOGY DIET HIBTORY FORM

Please answer the following questions about your pet

Owners name |

B6

}
e

Today's date: |

§
i
b
3

T

4
i1

How would you assess your pet's appetite? (mark the point on the line ba low that best represents your pel's appetite’

Example Poai Excellont
Foor, Excellent
2. Have you noticed a change In your pet's appetite over the last 1:2 weeks? (check all that apply)
p\gats aboul the same amount as usual  TIEats less than usual CiFats more than usua)
DISeems to prefer different foods than usual BICther  sv oy pm"‘x PARCE Inosidmal b ek bl pnce epcoimglil
' Wt e L G e e e s ‘m{gﬁ‘/’
3. Over the last few weeks. has your pet (check one)
Diostweight  DGained weight tayed about the same weighl B1Dont know
4. Please lst below ALL pet foods, peopis food, treats, snack, dental chews, rawhides, and any other food ilem thal vour pet
currently sats. Please include the brand, spscmc product, and flavor so we know exacily what you pet is sating
Examples are shown inthe lable — please provide enoudh deta) that we could go fo the store ahd Buy the ekaci same food
Food {include specitic product and Havor) Form Amount How often? | Fed since
Mutro Grain Frag Chicken, Lendil, & Swest Potafo Adult ary 1 houp Zuidey 2 2018
85% lean hambdrger migrowaved Joz Txiweek Jan 2018
Pupperani original beef flavor freat — Txdday Aug 2015
Rawhide treal & inch twist Tufneok Dec 2015
Alealll adt Ve TR C R

Mronkive ancens  lEekh R e

5
T

e

Mwﬁfﬂm&! dial imormation can be histed an the back of this &hasﬁ,_«

=
¥

Do yau give any distary supplements to your pet (for exarmple. vitaming, glucosaming tatly scids, or any other

supplermentsi? DYes Do K ves please istwhich ones and give brands and amounts
Brand/Conceniration Amount perday
Taurine H¥es ONo
Carnitine CiYes EiNo
Antioxidants EYes [No
Multivitamin CiYes Dbo
Fish oil [Yes Do
Coenzyme Q10 [i¥es CNo

Gther {please list)

Example: Vitamin ©

WNature's Bounty

500 my tablets — 1 per day

hoptun

U el b ‘JMm\f,x(

How do you administer pills to your pet?

£1 1 do not give any miedications
E5 1 put them directly in my pet's mouth without food

Bl put themiinimy pal's dogleatfood - Cammady A
£ 1 put them in 2 Pill Pocket or similar product
£ 1 put them in foods {list foods):

Page 11/95
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Client; B 6

Patient:

diet historv 1/3/19

Was ‘eeen éplire e oAtin Groue 5000 {glberradtng peovens)

\Be Aoty (207> NasY cgcent elbd 15

e e i i | %
L Do) : R TERLOY

oS Uee bepy 484 O Ve \Oode VAN, OF Canepd

e o LMD 3

il

Wale e G rete il 5{}@3‘»\‘ 5 Mol ALk "M

- pedired.

02 Dalantt

M\’% Sy fado b

Page . 12/95
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Client: B 6

Patient:

RDVM: B6 ivet hespital records

B 6 Patient Chart

Printed: 01-02-1% at 5:09p

CLIENT INFORMATION

Name
Address B 6 Significant Other ! B6 i

PATIENT IMFORMATION

Mame {nr Bl cd Species Canine

Sex Iale Metitered Breed Amierican Pi Bull
Bisthday i Bs Age Ty

D Rabies 6695

Color Tan & Whie Weight 7420 tbs
Reminded  03-08-18 Codes

Date Disgnosis

12:20-12 BG

Horton's weight history {in 1bs}

03-22-18 7470

12151 F340

MEDICAL HISTORY

Date By Code Desecription Oty (Mariance) ' Photo

01-0%-19 i B6 | NOTES  Motes

1B6:01-02-15 5 440p: emailed chart to liaisons@nuffs edu

1290,

ok

i

3 B6: 1HuL  Urasound - In House

Page 13/95
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mailto:liaisons@tuffs.edu

Client:

Patient:

B6

RDVM:

B6

‘records

Diate: 01-02-19. Time: 5:08p

Patient Chart for}_ 86__; Clienti B8

!.=‘age:

Date

By Code Description Gity (Variance}  Photo

Decreased contractility

Mo pleural or pericardial effusion

Left ventricle appears subjectively dilated with decreased fractional shorening

Irrequiar rhythm audible and noted on /s

Needs cardio consult with specialist ASAR

12-22-18

"B6_ | 10CB  Office Call - Brief Exam

Eating/drinking

CISNVD:

Meds/zuppl:

FTHWE:

Indoorfoutdoor (cats)

B6

Hean- NM& iregularly imegular ihvhm, femoral pulses defidts

B6

Sesesament

B6

Didx - DCM atrial fibrillation: PEVT

Hlap =

B6

O'reports intermittent more frequent syncopal episodes recently. Sometimes fainting, but othar

times appears nauseated and unstable. Strongly recommended referral 1o cardiologist for complate

wark up including ECHO, ECG. BP, proBNP and complete thoracic radiograph series YHS =105

baged on prior radiograph taken in hospital

12:26-18

i B6 ! WGIT  Patiert checkin

i B6 [12-29-18 at 11014 urgent- check heart- having a episode. Having a tough time hearing HR

Age: T,

Page 14/95
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it hospital records

Patient Chart for{ _B8_ i

Client!  B6 i

Date: 01-02:19, Time: 5:08p

Fage:

Date By

Code

Description

Gity (Variance}  Photo

12-18-18

12-18-18

12:1318

120518

092018

pneumania. efc

TRADLY

Ra,dlumw Twievr

Lateral chest - oninspiration - heart size within normal. lungs show some fibrosis - no sign of

10C Office Call Exam
Eating'dnnking: yes
CIENIY coughing - somaimes to the point Where he collapses
Medsisuppl:
FTHWE:

Page

15/95
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Client:

B6

Patient:

RDVM B6 t hospital records

Patient Chart forl B8}

Cliant:i B6

Page: 4

Date: 01-02:19, Time: 5:08p

Diate By Code Description

Gty {Variance)  Photo

Indoorfoutdoor (cats):

Wajar medical b

Concarns:

B6

B6

092048 ooee,  1BBI VST Patiert checkn
B6 ing19:45 5t 4:53p Chest wray, HWT - O will have him wait in car and will It us know'they are
Chers.
i B6 imay help us take rad
-ﬁ*gﬁ 4
05-12:18
OF A48
07:08:18
07-05-18 i B6 1 MHRX I}ECUNED:E B6
}'age 16/95
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Client: B 6

Patient:

RDVM: B6 thospital records

Patient Chart fori Be i Client: B6

Date: 01:02-19; Time: S:Kf!&p 'F‘age: 5

Date By Code Description ity (Variance}  Photo

05-04-18

05-04-18

DADEAR SCAN BG

B6

032618 {20 Clisnt Commiunication

013-26-18

03-23-18
03-22-18
03-22-18
IDXREQ 1DEXX LabREXX Regquisition #33342114-2164
Test Result Flag Normal Range Measure

Low High

}'age 17/95
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Client;

Patient: {
RDVM; B6 :
Petient Chart for | B6 Cllont:{ 7867}
Date: 01-02-19, Tie: 5:09p Page: &
[ate By Code Description Gty (Variancel Photo
CHEM 27 w/ SDMA §3-22-18 §.382
ALP 5 168 L
AT 18 121 AL
AST 16 55 u/L
CREATIME KINASE 10 200 UL
GGF 0 13 UL
AMYLASE 337 1469 UL
LIPASE 138 755 UL
ALBUMIN a7 338 gidl
TOTAL PROTEIN 6.5 75 gfdL
GLOBULIM 24 490 gidl
TOTAL BILIRUBIN 00 83 gl
BiLIRUBIN CORJUG 00 g1 mgfdi
BUN 4 Ky mgrdL.
CREATININE B6 H 05 15 mgidL
CHOLESTERCOL 131 345 mgfdi
GLUCOSE 63 114 mafdi
CALCIUM 84 1138 mgidi
PHOSPHORUS 25 6.1 mg/di
TCOZ (BCARBONA 13 27 mmoill
CHLORIDE 108 118 vl
POTASSIUR 490 54 mmoidl
SODiUkt 142 152 mmo:ilL
ALB/GLOBRANC 07 15
BUNCREATININE R
BLIRUBIN UNCOMNJ 0.0 g2 mgrdi.
NAK RATIC) 28 37
HEMOLY SIS INDEX
Indax of N, 1+, 2+ axhibits no significart sffect on cheristry values.
RESULTS MAY BE AFEECTED BY THE FRESENCE OF HEMOLYSIS.
LIPEMIAINDEX  iB6i
Index of N, 14, 2+ exhibiis no significart effect on chemistry values !
ANION GAP ing! M2 mmoid B6
SOMA . 0 14 ugddL i

SDMA IS WITHIN THE REFERENCE INTERVAL AND CREATININE 15 INCREASED. This C6ibifaian ot

B6

Test

T4(3-22-18 8:38e._....._..

T4 i..Bs
Interprety e ranges
<10 Low

1.0-4.0 Nermal
>4.0  High
2.1-54 Therapeutic

Fiag Normal Raje

Low  High
10 490

B6

Page 18/95

Measure

ug/dL

B6
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Client:

Patient:

Date: 01-02-19, Time. 5:08p

Page

19/95

Date By Code Description Gty (Varlance} Photo
Test Result Elag Normal Rangs Moasurs
Low  High
CBC STANDARD (3-22-18 8:38a
WBC 49 176 Kl
RBC 3% 870 Ml
HGB 124 a7 gl
HCT 383 565 %
MCV 69 76 fL
MCH 218 261 Pg
MCHC 326 382 gfdl
% RETICULOCYTE %
RETICULOCYTE 10 110 KL
% NEUTROPHIL B6 %
% LYMPHOCYTE %
% MONOCYTE %
% EQSINOPHE. %
% BASORHIL %
PLATELET 143 448 Kol
NEUTROPHIL 2940 12670 L
LYMPHOCYTE L 1066 4850 ful
MONOCYTE 130 1150 i
EQSINOPHIL 70 1490 L
BASOPHIL 0 108 f’
AUTOMATED CBC
Test Result Flag Nermal Range Measure
Low  High
UPC IF INDICATED 03-22.18 & 38a
URC IF INDICATED
Aunne protain-ta-creatinine ratis {{JPC) was not indicated because
there was either 2 negative $SA protein or an active urine sediment
{presence of grass hematuria, >100 RBCAgf, > & WBC/hpf or bacteria).
Test Resuit Flag Normal Range Measure
Low High
URINALYSIS 03-22.18 8:38a oo
COLLECTICN MET
COLOR
CLARITY
SPECIFIC GRAVIT:
GLUCOSE
BILIRUBIN
KETOMNES
BLOGD
PH
FROTEIN
Proteintast is performed ang contirmed by the sulfosaicylic asid
test. P —
Wec | B6 E 0 L2 HPF

FDA-CVM-FOIA-2019-1704-006105



Client: |
Patienl:i BG

“ihospital records

Patient Chart for' "Bé i BB |
Date: 01-02-19, Time: & 09;: Page: &

[ate By Code Description Gty (Variancel Photo

RBC HPF

BACTERIA

EFI CELL

MUCUS

CASTS

CRYSTALS

URCELINOGEN

Test Resuit Fag Nennal Range Measure
Low High

NOTE FROM IDEXX 03.22-18 8:38a

NOTE
Sample submitted n nan-BEXX glass iube: IDEXX ne longer supports the use of glass cellection tubesin
ordar to minimiza safety concerns Plastic cotlection tubes can be ordered at na charge online at
order.idexxcom armrsu’gh the Inside Sales Center at 885-73-IDEXX using product number 38-0003487-06.

03-22-18 iBge, I1SPR Seniar Profile wReflex LA #26639599
o= DOCI Doctors' instructions
Todaywe have ghackad [ gs. jover for 2 spegific medical condition. Hw physical exam is normal
asidefrom______! L J— ifrom previous; B8 i

am sudmitting seme labwark to screen for underlying conditions that would be contributing to his

new anxiety.

Please call if any questions ¢r concerns regarding the findings on the physical exam.

1GC Office Calt Exam
Eating'drinking: Normal Blue Buffalo
C/8AID No
Meds/suppl? BE i
i B6 i
FEHWP

Indootfoutdoor {cats)
Msjor madical ik bilaberat TTA ~1 yo. agoressionfreactivity as a puppy
Concems: Extrerne progressive arciety when left alone.

Page 20/95
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Client: |
Patient: |

Petient Chart forl_B6_
Date: 31-02-19, Time: 5:03p
[ate By Code Description Gty (Variancel Photo

Heart- NWA, NSR, femara: pulses are strong and synchronous

' 86 i

03-22-18 | B6 POVISIT Patient chack-in

HED- 23-20:38 31 2 86p exreme anxety meds not halping

Age: Gy  Weight: 74.20

(3-17-18 B 6 1RD3-3  Rabies Defensor 3- 3 yr.
03-06-18 MHRX | B6
63-06-18 iB6! cC Client Communication

B6

Page 21/95

FDA-CVM-FOIA-2019-1704-006107



Cli§nt: . B 6

Patient:

Patient Chart for{_ 8¢}
Date: 31-02-19, Time: 5:03p

Date By Code Description Gty (Variancel Photo
02-1518  pmmmmmy :_§§‘ j GC Client Communication e
BG 82 19-18 at 12:32p: O just needs encugh to get her through until she can get some fmrrg Bs
02-15-19
12-26-17
o B 6
MHRX Bé :
12-16-17 BG NOTES BG
12.48.17 100, Ficn Call Bvama

B6

HeartLungs-No murmur o7 arthythmia heard; HR 90

Page 22/95
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Client:
Patient

B6 {hospital records

Patient Chart for!” 55 )

Date: 01-02-19, Time. 5:08p

Date

By Code Description

Client]

Gty (Varlance} Photo

12-1617

[;
12-04-17

03-27-15

‘QBGE PHARM  Pharmacy Refills

03-17-15
42-87-15

11-26-14

$1-2¢-14

11-20-14

02-13-14

Page 23/95
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Client:
Patient: B 6
't hospital records

sl

Patient Chart for{_"Bé__i Cient] " B6
Date: 31-02-19, Time: 5:03p Page: 12
Date By Code Description Gty (Variancel Photo
02-06-14 BG
ey
03-1513 iB6i__CC Clhent Commumcation
s
r
o B 6
02-18-13

¢1-17-13 : B6 E NOTES  Scan of history form Mass Referral
i - Attachments\10080Y B8 1101 172013092825988. paf
01-08-13
o B 6
12-2612

Be_ hwas given booster vaccines according to specific neads and iFesne.

Recommandations fram today’ s examination:
Kaap up the good work.

Please callif any guestions or concerns regarding the findings on the physical exam.

B6

Page 24/95
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Client:
Patient: B 6

RDVM{ B6 1 hospital records

Patient Chart forl™ 5™ Chent:i B6 |

Date: 01-02-1%, Time: 508 T Page: 13
Date By Code Description Qnty {Variance} Photo

12.2¢-12 i B8 | T Patiert checkin

121112
12-07-12
12-07-12 B 6

12-06-12 B6
- B 6
11-08-12
110812 oo - i B8!CC Client Communication
B6:11.09.77 2§51 B8 :
B6
o B 6
10-28.12 B6 ! cc Client Communication

FDA-CVM-FOIA-2019-1704-006111



From: Darcy Adin <dbadin@ncsu.edu>

To: Jones, Jennifer L

ccC: B6 B6
Sent: 1/25/2019 10:01:01 PM
Subject: Sample?

Hi Jen,

I hope you are doing well - not sure how the partial government shutdown is impacting your area specifically?

B iwas able to collect fresh frozen myocardium from one of our presumed diet induced DCM cases and we

are wondering if we should hang on to this in a -80 freezer or send you the sample for testing? This is an almost 2yr Ml
Yorkie mix that was diagnosed in April 2018 and was eating Castor and Pollux Organic GF Small Breed. The owners tried
to change the diet to a grain based Royal canin diet but because of lack of interest he was changed to Primal (raw and
grain free). He represented in September 2018 for CHF and was then changed to Fromm Adult Gold Small breed,
grain-based supplemented with boiled chicken and rice. Progressive disease was noted at each exam

echocardiographically with no improvement in systolic function. His whole blood taurine was: B6 ibut he was still

supplemented with taurine.

Thanks for your thoughts!
Take care
Darcy

FDA-CVM-FOIA-2019-1704-006164


mailto:dbadin@ncsu.edu

From: B6

To: Jones, Jennifer L

CC: Darcy Adin;i B6
Sent: 1/30/2019 5:37:03 PM
Subject: Re: Sample?

Dear Jennifer

So glad to hear from you, that you are no Iongé BG and lastly that you are interested in the tissue we
Collected. bmimim i ——————————
The final necropsy report may take a few weeks. I will have! _B6 ____isubmit the complaint this week.

Would you like us to wait to send the sample until we get the final postmortem report? The sample is sitting at
-80 C right now.

Please make the box to:
NC State University College of Veterinary Medicine

1060 William Moore Dr.
Raleigh, NC 27607

_Thanks sO much .
B6 :

On Wed, Jan 30, 2019 at 11:37 AM Jones, Jennifer L <Jennifer.Jones(@fda.hhs.gov> wrote:
Hi Darcy, .
Thank you for the kind words. Yes,i B6 1
apologize for the delay. '

We are definitely interested in the case. We'd just need a complaint submitted through the Safety Reporting Portal
tound here: https://www.safetyreporting.hhs.gov/

After you submit the report, please send me the ICSR number (confirmation of report submission). We can send
you a box to collect the tissue. Was there also a full necropsy report with medical records you could share as
well? Those can be attached to the report you submit.

Please let me know if you have questions.

Thank you again for your help,

Jen

Jennifer Jones, DVM
Veterinary Medical Officer
Tel: 240-402-5421

From: Darcy Adin <dbadin@ncsu.edu>

Sent: Friday, January 25, 2019 5:01 PM

To: Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>
Cci B6 ’

Subject: Sample?

FDA-CVM-FOIA-2019-1704-006165


mailto:Jennifer.Jones@fda.hhs.gov
https://www.safetyreporting.hhs.gov
mailto:dbadin@ncsu.edu
mailto:Jennifer.Jones@fda.hhs.gov

Hi Jen,

I hope you are doing well - not sure how the partial government shutdown is impacting your area specifically?

B6 iwas able to collect fresh frozen myocardium from one of our presumed diet induced DCM cases
and we are wondering if we should hang on to this in a -80 freezer or send you the sample for testing? This is an
almost 2yr MI Yorkie mix that was diagnosed in April 2018 and was eating Castor and Pollux Organic GF Small
Breed. The owners tried to change the diet to a grain based Royal canin diet but because of lack of interest he
was changed to Primal (raw and grain free). He represented in September 2018 for CHF and was then changed
to Fromm Adult Gold Small breed, grain-based supplemented with boiled chicken and rice. Progressive disease
was noted at each exam echocardiographically with no improvement in systolic function. His whole blood

..........

Thanks for your thoughts!
Take care
Darcy

FDA-CVM-FOIA-2019-1704-006166



1/30/2018

Bé

Quicktinks

Logkup Repert
Lookun Order
Print/Fax Report

Recently Viewed Items

B6

Favorite Pages

Actions

v:ew Order
Print, Report
Fax Report

iSynapse - Radiology Reports

Diagnotic Imaging

RGN reeorts | B8
¢ Rapor
Report Lookup Accesslon #:
Status: Final
View: Yiew Image View Video
Patient 1D: Exam: THORAX CARDIAC DV | 710
Pet Name: B 6 Acc#: - S
Surname: Exam Date: { B6 :
DOB: Status: L)
Species: CANINE Clinician: BG
Secondary Acc#: Affiliation:
Breed: YORKSHIRE TERRIER 2nd Clinician:
Gender: MALE
-Midtone..., [y TS
i.B6__ [t07 AMresp distress, DCM|  Bg |
Assgssment:
1. Severe generalized cardiomegaly with left atrial and auricutar enfargement, mitg pulmonary venous congestion,
and bilateral asymmetric severe interstitial to alveclar pulmonary pattern.
Consistent with left-sided congestive heart failure assoclated with history of dilated cardiomyopathy.
2. Hepatomeqaly.
Considerations include vacuolar change, congestion, hepatitis, or neoplasia,
Repoit:
Three-view thoracic radiographs dated,_._._Bé___ 'are available for interpretation. The study 15 compared g examinations
on $f17/2018 arxl prior.
There is similar severe generslized cardlomegaty with increased dimension in three orthogonal planes and specific focal
bulging in the regian of the left atrium and auricle, The right caudal lobar veln is mildly enlarged and the remainder of the
pulmonary vessels are poorly deflned. A severe bilateral asymmetric interstitial to alveolar putmonary pattern s present
within the cranioventral, perihifar, and caudodorsal lung mare severely affecting the right side. The pieurs space is normal.
No mediastinal abnormalities are identified.
The hepatic silhouctte extends caudal to the costal arch and beyand the coliimated fizld of view. The inclided osseous
structures are normal.
Transcribed By: D s )
Transcribed Date: i B 6
Interpreting - = ' T
Radioloyist: e e
Finalized Date; 01/29/201%
Px Code:
Workist | 2cheduling Grid | Patients | Reports | Exams | Tools § My Profile
B e 172

FDA-CVM-FQIA-2019-1704-006174



1130/2019 ! B6 Synapse - Radiology Reports

B6 Diagnostic Imaging

s s 1B
Quickl inkcs Radiology Report
lookupRepot — =
Lookup Order Report Lookup Accession #: | B6 |
Print/Fax Report Status: Final

View: View Image View Video

B6

Favorite Pages Patient ID: ” Exam: THORAX CARDIAC DV | 710
Pet Name: Acc#: _.B6 i
Surname; B 6 Exam Date: 09/17/2018
e bes: i Status: FINAL s
Actions Species: CARINE Clinician: B6
Secondary Acc#: Affiliation:
Yiew, Breod: YORKSHIRE TERRIER 2nd Clinician:
Print Report
Fax Report Gender: MALE
History:

9/8/18) Chronic intermittent diarrhea { B

F77E0IE 10053 AM Dilated cardiomyopathy - suspect distary induced, Congestiva heart fallure (4/1/18, recurrence

ent:

1. Gimilar marked cardiomegaly and left atrial enlargament with peribilar and right ceudal lung lobe unstructured

interstitial pattern; consistent with dilated cardiomyopathy and left-sided congestive hestt failure

Report;

Three-view thoracic radiographs dated 9/17/18 are available and are compared to 9/9/18 and prior

present in the perihilar region and within the right caudal

The previously described marked cardiomenaly and left atrial and left auricular enlargernent is similar to prior. There is mild

distention of the cranial lobar pulmanary veins relative to their corresponding arte
lung lobe. There is no evidence of Intrathroacic

ries. An unstructured interstitial pattern is

lymphadenopathy. The pleural space is normal

The cranial abdominal structures are normak No musculoskeletal abnormalities are identified.

Transcribed By: H- Be
Transcribed Date: 09/17/2018
Interpreting ! Bé
Radioclogist: .

Finalized Date: 09/18/2018
Dx Code:

Woridist | Scheduling Grid | Patients | Reports | Exams | Tools | My Profile

B6
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113012018 B 6 - Synapse - Radiclogy Reporis

86 Dlagnostic Imaging

5 eports J | et s B !
Quicktinks Radioiogy Report:
Lookup Report . i ' [
Lookup Order i Accession #:1 _B6 | [ Search |
Print/Fax Renort Status: Final
View: Yiew Image Vie
Favorite Pages Patient 1D Exam: . THORAX CARDIAC DV | 710
Pet Name: B 6 Acc#: BE |
Sumame: Exam Date: 09/09/2018
: pog: Status: FINAL
fctions Species: CANINE Clinician: i B6 ;
Secondary Acc#: Affiliation: : i
View Order Breed: YORKSHIRE TERRIER 2nd Clinician:
Frint Report
Eax Report Gender: MALE
History: L o
ORI 2088 8147 AM severe DCM, CHE in Aonl 2018 and recurrence 9/8/2018. Has recaived! B6 iover the
course of past 24 hours! B6 i

t:

1, Similar cardiomeqaly and pulmonary venous distention, with marked improvement in prior unstructured interstitial

pulmonary pattern consistent-with respanse to furosemide therapy.

Report:

Orthogonal projections of the thorax dated 9/9/2018 are compared to the most recent study dated 9/8/2018.

The prior described generalized cardiomegaly with it atrial enlargement and pulmoniary venous disténsion is similar. The

previous caudodorsal and perihilar unistructured interstitial pattern is improved consistent with furosemide treatment

There remains 2 mild perihilar unstructured Interstitial pulmonary pattern. The liver remaing mildly enlarged. The

remainder of the abdomen, and included musculoskeletal structures, are normal,

| Transcribed By: I :
| Transcribed Date: 09/10/2018
 Interpreting :
Radiologist: i B6
Finalized Date: 00/12/2018
Dx Code:
Workdist | Scheduling Grid | Patients | Reports | Exams | Tools | My Profile
B6 , 12
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1/30/2019 B6 iSynapse - Radiology Reports

Diagnostic lmging

awtertin el BE |
Quickiinks Radioiogy Re
Lookup Report ; [ Sewren |
Lookup Order Report Luukup Accession #: l.._._._B.6 i i |
Print/Fax Repart Status: Final
Recently Yiewed ltems View: view {mage View Video
Favorite Pages Patient ID: Exam; THORAX CARDIAC DV | 710
Pet Name: B 6 Acc#: i..B6 !
Surname: Exam Date: 09/08/2018
DOB: Status: FINAL
Actions Species: CANINE Clinician: B6
: Secondary Acc#; Affiliation:
View Qrder Breed: YORKSHIRE TERRIER 2nd Clinician:
Brint Report
Fax Report Gender: MALE

09/08/2018 9710 AV Increased resp efforts B8

Ass ent:

1. Progressive generalized cardiomegaly with severe left sided shiargement, progressive pulmonary venous distention

with unstructured inkerstitial pulmenary pattem; consistent with progression of prior reported dilated

cardiomyopathy with evidence of tardiac decompensation with pulmonaty edema

Report:

Orthogonal projections of the thorax (4 images) dated 5/8/2018 are compared to the most recent study 4/16/2018

The previously described generalized cardiomegaly and left sbrial enlargement Is progressive, There is increased dorsal

trachieal deviation and caudodorsal soft Hssue bulging in the lateral projection, and progressive soft tissue bulging al the 2

3 o'clock position in the dorsoventral projection, consistent with left auricular enfargement. The cardiac silhoustte s also

larger in the cranialk-caudal direction in the lateral projections. The pulmonary lobar veins remain distended as compared

to the corresponding arteries. There is a moderate unstructured interstitial patiern within the caudodorsal lung fields and

perihilar region, most noticeable within the right caudal jung lobe

The stormach is moderately distended with gas and heterogeneous soft tissue opaque material. The liver is mildly enlarged

extending caudal to the costal margin: - The included musculoskeletal structures are pormal

B6

Transcribed By: i B6 i
Transcribed Date: 09/10/2018
Interpreting i B6 f
Radiologist: ' :
Finalized Date: 09/11/2018

Dx Code:

Worklist | Schedling Grid | Patients | Reports | Exams | Tools | My Profile

B6 . : 112
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1130/2018

BG — Synapse - Radiclogy Reporis

Diagnostic Imaging

QuickLinks Radiclogy Repoi
Lookup Report R . _ i ey
eport Looku :i B6 Search |
{aokup Ovdec p P Accession #: | |
Print/Fax Report Status: Final
Recently Viewed ltems View: View Image View Video
Favuorite Pages Patient 1D: Exam: THORAX 3 VIEW VD | 700
Pet Name: B 6 Acci#: )
Surname: Exam Date: 04/16/2018
DOB: ) Status: . FINAL
Actians Species: CANINE Clinician: " B6 |
. Secondary Acc#: Affiliation: !
View Qrder Breed: YORKSHIRE TERRIER 2nd Clinician:
Piint Report
Fax Report Gender: MALE

16,2018 10:35 AM DCM: CHE | BB

"

1. Similar generalized cardiomegaly with left atrial and left auricular enlargement, with mild caudal lobar venous

distention, and right coudodorsal unstructured Interstitial pattern- consistent with reported dilated cardiomyopathy;

given the reported clinical improvement, the unstructured interstitial pattern may represent mild subdlinical

residual edema or may represent chronic pulmonary changes secondary to prior insult

Report:

The study is comprised of 3 orthogonal projections of the thorax dated 4/16/2018, this compared prior study dated

4/2)2018.

The previously described generalized cardiomecaly with left atrial and auricular enlargement is siimilar, There is mild left

caudal lobar venous distention. There js a mild unstructured interstitial pattern within the dorsal aspect of the right ceudal

lung lobe. There are no abnarmalities within the pleural space. There 1§ no evidence of Intrathoracic lymphadenopathy

The stomach is moderately distended with amorphous heterogeneous soft tissue opacity material that conteins mineral

cpacity foch.
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1/30/2019 § B6 :~ Synapse - Radiclogy Reports

Diagnostic Imaging
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Quickd.inks Radislogy Report:
Lookup Report i [y
Lookup Order Report Lookup Accession#:{ B6 | | Search |
Print/Fax Report Status: Final
Recently ¥iewed Items View: View Image View Video
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Patient ID: Escamy LCHORAX CARDIAC DV 1710
Pet Name: B 6 Acc#: i B8
4 Surname: Exam Date: ! B6
Astins DOB: Status: FIAL
Yisyy Order e Aot Pt . _B6
ndary Acc iation: !
Prinl Report Breed: YORKSHIRE TERRIER 2nd Clinician:
Fax RBeport
Gender: MALE
History:

B6 &Ll AMDCM, CHE{ B 1

Assessment:

1. Moderate cardiomeualy and left auricular enlargement with resolution of the prior caudodorsal unstructured

nterstitial pattern, compatible with positive response to treatment for dilated cardiomyopathy and left-sided

congestive heart failure

Three-view thoradic radlographs datedt B6 _are available for interpretation. The study Is compared to radiographs

acquired by the referring veterinarian phoE:

The cardiac silhouette is mioderately enlarged characterized by widening of the cardiac sithotette with concurrent dorsal

displacement of the intrathoracic traches and carina. A soft tissué opacity bulge is presert at the 2-3 o'clock position of the

cardiac siihoustte In the dorsoventral projection in the region of the left auricle. The pulmonary lobar vasculature is normal

in size with no evidence of venous distention. The prior caudodorsal unstructured interstitial pattern is resalved in the

current study and the pulmonary parenchyma is normal. No abnormalities are identified In the pleural space or

mediastinum

Cranial abdominal serosal contrast s adequate. The stomach is mildly distended with heterageneous soft tissue opacity

compatible with ingesta

Transcribed By: B 6
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Interpreting B6

Radiologist:
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From: i B6

To: _Peloquin, Sarah
Sent: i  B6 i5:41:39 PM _
Subject: Re[4]: 800.267-FDA Case Investigation for B6 icc-297)

Great, Thanks.

"I may not have gone where | intended to go, but| think | have ended up where | needed to be." Hey Douglas Adams, we feel you

—————— Original Message ------

From: "Peloquin, Sarah" <Sarah.Peloquin@fda.hhs.gov>
To: | B6

Cc: "Jones, Jennifer L" <Jennifer.Jones@fda.hhs.gov>

Sent: B6 1:31:26 PM

Subject: RE: Re[2]: 800.267-FDA Case Investigation for B6 (cc-297)

Not a dumb question—yes, our preference is to collect all of the samples listed in the document if possible. We
examine all of the tissues (both gross and histo) to look for patterns.

However, we understand that in practice, taking the time to obtain the samples is not always feasible. Or
sometimes all tissues aren’t available. So even if we aren’t able to collect all of the tissues, the intact heart is still
very useful. As a reminder, FDA will reimburse your hospital for your time performing the necropsy/sample
collection.

| hope this clears some things up. I’'m sorry for any confusion.

Thanks!
Sarah

Sarah Peloquin, DVM
Veterinary Medical Officer
tel: 240-402-1218

Fromi B6
Sent:! B6 1:22 PM
To: Peloquin, Sarah <Sarah.Peloguin@fda.hhs.gov>

FDA-CVM-FOIA-2019-1704-006210
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Cc: Jones, Jennifer L <Jennifer. Jones@fda.hhs.gov> .
Subject: Re[2]: 800.267-FDA Case Investigation for B6 i (cc-297)

Sarah,

Thank you for sending the attachments. | had the first 2 however the rapid necropsy had been missing
previously.

In looking through it, | realize that | had previously only sent the heart and liver in NBF.

| know this is a dumb question, but | need to be sure..... | assume that the FDA preference is to have
all of the sampling listed under #6 and #77?

| want to be as helpful as possible and previously was told to only send the heart and liver.

5.

"I may not have gone where | intended to go, but | think | have ended up where | needed to be." Hey Douglas Adams, we feel you

—————— Original Message ------
From:_"Peloauin._Sarah' <Sarah.Peloauin@fda.hhs. qov>

To: B6

Cc: "Jones, Jennifer L" <Jennifer.Jones@fda.hhs.gov>

Senti B6_ i1:02:50 PM

Subject: RE: 800.267-FDA Case Investigation for | B6 i(cc-297)

I've attached the rapid necropsy document—my apologies, | thought that you already had it. Some additional
information is below:

For the necropsy, please collect the heart, intact, and place directly in formalin. The rapid necropsy document
provides additional instructions about what samples to take and how to store them.

o After you complete the necropsy, we will send you 2 boxes to collect the samples (1 for fixed tissue, 1 for
frozen tissue). The boxes will have prepaid shipping labels.
o I'll need to know the final weight of each sample set (e.g. weight of all fixed tissue in formalin,
weight of all frozen tissue) before we can ship the boxes to you.
o You may place multiple fixed samples in the same jar, but please label accordingly.
o The frozen samples must be placed in sealable bags or containers.
o After you receive the boxes, you'll reuse the boxes, package the tissues according to the instructions, affix
the prepaid labels to the boxes, and call UPS for the pick-up.
o Please return ship the samples to us on a Monday-Wednesday only.
o After the necropsy is performed, please send me a copy of the invoice for the necropsy charge, and
our business office will call back with our VISA information to reimburse the hospital directly.

I’'ve cc’d Dr. Jones to these emails to keep her in the loop.

FDA-CVM-FOIA-2019-1704-006211
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Thank you very much for your help with these cases!
Sarah

Sarah Peloquin, DVM
Veterinary Medical Officer
tel: 240-402-1218

From:i B6

Sent: B6 12:50 PM

To: P&lquin, Sarah <Séarah. Pelogquin@fda.hhs.gov>

Cc: Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>

Subject: Re: 800.267-FDA Case Investigation forg B6 cCc-297)

Sarah,
Thank you for the assistance.
| am able to preserve the tissue however you would like. Frozen or formalin or both. In rereading the

document. Perhaps you could send that to me again?

Thanks

"I may not have gone where | intended to go, but | think | have ended up where | needed to be." Hey Douglas Adams, we feel you

—————— Original Message --—---

From: "Peloquin, Sarah" <Sarah.Peloquin@fda.hhs.gov>
To: ! “ B6
Cc: "Jones, Jennifer L" <Jennifer.Jones@fda.hhs.gov>

Subject: 800.267-FDA Case Investigation fo: B6 i(cc-297)

I’'m filling in on the DCM case investigation for Dr. Jennifer Jones this week. Dr. Lisa Freeman informed me that

B6 will be euthanized—I’'m sorry to hear this. If you are willing, please collect the same samples

in the rapid necropsy document).

Dr. Jones will return at the end of next week, and we will send you boxes then for shipment.

Please send me the approximate weights of the samples, as you did forSL B6

Let me know if you have any additional questions.

FDA-CVM-FOIA-2019-1704-006212
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Thank you!
Dr. Sarah Peloquin

Sarah K. Peloquin, DVM
Veterinary Medical Officer

U.S. Food & Drug Administration

Center for Veterinary Medicine

Veterinary Laboratory Investigation and Response Network (Vet-LIRN)
tel: 240-402-1218

fax: 301-210-4685

e-mail: sarah.peloquin@fda.hhs.gov

This email has been checked for viruses by AVG antivirus software.

WWWw.avg.com
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From: Jones, Jennifer L </O=EXCHANGELABS/OU=EXCHANGE ADMINISTRATIVE GROUP
(FYDIBOHF23SPDLT)/CN=RECIPIENTS/CN=0F6CA12EAA9348959A4CBB1E829AF244-
JENNIFER.JO>

To: B6 .
Sent: 6/14/2019 1:10:14 PM
Subject: RE: Re[2]: 800.267-cc-297-FDA Case Investigation fori | B6 | i(cc-297)

Absolutely. We will send a copy of the results as soon as they are read.

Jennifer Jones, DVM
Veterinary Medical Officer
Tel: 240-402-5421

u"ﬁﬁmm U.S. FOOD & DRUG
ADMINISTRATION

From: B6

Sent: Friday, June 14, 2019 8:55 AM

To: Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>
Subject: Re[2]: 800.267-cc-297-FDA Case Investigation for: B6 E(cc-297)

Thank you Jennifer. | did receive an email from Jake.

Also, | believe that | read | should get a copy of the pathology results. Is this correct? | am interested
in the results from: B6

Thank you again.
| appreciate the work you all are doing for this.

B6

‘I may not have gone where | intended to go, but| think | have ended up where | needed to be." Hey Douglas Adams, we feel you

—————— Original Message ------

From: "Jones, Jennifer L" <Jennifer.Jones@fda.hhs.gov>

To:! B6

Cc: "Peloquin, Sarah" <Sarah.Peloquin@fda.hhs.gov>; "Guag, Jake" <Jake.Guag@fda.hhs.gov>

FDA-CVM-FOIA-2019-1704-006230
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Sent: 6/13/2019 11:01:47 AM

Subject: RE: 800.267-cc-297-FDA Case Investigation for! B6

Thank you, B6

(cc-297)

We’'ll ship the box, a_hd it should arrive before close of business Monday. Jake will send you a copy of the

tracking when it ships.

Jennifer Jones, DVM
Veterinary Medical Officer
Tel: 240-402-5421

WS, FOOD & DRUG

DM IMERTRAT I M

From:: B6 E

Sent: Tuesday, June 11, 2019 9:22 AM

To: Peloquin, Sarah <Sarah.Pelogquin@fda.hhs.gov>

Cc: Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>

Subject: Re: 800.267-FDA Case Investigation for! Bé i (cc-297)

Good morning,
Weights for the samples from B6 are as follows:

Frozen tissue is 6ounces
Refrigerated samples (urine and small intestinal fluid) 2ounces
Formalin fixed samples 2 pounds 6 ounces

Thank you

‘I may not have gone where | intended to go, but| think | have ended up where | needed to be." Hey Douglas Adams, we feel you

—————— Original Message ------

From: "Peloquin, Sarah" <Sarah.Peloquin@fda.hhs.gov>
To: B6 i
Cc: "Jones, Jennifer L" <Jennifer.Jones@fda.hhs.gov>

Senti B6  111:59:32 AM

FDA-CVM-FOIA-2019-1704-006231
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Subject: 800.267-FDA Case Investigation for : B6 H(cc-297)

Good morning:___B6___:

I’'m filling in on the DCM case investigation for Dr. Jennifer Jones this week. Dr. Lisa Freeman informed me that

B6 —I'm sorry to hear this. If you are willing, please collect the same samples

in the rapid necropsy document).

Dr. Jones will return at the end of next week, and we will send you boxes then for shipment.

Please send me the approximate weights of the samples, as you did fori Be

[ vy P

Let me know if you have any additional questions.

Thank you!
Dr. Sarah Peloquin

Sarah K. Peloquin, DVM
Veterinary Medical Officer

U.S. Food & Drug Administration

Center for Veterinary Medicine

Veterinary Laboratory Investigation and Response Network (Vet-LIRN)
tel: 240-402-1218

fax: 301-210-4685

e-mail: sarah.peloquin@fda.hhs.gov

WS FOOD & DRUG .-

il
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AVG This email has been checked for viruses by AVG antivirus software.
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From: Jones, Jennifer L </O=EXCHANGELABS/OU=EXCHANGE ADMINISTRATIVE GROUP
(FYDIBOHF23SPDLT)/CN=RECIPIENTS/CN=0F6CA12EAA9348959A4CBB1E829AF244-
JENNIFER.JO>

To: : B6 iPeloquin, Sarah

Sent: 8/27/2019 11:40:16 AM

Subject: RE: 800.267-cc-297-FDA Case Investigation for; B6 {cc-297)

Thank youBG I’ll submit this today, and someone from our business team should call your office in the next

few business days with our VISA information.

Jennifer Jones, DVM
Veterinary Medical Officer
Tel: 240-402-5421

"wﬂ*"m U5, FOOD & DRUG

’|| ADMINISTRATICN

From:i B6

Sent: Monday, August 26, 2019 6:16 PM

To: Peloquin, Sarah <Sarah.Peloquin@fda.hhs.gov>
Cc: Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>

Subject: Re: 800.267-cc-297-FDA Case Investigation for: B6 i(cc-297)
Sarah,
| have attached the invoice for B6 inecropsy. Thank you for the reminder.
Best

[ B6

"I may not have gone where | intended to go, but! think | have ended up where | needed to be." Hey Douglas Adams, we feel you

—————— Original Message ------

From: "Peloquin, Sarah" <Sarah.Peloquin@fda.hhs.gov>

To: B6 '

Cc: "Jones, Jennifer L" <Jennifer.Jones@fda.hhs.gov>

Sent: 8/15/2019 9:08:36 AM

Subject: 800.267-cc-297-FDA Case Investigation for B6  (cc-297)

FDA-CVM-FOIA-2019-1704-006233
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Good morning: B6

Please send us the invoices fori B6 inecropsies at your earliest convenience (by email
or fax to 301-210-4685). We want to make sure we reimburse your hospital for these costs.

Thank you!
Sarah

Sarah Peloquin, DVM
Veterinary Medical Officer
tel: 240-402-1218

From: Jones, Jennifer L

Sent: Friday..June.14..2019 9:10 AM
To:: B6

Subject RE: Re[2]: 800.267-cc-297-FDA Case Investlgatlon for! B6 {cc-297)

Absolutely. We will send a copy of the results as soon as they are read.

Jennifer Jones, DVM
Veterinary Medical Officer
Tel: 240-402-5421

e JM!MI&TQ&HMM

From:: B6

Sent: Friday, June 14, 2019 8:55 AM

To: Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>

Subject: Re[2]: 800.267-cc-297-FDA Case Investigation fori B6 i(cc-297)

Thank you Jennifer. | did receive an email from Jake.

Also, | believe that | read | should get a copy of the pathology results. Is this correct? | am interested
in the results fromi B6

Thank you again.
| appreciate the work you all are doing for this.

FDA-CVM-FOIA-2019-1704-006234
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"I may not have gone where | intended to go, but| think | have ended up where | needed to be." Hey Douglas Adams, we feel you

—————— Original Message ------

From: "Jones, Jennifer L" <Jennifer.Jones@fda.hhs.gov>

To: | B6

Cc: "Peloquin, Sarah" <Sarah.Peloquin@fda.hhs.gov>; "Guag, Jake" <Jake.Guag@fda.hhs.gov>
Sent: 6/13/2019 11:01:47 AM

Subject: RE: 800.267-cc-297-FDA Case Investigation for} B6 {(cc-297)

Thank you,i B6

We'll ship the box, and it should arrive before close of business Monday. Jake will send you a copy of the
tracking when it ships.

Jennifer Jones, DVM
Veterinary Medical Officer
Tel: 240-402-5421

ol 1.5, FOOD & DRUG
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From:: B6

Sent: Tuesday, June 11, 2019 9:22 AM

To: Peloquin, Sarah <Sarah.Peloguin@fda.hhs.gov>

Cc: Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>

Subject: Re: 800.267-FDA Case Investigation for B6 {cc-297)

Good morning,

Weights for the samples from! Bé iare as follows:
Frozen tissue is 6ounces

Refrigerated samples (urine and small intestinal fluid) 2ounces
Formalin fixed samples 2 pounds 6 ounces

Thank you

FDA-CVM-FOIA-2019-1704-006235
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"I may not have gone where | intended to go, but| think | have ended up where | needed to be." Hey Douglas Adams, we feel you

—————— Original Message ------

From: "Peloquin, Sarah" <Sarah.Peloquin@fda.hhs.gov>

To: ¢ B6 ’

Cc: "Jones, Jennifer L" <Jennifer.Jones@fda.hhs.gov>

Sent B6 i1:59:32 AM

Subject: 800.267-FDA Case Investigation for: Bé {cc-297)

Good morning: i

I m filling in on the DCM case |nvest|gat|on for Dr. Jennifer Jones this week. Dr. Lisa Freeman informed me that

B6 —I'm sorry to hear this. If you are willing, please collect the same samples

(| e. intact heart in formalin; and if possible, fixed/frozen tissues as described

in the rapld necropsy document)

Dr. Jones will return at the end of next week, and we will send you boxes then for shipment.

.....................

Please send me the approximate weights of the samples, as you did fori B6

Let me know if you have any additional questions.

Thank you!
Dr. Sarah Peloquin

Sarah K. Peloquin, DVM
Veterinary Medical Officer

U.S. Food & Drug Administration

Center for Veterinary Medicine

Veterinary Laboratory Investigation and Response Network (Vet-LIRN)
tel: 240-402-1218

fax: 301-210-4685

e-mail: sarah.peloquin@fda.hhs.gov

8 U.S. FOOD & DRUG .-,
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This email has been checked for viruses by AVG antivirus software.
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Gastrointestinal Laboratory

Dr. J.M: Steiner

Department of Small Animal Clinical Sciences

Texas A&M University

4474 TAMU

College Station, TX 77843-4474

Website User ID: clinpath@tufts.edu

Gl Lab Assigned Clinic ID: 11405

Dr. Freeman Phone: 508 887 4669
Tufts University-Clinical Pathology Lab Fax: 9508 839 7936
Attni B6 | A i
200 Wesibore Road Animal Name B6
North Grafton, MA 01536 Owner Name:
USA Species: Canine
Date Received: Mar 06,2019
Tufts University-Clinical Pathology Lab Gl Lab Accessioni; B
Tracking Number:i _B6__ i
Test Result Reference Interval Assay Date
Ultra-Sensitive Troponinl Fasting B6 <0.06 03/06/19
Comments
Gl Lab Contact Information
Phone: (979) 862-2861 Email: gilab@cvm.tamu.edu
Fax; (979) 862-2864 vetmed tamu.edu/gilab

FDA-CVM-FOIA-2019-1704-006240
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Gastrointestinal Laboratory

Dr. J.M: Steiner

Department of Small Animal Clinical Sciences

Texas A&M University

4474 TAMU

College Station, TX 77843-4474

Website User ID: clinpath@tufts.edu

Gl Lab Assigned Clinic 1D: 11405

; B6 i Phone: 508 887 4669
Tufts University-Clinical Pathology Lab Fax: 9508 839 7936
Attn:t B | : :

200 Westboro Road U SRRE B6

North Grafton, MA 01536 Owner Name:

USA Species Canine
Date Received: Mar 06, 2019

Tufts University-Clinical Pathology Lab Gl Lab Accession: Bé6
Tracking Number
Test Result Reference Interval Assay Date
Ultra-Sensitive Troponin | Fasting i Bé 0.06 03/06/19

Comments:

Gl Lab Contact Information

Phone: (979) 862-2861 Email: gilab@cvm.tamu.edu

Fax; (979) 862-2864 vetmed tamu.edu/gilab

FDA-CVM-FOIA-2019-1704-006241
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Gastrointestinal Laboratory

Dr. J.M. Steiner

Department of Small Animal Clinical Sciences

Texas A&M University

4474 TAMU

College Station, TX 77843-4474

Website User ID: clinpath@tufts.edu

Gl Lab Assigned Clinic ID:! __B6

Dr. Freeman rnone 508:887 4669
Tufts University-Clinical Pathology Lab Fax: 9508 839 7936
Attn: i B6 i Lo

: A :
200 Wéstboro Road himal tame B6
North Grafton, MA 01536 Owner Name:
us Species: Canine

Date Received Mar 06, 2019

Tufts University-Clinical Pathology Lab Gl Lab Accession: B6 |
Tracking Number
Test Result Reference Interval Assay Date
Ultra-Sensitive Troponin | Fasting i B6 E 0.06 03/06/19
Comments:

Gl Lab Contact Information

Phone: (979) 862-2861 Email: gilab@cvm.tamu.edu

Fax: (979) 862-2864 vetmed tamu.edu/gilab

FDA-CVM-FOIA-2019-1704-006242


mailto:clinpath@tufts.edu
mailto:gilab@cvm.tamu.edu
http://vetmed.tamu.edu/gilab

Gastrointestinal Laboratory

Dr. J.M: Steiner

Department of Small Animal Clinical Sciences

Texas A&M University

4474 TAMU

College Station, TX 77843-4474

Website User ID: Cardiovet@tufts.edu OR clinpath@tufts.edu

Gl Lab Assigned Clinic 1D: 11405

i B6 i Phone: 508:887 4669
Tufts University-Clinical Pathology Lab Fax: 9508 839 7936
Attn:| B6 i . :

200 Westboro Road Afilma: dane. B6

North Grafton, MA 01536 Owner Name:

USA Species Canine
Date Received: Mar 06,2019

Tufts University-Clinical Pathology Lab Gl Lab Accession:i | B6 |
Tracking Number
Test Result Reference Interval Assay Date
Ultra-Sensitive Troponin | Fasting i B6 i 0.06 03/06/19
Comments:

Gl Lab Contact Information

Phone: (979) 862-2861 Email: gilab@cvm.tamu.edu

Fax; (979) 862-2864 vetmed tamu.edu/gilab

FDA-CVM-FOIA-2019-1704-006243
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Gastrointestinal Laboratory

Dr. J.M. Steiner

Department of Small Animal Clinical Sciences

Texas A&M University

4474 TAMU

College Station, TX 77843-4474

Website User ID: Cardiovet@tufts.edu OR clinpath@tufts.edu

Dr. B6 ; Phone: 508 887 4669

Tufts University-Clinical Pathology Lab Fax: 9508 839 7936

Altn: | B . . Animal Name:

200 Westboro Road B6

North Grafton, MA 01536 Owner Name:

USA Species Canine
Date Received: Mar 06, 2019

Tufts University-Clinical Pathology Lab Gl Lab Accessioni B6 |

Tracking Number

Test Result Reference Interval Assay Date

Ultra-Sensitive Troponin | Fasting B6 0.06 03/06/19

Comments:

Gl Lab Contact Information

Phone: (979) 862-2861 Email: gilab@cvm.tamu.edu

Fax: (979) 862-2864 vetmed tamu.edu/gilab

FDA-CVM-FOIA-2019-1704-006244
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Gastrointestinal Laboratory

Dr. J.M. Steiner

Department of Small Animal Clinical Sciences

Texas A&M University

4474 TAMU

College Station, TX 77843-4474

Website User ID: clinpath@tufts.edu

Gl Lab Assigned Clinic ID:i _Bs

Dr. Freeman Phone: 508 887 4669

Tufts University-Clinical Pathology Lab Fax: 9508 839 7936

Attn: B6 : .

200 Westboro Road Animal hame. B6

North Grafton, MA 01536 Owner Name:

USA Species Canine
Date Received: Mar: 06,2019

Tufts University-Clinical Pathology Lab Gl Lab Accession:i B6

Tracking Number

Test Result Reference Interval Assay Date

Ultra-Sensitive Troponin | Fasting fo...Be i 0.06 03/06/19

Comments:
Gl Lab Contact Information
Phone: (979) 862-2861 Email: gilab@cvm.tamu.edu
Fax: (979) 862-2864 vetmed tamu.edu/gilab
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Gastrointestinal Laboratory

Dr. J.M. Steiner

Department of Small Animal Clinical Sciences

Texas A&M University

4474 TAMU

College Station, TX 77843-4474

Website User ID: clinpath@tufts.edu

Gl Lab Assigned Clinic ID:: B6 |

i B6 Phone: 508 887 4669
Tufts University-Clinical Pathology Lab Fax: 9508 839 7936
Attn:i___B6 i : .

200 Westboro Road il e, B6

North Grafton, MA 01536 Owner Name:

USA Species: Canine
Date Received: Mar 06,2019

Tufts University-Clinical Pathology Lab Gl Lab Accession:: B6
Tracking Number :

Test Result Reference Interval Assay Date
Ultra-Sensitive Troponin | Fasting : B8 i 0.06 03/06/19

Comments:

Gl Lab Contact Information

Phone: (979) 862-2861 Email: gilab@cvm.tamu.edu

Fax: (979) 862-2864 vetmed tamu.edu/gilab

FDA-CVM-FOIA-2019-1704-006246
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Gastrointestinal Laboratory

Dr. J.M. Steiner

Department of Small Animal Clinical Sciences

Texas A&M University

4474 TAMU

College Station, TX 77843-4474

Website User ID: clinpath@tufts.edu

Gl Lab Assigned Clinic ID:; B6 |

i B6 : Phone: 508:887 4669
Tufts University-Clinical Pathology Lab Fax: 9508 839 7936
L — Animal Name:

200 Westboro Road i B6

North Grafton, MA 01536 Owner Name:

USA Species Canine
Date Received: Mar 06, 2019

Tufts University-Clinical Pathology Lab Gl Lab Accession:: B6 !
Tracking Number
Test Result Reference Interval Assay Date
Ultra-Sensitive Troponin | Fasting i B i 0.06 03/06/19

Comments:
Gl Lab Contact Information
Phone: (979) 862-2861 Email: gilab@cvm.tamu.edu
Fax; (979) 862-2864 vetmed tamu.edu/gilab

FDA-CVM-FOIA-2019-1704-006247
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Gastrointestinal Laboratory

Dr. J.M. Steiner

Department of Small Animal Clinical Sciences

Texas A&M University

4474 TAMU

College Station; TX 77843-4474

Website User ID: clinpath@tufts.edu

Gl Lab Assigned Clinic ID:___B6

i BE z Phone 508 887 4669

Tufts University-Clinical Pathology Lab Fax: 9 508 839 7936

Attn:! B8 i : .

200 Westboro Road Antimal Name: BG

North Grafton, MA 01536 Owner Name:

USA Species: Canine
Date Received Mar 06,2019

Tufts University-Clinical Pathology Lab
Tracking Number:

Gl Lab Accession: B6

Test Result Reference Interval Assay Date
Ultra-Sensitive Troponin | Fasting i B6 i <0.06 03/06/19

B6

Comments:

Gl Lab Contact Information

Phone: (979) 862-2861 Email: gilab@cvm.tamu.edu

Fax: (979) 862-2864

vetmed tamu.edu/gilab
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Gastrointestinal Laboratory

Dr. J.M: Steiner

Department of Small Animal Clinical Sciences

Texas A&M University

4474 TAMU

College Station, TX 77843-4474

Website User ID: clinpath@tufts.edu

Gl Lab Assigned Clinic ID::___ B6__ |

i B6 ! Phone: 508 887 4669
Tufts University-Clinical Pathology Lab Fax: 9508 839 7936
Attn:i B6 i ; .

200 Westboro Road Animal Hame: B6

North Grafton, MA 01536 Owner Name:

USA Species Canine
Date Received: Mar 06, 2019

Tufts University-Clinical Pathology Lab Gl Lab Accession:i B6

Tracking Number

Test Result Reference Interval Assay Date
Ultra-Sensitive Troponin | Fasting '''''''''''' B6 5 0.06 03/06/19
Comments:

Gl Lab Contact Information

Phone: (979) 862-2861 Email; gilab@cvm.tamu.edu

Fax; (979) 862-2864 vetmed tamu.edu/gilab
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Gastrointestinal Laboratory

Dr. J.M. Steiner

Department of Small Animal Clinical Sciences

Texas A&M University

4474 TAMU

College Station, TX 77843-4474

Important Internal Medicine Conference

Motices: Join us for a unique continuing education event in Phuket, Thailand Oct 7th

11th, 2019. For details see htip://texasimconference tamu.edu

Ongoing studies

Cobalamin Supplementation Study- Dogs and cats with cobalamin deficiency with normal PLI,

and either normal or low(consistent with EPI) TL1 to compare the efficacy of oral vs parenteral

cobalamin supplementation. Contact Dr. Chang at chchang@cvm tamu.edu for further

information

Chronic Pancreatitis with Uncontrolled Diabetes Mellitus- Seeking dogs with chronic

pancreatitis and uncontrolled diabetes mellitus for enroliment into a drug trial(medication

provided at no cost). Contact Dr..Sue Yee Lim: at slim@cvm.tamu.edu or:Dr.Sina Marsilio.at

smarsilio@cvm.tamu.edu

Dogs with Primmary Hyperlipidemia- Prescription diet naive dogs newly diagnosed with primary

hyperlipidemia are eligible to be enrolled in a dietary trial. Contact Dr. Lawrence at

ylawrence@cvm:tamu.edu for more information.

Dogs with Chronic Pancreatitis-Dogs with chronic pancreatitis (cPLi >400ug/L) and

hypertriglyceridemia (>300 mg/dl) are eligible to be enrolled in a dietary trial. Contact Dr.

Lawrence at ylawrence@cvm.tamu.edu

Chronic enteropathies in dogs-Please fill out this brief form http:/tinyurl.com/ibd-enroll to see

if your patient gualifies

Feline Chronic Pancreatitis- Cats with chronic pancreatitis for more than 2 weeks and fPLI >10

yg/L-are eligible for enrollment into a treatment trial investigating the efficacy of prednisolone or

cyclosporine. Please contact Dr. Yamkate for further information at pyamkate@cvm.tamu.edu

We can not accept packages that are marked "Bill Receiver”

Use our preprinted shipping labels to save on shipping. Call 979-862-2861 for assistance

The Gl Lab is not here to accept packages on the weekend. Samples may be

compromised if you ship for arrival on Saturday or Sunday or if shipped via US Mail

Gl Lab Contact Information

Phone: (979) 862-2861 Email: gilab@cvm.tamu.edu

Fax: (979) 862-2864 vetmed tamu.edu/gilab

FDA-CVM-FOIA-2019-1704-006250
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VETERINARY MEDICINE

CARDIOLOGY SERVICE UPDATES: DOG FOOD & DILATED CARDIOMYOPATHY

The Cardiology Service has developed this document in:tesponse: to the alerts from the FDA. These alers identify an

associated risk for some grain-free diets containing certain ingredients (legumes like peas; pea components, lentils; white

potatoes, sweet polatoes) and a diagnosis of dilated cardiomyopathy (DCM). The links provided throughout this . document

can be copied and pasted to obtain additional information.

FDA Alerts found here
https:/iwww.fda.gov/AnimalVeterinary/NewsEvents/CVMUpdates/ucm613305.htm
https://www fda.gov/AnimalVeterinary/ResourcesforYou/AnimalHealthLiteracy/ucm616279 . htm

What is Dilated Cardiomyopathy (DCM)?
DCM is a heart muscle disorder that results in a weak pump function and heart chamber enlargement. In the early stages of
this disease pets may appear totally healthy with no apparent clinical signs. Latet.in the course of this disease, dogs may

have a heart murmur, an arrhythmia (irregular heart beat), collapse episodes; weakness or tiredness with exercise, and even

trouble breathing from congestive heart failure. While there are some breeds of dogs (like Dobermans) that have a genetic

predisposition to development of DCM, there are also nutritional factors that may result in this disease.

What should I do?

If you are feeding a diet of concern based upon the FDA alert we recommend that you consult with your vetérinarian or

veterinary cardiologist. We provide 4 general points for guidance below:

1. An initial step is to consider whether you are willing or interested in performing additional testing to assess whether

your petis affected with DCM. If you believe your dog is at risk, showing any of the aforementioned clinical signs or would

prefer to simply rule out any:heart disease, we recommend-that you first have your pet's taurine levels tested (both whole

blood and plasma levels) as well as seek an echocardiogram by a board-certified veterinary cardiologist. Low taurine levels

are associated with development of DCM in dogs and are sometimes a component of this current issue.

Information on taurine testing can be found here: hitps:/Avwww.velmed.ucdavis.edu/labs/amino-acid-laboratory

2. At this time, diet change is recommended when possible and should be considered regardless of the results obtained

from any testing. You can consult with your veterinarian in selecting a new diet that avoids the ingredients of concern listed

by the EDA. When selecting this diet, we recommend that you choose a diet that is manufactured with rigorous quality

control measures and research behind the formulation: A way to ensure that your diet meets these recommendationsis to

follow the following guidelines that were generated by a large number of the world’s leading experts in veterinary nutrition.

Food selection guidelines found here:

https:/iwww . wsava.org/WSAVA/media/Arpita-and-Emma-editorial/Selecting-the-Best-Food-for-your-Pet.pdf

3. If your pet is identified through testing to have a low blood taurine level or evidence of DCM by echocardiogram, we urge
you to report this information to the FDA

FDA reporting guidelines found here: https://www.fda . gov/AnimalVeterinary/SafetyHealth/ReportaProblem/ucm182403.htm

4. Work with your veterinarian(s) to determine the best course of action and medical treatments if indicated. 'In the case of
a DCM diagnosis, diet change alone may not be sufficient and additional medications may be prescribed

Please continue to monitor the FDA website and the UC Davis School of Veterinary Medicine Newsfeeds for updates and

recommendations regarding this issue

FDA-CVM-FOIA-2019-1704-006251
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From: Guag, Jake </O=EXCHANGELABS/OU=EXCHANGE ADMINISTRATIVE GROUP
(FYDIBOHF23SPDLT)/CN=RECIPIENTS/CN=E13AD3C7A7C5484C80E1DSCF9D1A15DE-

JGUAG>

To: Rotstein, David; Jones, Jennifer L

CcC: Peloquin, Sarah

Sent: 5/22/2019 2:54:09 PM

Subject: RE: Rapid necropsy for Vet-LIRN’s Case Investigation into Canine Dilated Cardiomyopathy
(DCM) 2018

Dave, , ,

Do you have areportfor;, B6 2 Jen! B6

Jake

Fromi B6

Sent: Wednesday, May 22, 2019 10:47 AM
To: Guag, Jake <Jake.CGuagida. hhs.gov>
Subject: Rapid necropsy for Vet-LIRN’s Case Investigation into Canine Dilated Cardiomyopathy (DCM) 2018

Good morning,

| recently submitted a pet food report via the FDA Safety Reporting Portal on a deceased patient named: _B6 |

B6 iwas a 4yo CM Boxer with severe DCM who had been eating a grain-free dog food for the last

two years. Dr. Lisa Freeman (PI for on-going DCM study here at Tufts) would like to submit collected samples
(heart) to the FDA for further analysis. The sample was promptly placed in 10% NBF approximately 30 minutes

Thank you,

B6

TDépartmént of Clinical SCIences
Cummings School of Veterinary Medicine at Tufts University
200 Westboro Road
North Grafton, MA 01536

' B6 5

Eax (508) 8367555

FDA-CVM-FOIA-2019-1704-006298
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From: Rotstein, David </O=EXCHANGELABS/OU=EXCHANGE ADMINISTRATIVE GROUP
(FYDIBOHF23SPDLT)/CN=RECIPIENTS/CN=0A3B17EBFCF14A6CB8E94F322906BADD-

DROTSTEI>
To: Guag, Jake; Jones, Jennifer L
CcC: Peloquin, Sarah
Sent: 5/22/2019 2:57:34 PM
Subject: RE: Rapid necropsy for Vet-LIRN’s Case Investigation into Canine Dilated Cardiomyopathy
ocwy2018 ,
Attachments: Health Extension Grain Free Chicken and Turkey Dry Dog Food:g B6 i - EON-388261

| thought that | had forwarded this one on already-but here you go

David Rotstein, DVM, MPVM, Dipl. ACVP
CVM Vet-LIRN Liaison

CVM OSC/DC/CERT

.7519 Standish Place

i B6 ’

| U.S. FOOD & DRUG

‘ ADMIMISTRATECM

This e-mail message is intended for the exclusive use of the recipient(s) named above. It may contain
information that is protected, privileged, or confidential, and it should not be disseminated, distributed, or copied
to persons not authorized to receive such information. If you are not the intended recipient, any dissemination,
distribution, or copying is strictly prohibited. If you think you received this e-mail message in error, please e-mail
the sender immediately at david.rotstein@fda.hhs.gov.

From: Guag, Jake

Sent: Wednesday, May 22, 2019 10:54 AM

To: Rotstein, David <David.Rotstein@fda.hhs.gov>; Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>

Cc: Peloquin, Sarah <Sarah.Peloquin@fda.hhs.gov>

Subject: RE: Rapid necropsy for Vet-LIRN’s Case Investigation into Canine Dilated Cardiomyopathy (DCM)
2018

Dave’ e m————

Do you have a report for; Bé_ {? Jen'is B6
Jake

From:i B6

Sent: Wednesday, May 22, 2019 10:47 AM
To: Guag, Jake <Jake Guag@ida hhs gov>
Subject: Rapid necropsy for Vet-LIRN’s Case Investigation into Canine Dilated Cardiomyopathy (DCM) 2018

Good morning,

| recently submitted a pet food report via the FDA Safety Reporting Portal on a deceased patient named: B6

B6 ‘was a 4yo CM Boxer with severe DCM who had been eating a grain-free dog food for the last

FDA-CVM-FOIA-2019-1704-006299
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two years. Dr. Lisa Freeman (PI for on-going DCM study here at Tufts) would like to submit collected samples

Thank you,

FDA-CVM-FOIA-2019-1704-006300



ECG from Cardio

B6

B6  i0:40:46 am

Tufts University

Tufte Cumnings School of Vet Med

Cardiology
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ECG from Cardio

BG " B6 i 10:41:20 A Page 1 of 7

Tufts University

Tufts Cummings Sehool of Vet Mad

Cardiology
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ECG from Cardio

B6 : i B6__ hg.a1:20 am Page 2 of 2

i Tufts University

Tufts Cumings Sehool of Vet Mad

Cardiology
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ECG from Cardio

B6

: B6 ?Lﬂ: 42014 am

Page 1oof 2

Tufts Uniwersity

Tufts Cummings Sehool of Vet Mad

Cardiology
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ECG from Cardio

B6

B6

i10:42:14 Am Page 2 of 2

Tufts University

Tufts Cumings Sehool of Vet Mad

Cardiology
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From: Guag, Jake </O=EXCHANGELABS/OU=EXCHANGE ADMINISTRATIVE GROUP
(FYDIBOHF23SPDLT)/CN=RECIPIENTS/CN=E13AD3C7A7C5484C80E1DSCF9D1A15DE-

JGUAG>

To: Rotstein, David; Peloquin, Sarah; Jones, Jennifer L

Sent: 5/22/2019 3:47:38 PM

Subject: RE: Rapid necropsy for Vet-LIRN's Case Investigation into Canine Dilated Cardiomyopathy
(DCM) 2018

Thanks!

FYI. | emailed Jen will contact when she returns.

Jake

From: Rotstein, David

Sent: Wednesday, May 22, 2019 11:46 AM

To: Peloquin, Sarah <Sarah.Peloquin@fda.hhs.gov>; Guag, Jake <Jake.Guag@fda.hhs.gov>; Jones, Jennifer L
<Jennifer.Jones@fda.hhs.gov>

Subject: RE: Rapid necropsy for Vet-LIRN’s Case Investigation into Canine Dilated Cardiomyopathy (DCM)
2018

Fantastic!!!

From: Peloquin, Sarah <@arah.Peloguin@fda.hhs.gov>

Date: May 22, 2019 at 11:07:09 AM EDT

To: Rotstein, David <Pavid. Rotstein@fda.hhs.gov>, Guag, Jake <Jake.Guag@fda.hhs.gov>, Jones, Jennifer L
<Jennifer.Jones@fda. hhs. gov>

Subject: RE: Rapid necropsy for Vet-LIRN’s Case Investigation into Canine Dilated Cardiomyopathy (DCM)
2018

Found it—| was looking for the owner’s last name. Thanks!

Sarah Peloquin, DVM
Veterinary Medical Officer
tel: 240-402-1218

From: Rotstein, David

Sent: Wednesday, May 22, 2019 10:58 AM

To: Guag, Jake <Jake,CGuag@fda.hhs.gov>; Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>

Cc: Peloquin, Sarah <garah.Peloguin@fda.hhs.gov>

Subject: RE: Rapid necropsy for Vet-LIRN’s Case Investigation into Canine Dilated Cardiomyopathy (DCM)
2018

| thought that | had forwarded this one on already-but here you go

David Rotstein, DVM, MPVM, Dipl. ACVP
CVM Vet-LIRN Liaison

CVM OSC/DC/CERT

7519 Standish Place

B6

U.S. FOOD

Il /ovinisTRATION
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This e-mail message is intended for the exclusive use of the recipient(s) named above. It may contain
information that is protected, privileged, or confidential, and it should not be disseminated, distributed, or copied
to persons not authorized to receive such information. If you are not the intended recipient, any dissemination,
distribution, or copying is strictly prohibited. If you think you received this e-mail message in error, please e-mail
the sender immediately at david.rotstein@fda.hhs.gov.

il

From: Guag, Jake

Sent: Wednesday, May 22, 2019 10:54 AM

To: Rotstein, David <David. Rotstein@fda. hhs.gov>; Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>

Cc: Peloquin, Sarah <garah.Peloguin@fda.hhs.gov>

Subject: RE: Rapid necropsy for Vet-LIRN’s Case Investigation into Canine Dilated Cardiomyopathy (DCM)
2018

Dave, ,

Do you have a report for; B6 7 Jenis; B6
Jake

From: B6

Sent: Wednesday, May 22, 2019 10:47 AM
To: Guag, Jake <Jake.CGuag@fda.hhs.gov>
Subject: Rapid necropsy for Vet-LIRN’s Case Investigation into Canine Dilated Cardiomyopathy (DCM) 2018

Good morning,

B6 ‘was a 4yo CM Boxer with severe DCM who had been eating a grain-free dog food for the last

“two years. Dr. Lisa Freeman (Pl for on-going DCM study here at Tufts) would like to submit collected samples

Thank you,

FDA-CVM-FOIA-2019-1704-006328
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From: B6

To: Jones, Jennifer L

Sent: 5/30/2019 4:57:23 PM

Subject: RE: Rapid necropsy for Vet-LIRN’s Case Investigation into Canine Dilated Cardiomyopathy
(DCM) 2018

Hi Jen,

| apologize for the delay in getting back to you. The container is a larger formalin container that is 6 inches tall
and about 5.5 inches wide. The container is not a screw top so we were wondering if a more secure container
could be sent as well. The weight of the container w/ with the sample and formalin is 1.23kg.

We also recently collected a heart sample from a feline who died of DCM (2yo CM DSH). | will be submitting the
report shortly. We can send a portion of heart as well if you’d like. That container is a screw top and weighs
0.77kg and measures about 5 inches tall and 4.5 inches wide.

Thank you,

From: Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>

Sent: Thursday, May 23, 2019 12:34 PM

To: B6 ;

Cc: Guag, Jake <Jake.Guag@fda.hhs.gov>; Peloquin, Sarah <Sarah.Peloquin@fda.hhs.gov>

Subject: RE: Rapid necropsy for Vet-LIRN’s Case Investigation into Canine Dilated Cardiomyopathy (DCM)
2018

i
[ !

Thank you for the updates and collecting the samples. How large is the container and how much does it weigh?
We will send you a box with a prepaid shipping label.

Thank you kindly,

Jen

Jennifer Jones, DVM
Veterinary Medical Officer
Tel: 240-402-5421

.S. FOOD & DRUG - i, .

ADMIMISTRATIOM

From: B6

Sent: Wednesday, May 22, 2019 11:31 AM

To: Guag, Jake <Jake.Guag@fda.hhs.gov>

Cc: Jones, Jennifer L <Jennifer.Jones@fda.hhs.qov>

Subject: RE: Rapid necropsy for Vet-LIRN’s Case Investigation into Canine Dilated Cardiomyopathy (DCM)
2018

Hi Jake,
Yes, we can hold onto the samples until instructed otherwise.

Thank you,

FDA-CVM-FOIA-2019-1704-006329
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From: Guag, Jake <Jake Guag@fda.hhs.gov>

Sent: Wednesday, May 22, 2019 11:16 AM

To:i B6 g

Cc: Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>

Subject: RE: Rapid necropsy for Vet-LIRN’s Case Investigation into Canine Dilated Cardiomyopathy (DCM)
2018

Dear B6

Thank you for the contacting us. Could you please hold the samples?

Dr. Jones is a person in charge for the case and; B6 She will contact you when she returns.
Thanks

Jake

From:! B6

Sent: Wednesday, May 22, 2019 10:47 AM
To: Guag, Jake <Jake.Guag@@ida. hhs.gov>
Subject: Rapid necropsy for Vet-LIRN’s Case Investigation into Canine Dilated Cardiomyopathy (DCM) 2018

Good morning,

B6 ‘was a 4yo CM Boxer with severe DCM who had been eating a grain-free dog food for the last

'two years. Dr. Lisa Freeman (PI for on-going DCM study here at Tufts) would like to submit collected samples
(heart) to the FDA for further analysis. The sample was promptly placed in 10% NBF approximately 30 minutes

Thank you,

FDA-CVM-FOIA-2019-1704-006330
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From: Jones, Jennifer L </O=FDA/OU=EXCHANGE ADMINISTRATIVE GROUP
(FYDIBOHF23SPDLT)/CN=RECIPIENTS/CN=JENNIFER.JONESAAS8>

To: Rotstein, David

Sent: 1/3/2018 5:09:01 PM

Subject: RE: california naturals---1 can request the article---FDA says that we have access, but the link
isn't working

B5

Jennifer Jones, DVM
Veterinary Medical Officer
Tel: 240-402-5421

i UG, FOOD & DRUG v:zm
v
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From: Rotstein, David

Sent: Wednesday, January 03, 2018 11:56 AM

To: Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>

Subject: RE: california naturals---1 can request the article---FDA says that we have access, but the link isn't
working

Liustoutin the request.! BS
| B5 Hope not—I eat lentils!

David Rotstein, DVM, MPVM, Dipl. ACVP
CVM Vet-LIRN Liaison

CVM OSC/DC/CERT

7519 Standish Place

240-506-6763 (BB)

U.S. FOOD & DRUG
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This e-mail message is intended for the exclusive use of the recipient(s) named above. It may contain
information that is protected, privileged, or confidential, and it should not be disseminated, distributed, or copied
to persons not authorized to receive such information. If you are not the intended recipient, any dissemination,
distribution, or copying is strictly prohibited. If you think you received this e-mail message in error, please e-mail
the sender immediately at david.rotstein@fda.hhs.gov.

From: Jones, Jennifer L

Sent: Wednesday, January 03, 2018 11:55 AM

To: Rotstein, David <David.Rotstein@fda.hhs.gov>

Subject: RE: california naturals---1 can request the article---FDA says that we have access, but the link isn't
working

Thanks, Davel!

Jennifer Jones, DVM
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Veterinary Medical Officer
Tel: 240-402-5421 /
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From: Rotstein, David

Sent: Wednesday, January 03, 2018 11:50 AM

To: Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>

Subject: california naturals---I can request the article---FDA says that we have access, but the link isn't working

Access provided by FDA Library
Log in | Register

Cart
Top of Form

Search in:
This Journal

Bottom of Form
Advanced search

A S

Journal

Expert Review of Cardiovascular Therapy
Volume 9, 2011 - Issue 9

Submit an article Journal homepage
91

Views

4

CrossRef citations

1

Altmetric

Theme: Heart failure - Review
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Nutritional and
micronutrient
determinants of idiopathic
dilated cardiomyopathy:
diagnostic and therapeutic
implications

Victor Marinescu Department of Medicine,
William Beaumont Hospital, Royal Oak, MI
48073, USA. victor.marinescu@beaumont.edu;
Department of Medicine, William Beaumont
Hospital, Roval Oak, MI 48073, USA.
victor.marinescu@beaumont.edu & Peter A
McCullough St John Providence Health System,
Providence Park Heart Institute, Novi, M1
48374, USA:; St John Providence Health System,
Providence Park Heart Institute, Novi, M1
48374, USA

Pages 1161-1170 | Published online: 10 Jan 2014

Pages 1161-1170
Published online: 10 Jan 2014

FDA-CVM-FOIA-2019-1704-006590


mailto:victor.marinescu@beaumont.edu
mailto:victor.marinescu@beaumont.edu

- Download citation
- https://doi.org/10.1586/erc.11.95

Select Language ¥

Translator disclaimer

- Full Article

- Figures & data
- References

- Citations

- Metrics
. Reprints & Permissions
. Get access /doi/full/10.1586

/erc.11.957need Access=true
Abstract

Idiopathic dilated cardiomyopathy (IDCM) is the
term used to describe a group of myocardial diseases
of unknown cause whose common clinical
presentation is heart failure. The prevalence of
IDCM is estimated to be between 7 and 13% of
patients with systolic heart failure. Throughout
medical history, several nutrient-deficient states have
been identified as the root cause of IDCMs, Keshan’s
disease being one such example, where selenium
deficiency-induced heart failure is now well
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documented. This raises the question of whether a
micro- or macro-nutrient imbalance can provide the
milieu for inefficient energy expenditure and cardiac
metabolism in the context of IDCMs, either causing
or exacerbating the condition. To date, there is
insufficient evidence in the literature to support this
theory, although numerous studies suggest a link
between nutrient deficiencies, inefficient energy
expenditure and subsequent heart failure. Given the
unique metabolic needs of the failing heart, the role
of micronutrient testing and supplementation in
IDCMs warrants further well-designed studies.

Keywords:: heart failure, idiopathic dilated
cardiomyopathy, macrominerals, metabolic
cardiology, micronutrients, multinutrient
supplementation, vitamins

David Rotstein, DVM, MPVM, Dipl. ACVP
CVM Vet-LIRN Liaison

CVM OSC/DC/CERT

7519 Standish Place

240-506-6763 (BB)
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This e-mail message is intended for the exclusive use of the recipient(s) named above. It may contain
information that is protected, privileged, or confidential, and it should not be disseminated, distributed, or copied
to persons not authorized to receive such information. If you are not the intended recipient, any dissemination,
distribution, or copying is strictly prohibited. If you think you received this e-mail message in error, please e-mail
the sender immediately at david.rotstein@fda.hhs.gov.
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From: Jones, Jennifer L </O=FDA/OU=EXCHANGE ADMINISTRATIVE GROUP
(FYDIBOHF23SPDLT)/CN=RECIPIENTS/CN=JENNIFER.JONESAAS8>

To: Rotstein, David; Palmer, Lee Anne; Queen, Jackie L; Carey, Lauren

CcC: Ceric, Olgica; Nemser, Sarah; 'Reimschuessel, Renate (Renate.Reimschuessel@fda.hhs.gov)'

Sent: 1/3/2018 7:31:44 PM

Subject: RE: 800.218-Head's up-potential DCM case-Dr. Adin-NCSU-2 Schnauzers-
EON-323515-323519

Attachments: dog food concern; EON-323515-19~§'L B6 gcase summary-1.3.2018.doc

Going to test the leftover food fo Bs based on our discussion during the PFO meeting today. | asked the
vet if any dogs tested (blood/tissUg) for g5

Jennifer Jones, DVM
Veterinary Medical Officer
Tel: 240-402-5421

W5, FOOD & DRUG

AL EINED SR AT B

From: Rotstein, David

Sent: Tuesday, August 22, 2017 8:39 AM

To: Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>; Palmer, Lee Anne <LeeAnne.Palmer@fda.hhs.gov>;
Reimschuessel, Renate <Renate.Reimschuessel@fda.hhs.gov>; Queen, Jackie L
<Jackie.Queen@fda.hhs.gov>; Carey, Lauren <Lauren.Carey@fda.hhs.gov>

Cc: Ceric, Olgica <QOlgica.Ceric@fda.hhs.gov>

Subject: RE: 800.218-Head's up-potential DCM case-Dr. Adin-NCSU-2 Schnauzers-EON-323515-323519

Agreed. Thanks Jen

David Rotstein, DVM, MPVM, Dipl. ACVP
CVM Vet-LIRN Liaison

CVM OSC/DC/CERT

7519 Standish Place

240-506-6763 (BB)

 U.S. FOOD & DRUG
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This e-mail message is intended for the exclusive use of the recipient(s) named above. It may contain
information that is protected, privileged, or confidential, and it should not be disseminated, distributed, or copied
to persons not authorized to receive such information. If you are not the intended recipient, any dissemination,
distribution, or copying is strictly prohibited. If you think you received this e-mail message in error, please e-mail
the sender immediately at david.rotstein@fda.hhs.gov.

From: Jones, Jennifer L

Sent: Tuesday, August 22, 2017 8:37 AM

To: Rotstein, David; Palmer, Lee Anne; Reimschuessel, Renate; Queen, Jackie L; Carey, Lauren

Cc: Ceric, Olgica

Subject: RE: 800.218-Head's up-potential DCM case-Dr. Adin-NCSU-2 Schnauzers-EON-323515-323519

BLUF: Final Conclusion: The cause of the two dogs’ DCM is unclear. The bloodwork for these dogs
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showed normal taurine and___B5___ilevels, Based on the dogs’._.bJQQd.Iaurlinei_ B5 jlevels and the
dry dog food test results, it is unlikely that! B5 i taurine, BS5  ausedthe dogs’ iliness.

normal taurine and{ B5 ilevels. Based on the dogs’ blood taurineé B5 levels and the dry dog

food test results, it is unlikely that B5 taurine, o B5 icaU'ééH'tH'é"Efogs’ illness.

Jennifer Jones, DVM
Veterinary Medical Officer

U.S. FOOD & DRUG .
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From: Jones, Jennifer L

Sent: Monday, August 07, 2017 7:02 AM

To: Rotstein, David; Palmer, Lee Anne; Reimschuessel, Renate; Queen, Jackie L; Carey, Lauren

Cc: Ceric, Olgica

Subject: RE: 800.218-Head's up-potential DCM case-Dr. Adin-NCSU-2 Schnauzers-EON-323515-323519

FYI—Taurinei-_ B5 Estill pending, bui BH§ negative.

FDA-CVM-FOIA-2019-1704-006594



Jennifer Jones, DVM
Veterinary Medical Officer
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From: Jones, Jennifer L

Sent: Thursday, July 27, 2017 7:25 AM

To: Rotstein, David; Palmer, Lee Anne; Reimschuessel, Renate; Queen, Jackie L; Carey, Lauren
Cc: Ceric, Olgica

Subject: RE: Head's up-potential DCM case-Dr. Adin-NCSU-2 Schnauzers-EON-323515-323519

We received the food and plan to test fori _B5 __ The vet also mentioned two items of interest:
1. She’s treated 2 other dogs in last 2 weeks with DCM/CHF and being fed California Natural food. That
brings us to 4 DCM dogs recently eating this food.

a.  We can consider taurine and other types of testing?

B5

Thoughts from the group?

Jennifer Jones, DVM
Veterinary Medical Officer

U.S. FOOD & DRUG .
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From: Jones, Jennifer L

Sent: Tuesday, July 18, 2017 8:18 AM

To: Rotstein, David; Palmer, Lee Anne; Reimschuessel, Renate; Queen, Jackie L; Carey, Lauren
Cc: Ceric, Olgica

Subject: RE: Head's up-potential DCM case-Dr. Adin-NCSU-2 Schnauzers-EON-323515-323519

Ok, thanks, Dave. I'll check with the vet if seafood fed and will plan to test open product foiL Bs

Jennifer Jones, DVM
Veterinary Medical Officer

U.S. FOOD

‘ ADIMETMISTRATEC M

From: Rotstein, David

Sent: Thursday, July 13, 2017 2:54 PM

To: Jones, Jennifer L; Palmer, Lee Anne; Reimschuessel, Renate; Queen, Jackie L; Carey, Lauren
Cc: Ceric, Olgica

Subject: RE: Head's up-potential DCM case-Dr. Adin-NCSU-2 Schnauzers-EON-323515-323519

| think testing is worth pursuing. B5

| was thinking of the B5 {and was thinking of B5

This would highly unlikely, but wanted to put it out there.

David Rotstein, DVM, MPVM, Dipl. ACVP

FDA-CVM-FOIA-2019-1704-006595



CVM Vet-LIRN Liaison
CVM OSC/DC/CERT

. 7519 Standish Place
= B6

This e-mail message is intended for the exclusive use of the recipient(s) named above. It may contain
information that is protected, privileged, or confidential, and it should not be disseminated, distributed,
or copied to persons not authorized to receive such information. If you are not the intended recipient,
any dissemination, distribution, or copying is strictly prohibited. If you think you received this e-mail
message in error, please e-mail the sender immediately at david.rotstein@fda.hhs.gov.

From: Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>

Date: July 13, 2017 at 2:44:24 PM EDT

To: Palmer, Lee Anne <LeeAnne.Palmer@fda.hhs.gov>, Rotstein, David
<David.Rotstein@fda.hhs.gov>, Reimschuessel, Renate <Renate.Reimschuessel@fda.hhs.gov>,
Queen, Jackie L <Jackie.Queen@fda.hhs.gov>, Carey, Lauren <Lauren.Carey@fda.hhs.gov>
Cc: Ceric, Olgica <Olgica.Ceric@fda.hhs.gov>

Subject: RE: Head's up-potential DCM case-Dr. Adin-NCSU-2 Schnauzers-EON-323515-323519

We could test for; B5 iinfood, what does the group think? Any additional testing? Is it worth
testing the; B5 :

Medical Record Review:

Louie:

Presentina.complaint

26 ;

_PE! Bé
: B6

Labwork:

" B6

B6
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Rads; B6

B6 Ecardiomegaly, severe diffuse mixed interstitial to alveolar pattern most severe caudo-
dorsally, hepatomegaly, dec abdominal serosal contrast

B6 isevere generalized cardiomegaly with biventricular heart failure, improved vs rDVM rads

. B6 jpost ultrafiltration, improved cardiogenic edema, hypovolemia, residual interstitial to patchy

alveolar

improved CHF with possible concern for bronchopneumonia, suspected hiatal hernia

B6

markedly progressive alveolar pattern with significantly worse cardiogenic edema

tFAST 2/2: severe cardiomegaly with ventricular hypocontractility

Echo 2/2: dcm vs. myocarditis vs pacing induce vs. other (severely dilated & hypocontractile left &
right ventricles, severely dilated left and right atria)

Necropsy: Lung-severe diffuse alveolar injury with marked fibrin deposition (hyaline) and marked

alveolar histiocytosis and multifocal type Il pneumocyte hyperplasia; mod to marked diffuse pulmona:é'é
edema; mild cardiomegaly with mild mitral valve endocardiosis and mild left ventricular hypertrophy
and left atrial dilation; thorax with mild pleural effusion; Suspect primary non-cardiogenic etiology but if

clinical cardiac dysfunction then functional cardiac abnormalities cannot be ruled out

i}
i
i
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Prior MHx:E B6

B6

B6

Presented 6/22/2017:

- .

B6

ECG: left ventricular enlargement suggested

Rads: left sided congestive heart failure

B6 B6 moderate left sided cardiomegaly without heart failure, moderate hepatomegaly

Echo: mitral valve endocardiosis with left atrial enlargement and heart failure, decreased left

ventricular systolic function, suspected DCM

B5
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Jennifer Jones, DVM
Veterinary Medical Officer

From: Rotstein, David

Sent: Tuesday, July 11, 2017 12:44 PM

To: Jones, Jennifer L; Reimschuessel, Renate; Palmer, Lee Anne; Carey, Lauren; Queen, Jackie L
Cc: Ceric, Olgica

Subject: RE: Head's up-potential DCM case-Dr. Adin-NCSU-2 Schnauzers

Jen,

B5 i so | don't think that could be ruled out.

| do like the exploration of other causes.
d.

David Rotstein, DVM, MPVM, Dipl. ACVP
CVM Vet-LIRN Liaison

CVM OSC/DC/CERT

7519 Standish Place, RM 120
240-402-5613 (Office) (NEW NUMBER)
240-506-6763 (BB)

This e-mail message is intended for the exclusive use of the recipient(s) named above. It may contain
information that is protected, privileged, or confidential, and it should not be disseminated, distributed,
or copied to persons not authorized to receive such information. If you are not the intended recipient,
any dissemination, distribution, or copying is strictly prohibited. If you think you received this e-mail
message in error, please e-mail the sender immediately at david.rotstein@fda.hhs.gov.

From: Jones, Jennifer L

Sent: Tuesday, July 11, 2017 12:41 PM

To: Reimschuessel, Renate; Rotstein, David; Palmer, Lee Anne; Carey, Lauren; Queen, Jackie L
Cc: Ceric, Olgica

Subject: RE: Head's up-potential DCM case-Dr. Adin-NCSU-2 Schnauzers

Yes, and also, vet talked to MARS who said there was no corn in this food... but that doesn’t rule out
treats.

FDA-CVM-FOIA-2019-1704-006599



B5

Jennifer Jones, DVM
Veterinary Medical Officer

From: Reimschuessel, Renate

Sent: Tuesday, July 11, 2017 11:51 AM

To: Jones, Jennifer L; Rotstein, David; Palmer, Lee Anne; Carey, Lauren; Queen, Jackie L
Cc: Ceric, Olgica

Subject: RE: Head's up-potential DCM case-Dr. Adin-NCSU-2 Schnauzers

Davis may be able to screen fof,_ _B5 |
Renate Reimschuessel V.M.D. Ph.D. Vet-LIRN
Phone 1- 240-402-5404

Fax 301-210-4685

http://mwww.fda.gov/AnimalVeterinary/ScienceResearch/ucm247334.htm

From: Jones, Jennifer L

Sent: Tuesday, July 11, 2017 11:38 AM

To: Rotstein, David; Palmer, Lee Anne; Carey, Lauren; Queen, Jackie L
Cc: Ceric, Olgica; Reimschuessel, Renate

Subject: Head's up-potential DCM case-Dr. Adin-NCSU-2 Schnauzers

Vet will submit PFR online a
2 dogs-unrelated miniature schnauzers

Dog 1: 2 yr a presented 2/2017 with fulminant CHFa severe DCM on echo, taurine/carnitine normal,
infectious disease testing negative, died on the ventilator, necropsy done-myocardial changes were
subtle but could be similar to moldy corn toxicity in pigsa plasma, urine, serum, and myocardial tissue
available

Dog 2: 7 yr, had a syncopal episode ~2/2017 but presented to vet for progressive frequency of
syncopal episodesa 6/2017 for CHF, diagnosed with DCM similar to housemate, nearly same image on
Echo, taurine/carnitine normal, infectious disease testing negative, they have changed the diet (Hill's)
and dog is responding to treatment; plasma, urine, and serum available

Dogs were eating California Naturals (different bag than from 2/2017) and treats (Milo’s Kitchen); Vet
has samples of food and treats

Jennifer L. A. Jones, DVM

Veterinary Medical Officer

U.3. Food & Drug Administration

Center for Veterinary Medicine

Office of Research

Veterinary Laboratory Investigation and Response Network (Vet-LIRN)
8401 Muirkirk Road, G704

Laurel, Maryland 20708

new tel: 240-402-5421

FDA-CVM-FOIA-2019-1704-006600
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e-mail: jenniferjones@fda.hhs.gov
Web: hitp://www.fda.gov/AnimalVeterinary/ScienceResearch/ucm247334.hitm
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From: Jones, Jennifer L </O=FDA/OU=EXCHANGE ADMINISTRATIVE GROUP
(FYDIBOHF23SPDLT)/CN=RECIPIENTS/CN=JENNIFER.JONESAAS8>

To: Rotstein, David; Palmer, Lee Anne; Queen, Jackie L; Carey, Lauren

CcC: Ceric, Olgica; Nemser, Sarah; Reimschuessel, Renate

Sent: 1/3/2018 8:07:33 PM

Subject: RE: 800.218-Head's up-potential DCM case-Dr. Adin-NCSU-2 Schnauzers-

EON-323515-323519

Thanks, Dave.

Jennifer Jones, DVM
Veterinary Medical Officer
Tel: 240-402-5421

W5, FOOD & DRUG
I" BEAEIEDE TR AT W

From: Rotstein, David

Sent: Wednesday, January 03, 2018 3:00 PM

To: Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>; Palmer, Lee Anne <LeeAnne.Paimer@fda.hhs.gov>;
Queen, Jackie L <Jackie.Queen@fda.hhs.gov>; Carey, Lauren <Lauren.Carey@fda.hhs.gov>

Cc: Ceric, Olgica <Olgica.Ceric@fda.hhs.gov>; Nemser, Sarah <Sarah.Nemser@fda.hhs.gov>; Reimschuessel,
Renate <Renate.Reimschuessel@fda.hhs.gov>

Subject: RE: 800.218-Head's up-potential DCM case-Dr. Adin-NCSU-2 Schnauzers-EON-323515-323519

Please see the attached article.

| don't want to suggest a fishing expedition-buti B5 imay be worth looking into.

David Rotstein, DVM, MPVM, Dipl. ACVP
CVM Vet-LIRN Liaison

CVM OSC/DC/CERT

7519 Standish Place

240-506-6763 (BB)

| u.s. FooD
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This e-mail message is intended for the exclusive use of the recipient(s) named above. It may contain
information that is protected, privileged, or confidential, and it should not be disseminated, distributed, or copied
to persons not authorized to receive such information. If you are not the intended recipient, any dissemination,
distribution, or copying is strictly prohibited. If you think you received this e-mail message in error, please e-mail
the sender immediately at david.rotstein@fda.hhs.gov.

From: Jones, Jennifer L

Sent: Wednesday, January 03, 2018 2:32 PM

To: Rotstein, David <David.Rotstein@fda.hhs.qgov>; Palmer, Lee Anne <LeeAnne.Palmer@fda.hhs.qov>;
Queen, Jackie L <Jackie.Queen@fda.hhs.gov>; Carey, Lauren <Lauren.Carey@fda.hhs.gov>

Cc: Ceric, Olgica <Qlgica.Ceric@fda.hhs.gov>; Nemser, Sarah <Sarah.Nemser@fda.hhs.gov>; Reimschuessel,
Renate <Renate.Reimschuessel@fda.hhs.gov>

Subject: RE: 800.218-Head's up-potential DCM case-Dr. Adin-NCSU-2 Schnauzers-EON-323515-323519

FDA-CVM-FOIA-2019-1704-006611
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Going to test the leftover food for: B5  based on our discussion during the PFO meeting today. | asked the

i m———————— -

vet if any dogs tested (blood/tissue) foriB5;
Jennifer Jones, DVM
Veterinary Medical Officer
Tel: 240-402-5421

. FOOD & DRUG -
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From: Rotstein, David

Sent: Tuesday, August 22, 2017 8:39 AM

To: Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>; Palmer, Lee Anne <LeeAnne.Palmer@fda.hhs.gov>;
Reimschuessel, Renate <Renate.Reimschuessel@fda.hhs.gov>; Queen, Jackie L
<Jackie.Queen@fda.hhs.gov>; Carey, Lauren <Lauren.Carey@fda.hhs.gov>

Cc: Ceric, Olgica <Qlgica.Ceric@fda.hhs.gov>

Subject: RE: 800.218-Head's up-potential DCM case-Dr. Adin-NCSU-2 Schnauzers-EON-323515-323519

Agreed. Thanks Jen

David Rotstein, DVM, MPVM, Dipl. ACVP
CVM Vet-LIRN Liaison

CVM OSC/DC/CERT

7519 Standish Place

240-506-6763 (BB)

U.S. FOOD & DRUG
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This e-mail message is intended for the exclusive use of the recipient(s) named above. It may contain
information that is protected, privileged, or confidential, and it should not be disseminated, distributed, or copied
to persons not authorized to receive such information. If you are not the intended recipient, any dissemination,
distribution, or copying is strictly prohibited. If you think you received this e-mail message in error, please e-mail
the sender immediately at david.rotstein@fda.hhs.gov.

From: Jones, Jennifer L

Sent: Tuesday, August 22, 2017 8:37 AM

To: Rotstein, David; Palmer, Lee Anne; Reimschuessel, Renate; Queen, Jackie L; Carey, Lauren

Cc: Ceric, Olgica

Subject: RE: 800.218-Head's up-potential DCM case-Dr. Adin-NCSU-2 Schnauzers-EON-323515-323519

BLUF: Final Conclusion: The cause of the two dogs’ DCM is unclear. The bloodwork for these dogs

showed normal taurine and;  B5 _ jevels. Based on the dogs’ blood taurinei ___B5 levels and the

FDA-CVM-FOIA-2019-1704-006612
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B5

B5

Final Conclusion: The cause of the two dogs’ DCM is unclear. The bloodwork for these dogs showed

normal taurine and B5 Ievels Based on the dogs bIood taurlne; B5 Ievels and the dry dog

Jennifer Jones, DVM
Veterinary Medical Officer

From: Jones, Jennifer L

Sent: Monday, August 07, 2017 7:02 AM

To: Rotstein, David; Palmer, Lee Anne; Reimschuessel, Renate; Queen, Jackie L; Carey, Lauren

Cc: Ceric, Olgica

Subject: RE: 800.218-Head's up-potential DCM case-Dr. Adin-NCSU-2 Schnauzers-EON-323515-323519

Jennifer Jones, DVM
Veterinary Medical Officer

U.S. FOOD & DRUG _
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From: Jones, Jennifer L

Sent: Thursday, July 27, 2017 7:25 AM

To: Rotstein, David; Palmer, Lee Anne; Reimschuessel, Renate; Queen, Jackie L; Carey, Lauren
Cc: Ceric, Olgica

FDA-CVM-FOIA-2019-1704-006613



Subject: RE: Head's up-potential DCM case-Dr. Adin-NCSU-2 Schnauzers-EON-323515-323519

1. She’s treated 2 other dogs in last 2 weeks with DCM/CHF and being fed California Natural food. That
brings us to 4 DCM dogs recently eating this food.
a.__\We can consider taurine_and_other tvpes of testina?

B5

Thoughts from the group?

Jennifer Jones, DVM
Veterinary Medical Officer

From: Jones, Jennifer L

Sent: Tuesday, July 18, 2017 8:18 AM

To: Rotstein, David; Palmer, Lee Anne; Reimschuessel, Renate; Queen, Jackie L; Carey, Lauren
Cc: Ceric, Olgica

Subject: RE: Head's up-potential DCM case-Dr. Adin-NCSU-2 Schnauzers-EON-323515-323519

Ok, thanks, Dave. I'll check B5

Jennifer Jones, DVM
Veterinary Medical Officer

U.S. FOOD & DRUG .~
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From: Rotstein, David

Sent: Thursday, July 13, 2017 2:54 PM

To: Jones, Jennifer L; Palmer, Lee Anne; Reimschuessel, Renate; Queen, Jackie L; Carey, Lauren
Cc: Ceric, Olgica

Subject: RE: Head's up-potential DCM case-Dr. Adin-NCSU-2 Schnauzers-EON-323515-323519

| think testing is worth pursuing. Oddball question, B5

| was thinking of the B5 and was thinking of; B5

This would highly unlikely, but wanted to put it out there.

David Rotstein, DVM, MPVM, Dipl. ACVP
CVM Vet-LIRN Liaison

CVM OSC/DC/CERT

7519 Standish Place

240-506-6763 (BB)

This e-mail message is intended for the exclusive use of the recipient(s) named above. It may contain
information that is protected, privileged, or confidential, and it should not be disseminated, distributed,
or copied to persons not authorized to receive such information. If you are not the intended recipient,
any dissemination, distribution, or copying is strictly prohibited. If you think you received this e-mail
message in error, please e-mail the sender immediately at david.rotstein@fda.hhs.gov.
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From: Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>

Date: July 13, 2017 at 2:44:24 PM EDT

To: Palmer, Lee Anne <LeeAnne.Palmer@fda.hhs.gov>, Rotstein, David
<David.Rotstein@fda.hhs.gov>, Reimschuessel, Renate <Renate.Reimschuessel@fda.hhs.gov>,
Queen, Jackie L <Jackie.Queen@fda.hhs.gov> Carey, Lauren <Lauren.Carey@fda.hhs.gov>
Cc: Ceric, Olgica <Olgica.Ceric@fda.hhs.gov>

Subject: RE: Head's up-potential DCM case-Dr. Adin-NCSU-2 Schnauzers-EON-323515-323519

We could test for[ B5 _ !infood, what does the group think? Any additional testing? Is it worth

testing the! BS

Medical Record Review:

Presenting complaint B6

B6

PE B6
| B6
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Rads B6

dorsally, hepatomegaly, dec abdominal serosal contrast

severe generalized cardiomegaly with biventricular heart failure, improved vs rDVM rads

worsening cardiogenic pulmonary edema, cannot exclude lung induced injury
+/- pneumonia

alveolar

improved CHF with possible concern for bronchopneumonia, suspected hiatal hernia

B6

markedly progressive alveolar pattern with significantly worse cardiogenic edema

right ventricles, severely dilated left and right atria)

Necropsy: Lung-severe diffuse alveolar injury with marked fibrin deposition (hyaline) and marked
alveolar histiocytosis and multifocal type Il pneumocyte hyperplasia; mod to marked diffuse pulmonary
edema; mild cardiomegaly with mild mitral valve endocardiosis and mild left ventricular hypertrophy
and left atrial dilation; thorax with mild pleural effusion; Suspect primary non-cardiogenic etiology but if
clinical cardiac dysfunction then functional cardiac abnormalities cannot be ruled out

Prior MHXx: ! B6
i B6 :
. B6 |

Presented: B6
‘ B6

FDA-CVM-FOIA-2019-1704-006616



B6

B6

B6

Labs:

ECG: left ventricular enlargement suggested

Rads: left sided congestive heart failure

B6 B6  moderate left sided cardiomegaly without heart failure, moderate hepatomegaly

Echo: mitral valve endocardiosis with left atrial enlargement and heart failure, decreased left

ventricular systolic function, suspected DCM

B5

Jennifer Jones, DVM
Veterinary Medical Officer
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From: Rotstein, David

Sent: Tuesday, July 11, 2017 12:44 PM

To: Jones, Jennifer L; Reimschuessel, Renate; Palmer, Lee Anne; Carey, Lauren; Queen, Jackie L
Cc: Ceric, Olgica

Subject: RE: Head's up-potential DCM case-Dr. Adin-NCSU-2 Schnauzers

Jen,

B5 | so | don't think that could be ruled out.

| do like the exploration of other causes.
d.

David Rotstein, DVM, MPVM, Dipl. ACVP
CVM Vet-LIRN Liaison

CVM OSC/DC/CERT

7519 Standish Place, RM 120
240-402-5613 (Office) (NEW NUMBER)
240-506-6763 (BB)

This e-mail message is intended for the exclusive use of the recipient(s) named above. It may contain
information that is protected, privileged, or confidential, and it should not be disseminated, distributed,
or copied to persons not authorized to receive such information. If you are not the intended recipient,
any dissemination, distribution, or copying is strictly prohibited. If you think you received this e-mail
message in error, please e-mail the sender immediately at david.rotstein@fda.hhs.gov.

From: Jones, Jennifer L

Sent: Tuesday, July 11, 2017 12:41 PM

To: Reimschuessel, Renate; Rotstein, David; Palmer, Lee Anne; Carey, Lauren; Queen, Jackie L
Cc: Ceric, Olgica

Subject: RE: Head's up-potential DCM case-Dr. Adin-NCSU-2 Schnauzers

Yes, and also, vet talked to MARS who said there was no corn in this food... but that doesn’t rule out
treats.

BS

B5

Jennifer Jones, DVM
Veterinary Medical Officer
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From: Reimschuessel, Renate
Sent: Tuesday, July 11, 2017 11:51 AM

To: Jones, Jennifer L; Rotstein, David; Palmer, Lee Anne; Carey, Lauren; Queen, Jackie L

Cc: Ceric, Olgica

Subject: RE: Head's up-potential DCM case-Dr. Adin-NCSU-2 Schnauzers

Renate Reimschuessel V.M.D. Ph.D. Vet-LIRN
Phone 1- 240-402-5404
Fax 301-210-4685

http://mwww.fda.gov/AnimalVeterinary/ScienceResearch/ucm247334.htm

From: Jones, Jennifer L
Sent: Tuesday, July 11, 2017 11:38 AM

To: Rotstein, David; Palmer, Lee Anne; Carey, Lauren; Queen, Jackie L

Cc: Ceric, Olgica; Reimschuessel, Renate

Subject: Head's up-potential DCM case-Dr. Adin-NCSU-2 Schnauzers

Vet will submit PFR online a
2 dogs-unrelated miniature schnauzers

Dog 1: 2 yr a presented 2/2017 with fulminant CHFa severe DCM on echo, taurine/carnitine normal,
infectious disease testing negative, died on the ventilator, necropsy done-myocardial changes were
subtle but could be similar to moldy corn toxicity in pigsa plasma, urine, serum, and myocardial tissue

available

Dog 2: 7 yr, had a syncopal episode ~2/2017 but presented to vet for progressive frequency of
syncopal episodesa 6/2017 for CHF, diagnosed with DCM similar to housemate, nearly same image on
Echo, taurine/carnitine normal, infectious disease testing negative, they have changed the diet (Hill's)

and dog is responding to treatment; plasma, urine, and serum available

Dogs were eating California Naturals (different bag than from 2/2017) and treats (Milo’s Kitchen); Vet

has samples of food and treats

Jennifer L. A. Jones, DVM
Veterinary Medical Officer

U.3. Food & Drug Administration
Center for Veterinary Medicine
Office of Research

Veterinary Laboratory Investigation and Response Network (Vet-LIRN)
8401 Muirkirk Road, G704

Laurel, Maryland 20708

new tel: 240-402-5421

fax: 301-210-4685

e-mail: jennifer.jones@fda.hhs.gov

Web: http://www.fda.gov/AnimalVeterinary/ScienceResearch/ucm 247 334.htm
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From: Rotstein, David </O=FDA/OU=EXCHANGE ADMINISTRATIVE GROUP
(FYDIBOHF23SPDLT)/CN=RECIPIENTS/CN=DAVID.ROTSTEIN>

To: Jones, Jennifer L; Palmer, Lee Anne; Queen, Jackie L; Carey, Lauren

CcC: Ceric, Olgica; Nemser, Sarah; Reimschuessel, Renate

Sent: 1/3/2018 8:08:15 PM

Subject: RE: 800.218-Head's up-potential DCM case-Dr. Adin-NCSU-2 Schnauzers-

EON-323515-323519

Wonderfull!l

David Rotstein, DVM, MPVM, Dipl. ACVP
CVM Vet-LIRN Liaison

CVM OSC/DC/CERT

7519 Standish Place

240-506-6763 (BB)

FOOD & DRUG
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This e-mail message is intended for the exclusive use of the recipient(s) named above. It may contain
information that is protected, privileged, or confidential, and it should not be disseminated, distributed, or copied
to persons not authorized to receive such information. If you are not the intended recipient, any dissemination,
distribution, or copying is strictly prohibited. If you think you received this e-mail message in error, please e-mail
the sender immediately at david.rotstein@fda.hhs.gov.

From: Jones, Jennifer L

Sent: Wednesday, January 03, 2018 3:08 PM

To: Rotstein, David <David.Rotstein@fda.hhs.gov>; Palmer, Lee Anne <LeeAnne.Palmer@fda.hhs.gov>;
Queen, Jackie L <Jackie.Queen@fda.hhs.gov>; Carey, Lauren <Lauren.Carey@fda.hhs.gov>

Cc: Ceric, Olgica <Olgica.Ceric@fda.hhs.gov>; Nemser, Sarah <Sarah.Nemser@fda.hhs.gov>; Reimschuessel,
Renate <Renate.Reimschuessel@fda.hhs.gov>

Subject: RE: 800.218-Head's up-potential DCM case-Dr. Adin-NCSU-2 Schnauzers-EON-323515-323519

Jennifer Jones, DVM
Veterinary Medical Officer
Tel: 240-402-5421

W5, FOOLY & DRUG
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From: Rotstein, David

Sent: Wednesday, January 03, 2018 3:00 PM

To: Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>; Palmer, Lee Anne <LeeAnne.Palmer@fda.hhs.gov>;
Queen, Jackie L <Jackie.Queen@fda.hhs.gov>; Carey, Lauren <Lauren.Carey@fda.hhs.gov>

Cc: Ceric, Olgica <Qlgica.Ceric@fda.hhs.gov>; Nemser, Sarah <Sarah.Nemser@fda.hhs.gov>; Reimschuessel,
Renate <Renate.Reimschuessel@fda.hhs.gov>

Subject: RE: 800.218-Head's up-potential DCM case-Dr. Adin-NCSU-2 Schnauzers-EON-323515-323519

Please see the attached article.
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| don't want to suggest a fishing expedition-but B5 Emay be worth looking into.

David Rotstein, DVM, MPVM, Dipl. ACVP
CVM Vet-LIRN Liaison

CVM OSC/DC/CERT

7519 Standish Place

240-506-6763 (BB)
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This e-mail message is intended for the exclusive use of the recipient(s) named above. It may contain
information that is protected, privileged, or confidential, and it should not be disseminated, distributed, or copied
to persons not authorized to receive such information. If you are not the intended recipient, any dissemination,
distribution, or copying is strictly prohibited. If you think you received this e-mail message in error, please e-mail
the sender immediately at david.rotstein@fda.hhs.gov.

From: Jones, Jennifer L

Sent: Wednesday, January 03, 2018 2:32 PM

To: Rotstein, David <David.Rotstein@fda.hhs.gov>; Palmer, Lee Anne <LeeAnne.Palmer@fda.hhs.gov>;
Queen, Jackie L <Jackie.Queen@fda.hhs.gov>; Carey, Lauren <Lauren.Carey@fda.hhs.gov>

Cc: Ceric, Olgica <Qlgica.Ceric@fda.hhs.gov>; Nemser, Sarah <Sarah.Nemser@fda.hhs.gov>; Reimschuessel,
Renate <Renate.Reimschuessel@fda.hhs.gov>

Subject: RE: 800.218-Head's up-potential DCM case-Dr. Adin-NCSU-2 Schnauzers-EON-323515-323519

Jennifer Jones, DVM
Veterinary Medical Officer
Tel: 240-402-5421
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From: Rotstein, David

Sent: Tuesday, August 22, 2017 8:39 AM

To: Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>; Palmer, Lee Anne <LeeAnne.Palmer@fda.hhs.gov>;
Reimschuessel, Renate <Renate.Reimschuessel@fda.hhs.gov>; Queen, Jackie L
<Jackie.Queen@fda.hhs.gov>; Carey, Lauren <Lauren.Carey@fda.hhs.qgov>

Cc: Ceric, Olgica <Qlgica.Ceric@fda.hhs.gov>

Subject: RE: 800.218-Head's up-potential DCM case-Dr. Adin-NCSU-2 Schnauzers-EON-323515-323519

Agreed. Thanks Jen

David Rotstein, DVM, MPVM, Dipl. ACVP
CVM Vet-LIRN Liaison

CVM OSC/DC/CERT

7519 Standish Place

240-506-6763 (BB)
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This e-mail message is intended for the exclusive use of the recipient(s) named above. It may contain
information that is protected, privileged, or confidential, and it should not be disseminated, distributed, or copied
to persons not authorized to receive such information. If you are not the intended recipient, any dissemination,
distribution, or copying is strictly prohibited. If you think you received this e-mail message in error, please e-mail
the sender immediately at david.rotstein@fda.hhs.gov.
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From: Jones, Jennifer L

Sent: Tuesday, August 22, 2017 8:37 AM

To: Rotstein, David; Palmer, Lee Anne; Reimschuessel, Renate; Queen, Jackie L; Carey, Lauren

Cc: Ceric, Olgica

Subject: RE: 800.218-Head's up-potential DCM case-Dr. Adin-NCSU-2 Schnauzers-EON-323515-323519

BLUF: Final Conclusion: The cause of the two dogs’ DCM is unclear. The bloodwork for these dogs
showed normal taurine and """ Bs ~ilevels. Based on the doas’ blood taurine/ B5 |
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Final Conclusion: _Ih_(_—;'___c_:g_g_se of the two dogs’ DCM is unclear. The bIoodwork for these dogs showed
normal taurine andi.._B5___jlevels. Based on the dogs’ blood taurine; ‘levels and the dry dog
food test results, it is unlikely that; — B5 taurlne ori B5 Icaused the dogs iliness.

Jennifer Jones, DVM
Veterinary Medical Officer

From: Jones, Jennifer L

Sent: Monday, August 07, 2017 7:02 AM

To: Rotstein, David; Palmer, Lee Anne; Reimschuessel, Renate; Queen, Jackie L; Carey, Lauren

Cc: Ceric, Olgica

Subject: RE: 800.218-Head's up-potential DCM case-Dr. Adin-NCSU-2 Schnauzers-EON-323515-323519

FYI-Taurinei

Jennifer Jones, DVM
Veterinary Medical Officer

From: Jones, Jennifer L

Sent: Thursday, July 27, 2017 7:25 AM

To: Rotstein, David; Palmer, Lee Anne; Reimschuessel, Renate; Queen, Jackie L; Carey, Lauren
Cc: Ceric, Olgica

Subject: RE: Head's up-potential DCM case-Dr. Adin-NCSU-2 Schnauzers-EON-323515-323519

We received the food and plan to test fori____B5 ___} The vet also mentioned two items of interest:
1. She’s treated 2 other dogs in last 2 weeks with DCM/CHF and being fed California Natural food. That
brings us to 4 DCM dogs recently eating this food.

a.  We can consider taurine and other types of testing?

B5

Thoughts from the group?

Jennifer Jones, DVM
Veterinary Medical Officer

| U.S. FOOD & DRUG
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From: Jones, Jennifer L

Sent: Tuesday, July 18, 2017 8:18 AM

To: Rotstein, David; Palmer, Lee Anne; Reimschuessel, Renate; Queen, Jackie L; Carey, Lauren
Cc: Ceric, Olgica

Subject: RE: Head's up-potential DCM case-Dr. Adin-NCSU-2 Schnauzers-EON-323515-323519

Ok, thanks, Dave. I'll check B5

FDA-CVM-FOIA-2019-1704-006624



Jennifer Jones, DVM
Veterinary Medical Officer

| U.S. FOOD & DRUG .
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From: Rotstein, David

Sent: Thursday, July 13, 2017 2:54 PM

To: Jones, Jennifer L; Palmer, Lee Anne; Reimschuessel, Renate; Queen, Jackie L; Carey, Lauren
Cc: Ceric, Olgica

Subject: RE: Head's up-potential DCM case-Dr. Adin-NCSU-2 Schnauzers-EON-323515-323519

| think testing is worth pursuing. Oddball question, but ; B5

| was thinking of the! B35 iand was thinking of§ B5

This would highly unlikely, but wanted to put it out there.

David Rotstein, DVM, MPVM, Dipl. ACVP
CVM Vet-LIRN Liaison

CVM OSC/DC/CERT

7519 Standish Place

240-506-6763 (BB)

This e-mail message is intended for the exclusive use of the recipient(s) named above. It may contain
information that is protected, privileged, or confidential, and it should not be disseminated, distributed,
or copied to persons not authorized to receive such information. If you are not the intended recipient,
any dissemination, distribution, or copying is strictly prohibited. If you think you received this e-mail
message in error, please e-mail the sender immediately at david.rotstein@fda.hhs.gov.

From: Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>

Date: July 13, 2017 at 2:44:.24 PM EDT

To: Palmer, Lee Anne <LeeAnne.Palmer@fda.hhs.gov>, Rotstein, David
<David.Rotstein@fda.hhs.gov>, Reimschuessel, Renate <Renate.Reimschuessel@fda.hhs.gov>,
Queen, Jackie L <Jackie.Queen@fda.hhs.gov>, Carey, Lauren <Lauren.Carey@fda.hhs.gov>
Cc: Ceric, Olgica <QOlgica.Ceric@fda.hhs.gov>

Subject: RE: Head's up-potential DCM case-Dr. Adin-NCSU-2 Schnauzers-EON-323515-323519

We could testfori B5 {in food, what does the group think? Any additional testing? Is it worth
testing the: B5 i

Medical Record Review:

B6 !

Presenting complaintf B6
i B6
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B6

PE BS

B6

Rads : B6

_________
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i_B6 i worsening cardiogenic pulmonary edema, cannot exclude lung induced injury
+/- pneumonia

alveolar

improved CHF with possible concern for bronchopneumonia, suspected hiatal hernia

markedly progressive alveolar pattern with significantly worse cardiogenic edema

right ventricles, severely dilated left and right atria)

Necropsy: Lung-severe diffuse alveolar injury with marked fibrin deposition (hyaline) and marked
alveolar histiocytosis and multifocal type Il pneumocyte hyperplasia; mod to marked diffuse pulmonary
edema; mild cardiomegaly with mild mitral valve endocardiosis and mild left ventricular hypertrophy
and left atrial dilation; thorax with mild pleural effusion; Suspect primary non-cardiogenic etiology but if
clinical cardiac dysfunction then functional cardiac abnormalities cannot be ruled out

Prior MHx: ! _ B6
| B6 |
_B6 |

Presented; B6

Labs:

B6

ECG: left ventricular enlargement suggested

B6

FDA-CVM-FOIA-2019-1704-006627



B 6 Rads: left sided congestive heart failure

B6 | moderate left sided cardiomegaly without heart failure, moderate hepatomegaly

B6 Echo: mitral valve endocardiosis with left atrial enlargement and heart failure, decreased left
ventricular systolic function, suspected DCM

B5

Jennifer Jones, DVM
Veterinary Medical Officer

From: Rotstein, David

Sent: Tuesday, July 11, 2017 12:44 PM

To: Jones, Jennifer L; Reimschuessel, Renate; Palmer, Lee Anne; Carey, Lauren; Queen, Jackie L
Cc: Ceric, Olgica

Subject: RE: Head's up-potential DCM case-Dr. Adin-NCSU-2 Schnauzers

Jen,

B5 iso | don't think that could be ruled out.

| do like the exploration of other causes.
d.

David Rotstein, DVM, MPVM, Dipl. ACVP
CVM Vet-LIRN Liaison

CVM OSC/DC/CERT

7519 Standish Place, RM 120
240-402-5613 (Office) (NEW NUMBER)
240-506-6763 (BB)
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This e-mail message is intended for the exclusive use of the recipient(s) named above. It may contain
information that is protected, privileged, or confidential, and it should not be disseminated, distributed,
or copied to persons not authorized to receive such information. If you are not the intended recipient,
any dissemination, distribution, or copying is strictly prohibited. If you think you received this e-mail
message in error, please e-mail the sender immediately at david.rotstein@fda.hhs.gov.

From: Jones, Jennifer L

Sent: Tuesday, July 11, 2017 12:41 PM

To: Reimschuessel, Renate; Rotstein, David; Palmer, Lee Anne; Carey, Lauren; Queen, Jackie L
Cc: Ceric, Olgica

Subject: RE: Head's up-potential DCM case-Dr. Adin-NCSU-2 Schnauzers

Yes, and also, vet talked to MARS who said there was no corn in this food... but that doesn’t rule out
treats.

I'm not sure with normal!  B5 _iand taurine levels if we should suspect issues with those as well.

B5
B5

Jennifer Jones, DVM
Veterinary Medical Officer

From: Reimschuessel, Renate

Sent: Tuesday, July 11, 2017 11:51 AM

To: Jones, Jennifer L; Rotstein, David; Palmer, Lee Anne; Carey, Lauren; Queen, Jackie L
Cc: Ceric, Olgica

Subject: RE: Head's up-potential DCM case-Dr. Adin-NCSU-2 Schnauzers

Renate Reimschuessel V.M.D. Ph.D. Vet-LIRN
Phone 1- 240-402-5404
Fax 301-210-4685

http://www.fda.gov/AnimalVeterinary/ScienceResearch/ucm247334.htm

From: Jones, Jennifer L

Sent: Tuesday, July 11, 2017 11:38 AM

To: Rotstein, David; Palmer, Lee Anne; Carey, Lauren; Queen, Jackie L
Cc: Ceric, Olgica; Reimschuessel, Renate

Subject: Head's up-potential DCM case-Dr. Adin-NCSU-2 Schnauzers

Vet will submit PFR online a
2 dogs-unrelated miniature schnauzers
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http://www.fda.gov/AnimalVeterinary/ScienceResearch/ucm247334.htm
david. rotstein@fda. hhs. gov.

Dog 1: 2 yr a presented 2/2017 with fulminant CHFa severe DCM on echo, taurine/carnitine normal,
infectious disease testing negative, died on the ventilator, necropsy done-myocardial changes were
subtle but could be similar to moldy corn toxicity in pigsa plasma, urine, serum, and myocardial tissue

available

Dog 2: 7 yr, had a syncopal episode ~2/2017 but presented to vet for progressive frequency of
syncopal episodesa 6/2017 for CHF, diagnosed with DCM similar to housemate, nearly same image on
Echo, taurine/carnitine normal, infectious disease testing negative, they have changed the diet (Hill's)

and dog is responding to treatment; plasma, urine, and serum available

Dogs were eating California Naturals (different bag than from 2/2017) and treats (Milo’s Kitchen); Vet

has samples of food and treats

Jennifer L. A. Jones, DVM

Veterinary Medical Officer

U.S. Food & Drug Administration

Center for Veterinary Medicine

Office of Research

Veterinary Laboratory Investigation and Response Network (Vet-LIRN)
8401 Muirkirk Road, G704

Laurel, Maryland 20708

new tel: 240-402-5421

fax: 301-210-4685

e-mail: jennifer jones@fda.hhs.gov

Web: hitp://iwww.fda.gov/AnimalVeterinary/ScienceResearch/ucm247334.him
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From: Jones, Jennifer L </O=FDA/OU=EXCHANGE ADMINISTRATIVE GROUP
(FYDIBOHF23SPDLT)/CN=RECIPIENTS/CN=JENNIFER.JONESAAS8>

To: Rotstein, David; Palmer, Lee Anne; Queen, Jackie L; Carey, Lauren

CcC: Ceric, Olgica; Nemser, Sarah; Reimschuessel, Renate

Sent: 1/11/2018 2:36:21 PM

Subject: RE: 800.218-Head's up-potential DCM case-Dr. Adin-NCSU-2 Schnauzers-
EON-323515-323519

Attachments: EON-323515-19-  B@  rcase summary-1.11.2018.doc

FYI-

JJ-Vet emailed-“ As additional information, one of our cardiologist colleagues i B6 posted a question about
this association today on our list serve. She has seen 4 cases of DCM in dogs eating kangaroo and lentil (I
assume CN but not sure) in the last year - 2 were housemates but related.”

Jennifer Jones, DVM
Veterinary Medical Officer
Tel: 240-402-5421

”'m W5, FOOU & DRUG
m "m AOMENISERATHO N

From: Jones, Jennifer L

Sent: Wednesday, January 03, 2018 2:32 PM

To: Rotstein, David <David.Rotstein@fda.hhs.gov>; Palmer, Lee Anne <LeeAnne.Palmer@fda.hhs.gov>;
Queen, Jackie L <Jackie.Queen@fda.hhs.gov>; Carey, Lauren <Lauren.Carey@fda.hhs.gov>

Cc: Ceric, Olgica <Olgica.Ceric@fda.hhs.gov>; Nemser, Sarah <Sarah.Nemser@fda.hhs.gov>;
'Reimschuessel, Renate (Renate.Reimschuessel@fda.hhs.gov)' <Renate.Reimschuessel@fda.hhs.gov>
Subject: RE: 800.218-Head's up-potential DCM case-Dr. Adin-NCSU-2 Schnauzers-EON-323515-323519

Going to test the leftover food forE B5-----based on our discussion during the PFO meeting today. | asked the

vet if any dogs tested (blood/tissue) for B5

Jennifer Jones, DVM
Veterinary Medical Officer
Tel: 240-402-5421
W8 FOOD & DRUG Iy e
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From: Rotstein, David

Sent: Tuesday, August 22, 2017 8:39 AM

To: Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>; Palmer, Lee Anne <LeeAnne.Palmer@fda.hhs.gov>;
Reimschuessel, Renate <Renate.Reimschuessel@fda.hhs.gov>; Queen, Jackie L
<Jackie.Queen@fda.hhs.gov>; Carey, Lauren <Lauren.Carey@fda.hhs.gov>

Cc: Ceric, Olgica <Qlgica.Ceric@fda.hhs.gov>

Subject: RE: 800.218-Head's up-potential DCM case-Dr. Adin-NCSU-2 Schnauzers-EON-323515-323519

Agreed. Thanks Jen

David Rotstein, DVM, MPVM, Dipl. ACVP
CVM Vet-LIRN Liaison
CVM OSC/DC/CERT

FDA-CVM-FOIA-2019-1704-006639
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7519 Standish Place
240-506-6763 (BB)
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This e-mail message is intended for the exclusive use of the recipient(s) named above. It may contain
information that is protected, privileged, or confidential, and it should not be disseminated, distributed, or copied
to persons not authorized to receive such information. If you are not the intended recipient, any dissemination,
distribution, or copying is strictly prohibited. If you think you received this e-mail message in error, please e-mail
the sender immediately at david.rotstein@fda.hhs.gov.

From: Jones, Jennifer L

Sent: Tuesday, August 22, 2017 8:37 AM

To: Rotstein, David; Palmer, Lee Anne; Reimschuessel, Renate; Queen, Jackie L; Carey, Lauren

Cc: Ceric, Olgica

Subject: RE: 800.218-Head's up-potential DCM case-Dr. Adin-NCSU-2 Schnauzers-EON-323515-323519

BLUF: Final Conclusion: The cause of the two dogs’ DCM is unclear. The bloodwork for these dogs

FDA-CVM-FOIA-2019-1704-006640
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Final Conclusion: The cause of the two dogs’ DCM is unclear. The bloodwork for these dogs showed

normal taurine and!___B5 ___ilevels. Based on the dogs’ blood taurine/ ~ B5  ilevels and the dry dog

food test results, it is unlikely that : B5 i taurine, ori{"Bs " "icaused the dogs’ illness.

i
_________________________ v s R |

Jennifer Jones, DVM
Veterinary Medical Officer

U.S. FOOD & DRUG ..
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From: Jones, Jennifer L

Sent: Monday, August 07, 2017 7.02 AM

To: Rotstein, David; Palmer, Lee Anne; Reimschuessel, Renate; Queen, Jackie L; Carey, Lauren

Cc: Ceric, Olgica

Subject: RE: 800.218-Head's up-potential DCM case-Dr. Adin-NCSU-2 Schnauzers-EON-323515-323519

FYIl-Taurinei_B5 _istill pending, but.  B5 negative.

Jennifer Jones, DVM
Veterinary Medical Officer

U.S. FOOD & DRUG ..

AT MINISTRATICM

From: Jones, Jennifer L
Sent: Thursday, July 27, 2017 7:25 AM
To: Rotstein, David; Palmer, Lee Anne; Reimschuessel, Renate; Queen, Jackie L; Carey, Lauren
Cc: Ceric, Olgica
Subject: RE: Head's up-potential DCM case-Dr. Adin-NCSU-2 Schnauzers-EON-323515-323519
We received the food and plan to test foi____| BS_____iThe vet also mentioned two items of interest:
1. She’s treated 2 other dogs in last 2 weeks with DCM/CHF and being fed California Natural food. That
brings us to 4 DCM dogs recently eating this food.
a.  We can consider taurine and other types of testing?

B5

Thoughts from the group?

Jennifer Jones, DVM
Veterinary Medical Officer

U.S. FOOD
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From: Jones, Jennifer L

Sent: Tuesday, July 18, 2017 8:18 AM

To: Rotstein, David; Palmer, Lee Anne; Reimschuessel, Renate; Queen, Jackie L; Carey, Lauren
Cc: Ceric, Olgica

Subject: RE: Head's up-potential DCM case-Dr. Adin-NCSU-2 Schnauzers-EON-323515-323519

FDA-CVM-FOIA-2019-1704-006641



Ok, thanks, Dave. I'll check B5

Jennifer Jones, DVM
Veterinary Medical Officer

& DRUG -
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From: Rotstein, David

Sent: Thursday, July 13, 2017 2:54 PM

To: Jones, Jennifer L; Palmer, Lee Anne; Reimschuessel, Renate; Queen, Jackie L; Carey, Lauren
Cc: Ceric, Olgica

Subject: RE: Head's up-potential DCM case-Dr. Adin-NCSU-2 Schnauzers-EON-323515-323519

| think testing is worth pursuing. Oddball question, E B5

| was thinking of the: B5 ind was thinking of§ B5

This would highly unlikely, but wanted to put it out there.

David Rotstein, DVM, MPVM, Dipl. ACVP
CVM Vet-LIRN Liaison

CVM OSC/DC/CERT

7519 Standish Place

240-506-6763 (BB)

This e-mail message is intended for the exclusive use of the recipient(s) named above. It may contain
information that is protected, privileged, or confidential, and it should not be disseminated, distributed,
or copied to persons not authorized to receive such information. If you are not the intended recipient,
any dissemination, distribution, or copying is strictly prohibited. If you think you received this e-mail
message in error, please e-mail the sender immediately at david.rotstein@fda.hhs.gov.

From: Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>

Date: July 13, 2017 at 2:44:24 PM EDT

To: Palmer, Lee Anne <LeeAnne.Palmer@fda.hhs.gov>, Rotstein, David
<David.Rotstein@fda.hhs.gov>, Reimschuessel, Renate <Renate.Reimschuessel@fda.hhs.gov>,
Queen, Jackie L <Jackie.Queen@fda.hhs.gov>, Carey, Lauren <Lauren.Carey@fda.hhs.gov>
Cc: Ceric, Olgica <Olgica.Ceric@fda.hhs.gov>

Subject: RE: Head's up-potential DCM case-Dr. Adin-NCSU-2 Schnauzers-EON-323515-323519

We could testfori  B5  iin food, what does the group think? Any additional testing? Is it worth
testing the | B5

Medical Record Review:

__________________

FDA-CVM-FOIA-2019-1704-006642
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Presenting complaint B6

B6

Labwork:

B6

ECG: suspected atrial tachycardia

.........

dorsally, hepatomegaly, dec abdominal serosal contrast

FDA-CVM-FOIA-2019-1704-006643



severe generalized cardiomegaly with biventricular heart failure, improved vs rDVM rads
B6

worsening cardiogenic pulmonary edema, cannot exclude lung induced injury
+/- pneumonia

alveolar

improved CHF with possible concern for bronchopneumonia, suspected hiatal hernia

markedly progressive alveolar pattern with significantly worse cardiogenic edema

...........

right ventricles, severely dilated left and right atria)

Necropsy: Lung-severe diffuse alveolar injury with marked fibrin deposition (hyaline) and marked
alveolar histiocytosis and multifocal type Il pneumocyte hyperplasia; mod to marked difftuse pulmonary
edema; mild cardiomegaly with mild mitral valve endocardiosis and mild left ventricular hypertrophy
and left atrial dilation; thorax with mild pleural effusion; Suspect primary non-cardiogenic etiology but if
clinical cardiac dysfunction then functional cardiac abnormalities cannot be ruled out

Prior MHx:: B6
i B6 i

. B6 |

Presented B6

B6

6/22! B6

ECG: left ventricular enlargement suggested

B6

B6

FDA-CVM-FOIA-2019-1704-006644



.............

ventricular systolic function, suspected DCM

BS

B5

Jennifer Jones, DVM
Veterinary Medical Officer

From: Rotstein, David

Sent: Tuesday, July 11, 2017 12:44 PM

To: Jones, Jennifer L; Reimschuessel, Renate; Palmer, Lee Anne; Carey, Lauren; Queen, Jackie L
Cc: Ceric, Olgica

Subject: RE: Head's up-potential DCM case-Dr. Adin-NCSU-2 Schnauzers

Jen,

B5 50 | don't think that could be ruled out.

| do like the exploration of other causes.
d.

David Rotstein, DVM, MPVM, Dipl. ACVP
CVM Vet-LIRN Liaison

CVM OSC/DC/CERT

7519 Standish Place, RM 120
240-402-5613 (Office) (NEW NUMBER)

FDA-CVM-FOIA-2019-1704-006645



240-506-6763 (BB)

This e-mail message is intended for the exclusive use of the recipient(s) named above. It may contain
information that is protected, privileged, or confidential, and it should not be disseminated, distributed,
or copied to persons not authorized to receive such information. If you are not the intended recipient,
any dissemination, distribution, or copying is strictly prohibited. If you think you received this e-mail
message in error, please e-mail the sender immediately at david.rotstein@fda.hhs.gov.

From: Jones, Jennifer L

Sent: Tuesday, July 11, 2017 12:41 PM

To: Reimschuessel, Renate; Rotstein, David; Palmer, Lee Anne; Carey, Lauren; Queen, Jackie L
Cc: Ceric, Olgica

Subject: RE: Head's up-potential DCM case-Dr. Adin-NCSU-2 Schnauzers

Yes, and also, vet talked to MARS who said there was no corn in this food... but that doesn’t rule out
treats.
I’'m not sure with normal | "'B5 iand taurine levels if we should suspect issues with those as well.

BS

B5

Jennifer Jones, DVM
Veterinary Medical Officer

From: Reimschuessel, Renate

Sent: Tuesday, July 11, 2017 11:51 AM

To: Jones, Jennifer L; Rotstein, David; Palmer, Lee Anne; Carey, Lauren; Queen, Jackie L
Cc: Ceric, Olgica

Subject: RE: Head's up-potential DCM case-Dr. Adin-NCSU-2 Schnauzers

Davis may be able to screen fori _________ BS
Renate Reimschuessel V.M.D. Ph.D. Vet-LIRN
Phone 1- 240-402-5404

Fax 301-210-4685

http://mwww.fda.gov/AnimalVeterinary/ScienceResearch/ucm247334.htm

From: Jones, Jennifer L

Sent: Tuesday, July 11, 2017 11:38 AM

To: Rotstein, David; Palmer, Lee Anne; Carey, Lauren; Queen, Jackie L
Cc: Ceric, Olgica; Reimschuessel, Renate

Subject: Head's up-potential DCM case-Dr. Adin-NCSU-2 Schnauzers

Vet will submit PFR online a

FDA-CVM-FOIA-2019-1704-006646
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2 dogs-unrelated miniature schnauzers

Dog 1: 2 yr a presented 2/2017 with fulminant CHFa severe DCM on echo, taurine/carnitine normal,
infectious disease testing negative, died on the ventilator, necropsy done-myocardial changes were
subtle but could be similar to moldy corn toxicity in pigsa plasma, urine, serum, and myocardial tissue

available

Dog 2: 7 yr, had a syncopal episode ~2/2017 but presented to vet for progressive frequency of
syncopal episodesa 6/2017 for CHF, diagnosed with DCM similar to housemate, nearly same image on
Echo, taurine/carnitine normal, infectious disease testing negative, they have changed the diet (Hill's)

and dog is responding to treatment; plasma, urine, and serum available

Dogs were eating California Naturals (different bag than from 2/2017) and treats (Milo’s Kitchen); Vet

has samples of food and treats

Jennifer L. A. Jones, DVM

Veterinary Medical Officer

U.3. Food & Drug Administration

Center for Veterinary Medicine

Office of Research

Veterinary Laboratory Investigation and Response Network (Vet-LIRN)
8401 Muirkirk Road, G704

Laurel, Maryland 20708

new tel: 240-402-5421

fax: 301-210-4685

e-mail: jennifer.jones@fda.hhs.gov

Web: http/fwww fda gov/AnimalVeterinary/ScienceResearch/uom247334.hitm

FDA-CVM-FOIA-2019-1704-006647
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From: Jones, Jennifer L </o=ExchangelLabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=0f6ca12eaa9348959a4cbb1e829af244-Jennifer.Jo>

To: 'Darcy Adin’
Sent: 2/2/2018 11:58:34 AM
Subject: RE: dog food concemn

Good morning Darcy,

What is the flavor (e.g. chicken and lentil, etc.) for the Fromm Grain free food you submitted?
Thank you and have a nice weekend,

Jen

Jennifer Jones, DVM
Veterinary Medical Officer
Tel: 240-402-5421

it U, 5, FOOD & DRUG

I T EIN DS R AT b

From: Jones, Jennifer L

Sent: Tuesday, January 23, 2018 1:58 PM
To: 'Darcy Adin' <dbadin@ncsu.edu>
Subject: RE: dog food concern

Thank you, Darcy! I'll share this with my team working on the case.

With regards to your question, | don’t have access to any sales information. If you find anything online, I'd be
interested to read it.

Jennifer Jones, DVM
Veterinary Medical Officer
Tel: 240-402-5421

¥ .S, FOOD & DRUG
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From: Darcy Adin [mailto:dbadin@ncsu.edu]

Sent: Tuesday, January 23, 2018 1:53 PM

To: Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>

Cc: Ceric, Olgica <Qlgica.Ceric@fda.hhs.gov>; Nemser, Sarah <Sarah.Nemser@fda.hhs.gov>
Subject: Re: dog food concern

Thanks for chatting today Jennifer! B 5

FDA-CVM-FOIA-2019-1704-006723
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Do you have access to sales estimates for Grain free diets and California natural diets in particular? I am not able
to find this on the web. All I can say is that CN does not come up as one of the "top" diets on websites that
discuss Grain free benefits.

Thank you!
Darcy

On Tue, Jan 23, 2018 at 8:49 AM, Darcy Adin <dbadin@ncsu.edu> wrote:
Hi Jennifer,

I wondered if I could speak with you sometime today about the diets and some data we have compiled? My

office is 919-513-6032 and my cell is} B6 i Alternatively, we could email - just let me know!

Take care
Darcy

On Fri, Jan 12, 2018 at 8:01 AM, Jones, Jennifer L <Jennifer Jones(@tda hhs gov> wrote:

Thank you, Darcy. |
Therk you, Darey B5

TIrforward the fa8d results when they are back.
Have a nice weekend,
Jen

Jennifer Jones, DVM
Veterinary Medical Officer
Tel: 240-402-5421

uuﬁiﬁﬁlﬁm U5, FOOD & DRUG
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From: Darcy Adin [mailto:dbadin@ncsu.edu]
Sent: Wednesday, January 10, 2018 6:13 PM

To: Jones, Jennifer L <Jennifer. Jones(@fda.hhs.gcov>
Cc: Ceric, Olgica <Olgica.Ceric(@ftda.hhs.gov>; Nemser, Sarah <Sarah.Nemser(@fda.hhs.gov>
Subject: Re: dog food concern

Thank you Jennifer - we will be on the lookout for it.

today on our list serve. She has seen 4 cases of DCM in dogs eatmg kangaroo and lentil (I assume CN but not
sure) in the last year - 2 were housemates but related.

Take care
Darcy

FDA-CVM-FOIA-2019-1704-006724
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On Jan 10, 2018, at 8:05 AM, Jones, Jennifer L <Jennifer Jones(@tda.hhs.gov> wrote:

Thank you, Darcy. We’re sending the kit this week. It should arrive by close of business Friday.

Jennifer Jones, DVM

Veterinary Medical Officer

Tel: 240-402-5421

<image001.png> <image006.png>

From: Darcy Adin [mailto:dbadin@ncsu.edu]

Sent: Tuesday, January 09, 2018 11:27 AM

To: Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>

Cc: Ceric, Olgica <Qlgica.Ceric@fda.hhs.gov>; Nemser, Sarah <Sarah.Nemser@fda.hhs.gov>
Subject: Re: dog food concern

Hi Jennifer,

That is great! I've attached a picture of the food sample - the weight is 0.36 kg. We sent blood samples oft from

2 dogs totestfor! B5  ione was in the reference range and the other a bit high.
Thank youl

Take care

Darcy

On Tue, Jan 9, 2018 at 10:07 AM, Jones, Jennifer L <Jenniter Jones@tda.hhs.gov> wrote:
Good morning Darcy,

We’d like to collect some of the food from your current case (California Naturals Kangaroo). I'm going to send it

with the archived sample of food from the: ~ B6 i case. B5

Please let me know the size/weight of the sample you have, and I’ll send a box to collect it.

Thank you,
Jen

Jennifer Jones, DVM

Veterinary Medical Officer

Tel: 240-402-5421

<image001.png> <image003.png>

From: Darcy Adin [mailto:dbadin@ncsu.edu]
Sent: Thursday, January 04, 2018 2:47 PM

To: Jones, Jennifer L <Jennifer.Jones@tda.hhs.gov>
Cc: Ceric, Olgica <Olgica.Ceric@fda.hhs.gov>; Nemser, Sarah <Sarah.Nemser@fda.hhs.gov>
Subject: Re: dog food concern

FDA-CVM-FOIA-2019-1704-006725
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_Lalso have a food sample for our current inpatient (same food - California Naturals kangaroo and lentil) B5

B5

On Thu, Jan 4, 2018 at 2:39 PM, Darcy Adin <dbadin@ncsu.edu> wrote:
The myocardium is from] B6 | Maybe we will wait to see what the blood levels show.

Thanks!
Darcy

On Thu, Jan 4, 2018 at 2:14 PM, Jones, Jennifer L <Jennifer.Jones(@fda hhs.gov> wrote:

Thank you for the update. I'll let you know the! B5__ concentration from B6 {food after the
results are back. e
The frozen myocardium, is it from thei | B6 case?

Jennifer Jones, DVM

Veterinary Medical Officer

Tel: 240-402-5421
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From: Darcy Adin [mailto:dbadin@ncsu.edu]

Sent: Wednesday, January 03, 2018 3:10 PM

To: Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>

Cc: Ceric, Olgica <QOlgica.Ceric@fda.hhs.gov>; Nemser, Sarah <Sarah.Nemser@fda.hhs.gov>
Subject: Re: dog food concern

Hi Jennifer,

Thank you! We have not tested fori B5 iin any of the dogs. We have stored blood samples from several
dogs and have an inpatient right now that we can submit blood from B4 iruns this). We will
probably start with looking at blood samples from 2 dogs as a screening. We also have frozen myocardium from

one dog - do you think this should also be evaluated?

Thank you!
Darcy

On Wed, Jan 3, 2018 at 2:30 PM, Jones, Jennifer L <Jennifer Jones(@@fda.hhs.gov> wrote:
Good afternoon Darcy,

Thank you kindly,
Jen

Jennifer Jones, DVM

FDA-CVM-FOIA-2019-1704-006726
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Veterinary Medical Officer
Tel: 240-402-5421
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From: Darcy Adin [mailto:dbadin@ncsu.edu]

Sent: Wednesday, January 03, 2018 11:31 AM

To: Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>
Subject: dog food concern

Hi Dr. Jones,

I'm hoping that you recall our communications over the summer regarding food testing for unrelated housemate
dogs that developed DCM. These dogs were eating California Naturals Kangaroo and Lentil diet and we were
not able to identify a cause of the DCM, dietary or infectious or toxic.

I wanted to reach out again because we continue to see DCM in non-genetically predisposed breeds and it seems
that this diet is a relatively common theme. We have been increasingly better about recording a diet history in
dogs that are presented to cardiology or ER at our hospital with DCM in the last 6 months. Most of the dogs
have been tested for taurine and carnitine deficiency and have been within the reference range. About half of
them are alive and half died close to the time of diagnosis.

I also searched our records for this diet (knowing that recording of diet in the MR history has been spotty at best)
and found another pair of unrelated housemate dogs eating California naturals kangaroo and lentil that were
diagnosed with DCM 6 months apart.

We will continue to record the cases we see but since last june we have seen 7 dogs eating California Naturals
diet (5 kangaroo and lentil) in addition to the pair of housemates from 2016 (so total of 9). We also have 4 dogs
eating Acana (3/4 are dobermans though) and 1 each of 4Health and Tams - so maybe these are not necessarily
related.

Have you had any other reports of such an association? If you have any other thoughts or testing suggestions, I
would be all ears!

Thank you!
Darcy

Darcy B. Adin, DVM, DACVIM (Cardiology)
Clinical Assistant Professor of Cardiology
North Carolina State University

NC State Veterinary Hospital

1060 William Moore Drive

Raleigh, NC 27607

919-513-6032

Darcy B. Adin, DVM, DACVIM (Cardiology)
Clinical Assistant Professor of Cardiology
North Carolina State University
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From: Freeman, Lisa <Lisa.Freeman@tufts.edu>

To: Jones, Jennifer L
Sent: 2/24/2019 8:28:16 PM
Subject: RE:: B6 i
Attachments: rpt_medical_record_preview small.pdf
Hi Jen
Sorry for the delay — got very backed up with cases.
‘ B6 icase number was

iYour initial Pet Food Safety Report , Submitted by: Lisa Freeman, ID 238367, was successfully submitted on
7/9/2018 8:43:16 AM EST to the FDA, and it was issued an Individual Case Safety Report Number (ICSR) of

2051555.

| should have submitted all of his records before but am resending because you won't have had anything after

July and it's not easy to separate
Thanks
Lisa

Lisa M. Freeman, DVM, PhD, DACVN

Board Certified Veterinary Nutritionist™
Professor

Cummings School of Veterinary Medicine
Friedman School of Nutrition Science and Policy
Tufts Clinical and Translational Science Institute
Tufts University

www.petfoodology.org

From: Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>
Sent: Monday, January 28, 2019 10:02 AM

To: Freeman, Lisa_<Lisa.Freeman@tufts.edu>
Subject: RE: B6

Thank you for the update, Lisa. I'm sorry to hear that he passed away. Can you please forward the records for

his case?

Jennifer Jones, DVM
Veterinary Medical Officer
Tel: 240-402-5421

- W

U.S. FOOD & DRUG . wm .

s L L R T

From: Freeman, Lisa <l jsa.l-reeman@édiufts edy>
Sent: Sunday, December 30, 2018 3:13 PM
To: Jones, Jennifer L <Jennifer.Jones@ifda. hhs. gov>

B6 i Owner

Subject: B6 i

Hi Jen

Wanted to let you know that ! B6 i died unexpectedlyi

said he had been doing well and we were going to do a recheck in Feb.
So sad

Lisa

Lisa M. Freeman, DVM, PhD, DACVN

FDA-CVM-FOIA-2019-1704-006730
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mi Foster Hospital for Small Animals
U m m | n g S 55 Willard Street

North Grafton, MA 01536

Veterinary Medical Center (508) £39-5395

AT TUFTS UNIVERSITY

All Medical Records
Client: Patient: { B6 |
Address: B 6 Breed: Boxer Species: Canine
DOB: | B6 | Sex:  Male
(Neutered)
Home Phone: <,56
Work Phone: ( ) -
Cell Phone: " B |

Referring Information

Client: B 6

Patient:

Initial Complaint:

Initial Complaint:

Page 1/213
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Client:
Patient: B 6

Initial Complaint:

Initial Complaint:
Cardiology recheck

SOAP Text Jun 25 2014 10:30AM - B6 i

Initial Complaint:
Cardiology 1-2 Week Recheck ONL'Y

Initial Complaint:

Recheck -i B6 i

SOAP Text Dec 312014 11:24AM - B6

Initial Complaint:

Initial Complaint:
Emergency

SOAP Text Jul 12015 9:50AM -i B6
7/1/2015 9:55:46 AM EXAM, GENERAL

pacemaker site.

The owners were away in a hotel over the weekend, brought; _B6__iwith them but left him in alone in the hotel room for no more

than 4 hours at a time. The owner's haven't noticed any trauma, contact with other dogs or excessive scratching that could explain

today's swelling. Monday afternoon, it was noted theni B6 _pacemaker was slightly loose and could move a little bit under the

skin. The following day (Tuesday) a swelling was noted over the pacemaker and it slowly progressed. The owner has tried warm

Page 2/213
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Client:
Patient: B 6

packing and cold packed once, but no significant improvement was noted. Also, the edema progressed to! B6 _iventral neck and
is more prominent today.

Otherwise than for the swelling,; B6 thas been doing fine back home. He is still active, bright and alert. No collapse or syncopal

episodes noted, no v/d/c/s. However, he refused to eat this morning which is highly unsual for him.

Past Pertinent Medical History:
- 3rd degree AV block diagnosed in 2013. Pacemaker placed in October 2013.
- Cardro recheck and Pacemaker interrogation last week: no abnormalities noted.

Current medications:

B6

Subjective (S)
BAR friendly
MM pink and moist, CRT <2sec
Euhydrated, BCS 6/9

Obiective (0Q)

BG

Normal bronchoves1cular sounds bilaterally, no crackles 0T Weezes. Eupnerc

Assessment (A)

Al: Firm swelling around pacemaker site- /o hematoma vs. absess vs. inflammation vs. edema
A2: History of 3rd degree AV block, pacemaker placed 10/2013. Under controlled

Plan (P)
P1: Cardiology consult

Owner's communication:

The swelling over,.  B6 __ipacemaker is definetly abnormal and should not be there. Good news is that is pacemaker is still working

based on the ER EKG. However, would like him to be seen by the Cardiology department. Gave an estimate of ¢ ___B6 Owner

the antibiotic course needs to continue or not and further 1nvest1gat10n can me make regarding the ongrn of the swelling. Plan;| i B6 |

B6

Page 3/213 -
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Client:
Patient: B 6

SOAP completed by B6 :
SOAP reviewed by: °

7/1/2015 10:57:11 AM

7/1/2015 10:39:11 AM,
Prescribed | B6 . FHSA (1)
Instructions - Please apply 1/4 inch in both eyes three times a day for the next 5 to 7 days. - Expires: 6/30/2016 No Refills

Initial Complaint:

Initial Complaint:

Initial Complaint:

Recheckd B6 Only

SOAP Text Mar 14 2016 12:30PM-§ B6 i

Initial Complaint:
Tech - Holter

Initial Complaint:

FCOMING IN AT 1PM*

Page 4/213
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Client:
Palt?:nt: B 6

Initial Complaint:

SOAP Text Mar 17 2017 9:28AM B6

Initial Complaint:

Rechecki B6 !

Initial Complaint: i

SOAPText; B5  11:35aM] B6

Initial Complaint:
Emergency

ID

Disposition/Recommendations

Page 5/213
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Client:
Patient:

B6
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Client:
Patient:

B6

Cumminas

Veterinary Medical Center

AT TUFTS UNIVERSITY

Foster Hospital for Small Animals

55 Willard Street

North Grafton, MA 01536

(508) 839-5395

Client: | B6 | Patient: | _B6_|

Veterinarian: Species:  |Canine

Patient ID: {___B6__} Breed: Boxer

Visit ID: Sex: Male (Neutered)

Lab Results Report fge  [BoiYeasOd

Chemistry 21 (Cobas) 6/25/2014 12:22:00 PM Accession ID:: B6

|'1'est IResults IReference Range IUnits
GLUCOSE 67 - 135 meg/dL
ALT 14 - 86 U/L
SODIUM 140 - 150 mEq/L
ALBUMIN 28-4 g/dL

I BILIRUBIN 0-0.2 mg/dL
A/GRATIO 07-16

AST 9-54 U/L
POTASSIUM 37-54 mEq/L
NA/K 29 -40

GLOBULINS 23-42 g/dL.
ALK PHOS 12 - 127 U/L
UREA B6 8-30 mg/dL
T. PROTEIN 55-78 g/dl.
D BILIRUBIN 0-0.1 mg/dL
CHLORIDE 106 - 116 mEqg/L
T BILIRUBIN 0.1-03 mg/dL
PHOSPHORUS 26-72 mg/dL
CALCIUM2 94-113 mg/dL
CREATININE 06-2 mg/dL
OSMOLALITY (CALCULATED) 291 - 315 mmol/L
CIIOLESTEROL 82 -355 mg/dL

,»"
stringsoft
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B6
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Client:
Patient: B 6

Chemistry 21 (Cobas) 6/25/2014 12:22:42 PM Accession ID: B6

|Test IResults IReference Range IUnits

TS (FHSA) 0-0 g/dl

PEN % BG 0-0 %

TS (FHSA) 0-0 g/dl

Chemistry 21 (Cobas) 7/1/2015 10:37:00 AM Accession ID: B6

|Test IResults IReference Range IUnits

HCT(ADVIA) 39-55 %

RDW (ADVIA) 11.9-15.2

PLT(ADVIA) 173 - 486 Kl

MCHC(ADVIA) 31.9-343 g/dL.

RBC(ADVIA) 58-85 M/l

MPV (ADVIA) B 6 829-132 fl

MCV(ADVIA) 64.5-77.5 fL.

WBC (ADVIA) 44 -15.1 KL

MCH(ADVIA) 21.3-259 rg

HGB(ADVIA) 13.3-20.5 g/dL.
Ay

Chemistry 21 (Cobas) 7/1/2015 10:37:00 AM Accession ID:  B6 !

|Test IResults IReference Range IUnits

SEGS (AB)ADVIA 28-11.5 K/l

POIKILOCYTOSIS 0-0

LYMPHS% 7-47 %

MONOS (ABS)ADVIA B6 01-15 KAl

SEGS% 43 - 86 %

LYMPHS (ABS)ADVIA 1-4.8 KL

MONOS% 1-15 %

WBC MORPHOLOGY 0-0

No Morphologic Abnormalilies

Chemistry 21 (Cobas) 7/1/2015 10:49:00 AM Accession ID:| B6 |

Test IResults IReference Range IUnits

caALcrome2 T 94-113 mg/dL

ALBUMIN 28-4 g/dL.

CHOLESTEROI, 82 -355 mg/dl.

OSMOLALITY (CALCULATED) 291 -315 mmol/L,

CHLORIDE 106 - 116 mEq/L

ALK PHOS BG 12 -127 U/L

POTASSIUM 37-54 mEq/L

NA/K 29-40

1. PROTEIN 55-738 g/dL.

A/G RATIO 07-16

> 81213 B6
stringsoft
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Client:
Patient: B 6

ALT 14 - 86 U/L
SODIUM 140 - 150 mEq/L
GLUCOSE 67 - 135 mg/dL
PHOSPHORUS 26-172 mg/dL
CREATININE 0.6-2 mg/dL
AST B6 9-54 UL
GLOBULINS 23-42 g/dL
UREA 8-30 mg/dL
I BILIRUBIN 0-02 mg/dL
D BILIRUBIN 0-0.1 mg/dL
T BILIRUBIN 0.1-03 mg/dL
Chemistry 21 (Cobas) 3/14/2016 12:32:11 PM Accession IDi _______
|Test IResults IReference Range IUnits
WBC (ADVIA) 4.4 -15.1 KL
RBC(ADVIA) 58-85 M/uL
HGB(ADVIA) 13.3-20.5 g/dL
HCT(ADVIA) 39-55 %
MCV(ADVIA) 64.5-77.5 L.
MCH(ADVIA) B 6 21.3-259 pg
MCHC(ADVIA) 31.9-343 g/dL
RDW (ADVIA) 11.9-15.2
PLT(ADVIA) 173 - 486 KL
MPV (ADVIA) 829-13.2 fl
RETIC(ADVIA) 02-16 %
RETICS (ABS) ADVIA 14.7 - 113.7 KL
Chemistry 21 (Cobas) 3/14/2016 12:32:25 PM Accession ID: B6
|Test IResults IReference Range IUnits
GLUCOSE 67 - 135 mg/dL
UREA 8-30 mg/dL
CREATININE 0.6-2 mg/dL
PHOSPHORUS 26-172 mg/dL
CALCIUM2 94-113 mg/dL
MAGNESIUM 2+ 1.8-3 mEq/L
T. PROTEIN B6 55-78 g/dL
ALBUMIN 28-4 g/dL
GLOBULINS 23-42 g/dL
A/GRATIO 0.7-16
SODIUM 140 - 150 mEq/L
CHLORIDE 106 - 116 mEq/L
POTASSIUM 37-54 mEq/L
- 9213 B6
SEngso Printed Sunday, February 24, 2019
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Patientl ............................. -
tCO2 (BICARB) 14 -28 mEq/L
AGAP 8-19
NA/K 29 - 40
T BILIRUBIN 0.1-03 mg/dL
ALK PHOS 12.-127 U/L
GGT 0-10 U/L
ALT B6 14 - 86 U/L
AST 9-54 U/L
CK 22 -422 U/L
CHOLESTEROL 82-355 mg/dL.
TRIGLYCERIDES 30-338 mg/dl
AMYLASE 409 - 1250 U/L
OSMOLALITY (CALCULATED) 291-315 mmol/L,
Chemistry 21 (Cobas) 3/14/2016 12:32:09 PM Accession ID:BG
Test Results IReference IRange IUnits
SEGS% 43 - 86 %
LYMPHS% 7-47 %
MONOS% 1-15 %
EOS% 0-16 %
SEGS (AB)ADVIA B6 28-11.5 K/ul
LYMPHS (ABS)ADVIA 1-4.38 KAl
MONOS (ABS)ADVIA 0.1-15 KL
EOS (ABSJADVIA 0-1.4 KAl
WBC MORPHOLOGY 0-0
Occasional reactive lymphocytes
POIKILOCYTOSIS 1 0-0
Chemistry 21 (Cobas) 6/20/2018 11:37:12 AM Accession ID:: B6G
|Test Results IReference Range IUnits
WBC (ADVIA) 44-15.1 K/l
RBC(ADVIA) 58-85 ML
HGB(ADVIA) 13.3-20.5 g/dL
HCT(ADVIA) 39-55 %
MCV(ADVIA) 64.5-77.5 fL
MCH(ADVIA) B6 21.3-259 pg
MCHC(ADVIA) 31.9-343 g/dL
RDW (ADVIA) 11.9-152
PLT(ADVIA) 173 - 486 K/ul,
MPV (ADVIA) 829-132 fl
PLTCRT 0.129 - 0.403 %
RETIC(ADVIA) 02-1.6 %
“ 101213 Eg !
stringsoft
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Client:
Palt?:nt: B 6

RETICS (ABS) ADVIA B6 14.7 - 1137 K/ul,
Chemistry 21 (Cobas) 6/20/2018 11:37:28 AM Accession ID:: B@
|Test IResults IReference Range IUnits
GLUCOSE 67 - 135 mg/dL
UREA 8-30 mg/dL
CREATININE 06-2 mg/dL
PHOSPHORUS 26-72 mg/dL
CALCIUM2 94-113 mg/dL
MAGNESIUM 2+ 1.8-3 mEq/L
T. PROTEIN 55-18 g/dL.
ALBUMIN 28-4 g/dL.
GLOBULINS 23-42 g/dL
A/GRATIO 07-16
SODIUM 140 - 150 mEqg/L
CHLORIDE 106 - 116 mEqg/L
POTASSIUM 37-54 mEq/L
tCO2 (BICARB) 14 -28 mEq/L
AGAP B6 8-19
NA/K 29-40
T BILIRUBIN 0.1-03 mg/dL
DBILIRUBIN 0-0.1 mg/dL
[ BILIRUBIN 0-02 mg/dL
ALK PHOS 12 - 127 U/L
GGT 0-10 U/L
ALT 14 - 86 U/L
AST 9-54 U/L
CK 22 -422 U/L
CHOLESTEROL 82 -355 mg/dL
TRIGLYCERIDES 30 - 338 mg/dl
AMYLASE 409 - 1250 U/L
OSMOLALITY (CALCULATED) 291 -315 mmol/L,
COMMENTS (CHEMISTRY) Slight lipemia -0
Chemistry 21 (Cobas) 6/20/2018 11:37:11 AM Accession ID: LBG _____
Test IResults IReference Range IUnits
SEGS% 43 - 86 %
LYMPHS% 7-47 %
MONOS% 1-15 %
EOS% BG 0-16 %
NRBC 0-1 /100 WBC
SEGS (AB)ADVIA 28-115 K/ul

' B6 i

> 11/213 .
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Client: B 6
Patient:

LYMPHS (ABS)ADVIA

1-4.38 KAl
MONOS (ABS)ADVIA 0.1-15 KAl
EOS (ABSJADVIA B6 0-1.4 KL
WBC MORPHOLOGY 0-0
Occasional reactive lymphocytes
CRENATION 0-0
POIKILOCYTOSIS Occasional 0-0
B6 5
Y 12/213 :
stringsoft Printed Sunday, February 24, 2019
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From: Freeman, Lisa <Lisa.Freeman@tufts.edu>

To: Jones, Jennifer L
Sent: 9/26/2018 9:27:10 PM
Subject: DCM updates
Attachments: B6 Edcm and chf 9-24-18.pdf; diet history.pdf
Hi Jen _
1.1 B6 iThis owner told me that he reported the case to you (4 yr old CM Miniature Schnauzer

2i B6  i(reported to FDA on 8/22/18). Owner just informed me that: B6é ;was euthanized_B6 _

said he had worsening heart failure, arrhythmias, and Gl discomfort. She did get an amino acid profile
from UC Davis within the last month and reported:

he'd been on taurine supplementation for several months.

Best,
Lisa

Lisa M. Freeman, DVM, PhD, DACVN

Board Certified Veterinary Nutritionist™
Professor

Cummings School of Veterinary Medicine
Friedman School of Nutrition Science and Policy
Tufts Clinical and Translational Science Institute
Tufts University

www.petfoodology.org
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From: Freeman, Lisa <Lisa.Freeman@tufts.edu>

To: Jones, Jennifer L

Sent: 2/24/2019 10:10:51 PM
Subject: update - B6 '
Hi Jen

Best,
Lisa

Lisa M. Freeman, DVM, PhD, DACVN

Board Certified Veterinary Nutritionist™
Professor

Cummings School of Veterinary Medicine
Friedman School of Nutrition Science and Policy
Tufts Clinical and Translational Science Institute
Tufts University

www.petfoodology.org
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UNIVERSITY OF CALIFORNIA, DAVIS

BERKELEY ¢ DAVIS ¢ IRVINE ¢ LOSANGELES ¢ MERCED <« RIVERSIDE ¢ SANDIEGO < SAN FRANCISCO SANTABARBARA + SANTA CRUZ

STERN CARDIAC GENETICS LABORATORY
JOSHUA A. STERN, DVM, PHD, DACVIM (CARDIOLOGY)
sterngenetics@ucdavis.edu; August 9, 2018

FREQUENTLY REQUESTED INFORMATION REGARDING TAURINE & DILATED
CARDIOMYOPATHY IN GOLDEN RETRIEVERS

Taurine reference ranges for Golden Retrievers: The Stern Lab suggests that the following
clinical reference ranges be used for Golden Retrievers and be considered for other known taurine-
sensitive breeds such as Newfoundlands or American Cocker Spaniels. This is primarily based on 3
observations :

1. Golden Retrievers with marginal taurine levels (defined below) have been diagnosed with dilated
cardiomyopathy and have documented disease reversal after taurine supplementation and diet
change.

2. Previously published work documents taurine sensitivity in Golden Retrievers.

3. The most recently published reference on normal blood taurine values shows higher levels than
previously reported.

o Normal whole blood taurine: >250nmol/mL
o Normal plasma taurine: >70nmol/mL

o Marginal whole blood taurine: 200-250nmol/mL
o Marginal plasma taurine: 60-70nmol/mL

o Low whole Blood taurine: <200nmol/mL
o Low plasma taurine: <60nmol/mL

References:

Kramer GA, Kittleson MD, Fox PR, Lewis ], Pion PD. Plasma taurine concentrations with normal dogs and in dogs with heart disease. ] Vet
Intern Med 1995;9:253-258.

Belanger MC, Ouellet M, Queney G, Moreau M. Taurine-deficient dilated cardiomyopathy in a family of golden retrievers. ] Am Anim Hosp
Assoc 2005;41:284-291.

Kittleson MD, Keene B, Pion PD, Loyer CG, MUST Study Investigators. Results of the multicenter spaniel trial (MUST): taurine- and
carnitine-responsive dilated cardiomyopathy in American Cocker Spaniels with decreased plasma taurine concentration. ] Vet Intern Med
1197;11:204-211.

Backus RC, Choen G, Pion PD, Good KL, Rogers QR, Fascetti A]. Taurine deficiency in Newfoundlands fed commercially available complete
and balanced diets. ] Am Vel Med Assoc 2003;223:1130-1136.

Fascetti A], Reed JR, Rogers QR, Backus RC. Taurine deficiency in dogs with dilated cardiomyopathy: 12 cases (1997-2001).] Am Vet Med
Assoc 2003;223:1137-1141.

Freeman LM, Michel KE, Brown D], Kaplan PM, Stamoulis ME, Rosenthal SL, Keene BW, Rush JE. Idiopathic dilated cardiomyopathy in
Dalmatians: nine cases (1990-1995).] Am Vet Med Assoc 1996;209:1592-1596.

Delaney SJ, Kass PH, Rogers QR, Fascetti A]. Plasma and whole blood taurine in normal dogs of varying size fed commercially prepared
food. ] Anim Physiol a Anim Nutr 2003;87:236-244.

Plasma vs. whole blood taurine testing:

If at all possible, we recommend that paired (plasma and whole blood) taurine samples be submitted
for analysis. A low value on either or both tests is clinically relevant. If your dog is diagnosed with
DCM, submitting paired taurine samples (plasma and whole blood) is imperative. We recommend
that the UC Davis Amino Acid Laboratory be used for taurine testing, as this is where the literature
utilized for our reference ranges was generated. https: //www.vetmed.ucdavis.edu/labs/amino-acid-
laboratory. If a single testis submitted the Stern Lab recommends that whole blood be submitted
preferentially. This is due to the false elevation of taurine levels that is possible in plasma samples
due to sample handling issues. This is an area of some debate between clinicians and conflicting
information on preference for plasma vs. whole blood exists. This underscores the value of paired
sampling.

Page 1 of 3
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Clinical Recommendations for Golden Retrievers based on taurine levels:

If taurine levels test <200nmol/mL in whole blood or <60nmol/mL in plasma
* An echocardiogram by a board-certified veterinary cardiologist is indicated
* After echocardiogram has been completed, a diet change is recommended.
o IfDCM is diagnosed, this patient may need a variety of cardiac medications that would
be prescribed by the attending cardiologist.
o If DCM is diagnosed, prescribed supplementation with oral taurine and I-carnitine is
recommended.
o Reevaluation of taurine levels is warranted after three months of diet change and
supplementation.
o Cardiology reevaluation schedules will be recommended by the attending clinician
pending echocardiographic findings.
o Many Golden Retrievers with taurine-deficient DCM in our study showed slow and
steady improvement over a period of 6-12 months.

If taurine levels test 200 - 250nmol/mL in whole blood or 60-70nmol/mL in plasma

* Anechocardiogram by a board-certified cardiologist is recommended.

* After echocardiogram has been completed, a diet change is recommended.

* Werecognize that many dogs in this category may have normal echocardiograms and thus
the value of screening should be carefully considered. If the dog is eating a diet that falls
within the FDA warning or shares features with the diets identified in our study (see diets of
concern section below), we encourage echocardiographic screening with greater enthusiasm.

¢ [fan echocardiogram is not performed, a diet change is still recommended and a taurine level
reevaluation after three months on the new diet should be considered.

* [fDCM is diagnosed, this patient may need a variety of cardiac medications that would be
prescribed by the attending cardiologist.

o IfDCM is diagnosed, prescribed supplementation with oral taurine and l-carnitine is
recommended.

o Reevaluation of taurine levels is warranted after three months of diet change and
supplementation.

o Cardiology reevaluation schedules will be recommended by the attending clinician
pending echocardiographic findings.

o Many Golden Retrievers with taurine-deficient DCM in our study showed slow and
steady improvement over a period of 6-12 months.

If taurine levels test >250nmol/mL in whole blood or >70nmol/mL in plasma
¢ Diet change is recommended if you are feeding a diet that falls within the FDA warning or
shares features with the diets identified in our study (see diets of concern section below)
* Ifyour pet shows any signs of cardiac disease (trouble breathing, exercise intolerance,
fainting/collapse, coughing) we recommend your veterinarian evaluate your pet.

Page 2 of 3
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Diets of Concern & Choosing a diet

The FDA alert called attention to several dietary ingredients that should be considered when
evaluating whether your pet is at risk (for example legumes like peas and lentils, white or sweet
potatoes). These findings were largely recapitulated in our current study of Golden Retrievers with
low taurine levels and DCM. Our lab considers these ingredients to be of greatest concern when
present within the first 5 listed ingredients on the dog food bag. Additionally, we noted a high
percent of diets in our study were using protein sources other than chicken or beef and labeled as
grain-free.

Points to consider when making a diet change:
¢ Choose a diet that does not contain the concerning components listed above
¢ Choose a diet that meets the WSAVA Global Nutrition Assessment Guidelines published as
consensus by veterinary nutritionists from around the world:

o https://www.wsava.org/WSAVA/media/Arpita-and-Emma-editorial /Selecting-the-

Best-Food-for-your-Pet.pdf
e FDA alert found here:

o https://www.fda.gov/AnimalVeterinary/NewsEvents/CVMUpdates/ucm613305.htm

Choosing a taurine or l-carnitine supplement:

Selecting supplements should be performed based upon those that match their stated contents and
are readily available for absorption. Luckily a previous publication tested multiple taurine and I-
carnitine supplements. Based upon this publication our laboratory recommends the following
supplements as those meeting our quality criteria. (Bragg et al. 2009 | Am Vet Med Assoc; 234(2))

Tested taurine supplements that test within 5% of stated contents and if applicable disintegrated
within 30 minutes

*  Mega taurine caps by Twinlab (1000 capsule)

¢  Taurine by Swanson Health Products (500mg capsule)

¢ Taurine by NOW foods (500mg capsule)

*  Taurine 500 by GNC (500mg tablet)

Tested L-carnitine supplements that test within 5% of stated contents and if applicable disintegrated
within 30 minutes

*  L-carnitine 500 by Jarrow Formulas (500mg capsule)

¢ L-carnitine caps by Country Life (500mg capsule)

¢ Maxi L-carnitine by Solgar Vitamin and Herb (500mg tablet)

*  L-carnitine by Puritan’s Pride (500mg tablet)

The Stern lab does not recommend the empirical supplementation of taurine or I-carnitine to dogs
without evidence of DCM and/or significant deficiency. If DCM is diagnosed we typically recommend
dogs over 501bs receive 1000mg of taurine every 12hrs and dogs under 501bs receive 500mg of
taurine every 12hours. We recommend L-carnitine at a dose of ~50mg/kg orally with food every
8hrs. Your veterinary cardiologist or family veterinarian should be consulted for prescribing the best
dose for your dog.

Reporting to the FDA:

Understanding the basis of this condition requires a great deal of research and investigation. Clients
with affected dogs can contribute their data to help propel this research forward. You can report
cases of taurine deficiency, dilated cardiomyopathy, sudden cardiac death, or any combination of
these events to the FDA by following the information found here:

https://www.fda.gov/animalveterinary/safetyhealth /reportaproblem /ucm182403.htm

Additional questions or comments:
sterngenetics@ucdavis.edu
This document last updated: Aug. 20, 2018

Page 3 of 3

FDA-CVM-FOIA-2019-1704-007137


mailto:sterngenetics@ucdavis.edu
https://www.fda.gov/animalveterinary/safetyhealth/reportaproblem/ucm182403.htm
https://www.fda.gov/AnimalVeterinary/NewsEvents/CVMUpdates/ucm613305.htm
https://www.wsava.org/WSAVA/media/Arpita-and-Emma-editorial/Selecting-the-Best-Food-for-your-Pet.pdf

From: Freeman, Lisa <Lisa.Freeman@tufts.edu>

To: Jones, Jennifer L

Sent: ...2[24/2019 9:25:14 PM

Subject: B6 ifiles

Attachments: rpt_medical_record_preview smaller.pdf
Hi Jen

This was too large to upload

Thanks

Lisa

Lisa M. Freeman, DVM, PhD, DACVN

Board Certified Veterinary Nutritionist™
Professor

Cummings School of Veterinary Medicine
Friedman School of Nutrition Science and Policy
Tufts Clinical and Translational Science Institute
Tufts University

www.petfoodology.org

FDA-CVM-FOIA-2019-1704-007221
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From: Rotstein, David </O=EXCHANGELABS/OU=EXCHANGE ADMINISTRATIVE GROUP
(FYDIBOHF23SPDLT)/CN=RECIPIENTS/CN=0A3B17EBFCF14A6CB8E94F322906BADD-

DROTSTEI>

To: Carey, Lauren; Ceric, Olgica; Glover, Mark; Jones, Jennifer L; Nemser, Sarah; Palmer, Lee
Anne; Peloquin, Sarah; Queen, Jackie L; Rotstein, David

Sent: 3/27/2019 11:07:28 AM

Subject: DCM 3/27/2019 0630

Attachments: 4Health whitefish and potato dry: Lisa Freeman - EON-376448; 4Health whitefish and po_t_g_t_c_)_ _____

dry: L|sa Freeman - EON-383414; Acana Slngles Duck and Pear Formula Dry dog food:! B6 !

Rachel_ﬁa__y_g___c_:_m_c_:_ken and Veggles _______________ B6 i - EON-383378; Taste of the Wld High Pralrle
Puppy: _ B6 _ i- EON-383461; Taste of the Wild Venison & Legume diet:: B6 F
EON-383371

Note that 383371 is the PFR Lauren created for the reported that was submitted as a RFR (EON0383367)

4health (383414) is related to PFR 376448 (attached)

David Rotstein, DVM, MPVM, Dipl. ACVP
CVM Vet-LIRN Liaison

CVM OSC/DC/CERT

7519 Standish Place

240-506-6763 (BB)

“ m&% oy

This e-mail message is intended for the exclusive use of the recipient(s) named above. It may contain
information that is protected, privileged, or confidential, and it should not be disseminated, distributed, or copied
to persons not authorized to receive such information. If you are not the intended recipient, any dissemination,
distribution, or copying is strictly prohibited. If you think you received this e-mail message in error, please e-mail
the sender immediately at david.rotstein@fda.hhs.gov.

FDA-CVM-FOIA-2019-1704-007364
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Report Details - EON-383424
2064656

Adverse Event (a symptom, reaction or disease associated with the product)

ICSR:

Type Of Submission: Initial

Report Version: FPSR.FDA.PETF.V.V1
Type Of Report:

Reporting Type: Voluntary

Report Submission Date: 2019-03-26 15:39:34 EDT
Reporter is the Animal  Yes

Owner:

Reported Problem: Problem Description:

‘ Déte Probiem Stafted:

Concurrent Medical

grain free food and treats for years. Lots of peas ahd Iegumes Brands like Acana
Lamb and Pear, Wet Noses grain free peas;md .c:armts treats and later on NOW
_grain free large breed adult food, Ithought- B6 was doing great. sShe looked
50 healthy, but she developed enlarged he3ftahd died at only 8 years old.. My
sweet girl is now gone. About 8 months ago?, | learned of the FDA warning and
 added in grain inclusive food along with her grain free as well as cooked meat,

thinking this would help. So she was still on grain free 2/3rds with 1/31d grain

_listening to her heart, and she loved to run Those were all of my reasoning | did

_not fully believe the warning. Ihis disease can stay hidden. Her heart ,
compensated right up until the weekend of her death, when she did have
tachycardia the weekend of her death. 5o terrible that this food is still on the

,.n§i<._mtn.Lh!§_f_o_qc1.:._._.§§ ______ ¢._et..wa3' __________________ B6 __httpsi/www.
B | Her Emergency Vet was hitp:/Avww,
B6
03/16/2019

No

Problem:

Outcome to Date:

Date of Death:

Died Naturally

Product Information: Product Name:

Product Type:

Now Fresh Grain Free | arge Breed Adult Recipe Dry Dog food
Pet Food

Lot Number:

Package Type:
Package Size;

Possess Unopened

BAG

25 Pound

No

Product:

Possess Opened

No

Product:

Storage Conditions:

Product Use

Information:

Manufacturer Name:
IDistributor Information:

FOUO- For Official Use Only

In Bag in cool room

Description:  1his food was given 1o both of my dogs for about the last
vear | switched from Acana Duck and Pear to a larger size
grain free kibble for my large dog. Grain free kibble was fed
to my dogs for many years.

Perceived Probably related

Relatedness to
Adverse Event:

Type(s):

Address:

FDA-CVM-FOIA-2019-1704-007526



Contact: bphéne;é
web | B4
Address: |

Possess One or Yes

More Labels from
This Product:

Purchase Location
Information:

ProductName: @~ \Net Noses Grain Free pea and carrot dog treats Wet Noses Grain Free berry
Blast dog treats

Product Type: Pet Food

Lot Number:
Package Type: BOX
Package Size: 14 Ounce

Possess Unopened No
Product;

Possess Opened No
Product:

Storage Conditions; in a cookie type jar

Product Use | pescription: This is grain free dog treats given to both of my dogs for
Information.. == = manyvears It s not jUst one box [t reflects that they were
given grain free food and grain free freats for many years
which correlates to the FDA warning of Grain free food for
Perceived Definitely related
Relatedness to
Adverse Event:

Manufacturer
/Distributor Information:

Purchase Location
Information:

ProductName: @ Acana Singles Duck and Pear Formula Dry dog food
Product Type: Pet Food

Lot Number:
Package Type: BAG
Package Size: 25 Pound

Possess Unopened No
Product:

Possess Opened No
Product:

Storage Conditions: in bag stored in cold area

Product Use | pescription: Grain Free Food for Dogs. This is Grain free dog food type
Information:..  thatwas fed for many years to both of my dogs Solam
unable to give detalled dates. It is not a one bag of dog food
event sofrry.

Time Interval 5 Years
between Product

Use and Adverse
Event:

Product Use Yes
Stopped After the
Onset of the
Adverse Event:

Adverse Event No
Abate After
Product Stop:

FOUO- For Official Use Only 2
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Product Use No
Started Again:

Perceived Definitely related
Relatedness to
Adverse Event:

Manufacturer. Name: Champion Pet Foods
[Distributor Information:

Type(s): Manufacturer

Address: 11403-186 Street N
EDMONTON, AB T5S 2W6
Canada
Canada

Contact:

Possess One or Yes
More | abels from
This Product;

Purchase L ocation
Information:

Animal Information: Name: ; B6 i

Type Of Breed: Retriever - Labrador

Gender; Female
Reproductive Status: Neutered
Weight: 71 Pound

Age: 8 Years

Assessment of Prior Good
Health:

Number of Animals 2
Given the Product:

Number of Animals 2
Reacted:

Owner Information:

Healthcare Professional practice Name: | B6
Information: . : : : : '-----------------------------.,-.-_-.-_-.-_-.-_-.-_-.-_-.-_-.-_-.-_-.-_'._.' _______ R IR oI =

Email:i

Address: | B 6

United States

Type of Primary/regular veterinarian
Veterinarian:

Date First Seen: 01/09/2019

Permissionto Yes
Release Records
to EDA:

1

Practice Name: | B6 i

Contact: Name: '
Phone: B 6

Email: i

Add ress:f. '

. B6

T United States

FOUO- For Official Use Only 3
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Date First Seen: 03/16/2019

Permissionto Yes
Release Records
to FDA:

Sender Information: Name:

Addressf

B6

United States

Contact: pPhone:

- B6

Emaili

ek

Reporter Wants to No
Remain Anonymous:

Permission To Contact Yes
Sender:

Preferred Method Of Email
Contact:

Reported to Other Other
Parties: Store/Place of Purchase

Additional Documents:

FOUO- For Official Use Only 4
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Report Details - EON-383378
ICSR; 2064635

Type Of Submission: Initial

Report Version: FPSR.FDA.PETF.V.V1

Type Of Report:

Adverse Event (a symptom, reaction or disease associated with the product)

Reporting Type: Voluntary

Report Submission Date: 2019-03-26 10:33:23 EDT

Reported Problem: Problem Description:

Concurrent Medical

Date Problem Started:
Date of Recovery:

Outcome to Date:

. On 11/14/2018, presented to pcDVM for on/off limping with unknown frauma and
cardiomegaly was identified on the subsequent radiographs, as well as muffled
 heart sounds on auscultation: a cardiac consultation was recommended. At
consult, a Grade V/V| heart murmur was ausculted with significantly muffled heart
solnds on the left She was diagnosed with severe tricuspid valve dysplasia,
_severe fricuspid insufficiency. severe right heart volume load, severe enlargement
of the caudal vena cava and hepatic veins, and dilated, thin-walled,
hypocontractile left ventricle consistent with lefl-sided DCM. An ECG showed
_sinus rhythm conducted with first- degrea AV block and a Holter monitor was. .|
performed (normal). She was started on: i
oliowing & Tauime el baing Wi TmTITETIITIIIIIR .

11/14/2018

03/13/2019

No

Problem:

Better/Improved/Recovering

Product Information: Product Name:

Purchase Location

Animal Information: Name:

Type Of Spemes

Assessment of Prior

FOUO- For Official Use Only

Type Of Breed:
Gender;
Reproductive Status:
Weight:

Age:

Rachel Ray's Chicken and Veggies

Product Type: Pet Food
Lot Number:
Package Type: BAG
Purchase Date: 11/20/2018
Product Use Last Exposure 11/20/2018
Information: Date:
Product Use Yes
Stopped After the
Onset of the
Adverse Event:
Adverse Event Yes
Abate After
Product Stop:
Product Use No
Started Again:
Perceived Probably related
Relatedness to
Adverse Event:
Manufacturer

[Distributor Information:

Information:

Retriever - Labrador

Female

Neutered

25.2 Kilogram

2 Years

Good

Health:

FDA-CVM-FOIA-2019-1704-007535



Number of Animals 1
Given the Product:

Number of Animals 1
Reacted:

Owner Information: Owner

Information

Address

Healthcare Professional PpPractice Name:

provided:
Contact:

Yes

Name:
Phone

Email

B6

B6

United States

B6

Information: Contact:i Name:
Phone: B 6
Email:
Addressé B 6
“TURST States
Sender Information: Name:
Address:

United States

Contact: Phone:
Email
Permission To Contact Yes
Sender:

Preferred Method Of Email
Contact:

Reported to Other None
Parties:

Additional Documents:

B8

Description. TSUAFS,; " CTigTl

Attachment:

Type: Medical Records

B6

Yiedical Records.pdf

Communication, Labwork, Echo Reports, Holter monitor Report

FOUO- For Official Use Only
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Report Details - EON-383461
2064711

reaction or disease associated with the product)

ICSR:

Type Of Submission: Initial

Report Version: FPSR.FDA.PETF.V.V1
Type Of Report: Adverse Event (a symptom,
Reporting Type: Voluntary

Report Submission Date: 2019-03-27 01:41:45 EDT
Reporter is the Animal  Yes

Owner:

Reported Problem: Problem Description:

 Echocardiogram done by cardiologist 3/18/19 because of an enlarged heart found

on x-rays done at our regular vet's office. Diagnosis by the cardiologist ‘early
occult dilated cardiomyopathy, likely diet-related’ His "contractility is just below

_normal range and his left ventricle measures mildly dilated. His left atrium is

normal in size, therefore there is no concern for imminent heart failure. However,
Wwe recommend supplementing Taurine, switching to a non grain free diet and

~ medlcatlng w:th Velmedin far the next 3 months In 3 months tlme some

Date Problem Started:

Concurrent Medical
Problem:

Pre Existing Condltlons.

Outcome to Date:

BGE

03/11/2019

Yes

B6 a which it totally unrelated to his DCM. He

MWas heltersd 1729719 and started coughing and was thought to have Kennel
Cough - ongoing and getting worse so treated with antibiotics/cough tab. Did not
get better, so at next appointment x-rays were done which diagnosed him with
pneumonia possibly from aspirating during recovery from his neuter surgery. He
was found to have an extremely enlarged heart on the x-rays, so we were referred
to a cardiologist for an Echocardiogram, done on 3/18/19. If he hadn't got
pneumonia, we may not have found the DCM so quickly. SECOND DOG not
tested but considering it as he has eaten this same food for 2.5 years.

Stable

Product Information: Product Name:

Product Type:
Lot Number;

UPC:

' Package Typei
Package Size:
Purchase Date:
Number Purchased:

Possess Unopened
Product:

Possess Opened
Product:

Storage Conditions:

Product Use
Information:

FOUO- For Official Use Only

Taste of the Wild High Prairie Puppy
Pet Food

Lot Number: THP1207 0325 BOB 09.48
Expiration Date: 12/30/2019

7419861114

BAG

30 Pound

01/17/2019

1

No

Yes

Before opening - stored in basement until needed to be opened. After opening -
stored in air-tight dog food storage container.

Description: Fed dry as a meal 3-4 fimes a day.

First Exposure 01/23/2019
Date:

Last Exposure 03/11/2019
Date:

Time Interval 7 Months
between Product
Use and Adverse

Event:

Product Use Yes

1

FDA-CVM-FOIA-2019-1704-007567



Stopped After the
Onset of the
Adverse Event:

Adverse Event Unknown
Abate After
Product Stop:

Product Use No
Started Again:
Perceived Definitely related
Relatedness to
Adverse Event:

Other Foods or No

Products Given

to the Animal

During This Time

Period:
Manufacturer
[Distributor Information:

Purchase Location Name: Chewy com
Information: -
Address: United States
Animal Information: Name: ' B6 '

Type Of Species'{ Dog

Type Of Breed: Beagle

Gender: Male

Reprqdut;tive Status; Neutered
Weight: 14 Pound
Age: 9 Months

Assessment of Prior Good
Health:

Number of Animals 2
Given the Product:

Number of Animals 1
Reacted;

Owner Information:

Healthcare Professional  practice Name: B6 i
Information: :

Contact: Name:

» Phdne:é
Other Phone:

Email: |

Addressi

“United States

PRSI

Type of Primary/regular veterinarian
Veterinarian:

Date First Seen: 03/04/2019
Permissionto VYes
Release Records
to FDA:
Practice Name: | B6 i

R ;

Contact: \ame:

Phoneé
Other Phone:!
Email

FOUO- For Official Use Only 2
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http://Chewy.com

Sender Information:

Additional Documents:

Name:
Address:

Contact:

Permission To Contact
Sender;

Preferred Method Of
Contact;

Reported to Other
Parties:

Attachment: i

Description®

Type:

Address:

B6

United States

Type of Referred veterinarian

Veterinarian:

Date First Seen: 03/18/2019

Permission to Yes
Release Records
to FDA:

United States

B6

Phone:
Other Phone:
Email:
Yes
Email
None

................... -

Diagnosis and Assessment by the Cardiologist after performing an

é'Echocardiogram diagnosis 3-18-19.jpg

Echocardiogram o

Analysis

B6

FOUO- For Official Use Only
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Report Details - EON-383371
ICSR; 2064630

Type Of Submission: Initial

Report Version: FPSR.FDA.PETF.V.V1

Type Of Report: Adverse Event (a symptom, reaction or disease associated with the product)

Reporting Type: Voluntary

Report Submission Date: 2019-03-26 09:52:47 EDT

Reported Problem: Problem Description:  Originally submitted as RFR EON-383367 CVM resubmitting as PFR. The patient

has been eating a grain free diet. specifically the Taste of the \Wild Venison &
 Legume diet for years. He presented on 3/6/19 and the owner reported a mild

cough but he felt it was resolving and declined a work up at that time. He

presented again on 3/12/19 since the cough had not resolved and we started a
_work b of the patient that included thoracic radiographs [ he patient wasl/is in

congestive heart failure with an enlarged heart. The pet's breed is not a common

breed for DCM and with the dietary history of a high legume grain free diet | feel
that this Is dietary induced

Date Problem Started: 03/06/2019

Concurrent Medical Unknown
Problem:

Outcome to Date: Unknown

Product Information: Product Name:  Taste of the Wild Venison & | equme diet

Prodict Type: Pet Food

Lot Number:

Product Use
Information:

Manufacturer
/Distributor Information:

Purchase L ocation
Information:

Animal Information: Name:

Type Of Species: Dog
Type Of Breed: Unknown

Gender: Male

Reproductive Status: Unknown

Assessment of Prior Unknown

Health:
Number of Animals 1
Reacted:
Owner Information: Owner Yes
Information
provided:
Contact: Name:
Phone:é B 6

Email:i

Address: Unknown
Unknown

Unknown
United States

Healthcare Professional
Information:

Sender Information: Name: ... i
Address: | BG

FOUO- For Official Use Only 1
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B6

United States

Contact: Phone:

Email:g

B6

Reporter Wants to No
Remain Anonymous:

Permission To Contact Yes
Sender:

Preferred Method Of Email
Contact;

Additional Documents:

FOUO- For Official Use Only
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From: Burkholder, William </O=EXCHANGELABS/OU=EXCHANGE ADMINISTRATIVE GROUP
(FYDIBOHF23SPDLT)/CN=RECIPIENTS/CN=8D5FDAG60A4814BD290D84BD28A2A9292-

BBURKHOL>

To: Carey, Lauren; Stamper, Carmela; Rotstein, David; Queen, Jackie L; Jones, Jennifer L,
Atkinson, Krisztina Z; Palmer, Lee Anne

CcC: Norris, Anne; Glover, Mark; Conway, Charlotte

Sent: 6/7/2018 2:49:06 PM

Subject: Grain-Free Diet Effects

This is from Charlotte Conway who has contacts within the pet food formulation business:

!._f’_ln.follnw_-.Lm.IQ.Dr_._Er_ee.man_'s.ﬁr:tlclf_._l_.cmt.a_ca.LLfrmﬁ._._._._.BBﬁg ....... EJJoj_&.m.omj.ma._-._SQ_D.ass'LrJ.a_aLo.ma.hj.s_’rhmjﬂh’cs:_j:o.o_.t:n.uchi

i BS | Passing along because | said | would.”

Some things to think about.

Bill Burkholder

FDA-CVM-FOIA-2019-1704-007580



From: Jones, Jennifer L </o=ExchangelLabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=0f6ca12eaa9348959a4cbb1e829af244-Jennifer.Jo>

To: Norris, Anne; Rotstein, David; Palmer, Lee Anne; Carey, Lauren; Queen, Jackie L

CcC: DelLancey, Siobhan; 'Reimschuessel, Renate (Renate.Reimschuessel@fda.hhs.gov)'; Ceric,
Olgica; Nemser, Sarah

Sent: 4/24/2018 4:30:56 PM

Subject: RE: DCM/grain-free - checking in

Attachments: DCM Cluster-Cardio Experts-case summary-4.24.2018.doc; DCM-Case Report Analysis-

4.23.2018.xls; Tufts suspected diet dcm dogs 4-11-18 for fda.xls

JJ-| reviewed the list sent by Tufts and compiled it with the PFRs we’ve received for DCM.E B5

BS

| looked up the ingredients for each product listed and looked for common product commonalities.

BLUF: The most common ingredients were:
Flaxseed/Flaxseed oil
Peas/Pea fiber/Pea flour

On the phone call, one of the cardiologists mentioned a dog improved after Taurine supplementation and
changing to a mainstream brand (Purina) grain free food; Purina Grain Free True Instinct contains pea starch;
Flaxseed is a common ingredient to many other commonly brands that are not reporting DCM

Hypotheses if a pet food issue:

Jennifer Jones, DVM
Veterinary Medical Officer
Tel: 240-402-5421

W .S, FooD & DRUG

BN ST R AT W

From: Norris, Anne
Sent: Friday, April 20, 2018 12:53 PM
To: Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>; Rotstein, David <David.Rotstein@fda.hhs.gov>

FDA-CVM-FOIA-2019-1704-007581
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Cc: DelLancey, Siobhan <Siobhan.Delancey@fda.hhs.gov>
Subject: RE: DCM/grain-free - checking in

Agree wholeheartedly. Thanks for putting that call together, very interesting!

Anne

From: Jones, Jennifer L

Sent: Friday, April 20, 2018 12:42 PM

To: Norris, Anne <Anne.Norris@fda.hhs.gov>: Rotstein, David <David.Rotstein@fda.hhs.gov>
Cc: DelLancey, Siobhan <Siobhan.Delancey@fda.hhs.gov>

Subject: RE: DCM/grain-free - checking in

Anne and Siobhan,
Dave and | were talking after the call. We recommend B5

B5

" WHat 36 yoU ThinK?
Jen

Jennifer Jones, DVM
Veterinary Medical Officer
Tel: 240-402-5421

U.5. FOOD & DRUG ;;gfm

Al Tl 0T

From: Norris, Anne

Sent: Monday, April 16, 2018 11:07 AM

To: Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>; Rotstein, David <David.Rotstein@fda.hhs.gov>
Cc: Delancey, Siobhan <Siobhan.Delancey@fda.hhs.gov>

Subject: RE: DCM/grain-free - checking in

Following up on our discussion last week B5
‘ B5
i B5 Exploring alternatives, will keep you posted.

Thanks,

Anne

From: Jones, Jennifer L

Sent: Friday, April 13, 2018 6:37 AM

To: Norris, Anne <Anne.Norris@fda.hhs.gov>: Rotstein, David <David.Rotstein@fda.hhs.gov>
Cc: DelLancey, Siobhan <Sicbhan.Delancey@fda.hhs.gov>

Subject: RE: DCM/grain-free - checking in

Thanks, Anne. I'll be in the office until 9am, then I’'m on leave the rest of the day. | hope to catch you guys for a
chat before then.

Jennifer Jones, DVM
Veterinary Medical Officer
Tel: 240-402-5421

U.S. FOOD & DRUG w@w

il -+~

From: Norris, Anne
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Sent: Thursday, April 12, 2018 6:56 PM

To: Rotstein, David <David.Rotstein@fda.hhs.gov>; Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>
Cc: DelLancey, Siobhan <Sicbhan.Delancey@fda.hhs.gov>

Subject: Re: DCM/grain-free - checking in

Wow. What breeds? I'll send a cal invite for tomorrow AM to try to catch you while you're at Vet-LIRN
with Jen.

From: Rotstein, David <David.Rotstein@fda.hhs.gov>

Date: April 12, 2018 at 5:59:56 PM EDT

To: Norris, Anne <Anne.Norris@fda.hhs.gov>, Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>
Subject: Re: DCM/grain-free - checking in

Anne
I'll be available. I'll be with VetLIRN in the morning.

This sounds great-thanks for moving it forward. We got two new complaints (same submitter) today.

From: Norris, Anne <Anne.Norris@fda.hhs.gov>

Date: April 12, 2018 at 5:36:50 PM EDT

To: Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>, Rotstein, David <David.Rotstein@fda.hhs.gov>
Subject: DCM/grain-free - checking in

Hi Jen and Dave,

B5

' recently, | just talked with Dan McChesney for a while and he had a few ideas. If you have any avallablllty
tomorrow, perhaps we could discuss brlefly’? B5 i

Thanks,
Anne

Anne Norris
Health Communications Specialist

Strategic Communications & Public Engagement Team
Office of Foods and Veterinary Medicine

U.S. Food & Drug Administration

0:240-402-0132

M: 240-704-0579

Anne.Norris@fda.hhs.gov

U.S. FOOD & DRUG

fl <omimistration
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From: Freeman, Lisa <Lisa.Freeman@tufts.edu>

To: Jones, Jennifer L

Sent: 11/19/2018 10:03:04 PM

Subject: FW.: Taurine Result

Attachments: Stern Lab Taurine Recommendations.pdf; T_24730.pdf; T_24731.pdf; UCD Diet and DCM

Handout.pdf

Hi Jen _

Updates oni B6 tand B6
Thanks,

Lisa

Lisa M. Freeman, DVM, PhD, DACVN
Board Certified Veterinary Nutritionist'™
Professor

Cummings School of Veterinary Medicine
Friedman School of Nutrition Science and Policy
Tufts Clinical and Translational Science Institute
Tufts University

www. petfoodology.org

From: Tufts Veterinary Cardiology Service
Sent: Monday, November 19, 2018 2:42 PM
To: Freeman, Lisa <lisa.freeman/@tufts.edu>
Subject: FW: Taurine Result

Veterinary Cardiology Service
Tufts University Caummings School of Veterinary Medicine

Please note: This account is not monitored on weekends, holidays, or evenings (after Spm). Please allow 24 - 48 business hours for a
reply. For immediate service during business hours, please call the liaison office at 508-887-4696. If you need to speak with the
Emergency Service, please call 508-839-5395.

Foster Hospital for Small Animals
200 Westboro Road

North Grafton, MA 01536
http://www.tufts.edu/vet/
508.887.4696 phone
508.887.4363 fax

From: Amino Acid Lab <ucd.aminoacid.lab‘@ucdavis.edu>

Sent: Monday, November 19, 2018 2:39 PM

To: Clinical Pathology Lab <clinpath/a@tufts.edu>; Tufts Veterinary Cardiology Service <cardiovet/@tufts.edu>
Subject: Taurine Result

FDA-CVM-FOIA-2019-1704-007588
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Hello -
Thank you for using the Amino Acid Laboratory at UC Davis, School of Veterinary Medicine.

Please find attached the results for your patient. You will note that we are now using a new submission form. The
new form requests some additional information that may be useful in interpreting your results. Please note, with the
recent increase in the number of dogs screened for taurine deficiency, we are seeing some dogs with values within the
lower reference ranges (or above the “no known risk for deficiency range”) yet are still exhibiting changes in cardiac
function.

In addition to our new submission form, we have also attached 2 handouts developed by our cardiology service at UC
Davis for your information. The first is a general handout on dilated cardiomyopathy in dogs. The second is a
handout specifically focused on Golden Retrievers, a breed that has been over-represented in the association between
grain-free diet consumption and dilated cardiomyopathy.

We hope your clinic finds this information helpful. Veterinarians are always welcome to contact our laboratory for
assistance in evaluating your patient’s results.

Thank you -

The Amino Acid Laboratory
Department of Molecular Biosciences
School of Veterinary Medicine
University of California, Davis

Phone: 530-752-5058
Email: ucd.aminoacid.lab@ucdavis.edu
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mailto:ucd.aminoacid.lab@ucdavis.edu

S Foster Hospital for Small Animals
U m m | n g S 55 Willard Street
‘ ] North Grafton, MA 01536

Veterinary Medical Center (508) £39-5395

AT TUFTS UNIVERSITY
All Medical Records

Patient: B6
B6 Breed: kEnglish Bulldog Species: Canine

Client:
Address:

DOB: | B6 ; Sex: Female
(T e - (Spayed)

Home Phone: l ____________ B6

Referring Information

B6
Client:
Palt?:nt: B 6

Initial Complaint:
Emergency

SOAPText | __B6 ___9:31PM- B6 i

Subjective
NEW VISIT (ER)

Doctor: { B6 i

Student:L—-—

Referral visit? Yes
Diagnostics completed prior to visit--| B6

HISTORY:

Signalment: 8 yo SF English Bulldog

Current history:

Earlier this afternoon, found her laying and trembling with shallow and rapid breathing. Owner also noticed that she
had a hacking non productive cough. Has not appreciated it before today. Went to rDVM where radiographs were
performed. No history of heart or pulmonary disease. No recent vomiting or diarrhea. Has recently been doing well at
home with no concerns.

Prior medical history:_
Current medications:i _
Diet: Core Wellness, mix of wet and dry, grain free diet

Page 1/47
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Client:
Patient:

B6

B6

C/V: no murmur or arrythmia ausculated, difficult to appreciate over increased lung sounds, femoral pulses strong and

synchronous
ASSESSMENT:
Al: Dyspnea-- open for pnuemonia vs CHF vs non cardiogenic pulmonary edema vs other

PLAN:

Treatments:

B6

Diagnostics completed:

Page 2147
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Client:
Patient: B6

Chemistry

B6

Client communication:

Confirmed history with owner. Discussed that no apparent murmur and significant structural changes on TFAST, but
cannot rule out heart as underlying process. Also concern for pneumonia at this time. Recommended hospitalization
for supportive care, 02, diagnostics, cardio consultation and repeat imaging as indicated. O ok with plan.

SOAP Text Jan 16 2019 8:38AM '. B6 :

SIGNALMENT: 8yo FS English Bulldog

PRESENTING COMPLAINT: dyspnea

HISTORY: ey

Presented oﬁL____B__G___!after O found her laying and trembling with shallow and rapid breathing. Owner also noticed that
she had a hacking non productive cough. Has not appreciated it before today. Went to rDVM where radiographs were
performed. No history of heart or pulmonary disease. No recent vomiting or diarrhea. Has recently been doing well at
home with no concerns.

Prior medical historyii B6 otherwise healthy

RN~ A, SR e,

Current medications: f B6 bnce daily in PM, had tonight

Diet: Core Wellness, mix of wet and dry, grain free diet
On presentation, P was dyspneic and tachycardic. rDVM rads unable to be assessed as CHF vs. pneumonia, so placed in
02 on Unasyn overnight with bloodwork pulled for CBC/Chem and nt-proBNP. Minimal improvement overnight with

persistent tachycardia, but excellent appetite and good spirits.

SUBJECTIVE:

B6

C/V: tachycardic with no murmurs or arrhythmias on auscultation. fair pulse quality with pink injected mm and CRT

B6

Page 3/47
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Client: B 6

Patient:

RECTAL: NP

ASSESSMENT:
Al: Dyspnea-- open for pnuemonia vs CHF vs non cardiogenic pulmonary edema vs other

PLAN:

Diagnostics completed:

CXR: - Diffuse bronchial and interstitial pulmonary pattern may indicate concurrent chronic lower airway disease
(allergic, infectious, or parasitic) and interstitial lung disease. Airway sampling can be considered.

- Mild cardiomegaly and left atrial enlargement without evidence of decompensation. Echocardiography can be
considered (to evaluate mitral valve and to evaluate for pulmonary hypertension).

- Multifocal intervertebral disk disease and breed-associated vertebral anomalies.

- Moderate bilateral elbow and right stifle degenerative joint disease.

Diagnostics pending:

Deposit & estimate status BG

Resuscitation code (if admitting to ICU):‘E B6

B6 ! DVM (ECC Resident)
SOAP Text Jan 17 2019 7:43AM - Clinician, Unassigned FHSA

trembling with shallow and rapid breathing. Owner also noticed that she had a hacking non productive cough. Has not
appreciated it before. Went to rDVM where radiographs were performed. No history of heart or pulmonary disease. No
recent vomiting or diarrhea, hasbeen doing well at home with no concerns. Was on Core Wellness dry and wet grain

Page 4/47
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Client: B 6

Patient:

free diet.

On presentation to ER, P was dyspneic and tachycardic. rDVM rads unable to be assessed as CHF vs. pneumonia, so
lovernight with bloodwork pulled for CBC/Chem and nt-proBNP. Minimal improvement

assess due to dyspnea and conformation, but showed DCM and suspect CHF.

Overnight, P had normal vitals, with RR 24-36 with no to mild effort in O2 cage. Walked well outside of 02 cage, but at
3:45am after a walk was trembling and anxious in the cage, was given trazodone and calmed after. Excellent appetite

Subjective
BAR, euhydrated, MM pink moist, CRT <2

Objective

B6

'H/L: No murmur ausculted although very difficult auscultation due to the constant panting. No obvious arrhythmia
either. Jugular pulse bottom 1/3 of the neck. Femoral pulses strong and synchronized with heawrt beat. Normal BVS

=
B6

CXR: - Diffuse bronchial and interstitial pulmonary pattern may indicate concurrent chronic lower airway disease
(allergic, infectious, or parasitic) and interstitial lung disease. Airway sampling can be considered.

- Mild cardiomegaly and left atrial enlargement without evidence of decompensation. Echocardiography can be
considered (to evaluate mitral valve and to evaluate for pulmonary hypertension).

- Multifocal intervertebral disk disease and breed-associated vertebral anomalies.

- Moderate bilateral elbow and right stifle degenerative joint disease.

Cardio Consult: DCM, suspect early CHF - add pimobendan and Lasix g8

Diagnostics completed:

Diagnostics pending:
BNP

Page 5/47
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Client: B 6

Patient: i

Troponin
Taurine

Assessment (A)

Al: Dyspnea- suspect DCM and early CHF vs less likely pneumonia vs neoplasia

Plan (P)

SOAP completed by:E B6 V19

SOAP reviewed by:i B6 iDVM

Addendum: _
SOAP Text Jan 182019 7:28AM - B6

HISTORY:

trembling with shallow and rapid breathing. Owner also noticed that she had a hacking non productive cough. Has not
appreciated it before. Went to rDVM where radiographs were performed. No history of heart or pulmonary disease. No
recent vomiting or diarrhea, hasbeen doing well at home with no concerns. Was on Core Wellness dry and wet grain
free diet.

On presentation to ER, P was dyspneic and tachycardic. rDVM rads unable to be assessed as CHF vs. pneumonia, so
placed in 02 on Unasyn overnight with bloodwork pulled for CBC/Chem and nt-proBNP. Minimal improvement
overnight on 1/16 with persistent tachycardia, but excellent appetite and good spirits. Cardio consult was difficult to
assess due to dyspnea and conformation, but showed DCM and suspect CHF.

Since yesterday P has been out of oxygen, increased; | B6 o TID, and restarted. _B6 _ ‘Overnight, P had

normal vitals, with RR 28-32 with no effort, but panting earlier in the night. Walks well outside, and still has excellent
appetite.

Subjective

Page 6/47
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Client: B 6

Patient:

B6

H/L: No murmur ausculted although very difficult auscultation due to the constant panting. No obvious arrhythmia
either. Jugular pulse bottom 1/3 of the neck. Femoral pulses strong and synchronized with heart beat. Normal BVS
bilateral

CXR: - Diffuse bronchial and interstitial pulmonary pattern may indicate concurrent chronic lower airway disease
(allergic, infectious, or parasitic) and interstitial lung disease. Airway sampling can be considered.

- Mild cardiomegaly and left atrial enlargement without evidence of decompensation. Echocardiography can be
considered (to evaluate mitral valve and to evaluate for pulmonary hypertension).

- Multifocal intervertebral disk disease and breed-associated vertebral anomalies.

- Moderate bilateral elbow and right stifle degenerative joint disease.

Cardio Consult: DCM, suspect early CHF - addg B6 iq8

1/17

B6

Diagnostics pending:
Troponin
Taurine

Assessment !A!
Al: DCM and suspect early CHF vs less likely pneumonia

Plan (P)

Page 7147
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Client:
Palt?:nt: B 6

SOAP completed by:! B6 V19
SOAP reviewed by:i B6 i DVM
Addendum:

B6

" DISOSTtIoN KECommendations

Page /47
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Client:
Patient:

B6
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Client:
Paltei::rtlt: BG

Cumminas

Veterinary Medical Center

AT TUFTS UNIVERSITY

Foster Hospital for Small Animals

55 Willard Street

North Grafton, MA 01536

(508) 839-5395

Client: B6 Patient: B6

Veterinarian: Species:  |Canine

Patient ID: Breed: English Bulldog

Visit ID: Sex: Female (Spayed)

Lab Results Report fe  |BO Yol

CBC, Comprehensive, Sm Animal 36112 1:12 PM Accession ID: .BG

|'1'est [Results IReference Range ------ IUnits

WBC (ADVIA) 44-15.1 KAl

RBC(ADVIA) 58-85 ML

HGB(ADVIA) 13.3-205 g/dL

HCT(ADVIA) 39-55 %

MCV(ADVIA) 64.5-77.5 fL

MCH(ADVIA) 21.3-259 pg

MCHC(ADVIA) B6 31.9-343 g/dL,

RDW (ADVIA) 11.9-15.2

PLT(ADVIA) 173 - 486 K/l

MPV (ADVIA) 829-13.2 fl

PLTCRT 0.129 - 0.403 %

RETIC(ADVIA) 02-16 %

RETICS (ABS) ADVIA 14.7-1137 K/,

CBC, Comprehensive, Sm Animal | _B6__11:21:26 PM Accession ID{ B6_ |

|Test Results IReference Range IUnits

GLUCOSE 67 - 135 mg/dL

UREA 8 - 30 mg/dL

CREATININE 06-2 mg/dL

PHOSPHORUS B6 26-72 mg/dL

CALCIUM2 94-113 mg/dL

MAGNESIUM 2+ 1.8-3 mEqg/L
- 10/47 B6

stringsoft Printed Monday, February 25, 2019
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Client: B 6

Patient:
T. PROTEIN 55-78 g/dL
ALBUMIN 28-4 g/dL
GLOBULINS 23-42 g/dL
A/GRATIO 07-16
SODIUM 140 - 150 mEq/L
CHLORIDE 106 - 116 mEq/L
POTASSIUM 37-54 mEqg/L
tCO2 (BICARB) 14 -28 mEqg/L
AGAP 8-19
NA/K 29 -40
T BILIRUBIN 0.1-03 mg/dL
ALK PHOS 12 - 127 U/L
GGT 0-10 U/L
ALT 14 - 86 U/L
AST 9-54 U/L
CK 22 422 U/L
CHOLESTEROL 82 - 355 mg/dL
TRIGLYCERIDES 30 - 338 mg/dl
AMYLASE 409 - 1250 U/L
OSMOLALITY (CALCULATED) 291 - 315 mmol/L
COMMENTS (CHEMISTRY) 0-0

CBC, Comprehensive, Sm Animal

Test Results IReference Range IUnits
SEGS% 43 - 86 %
LYMPHS% 7-47 %
MONOS% 1-15 %
SEGS (AB)ADVIA 28-115 K/l
LYMPHS (ABS)ADVIA 1-4.8 KL
MONOS (ABS)ADVIA 0.1-15 Kl
WBC MORPHOLOGY 0-0

Occasional reactive lymphocytes

RBC MORPHOLOGY 0-0

POIKILOCYTOSIS 0-0

CBC, Comprehensive, Sm Animal

Accession ID:E-

|Test IResults IReference Range IUnits
S02% T 94 - 100 %
HCT (POC) 38 - 48 %
HB (POC) B6 12.6-16 g/dL
NA (POC) 140 - 154 mmol/L
K (POC) L 36-4.8 mmol/L
- 11/47 B6 i
stringsoft Printed Monday, February 25, 2019
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Client: i
Patient: ! B6
CLPOC) 109 - 120 mmol/l,
CA (ionized) 1.17-1.38 mmol/L
MG (POC) 0.1-0.4 mmol/L,
GLUCOSE (POC) 80 -120 mg/dL
LACTATE 0-2 mmol/L,
BUN (POC) 12-28 mg/dl,
CREAT (POC) 0.2 =21 mg/dL
TCO2 (POC) 0-0 mmol/L,
nCA 0-0 mmol/L,
MG 0-0 mmol/L
GAP 0-0 mmol/L,
CAMG B 6 0-0 mol/mol
BEecf 0-0 mmol/L
BEDb 0-0 mmol/L,
A 0-0 mmHg
NOVA SAMPLE 0-0
Fi02 0-0 %
PCO2 36 -44 mmHg
PO2 80 - 100 mmHg
PH 7.337 -7.467
PCO2 36 -44 mmHg
PO2 80 - 100 mmHg
HCO3 18 -24 mmol/L,
CBC, Comprehensive,Sm Animal | _B6__ |1:28:40 PM Accession ID:;_B6 |
|Test IResults IReference Range IUnits
TS (FOSA) 0-0 /dl
PCV #* B6 0-0 %
TS (FHSA) 0-0 g/dl
CBC, Comprehensive, Sm Animal | B6__1:43:18 PM Accession ID:| B6 |
|Test |Results IReference Range IUnits
GLUCOSE 67 - 135 mg/dL
UREA 8-30 me/dL
CREATININE 06-2 mg/dL
PHOSPHORUS 26-172 mg/dL
CALCIUM2 B6 94-113 mg/dL
T. PROTEIN 55-738 g/dL.
ALBUMIN 28-4 g/dL.
GLOBULINS 23-42 g/dL.
A/GRATIO 07-16
SODIUM 140 - 150 mEq/L
n 12/47 B6
stringsoft

Printed Monday, February 25, 2019
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Client:
Patient: B6

CHLORIDE 106 - 116 mEq/L
POTASSIUM 37-54 mEq/L
NA/K 29 -40
T BILIRUBIN 01-03 mg/dL
ALK PHOS B6 12.- 127 U/L
ALT 14 - 86 U/L
AST 9-54 U/L
CHOLESTEROL 82-355 mg/dL
OSMOLALITY (CALCULATED) 291 -315 mmol/L,
CBC, Comprehensive, Sm Animal | | B 6 ______ E3:44:46 PM Accession IDLBG
|Test Results IReference Range IUnits
TS (FHSA) 0-0 g/dl
PCV ** B6 0-0 %
TS (FHSA) 0-0 g/dl
CBC, Comprehensive, Sm Animal B694619 AM Accession ID: I_BG
|Test IResults IReference Range IUnits
GLUCOSE 67 - 135 mg/dL
UREA 8-30 mg/dL
CREATININE 06-2 mg/dL
PHOSPHORUS 26-172 mg/dL
CALCIUM2 94-113 mg/dL
T. PROTEIN 55-178 g/dL.
ALBUMIN 28-4 g/dL.
GLOBULINS 23-42 g/dL.
A/GRATIO 07-16
SODIUM B 6 140 - 150 mEqg/L
CHLORIDIL 106 - 116 mlig/L
POTASSIUM 37-54 mEq/L
NA/K 29-40
T BILIRUBIN 0.1-03 mg/dL
ALK PHOS 12 - 127 U/L
ALT 14 - 86 U/L
AST 9-54 U/L
CHOLESTEROL 82 -355 mg/dL
OSMOLALITY (CALCULATED) 291 -315 mmol/L,
COMMENTS (CHEMISTRY) 0-0
CBC, Comprehensive, Sm Animal Accession ID: ._BG
|Test Resulis IReference Range IUnits
TS (FHSA) 0-0 /dl
RPEV ** B6 0-0 "g/o

» 13/47 B6

stringso Printed Monday, February 25, 2019
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Client: B 6

Patient:

TS (FHSA) ' B6 ! 0-0 g/dl

- 14/47 g B6 i

SHrgset Printed Monday, February 25, 2019

Vitals Results

41:14 PM Heart Rate (/min)

41:15PM Respiratory Rate

41:16 PM Temperature (F)

:41:17 PM Weight (kg)

1:17:43 PM Heart Rate (/min)

1:17:51 PM Respiratory Rate

1:22:41 PM Notes

1:26:08 PM Fi02 (%)

:03.01 AM Respiratory Rate
2:54:19 AM Catheter Assessment
0:56:22 AM Heart Rate (/min)
2:56:33 AM F102 (%)

0:57:15 AM Respiratory Rate
»:.07:52 AM Respiratory Rate
7:34:37 AM Eliminations
/:35:59 AM Fi02 (%)

B 6 7:37:34 AM Temperature ()
/:37:44 AM Amount eaten
7:46:29 AM Respiratory Rate
7:46:58 AM Heart Rate (/min)
/:47:06 AM Catheter Assessment

:13:53 AM Weight (kg)

:14:50 AM Respiratory Rate

1:03:18 AM F102 (%)

1:03:33 AM Catheter Assessment

1:03:43 AM Heart Rate (/min)

1:.03:52 AM Respiratory Rate

2:50:07 PM Lasix treatment note

:10:13 PM Respiratory Rate

:10:22 PM Eliminations

:18:03 PM Cathcter Asscssment

:18:20 PM Fi02 (%)

:18:55PM Respiratory Rate

Page 14/47
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Client:

B6

Patient:

Vitals Results

"""""""""" 3:20:08 PM Heart Rate (/min)
4:46:44 PM Amount eaten
5:41:52 PM Respiratory Rate
7:04:34 PM Fi02 (%)
i7:04:58 PM Catheter Assessment
7:06:54 PM Heart Rate (/min)
i/:07:03 PM Temperature (F)
7:34:10 PM Weight (kg)
7:34:17 PM Eliminations
i/:45:53 PM Lasix treatment note
7:46:17 PM Respiratory Rate
8:55:18 PM Nursing note
8:55:56 PM Eliminations
9:53:33 PM Respiratory Rate
11:31:43 PM Catheter Assessment
11:32:37 PM Catheter Assessment
11:34:10 PM Heart Rate (/min)
11:34:31 PM Amount eaten
11:49:45 PM Fi02 (%)
11:49:58 PM Respiratory Rate

B 6 1:55:25 AM Respiratory Rate
3:35:30 AM Lasix treatment note
3:37:10 AM Catheter Assessment
3:45:10 AM Heart Rate (/min)
3:45:19 AM Eliminations
3:53:42 AM Fi02 (%)
3:53:53 AM Respiratory Rate
4:55:04 AM Nursing note
5:55:31 AM Respiratory Rate
5:11:40 AM Nursing note
i7:19:26 AM Respiratory Rate
7:19:52 AM Fi02 (%)
i7:20:14 AM Temperature (F)
i7:20:30 AM Heart Rate (/min)
7:20:46 AM Amount eaten
7:33:19 AM Weight (kg)
7:33:27 AM Eliminations
8:01:36 AM Catheter Assessment
9:32:45 AM Respiratory Rate
Page 15/47
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Client:

B6

Patient:
Vitals Results
___________________ 11:16:45 AM Fi02 (%)

12:41:34 PM Catheter Assessment
12:41:43 PM Respiratory Rate
12:42:33 PM Heart Rate (/min)
12:42:50 PM Lasix treatment note
1:52:56 PM Heart Rate (/min)
3:03:09 PM Fi02 (%)
3:03:22 PM Respiratory Rate
3:40:13 PM Respiratory Rate
3:55:45PM Eliminations
5:04:09 PM Respiratory Rate
5:40:13 PM Amount eaten
5:52:28 PM Eliminations
5:54:.07 PM Respiratory Rate
5:54:57 PM Heart Rate (/min)
5:55:05 PM Catheter Assessment
6:52:18 PM Respiratory Rate
7:17:27 PM Eliminations
7:45:11 PM Respiratory Rate
8:01:23 PM Lasix treatment note

B 6 8:17:14 PM Eliminations
8:54:56 PM Respiratory Rate
9:32:19 PM Heart Rate (/min)
9:32:26 PM Catheter Assessment
9:32:35PM Eliminations
9:43:25 PM Respiratory Rate
10:41:18 PM Respiratory Rate
11:18:27 PM Eliminations
11:18:49 PM Weight (kg)
11:42:42 PM Eliminations
11:53:16 PM Respiratory Rate
12:52:00 AM Respiratory Rate
1:22:40 AM Heart Rate (/min)
1:22:46 AM Catheter Assessment
1:45:25 AM Respiratory Rate
2:53:51 AM Respiratory Rate
3:34:16 AM Lasix treatment note
3:34:45 AM Respiratory Rate
3:43:47 AM Eliminations
4:50:44 AM Respiratory Rate
4:52:32 AM Nursing note
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Client:

B6

Patient:
Vitals Results
5:25:32 AM Catheter Assessment
5:27:43 AM Heart Rate (/min)
5:27:50 AM Respiratory Rate
5:28:01 AM Amount eaten
6:42:00 AM Respiratory Rate
7:25:45 AM Respiratory Rate
7:26:00 AM Weight (kg)
7:26:12 AM Eliminations
8:56:03 AM Respiratory Rate
9:47:19 AM Respiratory Rate
B 6 9:50:04 AM Catheter Assessment
9:50:22 AM Heart Rate (/min)
11:05:09 AM Respiratory Rate
12:00:28 PM Respiratory Rate
12:00:44 PM Eliminations
12:05:36 PM Lasix treatment note
12:55:52 PM Respiratory Rate
1:55:49 PM Respiratory Rate
3:12:43 PM Respiratory Rate
3:17:41 PM Eliminations
4:02:34 PM Respiratory Rate
Patient History
"""""""""" 506:41 PM Vitals
06:41 PM Vitals
06:41 PM Vitals
06:41 PM Vitals
07:50 PM UserForm
09:52 PM UserForm
11:17 PM Treatment
11:17 PM Vitals
B 6 11:17PM Tr.eatment
11:17 PM Vitals
11:19 PM Treatment
11:21 PM Purchase
11:21 PM Purchase
11:21 PM Purchase
11:21 PM Purchase
11:21 PM Purchase
11:22 PM Purchase
11:22 PM Purchase
11:22 PM Vitals
Page 17/47
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Client:

B6

Patient:

Patient History
11:22 PM Purchase
11:22 PM Purchase
11:25 PM Treatment
11:26 PM Treatment
11:26 PM Vitals
11:26 PM Treatment
11:28 PM Labwork
12:50 AM Treatment
12:53 AM Treatment
01:03 AM Treatment
01:03 AM Vitals
02:54 AM Treatment
02:54 AM Treatment
02:54 AM Vitals
02:56 AM Treatment
02:56 AM Vitals
02:56 AM Treatment
02:56 AM Vitals
02:57 AM Treatment
02:57 AM Vitals

B 6 05:07 AM Treatment
05:07 AM Vitals
07:34 AM Treatment
07:34 AM Treatment
07:34 AM Vitals
07:35 AM Treatment
07:35 AM Vitals
07:37 AM Treatment
07:37 AM Vitals
07:37 AM Treatment
07:37 AM Vitals
07:46 AM Treatment
07:46 AM Vitals
07:46 AM Treatment
07:46 AM Vitals
07:47 AM Treatment
07:47 AM Vitals
08:13 AM UserForm
08:19 AM Purchase
08:32 AM UserForm
08:39 AM Treatment

Page
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Client: B 6

Patient:
Patient History

08:45 AM Prescription
08:48 AM Prescription
09:13 AM Treatment
09:13 AM Vitals
09:14 AM Treatment
09:14 AM Vitals
09:34 AM Purchase
09:35 AM Treatment
11:03 AM Treatment
11:03 AM Vitals
11:.03 AM Treatment
11:03 AM Treatment
11:03 AM Vitals
11:03 AM Treatment
11:03 AM Vitals
11:03 AM Treatment
11:03 AM Vitals
11:.05 AM Purchase
11:39 AM Treatment
11:41 AM Treatment
12:50 PM Vitals

B 6 12:52 PM Treatment
12:54 PM Prescription
01:01 PM Deleted Reason
01:10 PM Treatment
01:10 PM Vitals
01:10 PM Treatment
01:10 PM Vitals
01:10 PM Treatment
03:14 PM Treatment
03:17 PM Treatment
03:18 PM Treatment
03:18 PM Vitals
03:18 PM Treatment
03:18 PM Vitals
03:18 PM Treatment
03:18 PM Vitals
03:20 PM Treatment
03:20 PM Vitals
04:14 PM UserForm
04:46 PM Treatment
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Client:

B6

Patient:
Patient History
4:46 PM Vitals
5:14 PM Deleted Reason
5:14 PM Deleted Reason
5:15PM Purchase
515PM Purchase
5:41 PM Treatment
5:41 PM Vitals
7:04 PM Treatment
7:04 PM Vitals
7:04 PM Treatment
7:04 PM Treatment
7:04 PM Vitals
7:06 PM Treatment
7:06 PM Vitals
7:07 PM Treatment
7:07 PM Vitals
7:34 PM Treatment
7:34 PM Vitals
7:34 PM Treatment
7:34 PM Vitals
7:45 PM Vitals
B 6 7:46 PM Treatment
7:46 PM Treatment
7:46 PM Vitals
831 PM Treatment
8:55 PM Vitals
8:55PM Vitals
9:53 PM Treatment
9:53 PM Vitals
11:.07 PM Purchase
11:07 PM Purchase
11:21 PM Treatment
11:31 PM Treatment
11:31 PM Vitals
11:32 PM Treatment
11:32 PM Vitals
11:34 PM Treatment
11:34 PM Treatment
11:34 PM Vitals
11:34 PM Treatment
11:34 PM Vitals
11:49 PM Treatment
11:49 PM Treatment
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Client: i
Patient: B 6
Patient History

11:49 PM Vitals
11:49 PM Treatment
11:49 PM Vitals
01:55 AM Treatment
01:55 AM Vitals
03:05 AM Treatment
03:35 AM Vitals
03:37 AM Treatment
03:37 AM Treatment
03:37 AM Vitals
03:45 AM Treatment
03:45 AM Vitals
03:45 AM Treatment
03:45 AM Vitals
03:45 AM Vitals
03:45 AM Vitals
03:53 AM Treatment
03:53 AM Vitals
03:53 AM Treatment
03:53 AM Vitals
04:50 AM Treatment
04:55 AM Treatment
04:55 AM Vitals

B 6 05:55 AM Treatment
05:55 AM Vitals
06:03 AM Treatment
06:11 AM Vitals
07:19 AM Treatment
07:19 AM Vitals
07:19 AM Treatment
07:19 AM Vitals
07:20 AM Treatment
07:20 AM Treatment
07:20 AM Vitals
07:20 AM Treatment
07:20 AM Vitals
07:20 AM Treatment
07:20 AM Vitals
07:33 AM Treatment
07:33 AM Vitals
07:33 AM Treatment
07:33 AM Vitals
08:01 AM Treatment
08:01 AM Vitals
08:01 AM Treatment
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Client:

B6

Patient:
Patient History

08:46 AM Purchase
09:32 AM Treatment
09:32 AM Vitals
09:46 AM Purchase
10:50 AM Purchase
10:51 AM Treatment ]
11:05 AM Purchase
11:16 AM Treatment |
11:16 AM Vitals
12:41 PM Treatment
12:41 PM Vitals
12:41 PM Treatment
12:41 PM Vitals
12:42 PM Treatment
12:42 PM Vitals
12:42 PM Vitals
12:43 PM Treatment
12:46 PM Treatment
01:43 PM Purchase
01:52 PM Treatment
01:52 PM Vitals
03:03 PM Treatment

B 6 03:03 PM Vitals
03:03 PM Treatment
03:03 PM Vitals
03:40 PM Vitals
03:46 PM Labwork
03:50 PM Treatment
03:53 PM Prescription
03:55 PM Treatment
03:55 PM Vitals
05:04 PM Treatment
05:04 PM Vitals
05:09 PM Treatment
05:09 PM Treatment
05:40 PM Treatment
05:40 PM Vitals
05:52 PM Vitals
05:54 PM Treatment
05:54 PM Vitals
05:54 PM Treatment
05:54 PM Vitals
05:55 PM Treatment
05:55 PM Vitals
06:48 PM Prescription
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Client:
Patient: B 6
Patient History

06:52 PM Treatment
06:52 PM Vitals
06:52 PM Treatment
07:17 PM Vitals
07:27 PM Treatment
07:45 PM Treatment
07:45 PM Vitals
08:01 PM Vitals
08:01 PM Treatment
08:17 PM Vitals
08:27 PM Treatment
08:54 PM Treatment
08:54 PM Vitals
09:13 PM Treatment
09:32 PM Treatment
09:32 PM Vitals
09:32 PM Treatment
09:32 PM Vitals
09:32 PM Vitals
09:43 PM Treatment
09:43 PM Vitals
10:41 PM Treatment

B 6 10:41 PM Vitals
11:07 PM Purchase
11:07 PM Purchase
11:18 PM Treatment
11:18 PM Vitals
11:18 PM Vitals
11:42 PM Vitals
11:53 PM Treatment
11:53 PM Vitals
12:52 AM Treatment
12:52 AM Vitals
01:21 AM Treatment
01:22 AM Treatment
01:22 AM Vitals
01:22 AM Treatment
01:22 AM Vitals
01:45 AM Treatment
01:45 AM Vitals
02:53 AM Treatment
02:53 AM Vitals
03:34 AM Vitals
03:34 AM Treatment
03:34 AM Treatment
03:34 AM Vitals
03:34 AM Treatment
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Client:

B6

Patient:
Patient History
3:35 AM Treatment
3:43 AM Treatment
3:43 AM Vitals
4:50 AM Treatment
4:50 AM Vitals
4:52 AM Vitals
5:25 AM Treatment
5:25 AM Vitals
525 AM Treatment
527 AM Treatment
527 AM Vitals
5:27 AM Treatment
5:27 AM Vitals
528 AM Treatment
5:28 AM Vitals
6:41 AM Treatment
6:42 AM Vitals
7:25 AM Treatment
7:25 AM Vitals
7:26 AM Treatment
7:26 AM Vitals
7:26 AM Treatment
B 6 7.26 AM Vitals
7:26 AM Vitals
8:56 AM Treatment
8:56 AM Vitals
9:31 AM UserForm
9:39 AM Purchase
9:47 AM Treatment
9:47 AM Vitals
9:50 AM Treatment
9:50 AM Vitals
9:50 AM Treatment
9:50 AM Vitals
9:50 AM Treatment
10:21 AM Labwork
11:05 AM Purchase
11:.05 AM Treatment
11:05 AM Vitals
11:25 AM Treatment
11:25 AM Treatment
11:48 AM Purchase
11:48 AM Treatment
12:00 PM Treatment
12:00 PM Vitals
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Client:

B6

Patient:
Patient History

2:00 PM Treatment
2:00 PM Vitals
2:05PM Vitals
2:05 PM Treatment
2:55PM Treatment
2:55PM Vitals
1:01 PM Treatment
1:55 PM Treatment
1:55 PM Vitals
3:.12 PM Treatment
3:12PM Vitals

B 6 3:17 PM Treatment
3:17 PM Treatment
3:17PM Vitals
3:55PM Prescription
3:56 PM Prescription
4.02 PM Treatment
4:02 PM Vitals
4:02 PM Prescription
4:.03 PM Prescription
4:20 PM Purchase
2:52 PM Appointment
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Cummings B6

\eterinary Medical Center -

AT TUFTS UNIVERSITY B6

STANDARD CONSENT FORM

| am the owner, or agenit forthe owner, of the above destribed animal and have the autharity o eeoute oonsent. |
herely authiize the Cummings Schiool of Velerinary Medicdne at Tults University (hevein after Cummings Schinol) to
prearibe iortreaiment of said animal acmoding 1o the following temms and onditions.

Currmmingrs School and iis officers, agents and employess will provide such velerinary medical care as they deem
reasmnable and appropeiate under the cimuamstanoes.

Curmrmmingrs School and iis officers, agents, and employess will use all reasonable careinthetreabment of the abowe
mertioned animal, but will not be liable for any loss or accident that may ooour or any disease that may develop as a
result ofthe care and treatment provided

| understand that the above ideni ied animal may be treated by Gummings School shudents underthe-supenvision and
assistance of Cummings Sdwool saff membars.

nmmmsmlmmummmmmamwﬁhﬁdmm
been explained o me. | undersiand said explanation, and | consent to treatment Ehl.idawaditnldtlmirrﬂiscr
diaonostics be required during the continued care of my animal, | understand that | wﬂlhegimﬂﬁeq]n'tuiwm
disorss and consent 1o these additional procedures. | understand that further or additional treabment may berequired
withumt an opporunity for discussion and consideration by me, inthecaseof thedeselopment of any lile-threatening
emergeny during the oontinued cre of my animal and | expressly consant to all such reasonahle treatiment as
requied. | realie and understand that results carnot be maranteed.

if ary eqpipment &5 ket with theanimal, it will be aoepted with the understanding that Cummingss Schonl asaumes no
responsbility for any loss of eqpipment that may ocor.

| agreeto pidk up the animal whennotified that it s ready for release

in the evenit the animal & not picked up, and iTten {10) days have expired since aregstaad leter was sent o the
address given above, notifying me to call for the animal, the animal may be sold ar otharwise disposal of ina humane
marmer and theproceads applied o the dvarges. inoumed in aeing and treating theanimal.  Falhere o remove said
anamal will not and does not relieve me from ablisation for the oosts of services rendered.

| hereby grant o the Cummings Sdhool of Velerinary Medicine at Tulls University, its officers and employess
{oollectively refamed to herein as Cummings School), and s agents and assigns {the Graniees) the imevoable nghts o
phoingraph / videniape the operation or proechre to be performed, inchading appropriaie and otherwise use such
pholgraphs and mages for, and in cormection with, a Grantess medical, soertific, educational, and publicity
purposss, by anvy means, methods and media {print and elecinonic) nowknown ar, inthe ubre, devdoped that the
Grantee deerms appropeiate {provided that sudh photmoraphs and images may not bevsed in So-prolit oommencials,
uniess such commerdals are publicizng educational proorams at Cummings Schooll. As medical and surpical trealment
necesiaies the removal of tisae, cells, Thids or body parts of my animal, | authiorize the Grankees o dispose of oruse
these tissues, cells, fhids or body parts for sciantific and educational puorposes.
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| understand that a ANANCE CHARGE will be applied o all acomurds unpaid after 30 days. The FINANCE CHARGE &

campuizd ona manthly rate of 1.33% par maonth, which 5 an annual parcentage rate of 16% applied to the average
dhily balance oulstanding, with a mindmum fee of S50,

| do hather agee that should avwy payment, or the full amment of the sum stated above, become ovenduemone than 20
days from the abowve-agread upon time of payment ar paymanits, the endire babnee shall be onsidered indefalt and
become due and payable. 1 iurther apree to be responsibie for amy or all colledtion agency andfor attormey fees
necessary o colledt the fulll asnoant

| do hxther agree to comply with hours of visitation in confunction with: our Hospitals polioy.

| have read, understand, and agree o accept the terms and oonditions herein

Ownar's name B6 pat B6

Owmier's address:! B6 ’

B6 .=
bate | V" I\\_’

i the indiridal adentting the aninal & sosneone other than the lepal owner,
please comnpllele the portion below

The owner of the animal, B6 ' has granted me autharity 1o obtain medical freatmernt and 1o bind this
owner to pay the weterinary medical services provided at Gummings Schiool pursuant inthetams and conditions
desaribed above

Auttuwized Ageri - Please Print Ager’s Spnahuare
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[ ]
Foster Hospital for Small Animals
U m m I " g S‘ 55 Willard Street

Morth Grafton WM& 01536

Veterinary Medical C20ler 1o tment Plank S0 e

Estimated Charges

TTBe
This estimale & based upon OUF Preliminary SXaminalion. This & an estimate and & nol the finad bl Every effort will be made 1o keep you nformed
of the current status of your bill throughout your amimals hospiaization. The final fee may vary considerably from this estimated cost

T B6 |F_'slima!e to include hospitalization, supporive
care, bloodwork, imaging, cardiology consultabon
a5 indicated, medications, and other treatments
or diagnostics as wamanbsd

e PSR e = LF 4

lunderstand thatno guarantee of successfultreatment is made. | certify that | have read and fully High Total

understand the authorization for medical and/or surgical tresiment, the reasion fior wiy such madical

andior surgicsl treatmentis considered necessary, a5 well & is advartages and possible Low Total B 6
complications, ifany. | also assume financial res ponsibility for all charges incurmed io this pabeniiz). | TE% Depost

agreeto pay 75% ofthe estimated cost atthe time ofadmission. Additional deposits will be required if

additional care or proceduras are required. |further agree to pay the balance of iwe charges whan this
patient(s) is resased

Procedural billing isinclusive up fo andincluding the estimatsd duralion ofhospitakzabon. Thens wil
be additional expensesifhospitalization extersds beyond the specifisd duraion.

| have read understand, and agreeto acceptthe conditions of this treatmant plan

Thank you for enirusting us with your pefs care

Page 11 i B6 i
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Foster Hospital for Small Animals

Lummings .

Telephone (S0R) 8395395

\leterinary Medical Center e sy

AT TUFTS UNIVERSITY

Radiology Reguest & Report
Palient Owmer
Mamer B6 INamne: B6 Patiemt B B6
Spedes Canine Adidress: B 6 Dateofrequest: _ B6 |
Brown/White Female {Spayed)
EnglchBuldog ...B6__
Bithde:, B6 |
Mtcnfing Chricir. _[B6 DV (Emergency & Critial CareResident) Studers:
Date of exam:: B6
Patient Location: Ward/Cage: I1CU 02 Weight {kg} 19.80
Sedotion
[ Inpatient [ paG
] Outpatient Time: [ osaG
[ waiting ] 172 dose OBAG
[ Emergency Butorphanol

] Anesthesia to sedatefanecthetize
Examination Desiredt 3-view thorax {prioritze YD/DV and L kat}

Presenting Complairt and Clnical Quecions you wish o ancwer:
Emernpency

Pertinent History-
aoute onget dyspnea, no known hx - pnesmonia vs CHF

Frudings
THORAX, THREE VIEWS:

The cardiac silhouette is mildly enlarged, characterized by inoeased height on the lateral view, with mild
dorsal displacement of the carina. There is mild left atrial enlarpement_ The pulmonary vessels ae
normal. There is a patchy mterstitial pattern throughout the pulmonary parenchwma with cormesponding
bluring of vessel margins. There is multifocally ncreased conspicuity of the bronchi, most apparent n
the right cranial and middle lung lobes. The pleural space is normal The mediastinum is widened and
fat-filled consistent with breed_ The included abdomen is unremarkable. There is multifocal
intervertebral disk space namowing with endplate sclerosis, multifocal vertelral anomalies, ventral
spondylosic deformans. There is moderate bilsteral elbow and right stifle degeneratve joint disease.
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Condusions

- Diffuse bronchial and interstitial pulmonary pattern may indicate conosrent chronic lower arway
dizease {allergic, nfectious, or parasitic} and interstitial ung disease. Airway sampling can be
considered.

- Mild cardiomegaly and left atrial enlargement without evidence of decompensation. Echocardiography
can be considered {to evaluate mitral valve and to evaluate for pulmonary hypertension}.

- Multifocal mtervertebral disk disease and breed-associated vertebral anomalies.

- Moderate bilateral elbow and right stifle degenerative jont disease.

Primary:i B6 VM
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’ ' ‘ Foster Hospital for Small Animals
| 55 Willand Street
A North Grafton, MA 01536
Te lephone {S08) 8395395

\leterinary Medical Center ree

AT TUFTS UNIVERSITY 4

Discharge Instructions

Owmey :
Mamne=: B6 Mamne- B6 Patietl: B6
Address

BrownyWhite Female{(Spayed) English B6

B6

B6

Diapnoses: Dilated candiomyopaihy {DOM) with congestive heart faihre

Diapnostic test resulls: and findings:
o (hest radingraph peray) indings: Theheart & enlarged and therewas sauspected faaid inthe ungs
0 Edhocardingrasn finding=- All chambers of the heart are enlarped  and there & deoeased condractile unction
o EOG mling= The BCG showed a nomal sias riwtim
o Labwork nding= The kidney vahues are nonmal, bt an indicabor of heart damane was elevatad {N-proBNP)

{'mem ___________

.................................
o St

oo i lanre and oiant beeed dogs and s dharaderized by thinning of the walls of the heart, redhned candiacpomp
mnction, and enlarpement of the upper chambers of the heart. Many dings with DOM will also have sionificant asmhythmias
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which can be life-threatening and also require medical managemenit. The heart enlangemenst has now progressed to the
point of congest ve heart lailure, meaning that Thad isl:n:l:i'lgmituth:hngs:rhelly. lkirhrntelyﬂis is a progressive

mmmmmmstmmmmmmm au:lﬂem'nirtdmbmsuu:llﬂ'ln'm?.

Monioring at homne
o Wewould lie you to monitor your dog's breathing rate and effort at home, ideally during sleep or at a timeofrest
The doses of dnues will be adjusted based onthe breathing rabeand effort
o  In general, most dogs with heart falhre that is well condrolled have a breathing rate at rest of less than 35 0 40
breaths per minuie. inaddition, the beeathing eflort, noted by the amount of belly wall motion used for each
I:mﬂth, ls[alhrmnrml ifheart faihre s codmolled

tiﬂ“mllyhrmﬂwglsrumaﬂqwﬂunzl}ﬂ]mntaahgmgeﬂm ________ B6 i'tlmwennrrrrnﬂ
that a rechedk examn be scheduled andfor that your dog be evahsted by an emengency dinic.

0 There are nstnuctions for moniboring breathing, and a formto help keep track of breathing rate and drug doses, on
the Tults HeartSmart web site fhitipyfvel hufis eduyheartsmart fal-home- moniboring ).

O Wealso want you tnwatdh for wealness or collapse, a reduction in appetite, waorsening cough, or distention of the
belly as these findings ndiatethat weshould do a recheck examinat ion

O Fyouhave aw concarms, please call or have your dog evahated by a velarinarian. Our emengency clinic is open 24
hours/day.

Recosmnended Medications

B6

NEXT DOSE DUE: Tonight with dinner
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B6

Diet suppesions:

Daogs with heart faire acosmulatemore fiuid intheir body iTthey eat lange amounts of sodaum {sait}. Sodum canbe found
inall foods, but some foods are lower in sodium than others. Many pet treals, people foods, and supplements vsed o oive
pills often have more sodium than is desiable- a sheet that has saupmestions for low sodium treats @n be found onthe
HeartSmart web site {(hitipy feet tufis_edufheartamant fdiet /)

Your dog's usual diet may also havemore sodaum than recommendad - we want her o continue to aat her normal diet for
the first 71o 14 days 50 we can make sure she is inlerating medications well, bt alter that time we would reocommend
slowly Iimducing one of the lower sndm diets onthe HeartSmart st [259% of thenew diet and 75% old diet or 23 days,
then 3050, el ). Hopefully you can find a diet onthe Iist that your dog likes to eat

The ADA 5 asrently westizating an apparent association betwesn diet and DO The exact cause is still unclear, but it
qpmsmmmmiwmmmdﬂsaﬂﬂmemmm&thwmmm“n

mtmﬂanaqmtu:lgtaiﬂusu:haskmﬁlmdlk, larmib, venison, lerils, peas, beans, bulfalo, tapioca, barley, and
chidqweas.

The DA ssued a statement regarding this e

(it Aararar. Tk mowf Animalvet erinany/ NewsPverd SOUMWUDpdal eg/uomiil 3305.0im) and a recent: article pulblished by Dr
Lisa Fressman onthe Curmmings Schools Petioodology biog can further explain these find ings

(et At it o tufis_edh/200 8/06 F 2 bnolen- heart-ridk-of heart disease-in-houtious - or-grain-iree- dicts-and esantic-ingr

Our uritionists have compiled a lstof dog foods that are good options fordogs with heart disease:

Dy Food Oplions:

Roval Canin Early Candiac {veterinany diet)

Royal Canin Boear

Purina Pro Plan Adult Weish Managemendt

Purina Pro Plan Bright Mind Adult Smal Breed Formada

Carmed Food Oplions:

Hill"s Science Diet Adult Beef and Barley Enlree

Hill's Scene Diet Adult 1-6 Healthy Cuisine Roasted Chidcen, Camot, and Spinach Stew
Roval Canin Mahure 8+

i your dog has spedal nuiritional needs or requires a homecooked diet, we recommend you schadule an appoiniment with

Beerise Recosmnendations
Furﬂuaiist?tulﬂ days after starting rruﬁ:ati:m‘ﬁ:rlm’t ﬁhemmnﬂﬂmlhﬂrdm Leash walking only

aEaliﬂsed in the fubure. Repetitive or strenumus high eneney aciivities (repetitive ball dhasing, unning fast ofHeash, efc)
are generally not advised at this stage ofheart ke

Recheck Vst

Arecheck visit & recommendad in1-2 weeks aftar any medication adpstments are made Al this visit we will dhack ymr
dog's breathang effort and heart nction, doa biood test 1o redheck kidney vahoes, and probably rechedk a blood presasre.
A recheck edhocandiogram & recommended in 24 months

(OB} I8 74696 or exnail mmm.ﬂhirﬂmjllg aﬂmmﬂgartmﬁtnﬁtrm
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Sincerely,
] B6

Please visit our HeartSmart wehsite for more rdomation
Inttpc/fwet s echyheartamar sy

Presorpdion Befill D clokore
For the sofely ond well-be ing of our palients, your pei mast ene vod on exominoiion by ene of our vel erinorions within the post
yeor in order io obioin presorplion mediestions.

Ondering Food:

Pleose ohveck with your primovy velerimoran o purdow the recommended diels). i you wish In perechose your food from s,
pleose coll 7-10 doys i odvence [S08-887-96249) o cnsure Hthe food i in shock. Alermol el velerimory dicls con be ondered from
online retoders with o presoription/ve terinory opprenl.

il Trinks:
Chniced triols ore studies inwhich ourvelerinary dociors werk with you ond your pet In invesligole o sprefie dscose prooess or g
promising new iest orirealment. Pleose see oo welsite: vet hufls edu/evineioliniesl- sihudbes

Cas= B6 | Owner: B6 Discharge Indructions

FDA-CVM-FOIA-2019-1704-007663


http://vet.tufts.edu/heartsmart/
http://vet.tufts.edu/cvmc/clinical-studies

Foster Hospital for Small Animals

Lummings .

Telephone (S0R) 8395395

\leterinary Medical Center e sy

AT TUFTS UNIVERSITY

Radiology Reguest & Report
L L OMY e
Mame B6 | Mame B6 Patient W) _B6__
Spedes Canine Adkdiress; B 6 Date of request= 1/18/2019
Brown/White Female {Spayed)
EnglshBulldos B6
Brthdate:;  B6 000 7
Attending Clniriaer B6 DUM (Resident, Candiology) Stsdent: B6
Date of exam- 113/19
Patient Location: Ward/Cage: Cardio, ICU Weight (k) 19.60
Sedotion
[ Inpatient [ paG
] Outpatient Time: [ osaG
[ waiting ] 172 dose OBAG
[ Emergency ] DexDomitor/Butorphanol

[ Anesthesia to sedatefanecthetize

Examination Desired: 2 view CXR- DV and R lateral
**TECHS TO HANDLE ONLY**- be careful due to dyspnea, do not stress further if dyspneic

PFresenting Complaint and Clinical Cheestions you wish i answer
Redchedk rads for CHF before discharge
Pertinent History:

The cardiac silhouette is similarly mildly enlarged, characterized by increased height on the lateral view,
with mild dorsal displacement of the carina. There is similar to mildly improved left atrial enlargement.
The pulmonary vessels remain normal. The previously desribed diffuse patchy interstitial pattern is
impmved but not completely resnved and the brondhial component of the pulmonary pattern is no longer
appreciated_

The pleural space is again normal. The mediastinum is widened and fatfilled consistent with breed. The
inchuded abdomen is unremarkah le. There is multfocal intervert ebral disk space namowing with endplate
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sclerosis, multifocal vertebral anomalies, veniral spondylosis deformans. There is unchanged moderate
bilateral elbow and right stifle degenerative joint disease.

Condusions

- Improving interstitial pulmonary pattern is consistent with regponse to medical management.
- Unchanged mild cardiomegaly and similar to mildy improved left airial enlagement.

- Unchanged multifocal intervertebral disk disease and breed-as=ociated vertebral anomalies.
- Unchannged moderate bilsteral elbow degenerat ive jont disease_

________________________________

Reported: 1/18/19
Finalized:
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Cummings

Veterinary Medical Center

AT TUFTS UNIVERSITY
Cardiclogy Liabon: 508 887-4696

____________________________

seht Weight {(ke} 19.80

Attending Cardiclopict

[ John E. Rush DVM, MS, DACVIM {Cardiolosy), DACVECC

B6

Cordhcacns 3 rossmuesnc:

B6

Thoradic radiopraphs snilahle for review?

3 Yes-inSs
[ ¥es - in PACS
= No

Patient locaiion:
ICU 02 5/6

Presenting complaint and imporiant conourent diseases:

............

Bulldog
Brown/fWhite BW- Weight (kgj 1980

Presenting for new onset dyspnea, radiographs unintelligible between pneumonia and CHF . Persistent
sinus tachycandia overnight

Cunrent medicotions and doses:

Unasyn

At-home diet {(name, form, amount, frequency}

Core Wellness grain-free wet + dry

Key indicaion for consultation: {murmur, arhythmia, needs fluids, etc }
dyspnea, contipuous B-lines

OQueshions to be anowered:

fluid v=. lastx

k your consult tane-sensiive? {ep, anesthesia today, owner waiting, trying to get biopsy today}

[ Yes {explain}:
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[ No

*STOP - remainder of form to be filled out by Cardiology*

E anati

B6

Muscle condition:

] Normal

[ Mild musde loss

Cardiovascular Physical Exam

¥ Moderate cachexia
0 Marked cachexia

Murmur Grade: Very hard to listen due to the marked dyspnea and referred upper airway.

M None
T 1w
1 nawn
1 man

Murmur location/desoription:

Jupular vein:
M Bottom 1/3 of the neck
1 mMiddle 173 of the nedk

Arterial pulses: nfa
I weak
[ Fair
[ Good

= Strong

Arrhythmia
M None
= Sinus arrhythmia
& premature beats

Gallop:
= Yes
M No
[ imtermittent

Pulmonary assessments:
[ Eupneic
=1 mild dyspnea
Marked dyspnea
[ Normal BY sounds

Abdominal exam:njfa

E ivaw
v
 wipwvi

= Top 2/3 of the nedk
2 142 way up the nedk

= Bounding

[ Pulse deficits

[ Pulsus paradoxus
[ Other {describe):

Bradycardia
2 Tachycardia

= Pronounced
= Other:

[ Pulmonary Cradkles

[ Wheezes

[ Upper girway stridor

[ Other auscultatory findings:
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[ Normal [ Abdominal distension
[ Hepatomegaly [ Mild ascites

Assesament and recommendations:

Despite the poor quality of the echocardiogram pictures obtaned today, we suspect the patient to have
DCM with moderate to marked LA enlargement. The radiographs are very had to intesrpret, typical for
bulldog radiographs, but we suspect CHF to be one of the main differential despite the atypical pattern
vicualized Treatment for HF should be iniated and improvement of the clinical condition would be a vote
in favor for CHF. Antbiotic treatment should be continued snce pneumonia cannot be completely rule
out_| B6 i mg IV was given during the echocardiogram and we would recommend continuing

with at least 2 mg/kg IVTIDovernight £ B6 img PO BID should be started as well The patient
was enrolled in Dr. Freeman’s study due to its oumrent grain free diet and blood was pulled today for the
study. The patient, once more stable, should be started on taarine at home as well. An NT-proBNP was
pulled and will be very interesting in order to better assecsthe cardiovasoular status of the patient since

there is still some suspicionsthat the dhanges seen on radiopraphs are not all secondary to CHF. An

.................
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patient has received EZII'I'IBE
suspected diagnosis of CHF versus no changes of the interstitial pattern would be more in fabor of
another disease process. A rechedk echocardiogram should be repeated as well tomommow once the
patient is more stable in order to confirm today™s findings. Bloodwork should be repeated tomormow as
well as 10-14 days after the start of the cardiac medications. Full rechedk echocardiopram is
recommended in 3 months or sooner ithte patient develops clinical sipns consistent with worsening
heart disease.

Addenduam:
Patient’s NTproBNP was Bg A good improvement was noted with CHF treatment and recheck

scheduled to g0 home today with a recheck in7-10 days.

Fnal Dispnosis:
- Suspected DCM with moderate to marked LA enlargement and suspected CHF

Heart Faihee Classification Score:

ISACHC Classification:
[ 1a Enia
O b lib
Eu

ACVIM CHF Classification:
£ A C
I B1 Hp
[ gz

M-Mode
IvSd
LVIDd
LvPWd
V5
LVIDs
LVMANs

EDV{Teich) B6
ESV{Teich}
EF{Teich}
xS
SV{Teich)

3I®®3I 33983893

M-Mode Normalized

IvSdN {0290 - 0520}
LVIDdN {1.350 - 1.730}!
LVPWdN {0330 - 0,530}
IVSsN B6 {0430 - 0710}
LVIDsN {0790 - 1.140} !
LVPWsN {0530 - 0780}

2D
SA LA B6 am
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An Diam
SA LA f Ao Diam
Ivsd

LvIiDd
Lvrwd
EDV{Teich}
IV5s

LVIDs
LVPWs
ESV{Teidh}
EHTeich}
%S
SV{Teich}
v5d

LVIDd
EDV{ Teich}
IvPWd

B6

3§3®RI33333893
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Lummings T —

= = Te lephone (S0B) 8395395
Veterinary Medical Center e a T
AT TUFTS UNIVERSITY Referming Vet Direct Line  S0B-B887-1988
Notice of Patient Admit

Date:|  B6  7:4929PM CaseNo:| B6

e

:ﬂ'm-tl_e: BG

p—

...................

commumication with our besm,

Thlmftl‘ﬂhmlﬂlhﬂlsﬁﬁ Dyspnea (poasmonia > (HF)

I you have any questions reganding this particelar case, please call S08-887-4988 to reach the 101 Service
Information is updated daly, by noon

Thank you for your referral to our Bmesgency Service
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http://vetmed.tufts.edu/

Telephone {508} 8395395

\eterinary Medical Center o

htipffvetmed tufts edifiChios
AT TUFTS UNIVERSITY

BG Female {Spayed)
Canine English Bulidos

Today'sdate: ! B6 i
Dear Drs = B6

Thank you for referring patients to the Foster Hogpital for Small Animals at the Cummings School of Tults
Unversity.

Your patlent B6 was admitted and isbeing cared for by the Cardiology Service

................

M icin stable condition
[ is still in the oxygen cage
[ s critically ill

M discharped from the hospital today

Today's treatment s mclude:
M bloodwork planned /pending
M echocardiography - DCM and L-CHF
I3 cardiac catheter procedure planned
I3 ongoing treatment for CHF
= ongoing irestiment for thrombosis
[ ongoing ireaiment for arhythmia

Additional plans:
Please allow 3-5 business days for reporis to be finalzed upon patient discharge.

Please call {508} 887-4696 before 5pm or email us at eardiowehidutts edu if you have any questions.
Thank you!

Attending Clinician: B6 DVM {Resident, Cardiology}
Faculty Clinician: John Rush DVM, DACVIM, DAGVECC
Senior student:
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Lummings T

\eterinary Medical Center e
AT TUFTS UNIVERSITY hitp/fvetmed tifts eduf
BG Female [Spayed])
B 6 Canine Engi:? Bulldog
E i,.n_._léq_lél.l_u._}u vh

________________

Thank you for refesring B6 with their pet. B6

...............

¥ you have any questions, or mncems, pease: contad: us. at S08-887-4048.

Thank you,

B6 | DVM (Resident, Cardiology)
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http://vetmed.tufts.edu/

Client:
Palt?:nt: B 6

Diet history 12/11/18

CARONILOGY DIET kETORY FOome
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Client:
Patient:

B6

Vitals Results

B6

3:33:03 PM

8:33:04 PM

3:33:05 PM

3:33:06 PM
8:33:07 PM
8:33:08 PM

3:33:09 PM

3:33:10 PM
8:42:20 PM
9:45:54 PM
10:58:29 PM
11:21:35PM
1:00:02 AM
1:00:10 AM
5:30:18 AM
5:30:24 AM
6:18:24 AM
0:22:14 AM
9:17:23 AM
9:17:30 AM
0:49:47 AM
11:11:25 AM
11:11:35 AM
11:11:49 AM
11:12:49 AM
11:55:50 AM
1:27:55PM
1:28:14 PM
1:28:45 PM
2:54:51 PM
3:32:30 PM
3:35:23 PM
3:35:46 PM
3:57:16 PM
5:08:54 PM
5:09:04 PM

Appropriate treatments completed
prior to transfer

Cage card transferred to new ward,
scanned to new cage

Cage set up in wards (note which
ward)

Fluids transferred to new ward
Meds transferred to new ward

ICU tech has rounded with ward tech
prior to transfer

Patient cleaned, catheters clean and
patent

Patient ID band is in place
Quantify IV fluids (mls)
Eliminations
Respiratory Rate

Heart Rate (/min)
Quantify IV fluids (mls)
Eliminations

Quantify IV fluids (mls)
Eliminations
Respiratory Rate

Heart Rate (/min)
Weight (kg)
Eliminations

Notes

Respiratory Rate

Notes

Heart Rate (/min)
Eliminations
Eliminations

Quantify IV fluids (mls)
Eliminations

Notes

Eliminations

Notes

Respiratory Rate

Heart Rate (/min)
Eliminations

Quantify IV fluids (mls)

Notes

Page 134/153
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Client: i

B6

Patient:
Vitals Results

------------------------ :09:22 PM Eliminations
:11:58 PM Amount eaten
:15:55PM Eliminations
:32:14 PM Eliminations
:01:22 PM Heart Rate (/min)
:01:30 PM Notes
:03:29 PM Temperature (F)
:03:36 PM Respiratory Rate
:34:44 PM Nursing note
:32:21 PM Eliminations
:32:32PM Notes
:35:19PM Quantify IV fluids (mls)
:39:59 PM Amount eaten
1:10:42 PM Notes
1:12:46 PM Respiratory Rate
1:13:05 PM Heart Rate (/min)
:07:37 AM Quantify IV fluids (mls)
:08:57 AM Eliminations
11:21 AM Eliminations

B 6 :13:02 AM Amount eaten

:34:40 AM Notes
:01:57 AM Notes
:03:40 AM Respiratory Rate
:04:50 AM Heart Rate (/min)
:49:58 AM Eliminations
:08:53 AM Weight (kg)
:09:02 AM Eliminations
:09:46 AM Quantify IV fluids (mls)
:13:10 AM Amount eaten
:37:49 AM Notes
:51:52 AM Temperature (F)
:52:15 AM Notes
:52:27 AM Respiratory Rate
:52:34 AM Heart Rate (/min)
:53:05 AM Eliminations
:17:23 AM Notes
:18:45 AM Quantify IV fluids (mls)
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Client:
Patient: B 6

Vitals Results
9:26:43 AM Weight (kg)
9:27:31 AM Eliminations
9:31:32 AM Amount eaten
10:51:45 AM Eliminations
11:19:18 AM Notes
11:21:18 AM Heart Rate (/min)
11:21:26 AM Respiratory Rate
12:02:10 PM Eliminations
1:27:19 PM Eliminations
1:28:17 PM Quantify IV fluids (mls)
1:28:53 PM Notes
1:32:35 PM Amount eaten
1:50:51 PM Nursing note
3:10:50 PM Notes
3:24:37 PM Heart Rate (/min)
3:24:43 PM Respiratory Rate
3:54:26 PM Eliminations

B 6 5:27.08 PM Quantify IV fluids (mls)
5:29:21 PM Notes
5:31:27 PM Amount eaten
7:43:47 PM Amount eaten
7:49:25 PM Temperature (F)
7:49:34 PM Notes
7:53:14 PM Respiratory Rate
7:53:21 PM Heart Rate (/min)
7:53:48 PM Eliminations
7:54:21 PM Quantify IV fluids (mls)
9:32:20 PM Notes
10:14:06 PM Amount eaten
10:22:46 PM EKG: Note rate and rythm.
10:54:24 PM Respiratory Rate
11:07:06 PM Eliminations
11:07:22 PM Notes
11:07:34 PM Heart Rate (/min)
11:10:14 PM Quantify IV fluids (mls)
11:26:54 PM Eliminations
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Client:

B6

Patient:
Vitals Results

1:31:45 AM Notes
1:38:26 AM Amount eaten
1:51:41 AM Cage or Walk notes
3:48:25 AM Weight (kg)
3:48:47 AM Notes
3:50:37 AM Quantify IV fluids (mls)
3:50:48 AM Eliminations
3:56:41 AM Respiratory Rate
3:57.01 AM Heart Rate (/min)
5:08:13 AM Notes
5:09:25 AM Amount eaten
7:27:56 AM Notes
7:33:58 AM Eliminations
7:34:32 AM Weight (kg)
7:50:20 AM Heart Rate (/min)
7:50:28 AM Respiratory Rate
7:50:38 AM Temperature (F)
9:02:38 AM Notes
9:10:44 AM Amount eaten

B 6 9:44:23 AM Nursing note
11:14:32 AM Heart Rate (/min)
11:14:40 AM Respiratory Rate
12:51:27 PM Heart Rate (/min)
12:51:28 PM Temperature (F)
12:51:29 PM Respiratory Rate
12:51:30 PM Weight (kg)
3:52:29 PM Amount eaten
8:21:21 PM Heart Rate (/min)
8:21:22 PM Temperature (F)
8:21:23 PM Respiratory Rate
8:21:24 PM Weight (kg)
1:05:55 PM Heart Rate (/min)
1:05:56 PM Temperature ()
1:05:57 PM Respiratory Rate
1:05:58 PM Weight (kg)
8:51:58 AM Temperature (F)
8:52:06 AM Respiratory Rate
8:52:13 AM Heart Rate (/min)
8:59:16 AM Weight (kg)
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Client:
Patient: B 6

Vitals Results
11:19:14 AM Heart Rate (/min)
11:19:15 AM Temperature (F)
11:19:16 AM Respiratory Rate
79:59:14 AM Weight (kg)
1:10:48 AM Weight (kg)
7:54:11 AM Weight (kg)
7:57:36 AM Interest in water
7:57:44 AM Eliminations
8:19:19 AM Temperature (F)
8:19:20 AM Heart Rate (/min)
8:19:21 AM Respiratory Rate
10:57:38 AM Notes
11:12:14 AM Cryoprecipitate (text)
11:12:15 AM Donor ID (text)
11:12:16 AM Dose and Time Frame Confirmed
(boolean)
11:12:17 AM Transfusion Form (boolean)
11:15:18 AM Temperature (F)
11:15:25 AM Heart Rate (/min)
11:15:31 AM Respiratory Rate
B 6 11:15:39 AM Mucous membranes
11:18:21 AM Interest in water
12:13:20 PM Temperature (F)
12:13:21 PM Heart Rate (/min)
12:13:22 PM Respiratory Rate
12:13:33 PM Mucous membranes
1:58:37 PM Cryoprecipitate (text)
1:58:37 PM Cryoprecipitate (text)
1:58:38 PM Donor ID (text)
1:58:38 PM Donor ID (text)
3:19:48 PM Temperature (F)
3:19:49 PM Heart Rate (/min)
3:19:50 PM Respiratory Rate
4:39:28 PM Anesthesia Notes
5:21:35PM Catheter Assessment
5:35:40 PM Bandage check
5:36:31 PM Eliminations
5:37:03 PM Pain assessment
5:56:06 PM Temperature (F)
6:50:07 PM Temperature (F)
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Client: i
Patient: B6

Vitals Results

7:13:54 PM Weight (kg)
i/:14:04 PM Temperature (F)
7:14:05 PM Heart Rate (/min)
7:14:06 PM Respiratory Rate
i/:14:59 PM Catheter Assessment
i/:15:17 PM Amount eaten
7:50:50 PM Temperature (F)
0:35:37 PM Bandage check
9:35:52 PM Temperature (F)
9:36:08 PM Pain assessment
9:37:01 PM Eliminations
9:41:26 PM Catheter Assessment
11:04:16 PM Temperature (F)
11:04:17 PM Heart Rate (/min)
11:.04:18 PM Respiratory Rate
11:48:31 PM Eliminations
1:40:39 AM Amount eaten
1:56:11 AM Bandage check

B 6 1:56:35 AM Catheter Assessment
1:56:46 AM Temperature (F)
1:57:42 AM Pain assessment
3:20:49 AM Temperature (F)
3:20:50 AM Heart Rate (/min)
3:20:51 AM Respiratory Rate
3:27:51 AM Eliminations
5:13:59 AM Catheter Assessment
5:14:24 AM Bandage check
5:14:52 AM Pain assessment
7:20:19 AM Eliminations
i/:56:20 AM Temperature (I)
7:56:21 AM Heart Rate (/min)
7:56:22 AM Respiratory Rate
R:02:40 AM Catheter Assessment
8:02:57 AM Amount eaten
8:48:54 AM Bandage check
9:03:16 AM Pain assessment
9:03:44 AM Bandage check
9:04:01 AM Catheter Assessment
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Client:

B6

Patient:
Vitals Results

9:13:32 AM Weight (kg)
9:13:40 AM Eliminations
10:07:21 AM Nursing note
11:21:19 AM Eliminations
11:25:23 AM Temperature (F)
11:25:24 AM Heart Rate (/min)

B 6 11:25:25 AM Respiratory Rate B 6
2:32:56 PM Heart Rate (/min)
2:32:57 PM Respiratory Rate
2:32:58 PM Temperature ()
2:32:59 PM Weight (kg)
0:02:36 AM
310:40:25 AM Weight (kg)
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Lummings

irElerEnanr Medical Center

TUFTE UNIVERSITY

B6
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Lummings S

Veterinary Medical Center i e
AT TUFTE UNIVERSITY P T
B6 ...

B6 S

T-.-:,--r-q B6 -ln-ir-l B6

..............................

By baiver any B, OF DRI, e Oulart i o SRR SR 4.
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Lummings S

Veterinary Medical Center gyl
AT TUFTE UNIVERSITY mﬁ_‘m
L S—
B6 i
afryang
D B6

B6

By haree vy EsRaes O [TREEITE, PR CETLaOl 1 ol e I T,

Thank

B6
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Lummings
Veterinary Medical Center

AT TUFTE UNINERSITY

B6

Alsfans

rar B6
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7 Bé
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Veterinary Medical Center e pOR R
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Lummings
Veterinary Medical Center

AT TUFTE UNINERSITY
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Client:
Address: B 6

Home Phone
Work Phone:
Cell Phone:

B6

Referring Information

Foster Hospital for Small Animals

55 Willard Street
North Grafton, MA 01536
(508) 839-5395

All Medical Records

Patient: i "Be |

IS

Breed: Goldeh Retriever

poB: | B6 |

Species: Canine
Sex: Female

B6

Client:
Patient:

B6

Initial Complaint:
Scanned Record

Initial Complaint:
New ‘BG """"" - DCM study

SOAP Text Jan 22019 11:10AM - B6
Initial Complaint:
Drop Off Lab Sample
Disposition/Recommendations
Page 1/23
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Client:
Patient:

B6
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Client:
Paltei::rtlt: B6

: Foster Hospital for Small Animals
u m m | n g S 55 Willard Street

North Grafton, MA 01536

Veterinary Medical Center i s

AT TUFTS UNIVERSITY

Client: . _....B8 Patient: | B6 |
Veterinarian: Species:  [Canine
PatientID: | _B6 _: Breed: Golden Retriever
Visit ID: Sex: Female
Age: iB6! Years Old
Lab Results Report =
Accession ID:

|'1'est IResults IReference Range IUnits

~ 3/23 B6

stringsoft Printed Monday, January 14, 2019
Page 3/23
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B6

B6
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Bé




Musculoskeletal

B6

Provider

Canine Young w/ Cardiopet proBNP (29249999) Standard CBC, Chem 10, HW AG

#54940

#52707 i B8
L

B6

Date



; B6
T
Client Communication Notes i B-é
H Bé

B6




............................

B6

Notes

B6




...............

B6




CHEMISTRY

04:11 am




B6

10:12 am

WBC




...........................

CCCCCCCCC

B6




SEROLOGY


https://idexx.com/smallanimal/facts-about-lyme.html

Client:
Palt?:nt: B 6

RDVM

Client Information:

~ B6

Birthday:
Neutered: N

Cardiovascular Examination Summary

fori B6

8-Dec 2016

B6 i The results of that

‘evaluation are found below.

Referred by: | B6 i

Presenting Complaint: Congenital cardiac OF & certification

“ihas no history of a murmur with no clinical signs of cardiac disease or heart failure

Cardiovascular Physical Examination: BCS 2/5, BAR, MM pink, moist, CRT 2.0 sec, no jugular pulsations, RR 36 BFM,
lung sounds slightly increased but no crackles or wheezes noted, HR 60-80 BPM with a regularly regular rhythm, no murmur is
noted, femaoral pulse is regular, symmetrical, and equal.

Diagnostics Performed:
Laboratory Findings: Mot recommended or performed at this evaluation.

Imaging:
Thoracic Radiegraphs: Not recommended or performed at this evaluation.

Echocardiogrant Mot recommended or performed at this evaluation.

Other:
Electrocardiogram Mot recommended or performed as part of this evaluation
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lient:
(PEaltei::rtlt: B 6

RDVM

In-Hospital Treatments: MNone

Diagnostics Pending: Mone

Cardiovascular Case Assessment: Normal cardiovascular physical exam
Medical Therapy/Treatment Recommendations: MNone

Diet Recommendations: Mo change in diet is recommended at this time.

Exercise Limitations: Mo specific imitations are recommended based on this evaluation. Please allawg__g_q__gto cortinue to
set the pace and rest asneeded.

F ollow-up: Mo follow-up evaluation is indicated

If you have any questions or concerns, please feel free to call.

Sinceraly,
B6

MEDICATIONS MAY HAVE PRICE CHANGES THAT AREBEYOND OUR CONTROL. WEAPOLOGIZE FOR ANY INCONVENIENCE.

MEDICATION REFILLS {only for medications from ] Bé with a refill option):

*Refill requests can be called into the Specialty Center during normal business hours: Mon-Fri 8am-5pm. We will not ahavay s be ableto
accomodate refill requests after hours or on weekend s. ¥You can pick the preseriptions up after hours only if you call before 5pm on
Friday.

WEEKEND OR AFTER HOUR S MEDICATION REFILLSWILL HAVE A 520 FEE IF CALLED IN AFTER 5PM ON FRIDAY*
IF YOU CALL BEFORE 5PM ON FRIDAY, WEWILL HAVEIT READY FOR PICK UP ANYTIME, EVEN AFTER HOURS AND WEEKEND 5
Thank you for your understanding!
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Client: B 6

Patient:

IDEXX BNP - 1/2/2019

IDEXK Reference Laborstories

Speciess CANINE
Breed: GOLDEN_RETRIEVE
Gender: FEMALE 5 PAYED

CARDIOPET proBNP- CANINE

CARDIOPET proBNP r-—-=-3
- CANINE i B6 !

Comments:

Requisition f:t 434853

IDEXX VetConnect 1-885-433-9987

TUFTSUNIVERSITY

200 WESTBORO RD

NORTH GRAFTON, Massachusets (1336
508-339-5385

B6

1
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Client:
Paltei::rtlt: B 6

CBC/CHEM - 1/2/2019

Tufts Cummings School Of Veterinary Medicine

m ’ 200 Westboro Road
g, =" North Grafton, MA 01536

DUPLICATE
Name/DOB Provider:t i
Patient ID: BG X COrder Location: B6 i
Phone nuiriber: 1iB6; Sample ID: 1901020129
Collection Date: 1/2/2019 11:22 AM Species: Canine
Approval date:  1/2/2019 1:17 PM Bread: Golden Retreiver

CBC, Comprehensive, Sm Animal (Research)

SMACHUNSK] Ref. Range/Females
WEC (ADVIA) 440-15.10 KL
REC (Adwia) I 5.80-8 50 MulL
Hemoglobin (ADVIA) 133-205 g/idL
Hematocrit (Adwvia) 39-35%
MCV (ADVIA) B6 64.5-77.51L
MCH (ADVI4) 21.3259pg
MCHC (ADVIA) 319-343 g/dL
RDW (ADVIA) 11.9-15.2
Platelet Count (Advia) i : 173486 K/ul.
01/02/19 1:17 PM i B6 :
Mean Platelet Volume 'B6 | 8291320 f
(Ad‘\_“laj | S 1
01/02/19 11:41 AM BG
Platelet Cnt i B6 ! 0.129-0.403 %
01/02/15 11:-41 BM

Reticulocyte Count (Advia) BG 0.20-1.60 %
Absolute Reticulocyte 147-113.7 Kl
Count (Advia)

Microscopic Exam of Blood Smear (Advia)

SMACHUMSK] Ref. Range/Females
Seg Neuts (%) 43-86 %
Lvmphocytes (o) T-47%
Monocytes (%) B6 1-15 %
Eosinophils (%) _ 0-16 %
Nucleated RBC i 0-1 /100 WBC
01/02/19  11:41 AM B6 H
Seg Neutrophils (Abs) 2.80-11.50 K/l
Advia i
Lymphs (Abs) Advia ‘B6 1.00-4 80 KAl
Mono (Abs) Advia i 0.10-1.50 Kl
Eosinophils (Abs) Advia i 0.00-140 K/l
WBC Morphology
Echinocytes B6

Research Chemistry Profile - Small Animal (Cobas)

Sample ID: 19010201291 Reviewed by
This report contitmes. .. (Final)
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FDA-CVM-FOIA-2019-1704-008043



Client: |
Paltei::rtlt: B6

CBC/CHEM - 1/2/2019

Tufts Cummings School Of Veterinary Medicine

200 Westboro Road
North Grafton, MA 01336

A 2

DUPLICATE
Name/DOB: Provi der:
Patient I BG Sex F_ Order Lucalion:i BG
Phone numiber: Age:ias'g Sample ID: 1901020129

Collection Date: 1/2/201911:22 AM
Approval date:  1/2/2019 1:17 PM

Species’ Canine
Breed: Golden Retreiver

Research Chemistry Profile - Small Animal (Cobas) (cont'd)

DNOYES e, Ref. Range/Females
Glucozse 67-135 mg/dL
Urea 8-30 mg/dL
Creatinine 0.6-2.0 mg/dL
Phosphorus 2.6-71.2 mg/dL
Calcium 2 9.4-11.3 mg/dL
Magnesium 2+ 18-30mEqL
Total Protein 5.5-7.8 g/dL
Albumin 28-40 gidL
Globulins 23-42 gidL
A/G Ratio 0.7-1.6
Sodium 140-150 mEq/L
CHloride 106-116 mEq/L
Potassium 37-54mEgL
tCO2(Bicarb) B 6 14-28 mEq/L
AGAP 8.0-19.0
NAK 20-40
Total Bilirubin 0.10-0.30 mg/dL
Alkaline Phosphatase 12-127 U/L
GGT 0-10 U/L
ALT 14-86 U/L
AST 9-54 U/L
Creatine Kinase 22422 UL
Cholesterol §2-355 mg/dL
Triglycerides 30-338 mg/dl
Amyiase 400-1250 U/L
Osmolality (calculated) 291-315 mmol/L

Sample [D: 19010201292

REPRINT: Orig printing on 1/2/2019 (Final)
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Client:
Patient:

B6

diet history 1/2/19

CARDIOLOGY DIET HISTORY FORM
Risaca-qnswer the following questions about your pet

Pet's name: BG Dwner's name : | B6 . Today's date! ////ﬁ/*

1

2

2.

6.

How would you assess your pet's appetite? (mark the point on the line below that best represents your pet's appetltej

Example: Poor { Excellent

Poor Excellent

|
i

Have you noticed a change in your pet's appetite over the last 1-2 weeks? (check all that apply)
OEats about the same amount as usual OEats less than usual DEats more than usual
“HSeems to prefer different foods than usual OOther

QOver the last few weeks, has your pet (check one)
OlLost weight DOGained weight DOStayed about the same weight ODon't know

Please list below ALL pet foods, people food, treats, snack, dental chews, rawhides, and any other food item that your pet
currently eats. Please include the brand, specific product and flavor so we know exactly what you pet is eating.

Examples are shown in the table — please provide enough detail that we could go to the store and buy the exact same food.

Food (include specific product and flavor) Form | Amount How often? | Fed since
| Nutro Grain Free Chicken, Lentil, & Sweef Potato Adult dry . 1 %cup 2x/day Jan 2018
85% lean hamburger B microwaved 3oz 1xfweek Jan 2018
Pupperoni an'g;'naJ beef flavor _treat % | 1xMday Aug 2015
Rawhide I freat G inch fwist Tx/veek Dec 2015
iarfe Jf 4’3}{ id Mexrm Hodntain Diey [ Vb | X 0gg | Tiung 200/ F
Hille Saendl Adut {almorn Vdame | canned | Jepoan§, | 3 N dad | ZnT 4078
Thaumph (Ma i ngiral [Af o T | reat” 1 hcug X Ad | Tk 2078
Oravet' Tunlind | Chuils .} freat i ".Fuwzf, Tudli 20/7
Lrnem cim Toutd) (almen £ Twidl Bty Dayg | 1 V2 000 | woxday 1B 2411 L4y ¥
Dl mo M ubhndd (Najone Bin(ddF | wht rjj wr, | 10N Ay TINITT Medy!
| Vichor e fyman Frze Dnir Al _Dvdald| LA T
Lwnild Bardh nrm Nndl B | Jwradi | Tunl/l— JV‘/:’

LBeana  Jsn tal8 Bre Fun Vo i Dt Y2 | v damby 1Tu 15~ Tidn 171
*Any additional diet information can be listed on the bdck of this sheet d

Do you give any dietary supplements to your pet (for example: vitamins, glucosamine, fatty acids, or any other
supplements)? OYes ONo  If yes, please list which ones and give brands and amounts:
Brand/Concentration Amount per day
Taurine OYes ONo
Carnitine OYes ONo
Antioxidants OYes ONo
Multivitamin OYes ONo
Fish oil SEYes ONo g ;ﬁf"ﬁ‘ 1

Coenzyme Q10 OYes ONo
Other (please list).
Exampls: Vitamin C Nature's Bounty 500 mg tablets - 1 per day

How do you administer pills to your pet?
O | do not give any medications my
/}ELI put them directly in my pet's mouth without food (i} [ /V i{ i FL?LUﬂfé? /&/
O | put them in my pet's dog/cat food
O | put them in a Pill Pocket or similar product i
put them in foods (list foods): [ )f‘/-"?j!}l- rﬂ{ﬂa;

Page 18/23

FDA-CVM-FOIA-2019-1704-008045



Client: B 6

Patient:

diet history 1/2/19

Prana Wild Marnfic mﬁ'«sz Ture 2005

@{v{»ﬁ Flu,f% W e nest
Leb 14— Ty polY

Lime  God
Dread
Cheell
Sleal
Ham
Hang A,

vy

Gl (i Sartls & Uzw Tif
T,

Chwﬁm Zg}’ﬁ @cf/r

/ﬁ?nﬁj-’v' cam ﬁﬂ’”’}’l&/ LL}}/O(] W@u /&ow

(U [meon O:/ ‘ |
UV 2013 -~ }mgﬂf’f//

| Hles e

/ ,ﬁ'dswﬂﬁ

Diwdr by,
w-?‘%ic%n /Gm“ (wrtf{ ﬁagg
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Client:
Patient: B 6

UCDavis Taurine Level

1634y eL
z‘ﬁ;'fintlﬁint:i icid Laboratory Sample Submission Form ML!’MMWMM

Amino Acid Laboratory, 1089 Veterinary Medicine Drive, Davis, Ca 95616 [~
Telephone: 530-752-5058, Fax: 530-752-4698 B8 T

. = . " HURTRE HasEL
Email: ucd.aminoacid.lab@ucdavis.edu Lithium Heparin
www.vetmed.ucdavis.edu/flabs/amino-acid-laboratory

Veterinarian Contact: | B6 i

Clinic/Company Name:

Address: 200 Westhoro Road, North Graflon MA 015360

i - 1
Email: _Clinpath@tufts.edy (b vET 2 A4S GAW

Telephone: _ 508-BR7-48R0 Fax: __ G0B-B30-TH38

Billing Contact: | "Be 1 Email: | Bé6 B
Billing Contact Phone: 4B6 ''''''''' Tax ID:

Patient Name: BG Species: t[« Wit t\.»Q

Breed: t\ ( M il Owner’'s Nam B6

3 : ,
Current Diet : ‘E’l'f:i PR j’; ——~'1 ) I'.;\_J.'L{*\

Sample type: P(asmé\ ) ¢ ‘:'Vhole Blabd Urine Food Other

e
Test: Taurine’ Complete Amino Acids Other:

L

Taurine Results (lab use only)

Plasma: | B@ ! Whole Blood: ; B6 | urine: Food:
[ Plasma (nMol/ml) | Whole Blood (nMol/ml)
Normal Range | No known risk | Normal Range | No known risk
for deficiency for deficiency
Cat 80-120 >40 300-600 >200
Dog 60-120 >40 200-350 >150

* please note with the recent increase in the number of dogs screened for taurine deficiency, we
are seeing dogs with values within the reference ranges (or above the "no known risk for deficiency
range") yet are still exhibiting signs of cardiac disease. Veterinarians are welcome to contact our
laboratory for assistance in evaluating your patient's results.

Page 20723
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Client:
Patient: B 6

Vitals Results

1/2/2019 10:17:06 AM

Patient History

Weight (kg)

30.4000

12/13/2018 10:44 AM

12/27/2018 12:24 PM

01/02/2019 10:00 AM
01/02/2019 10:17 AM
01/02/2019 10:21 AM
01/02/2019 11:06 AM
01/02/2019 11:06 AM
01/02/2019 11:42 AM

01/02/2019 11:45 AM
01/02/2019 11:45 AM
01/02/2019 12:14 PM

Appointment

Appointment

UserForm
Vitals
Treatment
Purchase
Purchase
UserForm

Purchase
Purchase
Email
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Te lephone {508} 8395395

Veterinary Medical Center Fox (508} 230-79%1

AT TUFTS UNIVERSITY htip/feetmed tuftz eduf

Canine Golden Refriewer Cream
LT85S

ou far — s it theirp,  B6

H you have any questions, or moncems, please contad: us at 508-887-4088.

Thank you,

B6

FDA-CVM-FOIA-2019-1704-008049


http://vetmed.tufts.edu/

Veterinary Medical Center Lgt o s
AT TUFTS UNIVERSITY hitp ffvetmed tufts eduf
L10f2019

H you have any questions, or moncems, please contad: us at 508-887-4088.

Thank you,

B6
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http://vetmed.tufts.edu/

55 Willard Street

Lummings

Veterinary Medical Ceotes

AT THFEE GhirERETY

(508) 839-5395

All Medical Records

Client:
Address:

DOB: | B6

Home Phone:! 5 B6

Work Phone ( ) -

Cell Phone: l B6 i

Referring Information

North Grafton, MA 01536

Foster Hospital for Small Animals

Species: Canine
Sex: Female

Client:
Patient:

Initial Complaint:
Scanned Record

Initial Complaint:
New, boxer 2-3 murmur. ok per} B6 i

Initial Complaint:

Page 1/111
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Client:
Palt?:nt: B 6

Initial Complaint:
Recheck i  B6  i-i B fo oversee

B6 :i4:30:12 PM

Prescribed - B6_ 30mg Tablets - FHSA (30)

Instructions - Give 1/2 tab by mouth every 12 hours. - Expires:é ______ B 6- 11 Refills
Initial Complaint:

SOAP Text Nov 29 2017 11:20AM - B6

Initial Complaint:

Initial Complaint:

SOAP Text Nov 152018 2:01PM -| Bé !

Disposition/Recommendations

Page 2/111
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Client:
Patient:

B6
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Client:
Patient: B 6

Foster Hospital for Small Animals

Lumminas

1 * ' R North Grafton, MA 01536
i N Ll i
?EIE!Ini].;l' i EdlLL‘-l I.EE[EI' (508) 839-5395
AT FTUFEE DRIV EENTT
Client: B6 Patient: ! | BG
Veterinarian: Species:  [Canine
Patient ID: . _____ BG, Breed: Boxer
Visit ID: Sex: Female
Age: { B6 | Years Old
Lab Results Report =
11/15/2018 3:35:43 PM Accession ID: B6 |
|'1'est Results IReference Range IUnits
Troponin I Research - FHSA i | B6 | 0-0.08 mg/dl
-~ 4111 ..B6 | ..B6 ;i

Printed Tuesday, December 04, 2018
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Client:
Patient: | B6

__B& |
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Client: B 6

Patient:

Referral and recordsf B6

e RSN
Gl L.
B il -

e Lo
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Client: B 6

Patient:

Referral and recordsi B6
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Client: B 6

Patient:

Referral and records! B6
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Client:
Patient: B 6

Referral and records-é B6 i‘
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Client:
Patient: B 6

Referral and records- B6

T
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Client:
Palt?:nt: B 6

Signed consent
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Client:
Palt?:nt: B 6

Signed consent

1 eyt heer 8 FRGUNTT THARTE] wilf P spped b0 sl wroossem oopat sfin 15 den M FlgMT THAETT &
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Hram e thr e aprred seon o of ser—r o Sa e, B mrivy leleer shell bbb s didaal) il
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Client:
Patient:

B6

rDVM

B6

? records 1/8/16-5/30/17

Falast Than

LR
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Client: B 6

Patient:

rDVME B6 Erecords 1/8/16-5/30/17
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Client:
Patient:

B6

rDVM

B6

r' records 1/8/16-5/30/17

R L

Lo S . L Hssemeindioiis
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Client | B A
Patient:

rDVM

EChem 25 w/SDMA, CBC, T4 5/30/17

B6
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Client:

Patient:

rDVM:

i Chem 25 w/SDMA, CBC, T4 5/30/17

B shuns B6 = B4

o |

EWF TRlne kY witeiy D
v ied. Beal
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B6
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Client:

Patient: | _

rDVM

i‘ Chem 25 w/SDMA, CBC, T4 5/30/17
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Client: B 6

Patient:

Holter Monitor report 5/31/17
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Client:
Patient: ._ B6

Holter Monitor report 5/31/17

P BE ]

T
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Client: !
Paltei::;t: B6

Holter Monitor report 5/31/17

CRITIOAL BEVENTS
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Client:
Palt?:nt: B 6

Holter Monitor report 5/31/17

FULL MEED ST RIPS
Eil e L. AL e e G L
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Client: B 6

Patient:

Holter Monitor report 5/31/17

FULE MELDSTIRIPS
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Client:
Palt?:nt: B 6

Holter Monitor report 5/31/17

FULE MERIF ST RIPS
M emne IR0 D meowel Ll
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Client:
Palt?:nt: B 6

Holter Monitor report 5/31/17
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Client:
Palt?:nt: B 6

Holter Monitor report 5/31/17

FULL MEED ST RIPS
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Client:
Patient: B 6

Holter Monitor report 5/31/17

FULL MEED ST RIPS
b B e RO B e B
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Client:
Palt?:nt: B 6

Holter Monitor report 5/31/17

FULL MEED ST RIPS
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Client:
Palt?:nt: B 6

Holter Monitor report 5/31/17

FULL MEED ST RIPS

B6

Page 29/111

FDA-CVM-FOIA-2019-1704-008304



Client:
Palt?:nt: B 6

B6 h visiti B6

F

B6_ B6

Ched | B6 ] D6 1 Cesen et ¢ b famale, Ypsyed <y % B6__ iy

- Bé

Lo Bl |

g b}
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Client: Bs

Patient: {

B6 visit B6 |

- B6 W86 |

WS TR,
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B6 ! v
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Client:
Patient: l B 6
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Client: B 6

Patient:

Holter Monitor Report 11/16/17
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Client: B 6

Patient:

Holter Monitor Report 11/16/17

GENERAL PROITLE

B6
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Client: i
Patient: L 86

Holter Monitor Report 11/16/17

CRITIOAL BV ENTS
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Client: B 6

Patient:

Holter Monitor Report 11/16/17
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Client:
Patient: ._ B6

Holter Monitor Report 11/16/17

FULL MEEDSTRIPS

""" o . S i R R R SRR FRREERER
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Client:
Patient: B 6

Holter Monitor Report 11/16/17

FULL MEED ST RIPS
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Client:
Palt?:nt: B 6

Holter Monitor Report 11/16/17

FULLE MELDSIRIPS

S i 5 B b et SRR e
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Client: B 6

Patient:

Holter Monitor Report 11/16/17

FULL MEED ST RIPS
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Client:

Patient: B 6

FULL MEEDR ST RIPS
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Client:
Patient: B 6

Holter Monitor Report 11/16/17

FULL MEED ST RIPS
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Client: 6
Patient: B

Holter Monitor Report 11/16/17

FULL MEED ST RIPS
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Client:
Patient:

B6

RDVM -

B6 i- Hx, Labs, 1/8/16 - 6/20/17

B6

s B6

B B bt Thiadisiea

Falast Than

i
il

S e

r
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Client: |
Patient: |

RDVM - B6 |- Hx, Labs, 1/8/16 - 6/20/17

Eetbenliaeiitae S0l Slmen e ional.
i i g’tmﬁu -

B L i L T s
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Client: B 6

Patient: N
RDVM -i B6 : - Hx, Labs, 1/8/16 - 6/20/17
Petmsitamnin BE | R b M
i B6 i B
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Client:
Patient:

RDVM -i

B6 i- Hx, Labs, 1/8/16 - 6/20/17

Fremallasiin. BO i,

i B6 i

R T M
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Client: B 6 1

Patient:

RDVM - B6 i- Hx, Labs, 1/8/16 - 6/20/17

R T M
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Client: B 6

Patient:

Holter report 3/30/18
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Client: i B 6

Patient: l

Holter report 3/30/18

el SERAL RN
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Client: i
Patient: L 86

Holter report 3/30/18

CRITIOAL BV ENTS
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Client:
Patient: B 6

FULL MEED ST RIPS
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Client: !
Paltei::;t: B6

Holter report 3/30/18

FULL SIZED STRIPS
PR B f N T E S R e
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Client:
Patient: B 6

Holter report 3/30/18

FULL MEED ST RIPS

e LR samee o UL ED T et L D 0L
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Client:
Palt?:nt: B 6

Holter report 3/30/18

FULL MEED ST RIPS
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Client: |
Patient: B6

Holter report 3/30/18

g BS

FULL MEED ST RIPS
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Client:
Patient: B 6

Holter report 3/30/18

FULL MEED ST RIPS
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Client:
Palt?:nt: B 6

Holter report 3/30/18

FULL MEED ST RIPS
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Client: i B 6

Patient: ._

Holter Monitior report 11/7/19
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Client: | B 6

Patient: .

GESERAL PROVILE

B6
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Client:
Palt?:nt: B 6

Holter Monitior report 11/7/19

| P B6

CHRITICAL EvENTS
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Client: |
Patient: B6

Holter Monitior report 11/7/19

UL S EDETRIPS
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Client:
Palt?:nt: B 6

Holter Monitior report 11/7/19

UL S EDETRIPS
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Client:
Patient: B 6

Holter Monitior report 11/7/19

UL S EDETRIPS

B i i Bl e L B8 et iar LA
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Client:
Palt?:nt: B 6

Holter Monitior report 11/7/19

UL S EDETRIPS
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Client:
Paltei::;t: B 6

Holter Monitior report 11/7/19

UL S EDETRIPS
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Client:
Patient: B 6

Holter Monitior report 11/7/19

I e B6

UL S EDETRIPS

Dl s JDTGEL BL e BB R
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Client: B 6

Patient:

Holter Monitior report 11/7/19

UL S EDETRIPS
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Client: |
Palt?:nt: B 6

UL S EDETRIPS

B6
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Client:
Palt?:nt: B 6

Lab Results IDEXX CARDIOPET proBNP 11/15/18
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Client: B 6

Patient:

Cardiac Troponin/Texgi SST 11/15/18
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Client: i
Patient: | P B6

Cardiac Troponin/Texgi SST 11/15/18
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Client:

Patient:

B6

TAURINE Panel 11/15/18

s g "
i e Pl e &

VR ”,& *“Z.;.:ﬁ:““i. sy PR

VA DT B6 |

Sl ooy B Tobe

Bl Comtims Phape! B6 i Tae

Pavines Marms | B 6 Tpsciay /
T Tammaer y Pires: BG

L

fa ] B

Sampie g

gmam

Yoy

Taur gr';w_ j=n iy

PR

Ll TREL

Page 74/111

FDA-CVM-FOIA-2019-1704-008349



Client: i
Patient: B 6

TAURINE Panel 11/15/18

UCDAVIS
VETERINARY MEDICINE

m@mﬂ Hﬁul i!‘;}l . &WM gmemﬁ xm‘&w WW& MW &zh& W MW@M&% m wWhvie
i, e gl S G SpiE of SR ey DD o ek et el B denumen
s b et eel paaieeg U ool e wnbmee sl

P MMWE

w@gwwpm mwmw-ﬁs. wh&wa—wz WWWM %ww W&W wﬁ%wwu:@ WM
et Bonaiiiing L COPEGIVE Baal lidms. R Boaee e s el o B TR e L B W e
B e e e e e Wl o B R e N e e

wl{,&;& S mane ne 2

G Fwwﬂtwﬁ,%m&m@wm?«?%dmg 5"*&* %&WWWWMWM?WWW 3

%mmwwwmwwﬂwswwmmwdmw%uwmm&wwmgmwWWam

& M%Wwa*xmmw%ﬂww“m&m b Beaeess F bnaeel. ol aene o
o T i, Bt e e ny vl b mlicinel anl BRAGRE R ORE WwNWM

EE"*WW swm iy e W B el e B U Do oo o iy Il Hinaleeln B wpiinime ey
. . 1

Page 75/111

FDA-CVM-FOIA-2019-1704-008350



Client:
Palt?:nt: B 6

Diet hx
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Client:
Patient:

B6

Vitals Results

Weight (kg)
Weight (kg)
Weight (kg)
Weight (kg)
Weight (kg)
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Client: B 6

Patient:

ECG from Cardio
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Client:
Palt?:nt: B 6

ECG from Cardio

B6 E i B i i# i
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Client: B 6

Patient:

ECG from Cardio

B6
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Client: B 6

Patient: l

ECG from Cardio

B6 i B6
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Client: B 6

Patient:

ECG from Cardio

B6 i B6

Page 82/111

FDA-CVM-FOIA-2019-1704-008357



Client:
Patient: B 6

ECG from Cardio

B6 : H B6 : i
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Client:
Paltei::rtlt: B 6

ECG from Cardio

B6 -
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Client: B 6

Patient:

ECG from Cardio

B6 : i B6 : okl mge

Page 85/111

FDA-CVM-FOIA-2019-1704-008360



Client: i B 6

Patient: l

ECG from Cardio

B6 | UL
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Client: a
Patient: B 6

Alba Hotler
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Client:
Patient: B 6

Alba Hotler

GENERAL PROITLE

B6
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Client:
Patient: B 6

Alba Hotler

CRITIOAL BV ENTS

]
:
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Client: i
Patient: B6

FULL MEED ST RIPS

=
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Client:
Patient: B 6

Alba Hotler

FULL BMEED ST RIPS
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Client: ! B 6

Patient: l

Alba Hotler

FULL MEED ST RIPS
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Client:
Patient: B 6

FULL MEED ST RIPS

Page 93/111

FDA-CVM-FOIA-2019-1704-008368



Client:
Patient: . B6

FULL MEED ST RIPS
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Client: i B 6

Patient: ._

Alba Hotler
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Client: ! B 6

Patient: ._

Alba Hotler

FULL MEED ST RIPS
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Client:
Patient: l B6

Alba Hotler

FULL MEED ST RIPS
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Client: i
Patient: . B6

ECG from Cardio

B6 i B6 i -
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Client:
Patient: B 6

ECG from Cardio

B6 E 3 B6 -: | - =l
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Client:
Palt?:nt: B 6

ECG from Cardio

B6 : : B6 -: | = i =]
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Client:
Patient: B 6

ECG from Cardio

B6 . __B6_ s
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Client:
Patient: B 6

ECG from Cardio

B6 : I Be 1 -
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Client:

Patient:
Patient History

03:28 PM Appointment
04:51 PM Appointment
04:52 PM Appointment
04:53 PM Appointment
04:58 PM Appointment
04:58 PM Appointment
04:59 PM Appointment
05:19 PM Purchase
02:33 PM UserForm
02:45 PM Purchase
03:29 PM Vitals

B 6 03:30 PM Purchase
03:40 PM Treatment
04:02 PM UserForm
05:47 PM Email
05:47 PM Email
12:15PM Appointment
02:10 PM UserForm
02:23 PM UserForm
02:23 PM Vitals
03:10 PM Treatment
03:10 PM Purchase
03:22 PM Purchase
04:46 PM UserForm
03:24 PM Email
02:20 PM Appointment
02:20 PM Appointment
02:22 PM Appointment
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Client:

B6

Patient:
Patient History

02:18 PM UserForm
02:22 PM UserForm
03:07 PM Treatment
03:39 PM Purchase
03:52 PM Purchase
04:15 PM Purchase
04:36 PM Prescription
04:38 PM Purchase
09:56 AM Appointment
10:46 AM Appointment
09:50 AM Appointment
09:57 AM UserForm
10:17 AM Purchase
10:26 AM Treatment
10:41 AM Vitals
11:08 AM Purchase
11:20 AM Purchase

BG 11:51 AM UserForm
05:22 PM Email
08:51 AM Appointment
02:19 PM UserForm
02:43 PM UserForm
02:45 PM Treatment
02:45 PM Vitals
02:46 PM Purchase
03:26 PM Purchase
12:57 PM Email
10:35 AM UserForm
05:14 PM Appointment
06:58 PM Appointment
01:02 PM UserForm
01:04 PM Treatment
02:01 PM Vitals
02:22 PM Prescription

Page
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Client:

B6

Patient:
Patient History
--------------------- 03:00 PM Deleted Reason
03:00 PM Deleted Reason
03:00 PM Deleted Reason
B 6 03:22 PM Purchase
03:25 PM Purchase
03:25 PM Purchase
03:36 PM Labwork
03:36 PM Purchase
04:48 PM UserForm
06:08 PM Email
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. Foster Hospital for Small Animals
u m m | n g S 55 Willard Street
North Grafton, MA 01536

Veterinary Medical Center (508) £39-5395

AT TUFTS UNIVERSITY
All Medical Records

Patient: | B6_]
B 6 Breed:  Golden Retriever Species: Canine

Home Phone
Work Phone: B 6

Client:
Address:

(Neutered)

DOB: i B6 | Sex: Male
Cell Phone:

Referring Information

Client:
Patient: B 6

Initial Complaint:
Emergency

SOAP Text Jun 20 2017 11:44PM - B6 :

6/20/2017 11:44:47 PM EXAM, GENERAL

Subjective (S) . , ,
Dx wit: B6 i at RDVM today - got IV fluids and : B6 iby injection (owner didn't give; __B6 __iat home

orally). He was seen at RDVM because he was panting and lethargic and had nasal discharge. He was grunting and was not feeling
well at home. Wretching at home before presentation. Got bully stick yesterday night. Other owner took stick out of mouth the night

before - unsure if he was chewing on it or what. Been slowing down a little past couple months. No breathing difficulty.

Curren meds:

Obiective (O)

B6

H/L: NMA. NSR. SSFP: severe inspiratory stridor/dyspnea; harsh BVS bilaterally. no crackles/wheezes

B6

Page 1/81
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Client: !
Patient:i B6

Assessment (A)

B6

Plan.(P)

B6

Diagnostics:

NOVA

CBC/Chemistry

Thoracic radiographs in the AM

Discussed concern for severe respiratory crisis. Patient would likely need to be intubated overnight. Plan was to just stabilize

severe inflammation present. I would like to give him the night for the swelling to go down and recheck tomorrow. If necessary, a
tieback can be performed - owner aware of higher anesthetic risk and aspiration pneumonia. Expecting update by noon but
mentioned she might call by 10 am for update.

Deposit and estimate: B6

SOAP completed by B6

B6

6/21/2017 4:48:33 PM

Prescribed -
Instructions

B6

6/21/2017 5:15:30 PM

Prescribed -
Instructions B 6

SOAP Text Jun 212017 6:14PM -

B6

Doctor:} B6 i

Presenting complaint:

B6

Diagnostics

B6

Page 2/81
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Client:
Patient: B 6

Treatments

Exam:

Subjective (S): attitude: quiet, sedated
BCS: 7/9
Hydration: normal

Obiective_(O)

B6

H/L:NMA NSR fPSS normal BV sounds bilaterally with normal RR and RE, snores at rest

IAssessment (A)

i B6

Dx Plan (P)

B6

Tx Plan

Communication Summary:
See CComm notes

Doctor:i B6 5
Presenting complaint:

B6

Page 3/81
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Client:
Palt?:nt: B 6

Diagnostics
6/21
Treatments
Exam:

Subjective (S): attitude: quiet, sedated
BCS: 7/9
Hydration: normal

Objective (0)

B6

H/L:NMA NSR fPSS normal BV sounds bilaterally with normal RR and RE, snores at rest

B6

Assessment (A)

Plan _
; B6 5

histo pending

Communication Summary:
See CComm notes

6/22/2017 10:55:51 AM B6 i

.6/22/2017 11:27:48 AM .
3 B6

Page 4/81
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Client: B 6

Patient:

Instructions - i B6 E

6/22/2017 11:29:01 AM

B6

SOAP Text Jun 23 2017 10:47AM -| B6 i

Doctor:! Bé 5
Presenting complaint;

Diagnostics
6/21

6/22
Treatments
Exam:

Subjective (S): attitude: quiet, interactive
BCS: 7/9
Hydration: normal

Obigctive ()

B6

H/L:NMA NSR fPSS normal BV sounds bilaterally with normal RR and RE, minimal airway noise

B6

Page 5/81

FDA-CVM-FOIA-2019-1704-008450



Client:
Paltei::;t: B 6

Rectal:np

. Assessment (A)

B6

Plan

B6

Communication Summary:
See CComm notes

B6

6/23/2017 4:39:18 PM

Prescribed -| B6

Instructions 4

B6

6/23/2017 4:39:37 PM

Prescribed -1 B6

Instructions -

B6

6/23/2017 5:03:32 PM

Prescribed -
Instructions B 6

Doctor} B6 i
Presenting complaint:

Diagnostics
6/20
B6
i 6/21
B6
| 6/22 :
B6
Treatments |

Page 6/81
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Client:
Palt?:;t:i B6

Current -

B6

B6 i

Exam:

Subjective (S): attitude: quiet, interactive
BCS: 7/9
Hydration: normal

Objective (O)

B6

H/L:NMA NSR fPSS normal BV sounds bilaterally with normal RR and RE, minimal airway noise - but after eating was more

stertorous

B6

Assessment (A)

B6

Plan

Communication Summary:
See CComm notes

6/25/2017 9:14:51 AM

Prescribed -
Instructions B 6

SOAP Text Jun 25 2017 4:06PM - B6

Doctor B6
Presenting complaint:

T

Diagnostics
6/20

B6

Page 7/81
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Client:
Patient: B 6

6/21

6/22

Treatments

Exam:

Subjective (S): attitude: quiet, interactive
BCS: 7/9

Hydration: normal

Objective (O)

B6

H/L:NMA NSR fPSS normal BV sounds bilaterally with normal RR and RE, minimal airway noise

Assessment (A)

i B6 i

Plan

Communication Summary:
See CComm notes

Presenting complaint:

B6

Page /81
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Client:
Patient: B 6

B6

Overnight update: Clinically well, but had a fever of 105.7 at 10PM. resolved with time and | Be i

Diagnostics
6/20

B6

6/21

B6
B6

6/22

Treatments

B6

Exam:

Subjective (S): attitude: BAR, interactive
BCS: 7/9
Hydration: normal

Obijective (O)

B6

H/L: NMA NSR fPSS normal BV sounds bilaterally with normal RR and RE, minimal airway noise

Assessment (A)

i B6 i

Plan

B6

Page 9/81
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Client:
Patient: B 6

Communication Summary | B6

B6

6/26/2017 2:45:50 PM

Prescribed -
Instructions B 6

6/26/2017 2:46:40 PM

Prescribed - B 6

Instructions

6/26/2017 2:47:03 PM

Prescribed - B 6

Instructions

Initial Complaint:
Emergency

EXAM, GENERAL 1/14/19

Subjective (S)

[ e

BGEMC Golden - this week lethargic, o' thinks very lethargic yesterday and could have died. Having to encourage him

to get up out of bed, doesn't want to do anything, but one day did go for a long walk. Yesterday had episode in
afternoon where he was extremely lethargic but recovered later so didn't have evaluated. No V/D, no C/S or
oculonasal discharge. No changes in appetite. Full bloodwork 2 weeks ago, noted new murmur grade 2/6,

recommended echo which is scheduled for Feb 5th. O wants sooner.

has been trying to lose weight, T4 checked and was low normal, tick negative 2 weeks ago. Has hot spot that was noted

on Fridlav, put cone on but no topical or oral medications for it, was covered with bacitracin temporarily. Previous hot

B6 :

spots. ¢ B6 5
Diet: Earthborne Coastal grain free kibble - good appetite, drinking normally. Hx of |

i B6 i

Medication:i B6 ;

Vaccines:i Cr—

Travel: None.

Obijective (O)

B6

H/L: Grade I-1I/VI left systolic murmur, FPSS, no arrhythmia, eupneic, normal BV sounds bilaterally

B6

Page 10/81
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Client:
Patient: B 6

B6

Assessment (A)
Al: Lethargy: diagnosis open
A2: New heart murmur: DMVD vs. DCM vs. other

Plan (P)
-Recommend recheck CBC/chem/UA - declined
i B6 i

-Keep scheduled appointment with Cardio for echo

Client communication: Patient presented to ER for hot spot and was placed in exam room to wait due to dog
aggression/fear aggression. Met with client - introduced myself and client revealed that she was actually here because

I "Be__iwas displaying extreme lethargy yesterday and she is concerned for cardiac disease, as her vet recently
diagnosed a heart murmur and recommended a cardio consult and workup, which is scheduled for February. Client is
very concerned that lethargy is cardiac related and wants echo sooner. She describes patient as non responsive and
unwilling to get up yesterday, afraid he might die, but did not want to seek care yesterday. He seemed better in the
afternoon and went for his normal walk. Explained to client that | am unlikely able to get a cardio consult today for a
stable patient, unless we find significant changes on exam such as lung changes or arrhythmia, and again don't suspect
that lethargy will be cardiac in origin but need to perform a full exam. Discussed exam findings - normal patient, low
grade murmur, warrants workup but not today. Offered recheck bloodwork since done 2 weeks ago but lethargy is

new, client declined. Would like treatment for hot spot and will keep cardio appointment.

SOAP completed by: B6 5

Initial Complaint:
Cardiology Recheck - DCM study - will be fasted - fearful dog will be waiting in car

SOAP Text Feb 12019 1:48PM - Rush, John

Disposition/Recommendations

Page 11/81
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Client:
Patient:

B6
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Client:
Patient:

B6

bumminas

Veterinary Medical Center

AT TUFTS UNIVERSITY

Foster Hospital for Small Animals

55 Willard Street

North Grafton, MA 01536

(508) 839-5395

Nova Full Panel-ICU

6/20/2017 11:58:25 PM

Client: ._ ________ B6 Patient: | B6 !
Veterinarian: Species:  |Canine
PatientID: | B6 Breed: Golden Retriever
Visit ID: Sex: Male (Neutered)

Age: B6  Years Old
Lab Results Report

|'1'est |Results IReference Range IUnits
SO2% 94 - 100 %
HCT (POC) 38 -48 %
HB (POC) 126- 16 o/dL
NA (POC) 140 - 154 il
K (POC) 36-48 mmolL
CLPOC) 109 - 120 mmolL.
CA (ionized) 1.17-1.38 mmol/L
MG (POC) 0.1-04 mmollL.
GLUCOSE (POC) 80 -120 mg/dL
LACTATE 0-2 mmol/L
BUN (POC) B 6 12-28 me/dl,
CREAT (POC) 02-21 mg/dL
TCO2 (POC) 0-0 mmoll,
nCA 0-0 mmol/L
MG 0-0 mmol/L
GAP 0-0 mmol/L
CA/MG 0-0 mol/mol
BEecf 0-0 mmol/L
BEDb 0-0 mmol/L,
A 0-0 mmHg
NOVA SAMPLE 0-0

» 13/81 B6

stringsoft Printed Sunday, February 24, 2019
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Client:
Paltei::rtlt: B 6

Fi02 0-0 %
PCO2 36-44 mmHg
PO2 80 - 100 mmHg
PH B 6 7.337 -7.467
PCO2 36-44 mmHg
PO2 80 - 100 mmHg
HCO3 18 -24 mmol/L
Nova Full Panel-ICU 6/21/2017 12:14:52 AM Accession ID:i  B6_
|Test IResults IReference Range IUnits
TS (FHSA) 0-0 g/dl
PCV ** B6 0-0 %
TS (FHSA) 0-0 g/dl
Nova Full Panel-ICU 6/21/2017 2:13:12 AM Accession ID:i B6 |
|Test IResults IReference Range IUnits
WBC (ADVIA) 44-15.1 KAl
RBC(ADVIA) 58-85 M/uL.
HGB(ADVIA) 13.3-20.5 g/dL.
HCT(ADVIA) 39-55 %
MCV(ADVIA) 64.5-77.5 fL
MCH(ADVIA) 21.3-259 pg
MCHC(ADVIA) B 6 31.9-343 g/dL
RDW (ADVIA) 11.9-152
PLT(ADVIA) 173 - 486 KAl
MPV (ADVIA) 829-13.2 fl
RETIC(ADVIA) 02-16 %
RETICS (ABS) ADVIA 147 -113.7 K/l
COMMEINTS (HEMATOLOGY) 0-0
Nova Full Panel-ICU 6/21/2017 2:13:27 AM
|Test Results IReference Range IUnits
GLUCOSE 67 - 135 mg/dL
UREA 8-30 mg/dL
CREATININE 06-2 mg/dL
PHOSPHORUS 26-72 mg/dL
CALCIUM2 94-113 mg/dL
MAGNESIUM 2+ B6 18-3 mEq/L
T. PROTEIN 55-78 g/dL
ALBUMIN 28-4 g/dL.
GLOBULINS 23-42 g/dL.
A/GRATIO 07-16
SODIUM 140 - 150 mEq/L
’ 14/81 B6
stringsc

Printed Sunday, February 24, 2019
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Client: B 6

Patient:
CHLORIDE 106 - 116 mEq/L
POTASSIUM 37-54 mEq/L
tCO2 (BICARB) 14 -28 mEq/L
AGAP 8-19
NA/K 29 -40
T BILIRUBIN 01-03 mg/dL
D.BILIRUBIN 0-0.1 mg/dL
[ BILIRUBIN 0-02 mg/dL
ALK PHOS B 6 12 - 127 U/L
GGT 0-10 U/L
ALT 14 - 86 U/L
AST 9-54 U/L
CK 22 -422 U/L
CIIOLESTEROL 82 -355 mg/dL
TRIGLYCERIDES 30 -338 mg/dl
AMYLASE 409 - 1250 U/L
OSMOLALITY (CALCULATED) 291 -315 mmol/L,
Nova Full Panel-ICU 6/21/2017 2:13:10 AM Accession ID:{ B6
Test IResults IReference Range IUnits
SEGS% 43 - 86 %
LYMPHS% 7-47 %
MONOS% 1-15 %
EOS% 0-16 %
SEGS (AB)ADVIA B6 28-11.5 K/l
LYMPHS (ABS)ADVIA 1-438 K/l
MONOS (ABS)ADVIA 01-15 K/l
EOS (ABS)ADVIA 0-14 K/l
WBC MORPHOLOGY 0-0
No Morphologic Abnormalities
RBC MORPHOLOGY 0-0

See comment(s)
Some erythrocytes are smudged and their morphologic features are difficult to assess due to the effects of lipemia.

POIKILOCYTOSIS 'B6 | 0-0

Nova Full Panel-ICU 6/21/2017 12:35:00 PM Accession ID:| B6 |

Test IResults IReference Range IUnits
0-0

AP results

CYTOLOGY REPORT

Clinical History:

Sample Source: Mass (base of tongue)
Slides Received: 1

. 15/81 Bé
stringst Printed Sunday, February 24, 2019
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Client: B 6

Patient:

Microscopic Findings:

B6

Cytologic Interpretation:
i B6 i

Comments:

B6

Electronically Signed by 6/21/2017@1:11 PM

B6

AP results
CYTOLOGY REPORT

Clinical History:
Sample Source: Mass! B6 !
Slides Received: 1

Microscopic Findings:

B6

Cytologic Interpretation:
- B6 i

Comments:

B6

Electronically Signed by 6/21/2017@1:11 PM

B6

AP results
CYTOLOGY REPORT

Clinical History:
Sample Source: Mass e i

STides Beceived: 1 PR, ¢ S

Microscopic Findings:

B6

" 16/81 B6 :

stringsc

Printed Sunday, February 24, 2019
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Client:
Patient: B 6

B6

Cytologic Interpretation:

i B6
Comments:
Electronically Signed by 6/21/2017@1:11 PM

B6
Nova Full Panel-ICU 6/21/2017 12:35:00 PM Accession ID:. B6 |
Test IResults IReference Range IUnits

0-0
AP results
PRELIMINARY BIOPSY REPORT
Microscopic Findings:
Gross Description:
B6
Electronically Signed by 6/23/2017(@3:23 PM
0-0

AP results
PRELIMINARY BIOPSY REPORT
Microscopic Findings:
Gross Description: _
B6
Electronically Signed by 6/23/2017@3:23 PM

B6 o

AP results
PRELIMINARY BIOPSY REPORT

Y 17/81

stringsc
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Client:
Palt?:nt: B 6

Microscopic Findings:

Gross Description:

i B6 i

Electronically Signed by 6/23/2017(@3:23 PM

B6

AP results
BIOPSY REPORT

Diagnosis:
B6

B6

Microscopic Findings:

Gross Description:

Comment:

B6

Electronically Signed by 6/30/2017@11:19 AM

B6

AP results
BIOPSY REPORT

Diagnosis:
56

B6

» 18/81 B6 é

Microscopic Findings:

Gross Description:

stringse Printed Sunday, February 24, 2019
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Client:
Paltei::rtlt: B 6

Comment:

B6

Electronically Signed by 6/30/2017@11:19 AM

B6

AP results
BIOPSY REPORT

Diagnosis:

5 B6

Microscopic Findings:

B6

Gross Description:

i B6

Comment:

B6

Electronically Signed by 6/30/2017@11:19 AM

B6

Nova Full Panel-ICU 6/26/2017 11:34:12 AM Accession ID:E:________E_? ________ i
|Test Results IReference Range IUnits
WBC (ADVIA) 44-15.1 KAl
RBC(ADVIA) 58-85 ML
HGB(ADVIA) 13.3-20.5 g/dL
HCT(ADVIA) 39-55 %
MCV(ADVIA) 64.5-77.5 fL
MCH(ADVIA) B6 21.3-259 Pg
MCHC(ADVIA) 31.9-343 g/dL
RDW (ADVIA) 11.9-152
PLT(ADVIA) 173 - 486 KAl
MPV (ADVIA) 829-13.2 fl
RETIC(ADVIA) 02-16 %

. 19/81 B6 5

stringse Printed Sunday, February 24, 2019
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Client: i
Patient: BG

RETICS (ABS) ADVIA B 6 14.7 -113.7 K/
COMMENTS (HEMATOLOGY) 0-0
Nova Full Panel-ICU 6/26/2017 11:34:10 AM Accession ID:| B6
|Test Results IReference Range IUnits
SEGS% 43-86 %
LYMPIIS% 7-47 %
MONOS% 1-15 %
EOS% 0-16 %
SEGS (AB)ADVIA 28-11.5 K/ul
LYMPHS (ABS)ADVIA B 6 1-48 KAL
MONOS (ABS)ADVIA 01-15 K/
EOS (ABS)ADVIA 0-1.4 K/L
WBC MORPHOLOGY 0-0
No Morphologic Abnormalities
ACANTHOCYTES 0-0
POIKILOCYTOSIS 0-0
" 20/81 BE ;

stringsc Printed Sunday, February 24, 2019

Vitals Results

6/21/2017 12:08:06 AM
6/21/2017 1:11:50 AM
6/21/2017 1:14:59 AM
6/21/2017 1:15:05 AM
6/21/2017 1:15:11 AM
6/21/2017 1:51:23 AM
6/21/2017 2:09:14 AM
6/21/2017 3:06:54 AM
6/21/2017 4:08:.04 AM
6/21/2017 4:15:21 AM
6/21/2017 4:15:37 AM
6/21/2017 4:15:42 AM
6/21/2017 4:56:54 AM
6/21/2017 5:29:10 AM
6/21/2017 5:29:33 AM
6/21/2017 8:00:07 AM
6/21/2017 8:05:00 AM
6/21/2017 8:05:46 AM
6/21/2017 8:15:57 AM

Notes

Respiralory Rale
Temperature (1)

Heart Rate (/min)
Respiratory Rate
Weight (kg)

Nursing note
Respiratory Rate
Quantify IV fluids (mls)
Notes

Heart Rate (/min)
Respiratory Rate
Respiratory Rate
Respiratory Rate

Heart Rate (/min)
Respiratory Rate
Quantify IV fluids (mls)
Heart Rate (/min)

Notes
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Cardiac Physical Examination:
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Final Diagnosis:

Heart Failure Classification Score:












DelLuca et al. J Transl Med (2015) 13:243

The present review is aimed at providing the state-of-
art of taurine research in skeletal muscle, with particu-
lar attention to its potential therapeutic application as
orphan drug in inherited rare muscle disorders, as well as
in pathophysiological conditions such as aging, malnutri-
tion and/or muscle disuse.

Skeletal muscle ion channels as specific targets

of taurine: the potential action of taurine

as anti-myotonic drug

Taurine and skeletal muscle chloride channels CIC-1

In CNS, taurine has been long claimed to act as an “inhib-
itory” amino acid and neurotransmitter [1]. Neuronal
synthesis of taurine and metabotropic taurine receptors
have been described in specific areas of CNS, where tau-
rine acts in a glycine or GABA-like manner, by enhanc-
ing hyperpolarizing chloride-mediated conductance
in nervous cells [9, 11, 12]. Pre-clinical evidences were
provided of a beneficial effect of taurine in controlling/
prevenling seizure discharges and neuroloxicity [1, 12,
24]. The ability of taurine to act as inhibitory amino acid
raised attention to its possible effect as potential mem-
brane stabilizer in skeletal muscle. We investigated about
the actions of the amino acid on voltage-gated chloride
channels CL.C-1 that account for the macroscopic chlo-
ride conductance (gCl) of skeletal muscle. Resting gCl
accounts for about 70-90% to the total membrane con-
ductance of sarcolemma and plays a pivotal role in main-
taining the sarcolemmal electrical stability by shunting
the depolarization-driven potassium accumulation in
transverse tubules. Thus the large gCl allows repolariza-
tion and muscle relaxation.

Loss-of-function mutations of CLC-1 are responsible
of myotonic syndromes with either autosomal dominant
(Thomsen disease) or recessive pattern of inheritance
(Becker’s Myotonia Congenita). The resulting decrease of
gCl is responsible for the pathological hyperexcitability
and for the delayed relaxation, spasms and stiffness typi-
cal of the disease in both patients and myotonic animals
[25-27].

Our research has shown that taurine, acutely applied
in vitro, exerts a concentration-dependent increase of gCl
in rat extensor digitorum longus (EDL) myofibers, and
in parallel reduces membrane excitability [28, 29]. The
effective concentrations are in the millimolar range, likely
in relation to the high intracellular level of the amino
acid [28, 29]. A pre-clinical evaluation of the potential
anti-myotonic activity of taurine has been performed.
We found that taurine does not antagonize the myotonic
discharges in rats made myotonic by administration of
anthracene-9-carboxylic acid, a direct chloride chan-
nel blocker, nor does it restore gCl lowered in vitro by
the same agent. However, when rats are made myotonic

Page 4 0of 18

by a chronic exposure to 20,25 diazacholesterol, which
reduces gCl indirectly by modifying lipid membrane
composition, taurine antagonizes the electromyographic
signs of myotonia if administered in vivo, while its acute
in vitro application contrasts both the reduced gCl and
the high frequency firing of single myofibers [30]. These
results suggested that taurine can contrast myotonia if
chloride channels are available for a direct modulation,
implying its direct action at channel level or on a site
nearby. A series of taurine analogues were tested on gCl
of rat EDL myofibers to investigate the structure—activity
relationship (SAR) between taurine and chloride chan-
nels. The results provided a pharmacological evidence of
the presence of a specific low-affinity taurine binding site
able to modulate chloride channel function and/or kinetic
[31]. In particular, an increased distance between the
two charged heads of taurine and/or a more distributed
positive charge for the replacement of the amino group
with aza-cyclo moieties lead to a decreased potency in
enhancing gCl [31]. The direct aclion of laurine on skel-
etal muscle chloride channel was further confirmed by
two microelectrode voltage-clamp recordings of chloride
currents sustained by human CIC-1 channel heterolo-
gously expressed in Xenopous oocytes. In these condi-
tions, the in vitro application of 20 mM taurine enhanced
by 100% the chloride currents and shifted channel acti-
vation toward more negative potentials, an effect that
likely accounts for the increase in resting gCl observed
in native fibers [32—34]. This direct modulation adds to
other possible homeostatic and modulatory roles that
the high intracellular taurine has on chloride channels.
However, as anticipated, the acute modulation of gCl
may require fully or partly functional chloride channels,
questioning about the real efficacy of taurine in CIC-1
related myotonic syndromes, especially for those muta-
tions that seriously affect channel expression and protein
level. Taurine has been tested in patients with myotonic
dystrophy with encouraging results. In particular acute
parenteral administrations of taurine allowed to reduce
membrane excitability evaluated in relation to potassium
plasma concentration after potassium-enriched infusion,
suggesting again an action on membrane ionic conduct-
ance. Accordingly, a double-blind oral administration of
taurine led to a long-term control of myotonic symptoms
estimated as reduction of electromyographic (FMG)
discharges and potassium induced-hyperexcitability
[35—37]. Even taking into account the possible bias deriv-
ing from these small sized trials, the effects of taurine in
myotonic dystrophy patients suggest alternative modality
for decreasing membrane excitability. In fact, myotonic
dystrophy type 1 (DM1) or Steinardt syndrome, is caused
by expansion of a CTG trinucleotide repeat in the non-
coding region of DM protein kinase with abnormalities

FDA-CVM-FOIA-2019-1704-009210
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in mRNA metabolism and alternative splicing of certain
genes. In DM1 patients, the abnormal inclusion of alter-
native exons 6B and/or 7A and retention of intron 2 of
CLC-1 channel gene (CLCN1) gene have been observed.
These aberrant-splicing, which may also occur in myo-
tonic dystrophy type 2 (DM2) patients, leads to prema-
ture termination codons, with a consistent decrease of
the mRNA of CLCNI, of CIC-1 protein and consequently
of gCl [38, 39]. Therefore, the possible modulatory action
of taurine on other skeletal muscle ion channels has to be
taken into account.

Taurine and Nav1.4 voltage gated sodium channels

It is feasible to hypothesize a modulation by taurine of the
skeletal muscle isoform of voltage-gated sodium channel
(Navl.4), involved in the generation and propagation of
action potential and main target of symptomatic anti-
myotonic drugs [37, 40]. The effect of taurine on sodium
channels of native muscle fibers has been investigated in
our laboralories by cell-atlached patch clamp recordings.
Taurine has a dual effect. In particular taurine enhances
the sodium transients elicited by depolarizing test pulses
close to the threshold for channel activation (test pulse
to —70/—50 mV), an effect that is likely related to the
observed shift of the activation curve towards more
negative potentials. However, taurine reduces sodium
currents at more depolarized test pulse potentials, with
a 50% inhibition of the maximal peak sodium current
observed at 10 mM taurine. In parallel, a left-shift of the
steady-state inactivation curve has been observed, indi-
cating the ability of taurine to stabilize the blocked chan-
nels in the inactivated state [34, 41 Desaphy and Conte
Camerino, unpublished observation]. This peculiar effect
of taurine on Nav1.4 channel is similar to what has been
observed on cardiac sodium currents [42, 43] and under-
lines a complex action of the amino acid on sodium chan-
nel gating and kinetic. Our extensive structure—activity
relationship studies of inhibitors of Navl.4 channel allow
to predict that the anesthetic-like action of taurine is
mediated by the amino group, a main pharmacophore
moiety in sodium channel blockers [44—47]. The dual
ability of taurine to open chloride channels and to block
sodium channels envisages a greater therapeutic action
of the amino acid in myotonic states related to gain-of-
function mutations of sodium channels, such as Sodium
Channel Myotonia and Paramyotonia Congenita. The
verification that taurine is able to compensate mutation-
related biophysical alterations of Navl.4 channels will
be helpful at this regard, and is part of future projects of
our laboratory. For the moment, the action of taurine on
sodium channels can account for the antimyotonic effect
in conditions where chloride channels are defective or
dysfunctional [35, 36]. In line with this, the mechanism of

Page 50f 18

taurine action on Nav1.4 sodium channels deserves to be
further investigated since it may better support its phar-
macological potential and its clinical use in hyperexcit-
ability muscle disorders (Table 1).

Role of proper taurine intramuscular level

for excitation-contraction coupling and muscle
performance

The ability of skeletal muscle to concentrate taurine
against gradient pushed toward a better understand-
ing of its physiological role. Adult rats were chronically
treated with guanidinoethane sulfonate (GES), an inhibi-
tor of taurine transporter (TauT) to induce a reduction of
taurine content in skeletal muscle. We found that a 50%
reduction of taurine in EDL muscle leads to a marked
decrease in gCl, and to a parallel enhancement of sar-
colemmal excitability, disclosing the ability of taurine
level to exert a physiological control on chloride chan-
nel function and sarcolemmal stability [48]. The mecha-
nism underling this effect is not clear yet, bul we cannot
rule out the ability of taurine to modulate CIC-1 chan-
nel function via a fine-tuning of a calcium-dependent
phosphorylation-signaling pathway, as discussed below.
In line with the described ability of taurine to control
calcium homeostasis in both skeletal muscle and cardiac
tissue [1, 4], we found a marked alteration of mechani-
cal threshold, ie. the voltage at which muscle fiber
contracts in response to depolarizing voltage steps, in
taurine-depleted EDL myofibers. Mechanical threshold
depends on the kinetic of calcium release from and reup-
take by sarcoplasmic reticulum, also in relation to basal
cytosolic calcium concentrations. Taurine depleted EDL
muscle fibers contract at more negative potentials with
respect to normal ones, implying an impact of GES treat-
ment on calcium handling [48, 49]. Both the decrease in
gCl and the shift of mechanical threshold toward nega-
tive potentials were rapidly reverted by in vitro applica-
tion of millimolar concentration of taurine. Actually,
depleted muscles showed a higher than normal sensi-
tivity to exogenous taurine with respect to normal ones
(48], further corroborating the link between the observed
alterations and the taurine level. The contractile proper-
ties and fatigability of EDL muscles depleted of taurine by
a GES treatment were investigated by Bakker’s group. It
was found that the treatment with GES decreases mus-
cle taurine levels to <40% of controls and decreases the
peak twitch force of EDL muscles by 20%. Also, GES-
treated muscles develop a lower force in force—frequency
relationship and show a slower time to fatigue, likely in
relation to the lower metabolic demands of the weaker
muscles [50]. Primary information about the long-term
effect of taurine in skeletal muscle and, consequently,
of potential usefulness of its exogenous administration
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Table 1 Involvement and therapeutic potential of taurine in physio-pathological conditions and diseases of skeletal muscle

Condition Change in Taurine content /

TauT

Pathogenetic mechanisms
related to changes in taurine
content

General symptoms

Taurine targets

Therapeutic Potential
of Taurine

Post-natal development Age-dependent increase in
TauT expression and intracel-

lular content

Aging Decrease in Taurine content;
no information on TauT
expression

Ischemia and reperfusion injury Decrease due to a compensa-
tory taurine efflux

Myaotonic syndromes and Unknown
periodic paralyses
Disuse Slow-to-fast decrease in taurine
content; no change in TauT
expression

Duchenne muscular dystrophy  Change in content related to
and related myopathies pathology phase; possible
reduction of TauT expression

Delayed development and
delayed acquisition of spe-
cific phenotypic properties;
metabolic dysfunction

Metabolic distress; calcium
dependent dysfunction;
reduced regenerating ability;
reduced activity of free-
oxygen radicals scavengers

Insufficient vaso-dilation in
relation to muscle work;
metabolic distress; oxidative
stress

Primary inherited channelopa-
thies due to loss-of function
mutations of CIC-1 chloride
channel or gain-of-function
mutations of Nav1.4 sodium
channel

Myofiber phenotype transition
in postural muscle; atrophy

Alteration of calcium homeo-
stasis; calcium-related degen-
eration; oxidative stress and
inflammation

Specie-specific (due to dif-
ferent sensitivity to taurine
deficiency)

Sarcopenia; atrophy, weakness
and fatigue degeneration,
altered excitation—contrac-
tion coupling, impaired
performance

Hyperkaliemia, muscle
dysfunction; ROS-induced
inflammation and damage

Hyperexcitability and impaired
muscle relaxation

Atrophy, change in metabo-
lism, slow-to-fast transition;
weakness

Progressive muscle degenera-
tion and weakness; muscle
fiber loss and fibrosis; sar-
colemmal instability; altered

calcium homeostasis; inflam-

mation and oxidative stress

Mitochondria; ion channels;
calcium homeostasis and
calcium dependent gene
expression

lon channels; Calcium homeo-
stasis; oxidative stress and
atrophy

Metabolic-sensitive channels;
mitochondria

CIC-1 chloride channel; Nav1.4
sodium channel

lon channel function and
expression; calcium homeo-
stasis

Chloride channel and voltage-
insensitive calcium perme-
able channels (Leak/TRP-
like); SERCA:; mitochondria

Taurine supplementation in
formula for pre-term born
infants; to ensure a proper
skeletal muscle phenotype
differentiation

To counteract the decrease
in taurine content and the
consequent reduction in
chloride channel function and
the alteration in calcium ion
homeostasis; to ameliarate per-
formance and muscle strength

To counteract hyper-kaliemia
by inhibiting K, and KCa?*
channels; to prevent ischemia-
induced taurine loss

To reduce membrane hyper-
excitability through:

opening of chloride channel
and increase in gCl mediated
by both short and long term
actions; modulation of genera-
tion and prapagation of action
potential, by blocking sodium
channel with a local-anesthetic
like mechanism

To counteract disuse-induced
taurine loss; to counteract
myofiber transition; potential
counteraction of atrophy

To ameliorate muscle perfor-
mance; to counteract taurine
loss and to modulate calcium
availability for contraction;
to counteract contraction-
induced ischemia. To contrast
degeneration-induced
decrease in gCl; adjuvant
therapy in combination with
glucocorticoids

The table summarizes the main role of taurine in various conditions of skeletal muscle, indicating evidences in relation to changes in tissue content and potential site of taurine action. Please refer to text for more detailed

information and specific references.

TauT taurine transport system, SERCA sarco/endoplasmatic reticulum calcium ATPasi, gCf macroscopic chloride conductance, TRP transient receptor potential channels, ROS reactive oxygen species, KATP ATP-dependent

potassium channels, KCa calcium activated potassium channels.
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derives from studies on mice in which the TauT was
genetically knocked out [6, 14-16]. TauT knockout mice
(TauT ~/~) show more than 90% decrease in taurine con-
tent in both muscle and heart and are characterized by
a marked decrease in exercise performance in exhaus-
tive training models. Although the force of isolated mus-
cle has not been measured in these TauT /'~ mice, clear
abnormalities of muscle structure have been found,
including signs of atrophy and muscle necrosis. Addi-
tionally, the muscles of TauT '~ mice have a shift of
metabolism toward the glycolytic pathway, especially in
condition of exercise; this has been related to a dysfunc-
tion in mitochondrial function and in fatty acid oxida-
tive pathways [51]. In parallel, taurine deficiency leads to
cardiomyopathy characterized by remodeling of ventric-
ular cardiomyocytes, ultrastructural damages of myofila-
ment and mitochondria, and overexpression of markers
of heart failure, such as atrial natriuretic peptide, brain
natriuretic peptide and beta-myosin heavy chain [15, 16].

It is therelore evidenl thatl laurine is essential Lo main-
tain muscle performance and excitation—contraction
coupling; however the mechanism for these actions is
still unclear. An in vitro study of Berg and Bakker clearly
demonstrated the ability of taurine to increase the accu-
mulation of calcium into sarcoplasmic reticulum (SR) in
isolated skinned myofibers by 35%, an effect that accounts
for the greater depolarization-induced contraction of
fiber exposed to 20 mM taurine. This in spite taurine
slightly reduces the sensitivity of contractile apparatus
to calcium [52]. Interestingly, a recent study demon-
strated that a prolonged exposure to 10-20 mM taurine
increases the rate of calcium uptake in both type I and
type 1I human myofibers; an action within the SR lumen
has been proposed. An increase in contractile sensitivity
to calcium was also observed but exclusively in type I fib-
ers [53]. These results reinforce the original data of Huxt-
lable and Bressler about the ability of taurine to stimulate
calcium uptake by vesicles of SR [13]. Recent insight into
the role of taurine in skeletal muscle has been obtained
by the group of Hayes, who supplemented rats with tau-
rine and evaluated the outcome on various functional
parameters [54]. Taurine supplementation significantly
increases the amino acid content in skeletal muscle, with-
out any adaptive change in TauT activity; in parallel an
increase in force and a greater resistance and recovery
after fatigue have been observed. These changes were
paralleled by an increase in calsequestrinl, the calcium
binding protein that works to maintain high amounts of
calcium in the cysterna of SR. This suggests that taurine
supplemented muscle can store a greater quantity of cal-
cium with a consequent greater calcium availability for
contraction. However, the involvement of sarco/endo-
plasmic reticulum calcium-ATPase (SERCA) remains
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to be better clarified. A decrease in markers of oxidative
stress was also found, indicating that taurine may help
to control activity-related oxidative stress [48]. In sup-
port to this view, a recent report by Silva et al. showed
that a daily treatment of rats with 300 mg/kg taurine for
2 weeks protects muscles against in vivo eccentric exer-
cise damage, such as downbhill running [55]. In particu-
lar taurine reduced protein carbonylation or oxidized
thiols, without increasing the expression of endogenous
anti-oxidant pathways, such as superoxide dismutase or
catalase [55]. Sugiura et al. similarly found that taurine
administration before strenuous exercise reduces mus-
cle DNA damage likely via down-regulation of inducible
nitric oxide synthase (iNOS) and consequent reduction
of nitrosative inflammation [56]. The protective effects
of taurine supplementation are due to a long term mod-
ulatory effect, likely in relation to its muscle uptake and
intracellular levels. In fact acute in vitro application of
physiological concentrations of taurine to isolated mouse
soleus muscle, does nol increase muscle conlractile per-
formance in term of force, fatigue resistance and recovery
and does not exert any synergistic action when associated
with caffeine [57]. Despite the authors suggesting a lack
of ergogenic benefit by acute taurine, it is important to
underline that slow twitch soleus muscle is characterized
by high intracellular taurine content [58, 59], predicting
its lower dependency on extracellular concentrations.
Accordingly, we have shown that a chronic treatment
with taurine to dystrophic mice leads to a minor increase
of its intracellular content in soleus muscle than in fast
twitch muscles [59].

Although taurine supplementation enhances exer-
cise performance, its efflux during exercise and/or
ischemia, with consequent decrease in tissue concen-
tration, can also occur [60, 61]. Whether the loss of
taurine is a marker of tissue damage or rather a cyto-
protective mechanism against ischemic insult, is still
matter of debate [60, 62, 63]. The protective effect of
taurine efflux in the above conditions can be related to
the need to osmotically balance, along with water move-
ment, the increase of by-products of metabolism in the
myofibers [1, 14]. However a role in the mechanism to
contrast fatigue can be envisaged. In fact, taurine exerts
an inhibitory control on channels that couple the meta-
bolic state of the myofiber with membrane excitability,
such as the ATP-dependent potassium (KATP) chan-
nels and calcium-activated potassium channels [64,
65]. Taurine blocks skeletal muscle KATP channel by
binding the channel complex nearby the sulphonylu-
rea receptor [64]. During ischemia—reperfusion injury,
the opening of KATP are involved in the cytoprotective
effect of the preconditioning mechanisms, by prevent-
ing the influx of calcium ions and preserving the ATP
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low-protein diet, a condition mimicking the low weight
at birth and related to the risk of developing dysmeta-
bolic states later on [69]. In these conditions taurine pro-
tects pancreas by decreasing islet sensitivity to cytokines
and shows to have an impact on gene expression and
“reprogramming” in various tissues, including skeletal
muscle [70-72].

In support of the pivotal role of adequate taurine level
for skeletal muscle development, we demonstrated that
taurine muscle level increases during the first month of
rat post-natal life [73]. This increase matches the acquisi-
tion of phenotype-specific contractile properties. In par-
ticular in rat fast-twitch EDL muscle it occurs in parallel
with the post-natal increase in muscle gCl and of CIC-1
channels expression; i.e. during the acquisition of the
mature profile [39, 73-75]. Adult levels are likely to be
attained later, since a proton nuclear magnetic resonance
(H-NMR) study showed an increase in taurine in differ-
ent rat skeletal muscles from 6 to 18 weeks of age [76].
Accordingly, an age dependenl increase of laurine as well
as of other amino acids, has been found in muscle of met-
abolically healthy children (age range 1-15) with respect
to adults [77].

In agreement with an active role of taurine for muscle
phenotype acquisition, supplementation of mothers dur-
ing pregnancy and lactation as well as of new-born rats
results in a higher content of the amino acid in skeletal
muscle, accompanied by a more rapid development of
gCl [73]. Whether such an increase is due to a modula-
tory action of taurine on CIC-1 channel or to an effect on
its gene expression is not known vyet. Importantly, a pro-
found alteration in gene expression has been described in
liver and skeletal muscle of pups that were exposed pre-
natally to low protein diet, while the addition of taurine
to mothers via drinking water during gestation leads to a
marked protection [71, 72]. Focusing on skeletal muscle,
the rescuing effect of taurine did occur for genes involved
in oxidative phosphorylation and in the tricarboxylic
acid cycle that were markedly down-regulated in skeletal
muscle by the low protein diet. Importantly, plasma tau-
rine concentration has been suggested to be a marker of
fetal well-being and a prerequisite for normal fetal devel-
opment [78]. In line with the important role of taurine
for skeletal muscle development, the Taul expression
increases during myogenesis and its gene has consensus
site for myocyte enhancing factor 2 (MEF2), being there-
fore under strict control of myogenic program [79]. Also,
taurine has been shown to stimulate myofiber differen-
tiation in vitro [80]. Although the mechanism through
which taurine may control gene expression during devel-
opment is not clear yet, it appears to be a necessary factor
in myogenesis, and perhaps in mitochondrial biogenesis,
with key role for tissue development (Table 1).

Page90of 18

Another condition that may benefit from taurine sup-
plementation is aging. Age-related sarcopenia is accom-
panied by profound changes in hormonal and metabolic
profile of skeletal muscle. An important alteration in the
content of various amino acids occurs in human muscle
specimen with age, as a result of age-related increase in
proteolysis; in parallel a marked decrease in taurine con-
tent has been observed [81].

Besides sarcopenia, skeletal muscle of aged rats devel-
ops features that are overlapping those observed in tau-
rine depleted muscles, i.e. a marked decrease in gCl and
a change in calcium homeostasis with a shift of mechani-
cal threshold towards more negative potentials [82, 83].
We found by high-performance liquid chromatography
(HPLC) determination that muscle taurine concentration
is in fact significantly decreased in muscle of aged rats;
however the levels can be restored to adult values upon
the exogenous administration of taurine for 3 months
(1 g/kg in drinking water) [84]. Importantly, the taurine
administration counteracts the decrease in gCl and the
alteration in excitation—contraction coupling of aged rat
EDL muscle, supporting the key role of the amino acid in
the alterations observed and the potential beneficial role
of its supplementation in elderly subjects (Table 1). In the
EDL muscle of aged rats supplemented with taurine an
almost complete recovery of the pharmacological sensi-
tivity of gCl to either direct and indirect channel mod-
ulators, such as the enantiomers of p-chloro-phenoxy
propionic acid and the phorbol esters, respectively, was
observed. The effect of these latter, along with the ame-
lioration of mechanical threshold observed, discloses the
ability of taurine to modulate gCl by reducing the phos-
phorylation state of the chloride channel brought about
by calcium and phospholipid-dependent protein kinase C
[83, 84]. This offers a unifying mechanism for physiologi-
cal taurine action via calcium homeostasis and modula-
tion of calcium-dependent signaling pathways.

In line with the above observations, TauT ~/~ mice show
accelerated senescence, with greater muscular damage
and endoplasmic reticulum stress due to accumulation of
misfolded proteins. A central role of calcium mishandling
has been proposed, along with the interest in maintaining
adequate taurine level for contrasting aging-related mus-
cle impairments [85].

Taurine and muscular dystrophy

The alteration of calcium homeostasis is a hallmark of
muscles affected by inherited muscular dystrophy, such
as in mice with X chromosome-linked muscular dys-
trophy (mdx), the most widely used model for Duch-
enne muscular dystrophy (DMD). It is believed that the
absence of dystrophin, a protein with a key role for sar-
colemmal integrity and mechano-transduction, leads to
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sarcolemmal tears and to overactivity of voltage-insen-
sitive cationic channels which enhance passive calcium
entry, especially during work load [86—88]. This in turn
leads to both the alteration of excitation—contraction
coupling and to the activation of degenerative pathways
(88, 89]. We have found that the EDL muscles of dys-
trophic mdx animals undergoing chronic exercise pro-
tocols, have features resembling taurine depleted ones,
i.e. a reduction of gCl and a negative rheobase voltage for
mechanical activation [89, 90]. Dystrophic muscle may
have a reduced ability in retaining intracellular taurine;
in fact we observed a trend of a lower than normal tau-
rine muscle concentration in parallel with markedly high
levels in plasma [89]. Accordingly, other authors found
that taurine levels fluctuate in mdx muscles in relation
to the disease phase, with compensatory increases being
observed after acute degenerative period and glucocorti-
coid treatment [91, 92]. In this frame, taurine seems to be
a useful marker of the dystrophic state of mdx mice when
monilored by Hl-magnelic resonance speclroscopy
both in vivo and ex vivo, although technical problems
may still limit the accurate peak resolution for quantita-
tive evaluation [91-95]. In our experiments, the in vitro
application of millimoelar taurine concentrations fully
restored the alteration of mechanical threshold observed
in these animals [89]. Interestingly, similar results have
been obtained upon chronic taurine treatment in exer-
cised mdx mice. The in vivo treatment also significantly
contrasted the decrease in gCl and lead to a significant
increase of mouse strength in vivo, due to an interest-
ing anabolic action of the amino acid in the dystrophic
animals [90]. As previously mentioned, TauT '~ mice
are characterized by a marked 80% decrease in exercise
performance and increased fatigability, a feature that is
classically observed in the mdx phenotype [6, 14, 90, 96].
The role of taurine in muscular dystrophy is also under
study in Hayes’ laboratory, where a lower expression
of TauT in mdx mouse muscle has been demonstrated,
which is not influenced by exogenous taurine adminis-
tration [97], supporting the difficulty of dystrophic mus-
cle to retain taurine. Exercise protocols may differently
modulate intramuscular taurine concentration, ranging
from no change to phenotype-dependent decrease, likely
in relation to the exercise type; however taurine supple-
mentation can enhance exercise performance [60, 61].
Due to the impaired mechano-transduction of dystrophic
myofibers, it would be of interest to evaluate whether the
exercise protocol in mdx mice can lead to a further dis-
tress in taurine concentration and in TauT expression;
this is currently ongoing in our laboratory.

Based on first encouraging results, we tested
the possible advantage to combine taurine with
a-methylprednisolone, a glucocorticoids currently in use
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in dystrophic patients [58]. A synergistic action of the
two drugs in enhancing mouse strength and in restoring
calciurn homeostasis was observed, with a normaliza-
tion of mechanical threshold and a reduction of the over-
activity of the cation channels likely involved in abnormal
calcium entry [58, 86, 98]. The treatment was also associ-
ated with a significant increase in taurine content in fast-
twitch limb muscles, suggesting that dystrophic muscle
maintains the ability to uptake taurine if adequately sup-
plemented [58]. The synergistic action observed corrobo-
rates a potential interest of taurine as adjuvant therapy
in steroid-treated patients. This is also supported by the
evidence that glucocorticoids exert an inhibitory action
of renal taurine re-uptake, then leading to hypotaurine-
mia, which in turn may have long-term negative effects
on cardiovascular function [5].

Importantly, the taurine treatment to mdx mice signifi-
cantly reduces the high plasma level of lactate dehydro-
genase, an index of metabolic distress, and it is worth to
underline thal a marked increase in plasma laclale aclu-
ally occurs in TauT~/~ mice [6]. Therefore taurine can
also play a role in metabolism in dystrophic muscle, simi-
larly to what observed in exercise-challenged laul™/~
mice [51].

Increasing evidences suggest a link between calcium
homeostasis, oxidative stress and mitochondrial distress
in muscular dystrophy, leading to reconcile all these
taurine actions under few main mechanisms, although
not fully clear yet [99, 100]. As already mentioned, tau-
rine supplementation contrasts the exercise-induced
increase in oxidative markers, without enhancing the
level of endogenous anti-oxidant [55]. Other evidences
support that the sulfonic amino acid is actually incapa-
ble of scavenging the common oxidants, namely, super-
oxide, hydrogen peroxide and hydroxyl radical, which
instead are the main products of enhanced NADPH oxi-
dase activity in dystrophic muscle [99-101]. However,
the amino group of taurine can neutralize hypochlorous
acid, one of the reactive species generated by myeloper-
oxidase-halide system in neutrophils [102]. In that reac-
tion, taurine is converted to taurine chloramine, which
is less toxic than hypochlorous acid and actually serves
as a modulator of the immune system also by interfering
with the production of several pro-inflammatory media-
tors and activation of the transcription factor nuclear
factor kappa-light-chain-enhancer of activated B cells
(NF-kB) [102]. In addition, taurine has been proposed to
directly activate peroxisome proliferator-activated recep-
tor vy (PPARY) in epithelial cells, a mechanism that may
account for its protective action against inflammation-
related diabetic retinopathy progression [103]. In con-
sideration of the involvement of chronic inflammation
and NF-kB derived mediators in dystrophic muscle [87,
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104, 105], the above immunomodulatory actions of tau-
rine are of value. However, whether the anti-inflamma-
tory and anti-oxidant action contributes to the beneficial
effect observed in dystrophic animals is not known yet
and the evaluation of biomarkers in samples of taurine
treated mdx mice will be useful at this regard. Our pre-
liminary results favor a decrease in superoxide anion for-
mation, measured by dihydroethidium staining, in tibialis
anterior muscles of exercised mdx mice treated with tau-
rine (De Luca, personal unpublished observations). An
attractive hypothesis, currently under study in our labo-
ratory, is that taurine may contrast the impaired SERCA
activity in dystrophic muscle either directly or by reduc-
ing the damaging effect brought about by oxidation and/
or nitrosylation [13, 54, 106]. Interesting recent results of
Terrill et al. have shown that a chronic administration of
the cysteine precursor 2-oxothiazolidine-4 carboxylate
(OTC) markedly decreases the level of thiol oxidation in
muscles of mdx mice; in parallel an amelioration of force
and muscle morphology has been observed. Imporlantly
the administration was not paralleled by an increase
in cysteine or glutathione but rather by an increase in
taurine level. 'lhe authors underlined that the decrease
in taurine content may have a direct causative role in
enhanced susceptibility to oxidative stress, disclosing
a novel mechanism for beneficial effect of the classical
anti-oxidant N-acetylcysteine [107].

Considering the mitochondrial sufferance occurring
in dystrophic muscle [93], the previously described role
of taurine for preserving mitochondrial function has to
be taken into account for further studies. Similarly, the
potential role of taurine and its chemical chaperone con-
jugate tauroursodeoxycholic acid in contrasting endo-
plasmic reticulum stress in various conditions should be
considered for the acute and chronic ability of taurine
to modulate signaling pathways [108, 109]. In addition,
taurine may improve muscle metabolism by contrasting
functional ischemia, based on the described vasodilating
properties [110]. The clarification of the mechanism of
action and the evaluation of long term safety and efficacy
also at heart level can add important pre-clinical data to
plan clinical trials in DMD patients (Table 1).

Taurine and disuse-related muscle atrophy

Muscle disuse is a general term which describes a con-
dition of inactivity occurring after prolonged bed rest,
spaceflight and/or aging. The slow-twitch muscles,
devoted to postural maintenance, are the most affected
ones, showing a slow-to-fast phenotype transition and
severe atrophy, both leading to impaired muscle func-
tion. The adaptation of skeletal muscle to different activ-
ity includes changes in the expression of structural,
metabolic and contractile proteins that fine-tune the
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characteristics of this tissue. The hindlimb unloaded
(HU) model of disuse in rodents is a widely accepted
ground-based model that mimics microgravity condition
and is used to study the mechanisms responsible for the
disuse-induced modification of skeletal muscle function.
The soleus muscle of HU rats and mice becomes atrophic
and experiences a slow-to-fast phenotype transition,
characterized by an increased expression of the fast myo-
sin heavy chain (MHC) isoform [111, 112]. Along the
years, the studies on the HU model have shown that vari-
ous proteins involved in the control of sarcolemma excit-
ability, calcium ion homeostasis, energy metabolism, and
contractile machinery undergo changes in the expression,
turnover, and activity in accord with the entering of the
slow muscle into a fast program [111, 113-117]. In par-
ticular, CIC-1 chloride and Navl.4 sodium channels are
differently expressed in fast-twitch and slow-twitch skel-
etal muscles, the expression of both being higher in the
former. Accordingly with the change of phenotype, CIC-1
channel aclivily and expression as well as the intracel-
lular resting calcium level in slow-twitch soleus muscle
are significantly shifted by HU process toward the values
of a fast muscle, even before the modification of MHC
expression [111]. Similarly, HU increased sodium cur-
rent density and sodium channel mRNA level in soleus
muscle fibers [113]. All these changes alter the resist-
ance to fatigue of antigravity muscle fibers, an effect that
may contribute to the impairment of muscle function, in
terms of excitability and contraction. A full understand-
ing of the mechanisms of disuse-induced muscle altera-
tions in humans is still incomplete and few molecules
have been proposed for therapy [118, 119]. However,
supplementation with essential amino acids and carbo-
hydrates in combination with exercise attenuates muscle
protein loss in humans exposed to prolonged inactivity
[120, 121]. Based on these considerations and on our pre-
vious findings about the action of taurine in the modu-
lation of calcium homeostasis and ion channel function
(34, 41, 49], we focused on taurine as a potential candi-
date to counteract the HU-induced phenotype transition
and skeletal muscle function impairment [1, 34].

In agreement with a critical role of taurine in pheno-
type-specific cellular function, the concentration of the
amino acid is twofold higher in soleus compared to EDL
muscle. The physiological relevance for this phenotypic
difference is still unknown but various hypothesis can
be raised based on the essential role of taurine in skeletal
muscle and its actions in metabolism and phenotype-
dependent properties. Interestingly, our recent findings
[59] showed for the first time a marked reduction of tau-
rine content in the soleus muscle of HU rat. This mus-
cle loss would be consistent with an original report of
National Aeronautics and Space Administration (NASA)
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describing a large excretion of taurine in the urine of the
astronauts of the APOLLO mission [122]. In spite of the
reduction of taurine in soleus muscle of HU rats, the
expression of TauT was unchanged. Indeed, TauT expres-
sion was found to be higher in slow-twitch soleus muscle
with respect to the fast EDL, and was not reduced dur-
ing HU, suggesting that the intracellular reduction of tau-
rine is not associated with the change of phenotype. In
addition, our data suggest that TauT activity is efficiently
maintained during HU, since taurine oral supplemen-
tation fully prevents the loss of taurine content in HU-
soleus muscle. Thus, we hypothesize that the reduction
of intracellular taurine content during HU is likely due to
increased taurine efflux. A possible explanation might be
that taurine leakage compensates for intracellular osmo-
larity changes, which likely occurs due to muscle protein
degradation and increased catabolism. Accordingly, the
production of intracellular osmolytes during muscle dis-
use atrophy has been described, which may justify tau-
rine escape in Lhis condition [123-125]. Imporlantly in
rats fed with taurine, TauT expression was reduced in
soleus muscle, suggesting a negative feed-back regula-
tion as a mechanism to control taurine intracellular level.
As anticipated the TauT expression is under control of
MEF2, a determinant of slow-fiber phenotype [79], thus
it is tempting to speculate that TauT expression after
taurine supplementation can be reduced by a mecha-
nism involving a complex cross-talk between taurine and
CIC-1 modulation during the phenotype transition.

Our findings also highlighted that taurine supplemen-
tation in HU rats has preserved resting gCl and resting
cytosolic calcium level together with the slow MHC phe-
notype in the soleus muscle.

However, taurine had little effect on muscle atrophy,
which is a severe condition occurring during HU as well
as in various muscle diseases [126]. Indeed, it did not pre-
vent the reduction of muscle-to-body weight ratio and of
the fiber cross sectional area (CSA), while it partially con-
trasted the expression of atrogin-1 and mostly of muscle
RING-finger protein-1 (MUREF-1), two ubiquitin—protea-
some pathway enzymes, that are strongly up-regulated
as a result of HU-induced atrophy [127]. Such an effect
suggests that a longer treatment or a different therapeutic
schedule of taurine might have protective effect against
muscle atrophy and might be useful to reach a complete
muscular recovery. However complex mechanisms con-
trol the relative expression of atrogin and MURE-1 in
skeletal muscle under various insults [79, 128] and fur-
ther experiments are needed (Table 1).

Taurine and human skeletal muscle
Taurine has limited use in clinical settings although
human use has been considered for specific diseases such
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as non-insulin dependent diabetes and related disorders,
to treat alcohol withdrawal, congestive heart failure and
arrhythmias, rheumatoid arthritis and other chronic
inflammatory states, seizure disorders, and liver related
disorders [19, 102, 129]. In Table 2 is a brief report of
some clinical studies related to taurine supplementa-
tion, with relative dosages and outcomes. Most of them
focused on diabetes mellitus, insulin resistance and dia-
betic complications, based on the rationale that plasma
taurine concentration is reduced in patients with insulin-
dependent diabetes mellitus (IDDM) [129-136]. Taurine
was indicated in addition to specific drugs. Other clinical
studies tested taurine in congestive heart failure, hyper-
tension, inherited succinic semialdehyde dehydrogenase
deficiency, obesity or its supplementation in aged indi-
viduals [137-143].

A part for the use in myotonic dystrophy patients [35—
37], the potential therapeutic role of taurine for skeletal
muscle disorders has yet to be verified in clinical set-
tings. In fact, most of the studies aboul the role of lau-
rine for skeletal muscle physiology and its potential in
pathological conditions have been carried out in animal
models. In these conditions taurine depletion or sup-
plementation are directly correlated with changes in the
amino acid content in skeletal muscle, which facilitate
the drawing of conclusion about amino acid action and
potential. However, few studies have been conducted in
humans, and some contradictory reports are available,
questioning about the actual usefulness of taurine sup-
plementation or on its mechanism of action. Apart for
the age-related changes reported in the previous para-
graphs, one of the main issue concerns the modulation of
taurine concentration in adult skeletal muscle under con-
ditions of exercise and/or metabolic distress. Galloway
et al. [144] demonstrated that taurine supplementation to
exercised healthy adults leads to a marked increase in the
amino acid plasma level that however is not paralleled,
after 7 days of supplementation, by an increase in skel-
etal muscle. They proposed that intramuscular taurine
concentration is tightly regulated and that high plasma
level may actually work to reduce TauT activity in order
to maintain constant the amino acid level. Therefore,
even chronic oral taurine supplementation may cause
less increase in human muscles than in rodent ones, and
the observed muscle effects could be due to extracellular
taurine actions. In addition, plasma levels are also tightly
regulated via overexpression of Taul in kidney, which
may also show specie-specific regulatory pathways [145,
146].

The dose is another important issue. In fact murine
pre-clinical studies often require about tenfold higher
concentration that in human trials; by the way this has
to match the endogenous high level of taurine in target
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Table 2 Clinical use of taurine in different pathophysiological conditions
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References Patients Dose (g/day or mg/kg) Duration Result
Franconiet al. [130] IDDM (Diabetes 159 90 days No effect
mellitus type 1)

Flizarova and Nedosugova INDM 19 30 days Glucose metabolism and
[131 trygliceride level improved
Chauncey et al. [133] NIDDM (DM type 2) 39 4 months Plasma taurine level increased

Brans et al. [134] Overweight non-diabetic 159 8 weeks No effect
Xiao etal. [13€] Overweight non-diabetic 39 2 weeks Insulin sensitivity improved
Nakamura et al. [132] NIDDM with 39 12 months No effect
microalbuminemia
Moloney et al. [135] IDDM 159 2 weeks Endotelium-dependent reac-
tion improved

Gonzales-Contreras et al. Cholestasis by ~25 mg/kg/day ~50 days Hepatopratection with reduc-

[142] parenteral nutrition tion of AST, ALT and GGT
Rosa et al. [143] Obesity 3 g/day 8 weeks Increase in plasma levels of

Pearl et al. [141]

Fujita et al. [139]

Azuma et al. [138]
Bergamini et al. [137]
Durelli et al. [36]

Dunn-Lewis et al. [140]

Succinic semialdehyde
dehydrogenase deficiency
(efficacy, safety and
tolerability)

Hypertension

Congestive heart failure
Epilepsy
Dystrophic myotonia

Elderly

50-200 mg/kg/d (age
range 12 years)

13 months (mean time
from 3 to 50)

taurine and adiponectin;
reduction of inflarmrmatory
markers
No significant effects
Tolerability issues at highest
doses

69 7 days Systolic and diastolic pressure
improved

69 4 weeks Heart parameters improved

200mg-21g Various Seizure frequency reduction

6-109 6 months Myotonic symptoms improve-
ment

500 mg in multinurtient 4 weeks Physical function improved

supplement

organs. In addition, an accurate muscle exposure to tau-
rinc after oral ingestion requires a carcful asscssment of
the pharmacokinetic profile that has not been extensively
evaluated in humans. In line with Galloway et al. [144], a
single oral dose of 4 g in healthy volunteers allows to get a
maximal plasma peak in about 1.5 h and showed an half-
life of 1 h with a first-order kinetic clearance; this is in line
with kidney being the main organ regulating taurine level
[147]. Generally the daily dose of taurine ranges between
3 and 6 g; consequently its fast kinetic can account for
some of the puzzling data obtained, suggesting the need
of a more careful determination of the optimum dose. It
is important to underline that most of the available evi-
dences focus on the usefulness of taurine supplementa-
tion in sustaining muscle function in trained individuals.
Balshaw et al. have recently evaluated the outcome of 1 g
taurine ingestion, evaluated in blind against placebo, on
running performance of trained middle-distance run-
ners. They described a modest, although significant,
increase in performance in the taurine-treated group,
without any change in metabolism parameters [148].
The authors claimed that a similar improvement of

performance after taurine ingestion, without changes in
oxygen uptake or plasma lactate, has been found in other
studies [144]. Taurine muscle levels were not assessed,
thus the correlation between taurine effect and a specific
muscle action is rather indirect. Accordingly, they specu-
lated about alternative potential mechanisms, such as the
action of taurine at muscle membrane level, in prevent-
ing taurine drop during exercise or rather an effect on
neuronal function.

In another study, a combination of taurine (2 g) and
branched-chain amino acids three times a days for
2 weeks before eccentric exercise, plus 4 days after, has
been tested in healthy untreated volunteers. The eccen-
tric exercise protocol consisted of repeated sets elbow
flexion at 90° to an extended position, finally leading
to uncontrolled damaging stretch. The combination
exerted a greater protection against muscle damage and
delayed-onset muscle soreness than single administra-
tions, although no detailed investigation has been done
to clarify the mechanism of action and/or the amino
acid level into the muscle [149]. Similarly, da Silva et al.
have recently described the ability of 14 days taurine
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administration to increase strength of the elbow flexor
subjected to eccentric exercises in young adult males; in
parallel, markers of oxidative stress were reduced, with-
out increase in endogenous anti-oxidant expression nor
changes in inflammatory markers. Again muscle taurine
level were not determined [150]. Therefore the available
evidences do not allow to conclude about the ability of
supplemented taurine to actually increase its muscle
level in adult healthy and trained individuals, suggest-
ing alternative modality of action, ie. at neuromuscular
system. However, it cannot be ruled out that taurine sup-
plementation may effectively enhances muscle taurine
levels in conditions characterized by more dramatic fluc-
tuation of its content. This applies to postnatal develop-
ment and aging, and mostly to pathological conditions
such as muscular dystrophy and disuse-related muscle
dysfunction (Table 1) [151]. More direct evidences in
humans and patients will be helpful, in order to better
correlate the effect of exogenous administration of tau-
rine with the abilily of residual muscle lissue Lo uplake
the right amount, or rather to disclosure taurine actions
independent on its intracellular levels [145]. In addition,
an inter-individual variation in plasma increase of tau-
rine after supplementation may occur in relation to both
nutritional state, age, drug interaction, while gene poly-
morphism in taurine transporter or modulation of its
function and/or expression by cell metabolic state or acti-
vation of transcription factors may affect the actual level
of taurine being transported into the myofibers [134, 146,
152—-154]. Hence caution should be taken when conclud-
ing about lack of taurine usefulness for human muscular
system without an adequate control of all variables.

Conclusion

We herein summarized the results obtained in about
30 years of research on taurine and skeletal muscle by us
and other research groups. Taurine is far from themes of
fashion science or from immediate interest in innovative
drug development by Pharma Companies. Nevertheless
the reason for such a long interest is that taurine acquired
over the years a special appeal for its puzzling and multi-
ple effects. We underlined the ability of taurine to control
the function of ion channels and consequently membrane
excitability as well as calcium homeostasis and excitation—
contraction coupling. It has been highlighted that novel
evidences are emerging regarding taurine mechanism of
action, ranging from modulation of muscle metabolism
to control of gene transcription, as well as in the specie-
specific mechanisms underlying its intracellular levels
in both chronic and acute conditions. These make the
research on the topic “taurine and skeletal muscle” a con-
tinuous source of novel and exciting results allowing to
renew the enthusiasm and novel working hypotheses. The
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wide and interconnected effects observed support a key
role of the amino acid to ensure a proper muscle function
and reinforce its interest as therapeutic agent in various
inherited and acquired muscular disorders. The avail-
able evidences favor a greater effect of taurine in diseased
condition accompanied by alterations in taurine concen-
tration in muscle; similar benefit can occur in conditions
where fluctuation in taurine level take place such as exer-
cise, protein content in diet or post-natal development.
Both acute and chronic effects of taurine supplementa-
tion are feasible, and likely occur with different time-scale
although similarly interesting and important. Although
a careful distinction has not been made, it is predictable
that acute effects of taurine are better appreciable in sit-
uations of rapid fluctuations such as exercise, or when
involving direct modulation of ion channel, or on mus-
cles that are more dependable of external taurine such as
fast-twitch ones. In parallel, chronic taurine effects, likely
accompanied by changes in intracellular content, could be
ol value for long Lerm conlrol of neuromuscular funclion
in progressive conditions, such as muscular dystrophy
and disuse or aging-related dysfunction. At this regard
more evidences are necessary to better understand the
interest of taurine for ensuring a proper muscle function
in human other than in animals. Consequently, a more
clinically-oriented research will help to support the inter-
est of taurine as novel and safer therapeutic approach of
rare inherited muscle diseases and other myopathic states.
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From: Rotstein, David </O=EXCHANGELABS/OU=EXCHANGE ADMINISTRATIVE GROUP
(FYDIBOHF23SPDLT)/CN=RECIPIENTS/CN=0A3B17EBFCF14A6CB8E94F322906BADD-

DROTSTEI>

To: Carey, Lauren; Ceric, Olgica; Glover, Mark; Jones, Jennifer L; Nemser, Sarah; Palmer, Lee
Anne; Peloquin, Sarah; Queen, Jackie L; Rotstein, David

Sent: 10/9/2018 2:17:42 PM

Subject: DCM-FW: Orijen 6 fish dry: Lisa Freeman - EON-367903

Attachments: 2055827-report.pdf; 2055827-attachments.zip

David Rotstein, DVM, MPVM, Dipl. ACVP
CVM Vet-LIRN Liaison

CVM OSC/DC/CERT

7519 Standish Place

240-506-6763 (BB)

U.S. FOOD & DRUG

I o inisTRATION

This e-mail message is intended for the exclusive use of the recipient(s) named above. It may contain
information that is protected, privileged, or confidential, and it should not be disseminated, distributed, or copied
to persons not authorized to receive such information. If you are not the intended recipient, any dissemination,
distribution, or copying is strictly prohibited. If you think you received this e-mail message in error, please e-malil
the sender immediately at david.rotstein@fda.hhs.gov.

From: PFR Event <pfreventcreation@fda.hhs.gov>

Sent: Tuesday, October 09, 2018 10:13 AM

To: Cleary, Michael * <Michael.Cleary@fda.hhs.gov>; HQ Pet Food Report Notlflcatlon
<HQPetFoodReportNotification@fda.hhs.gov>;: B6 .

Subject: Orijen 6 fish dry: Lisa Freeman - EON-367803

A PFR Report has been received and PFR Event [EON-367903] has been created in the EON System.

A "PDF" report by name "2055827-report.pdf" is attached to this email notification for your reference. Please
note that all documents received in the report are compressed into a zip file by name "2055827-attachments.zip"
and is attached to this email notification.

Below is the summary of the report:

EON Key: EON-367903
ICSR #: 2055827
EON Title: PFR Event created for Orijen 6 fish dry; 2055827

AE Date 01/18/2018 Number Fed/Exposed | 1
Best By Date Number Reacted 1
Animal Species Dog Outcome to Date Better/Improved/Recovering

FDA-CVM-FOIA-2019-1704-009715


mailto:david.rotstein@fda.hhs.gov

Breed Mixed (Dog)

Age | B6_:Years

District Involved | PFR-New England DO

Product information

Individual Case Safety Report Number: 2055827

Product Group: Pet Food

Product Name: Orijen 6 fish dry

Description: Serial echoes were being done for SAS. Cardiologist noted reduced contractile function over time
and that dog was eating BEG diet so recommended change. Owner changed from Orijen to Royal Canin Early
Cardiac Diet. Significant improvement in cardiac size and function (and NT-proBNP) after diet change. Had
taurine level checked in 2014 - was normal then. Was not retested.

Submission Type: Initial

Report Type: Adverse Event (a symptom, reaction or disease associated with the product)

Outcome of reaction/event at the time of last observation: Better/Improved/Recovering

Number of Animals Treated With Product: 1

Number of Animals Reacted With Product: 1

Product Name | Lot Number orID | Best By Date

Orijen 6 fish dry

Sender information

Lisa Freeman

200 Westboro Rd

North Grafton, MA 01536
USA

Owner information

B6

To view this PFR Event, please click the link below:
https://eon.fda.gov/eon//browse/EON-367203

To view the PFR Event Report, please click the link below:
https://eon.fda.gov/eon//EventCustomDetailsActionlviewReport.jspa?decorator=none&e=08&issueType=12&
issueld=384825

This email and attached document are being provided to you in your capacity as a Commissioned Official with
the U.S. Department of Health and Human Services as authorized by law. You are being provided with this
information pursuant to your signed Acceptance of Commission.

This email message is intended for the exclusive use of the recipient(s) named above. It may contain information

FDA-CVM-FOIA-2019-1704-009716


https://eon.fda.gOv/eon//browse/EON-367903
https://eon.fda.aov/eon//EventCustomDetailsAction!viewReport.ispa?decorator=none&e=0&issueTvpe=12& issueld=384825

that is protected, privileged, or confidential. Any dissemination, distribution, or copying is strictly prohibited.

The information is provided as part of the Federal-State Integration initiative. As a Commissioned Official and
state government official, you are reminded of your obligation to protect non-public information, including trade
secret and confidential commercial information that you receive from the U.S. Food and Drug Administration
from further disclosure. The information in the report is intended for situational awareness and should not be
shared or acted upon independently. Any and all actions regarding this information should be coordinated
through your local district FDA oftice.

Failure to adhere to the above provisions could result in removal from the approved distribution list. If you think
you received this email in error, please send an email to FDAReportableFoods@fda.hhs.gov immediately.
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From: Jones, Jennifer L </o=ExchangelLabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=0f6ca12eaa9348959a4cbb1e829af244-Jennifer.Jo>

To: Carey, Lauren

Sent: 7/12/2018 12:11:43 PM

Subject: RE: Earthborn Coastal Catch dry: Lisa Freeman - EON-358519
Thanks!

Jennifer Jones, DVM
Veterinary Medical Officer
Tel: 240-402-5421

W5 FOOD & DRUG

ull DS EREDET R ATEC b

From: Carey, Lauren

Sent: Thursday, July 12, 2018 8:00 AM

To: Jones, Jennifer L <Jennifer.Jones@fda.hhs.gov>

Subject: FW: Earthborn Coastal Catch dry: Lisa Freeman - EON-358519

“Missing” DCM report from the most recent group.

From: PFR Event [mailto:pfreventcreation@fda.hhs.gov]
Sent: Monday, July 09, 2018 8:52 AM
To: Cleary, Michael * <Michael.Cleary@fda.hhs.gov>; HQ Pet Food Report Notlflcatlon

<HQPetFoodReportNotification@fda.hhs.qov>;: B6
Subject: Earthborn Coastal Catch dry: Lisa Freeman - EON-358519

A PFR Report has been received and PFR Event [EON-358519] has been created in the EON System.
A "PDF" report by name "2051555-report.pdf” is attached to this email notification for your reference.
Below is the summary of the report:

EON Key: EON-358519

ICSR #: 2051555
EON Title: PFR Event created for Earthborn Coastal Catch dry; 2051555

AE Date 06/20/2018 Number Fed/Exposed

Best By Date Number Reacted 1

Animal Species Dog Outcome to Date Unknown
Breed Boxer (German Boxer)

Age 7.6 Years

District Involved | PFR-New England DO

FDA-CVM-FOIA-2019-1704-010056
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Product information

Individual Case Safety Report Number: 2051555
Product Group: Pet Food
Product Name: Earthborn Coastal Catch dry

Description: Diagnosed with LV cavity dilation and reduced contractile function

Submission Type: Initial
Report Type: Adverse Event (a symptom, reaction or disease associated with the product)

Outcome of reaction/event at the time of last observation: Unknown

Number of Animals Reacted With Product: 1

Product Name

Lot Number or ID

Best By Date

Earthborn Coastal Catch dry

Sender information
Lisa Freeman
200 Westboro Rd

North Grafton, MA 01536

USA

Owner information

B6

USA

To view this PFR Event, please click the link below:
https://eon.fda.cov/eon//browse/EON-358519

To view the PFR Event Report, please click the link below:
https://eon.fda.gov/eon//EventCustomDetailsAction!viewReport.jspa?decorator=none&e=0&issueType=12&

1ssueld=375143

This email and attached document are being provided to you in your capacity as a Commissioned Official with
the U.S. Department of Health and Human Services as authorized by law. You are being provided with this
information pursuant to your signed Acceptance of Commission.

This email message is intended for the exclusive use of the recipient(s) named above. It may contain information
that is protected, privileged, or confidential. Any dissemination, distribution, or copying is strictly prohibited.

The information 1s provided as part of the Federal-State Integration initiative. As a Commissioned Official and
state government official, you are reminded of your obligation to protect non-public information, including trade
secret and confidential commercial information that you receive from the U.S. Food and Drug Administration
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from further disclosure. The information in the report is intended for situational awareness and should not be
shared or acted upon independently. Any and all actions regarding this information should be coordinated
through your local district FDA oftice.

Failure to adhere to the above provisions could result in removal from the approved distribution list. If you think
you received this email in error, please send an email to FDAReportableFoods@fda hhs gov immediately.
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From:

To:

Sent:

Subject:

Attachments:

PFR Event <pfreventcreation@fda.hhs.gov>

Cleary, Michael *; HQ Pet Food Report Notification;§

12/27/2018 3:56:41 PM

B6

Homecooked diet - see diet history in medical record: Lisa Freeman -

EON-374789

2060600-report.pdf; 2060600-attachments.zip

A PFR Report has been received and PFR Event [EON-374789] has been created in the EON System.

A "PDF" report by name "2060600-report.pdf" is attached to this email notification for your reference. Please
note that all documents received in the report are compressed into a zip file by name "2060600-attachments.zip"
and is attached to this email notification.

Below is the summary of the report:

EON Key: EON-374789

ICSR #: 2060600

EON Title: PFR Event created for Homecooked diet - see diet history in medical record; 2060600

AE Date 11/15/2018 Number Fed/Exposed | 1
Best By Date Number Reacted 1
Animal Species Dog Outcome to Date Stable

Breed Doberman Pinscher
Age BS Years
District Involved | PFR-New England DO

Product information

Individual Case Safety Report Number: 2060600
Product Group: Other
Product Name: Homecooked diet - see diet history in medical record
Description: Arrhythmia identified at primary care vet on 11/15/18. Evaluated at Tufts; B8 _iand diagnosed

‘‘‘‘‘‘‘‘

because owner had started taurine supplementation). Owner was recommended to change diet and we will

recheck in 3 months

Submission Type: Initial

FDA-CVM-FOIA-2019-1704-010219



Report Type: Adverse Event (a symptom, reaction or disease associated with the product)
Outcome of reaction/event at the time of last observation: Stable

Number of Animals Treated With Product: 1

Number of Animals Reacted With Product: 1

Product Name Lot Number or ID | Best By Date

Homecooked diet - see diet history in medical record

Sender information

Lisa Freeman

200 Westboro Rd

North Grafton, MA 01536
USA

Owner information

B6

USA

To view this PFR Event, please click the link below:
https://eon.fda.gov/eon//browse/EON-374789

To view the PFR Event Report, please click the link below:
https://eon.fda.gov/eon//EventCustomDetailsAction!viewReport.jspa?decorator=none&e=0&1ssueType=12&
1ssueld=391798

This email and attached document are being provided to you in your capacity as a Commissioned Official with
the U.S. Department of Health and Human Services as authorized by law. You are being provided with this
information pursuant to your signed Acceptance of Commission.

This email message 1s intended for the exclusive use of the recipient(s) named above. It may contain information
that is protected, privileged, or confidential. Any dissemination, distribution, or copying is strictly prohibited.

The information is provided as part of the Federal-State Integration initiative. As a Commissioned Official and
state government official, you are reminded of your obligation to protect non-public information, including trade
secret and confidential commercial information that you receive from the U.S. Food and Drug Administration
from further disclosure. The information in the report is intended for situational awareness and should not be
shared or acted upon independently. Any and all actions regarding this information should be coordinated
through your local district FDA office.

Failure to adhere to the above provisions could result in removal from the approved distribution list. If you think
you received this email in error, please send an email to FDAReportableFoods(@fda.hhs.gov immediately.
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From:

To:

Sent:

Subject:

Attachments:

PFR Event <pfreventcreation@fda.hhs.gov>

Cleary, Michael *; HQ Pet Food Report Notification::

1/1/2019 9:24:38 PM

Orijen Adult Original dry (until Aug 2018): Lisa Freeman - EON-375110

2060739-report.pdf; 2060739-attachments.zip

A PFR Report has been received and PFR Event [EON-375110] has been created in the EON System.

A "PDF" report by name "2060739-report.pdf” is attached to this email notification for your reference. Please
note that all documents received in the report are compressed into a zip file by name "2060739-attachments.zip"
and is attached to this email notification.

Below is the summary of the report:

EON Key: EON-375110
ICSR #: 2060739
EON Title: PFR Event created for Orijen Adult Original dry (until Aug 2018); 2060739

AE Date 12/19/2018 Number Fed/Exposed | 2
Best By Date Number Reacted 1
Animal Species Dog Outcome to Date Stable

Breed

Terrier - Border

Age

B6

Years

District Involved

PFR-New England DO

Product information

Individual Case Safety Report Number: 2060739
Product Group: Pet Food
Product Name: Orijen Adult Original dry (until Aug 2018)
Description: Diagnosed with degenerative mitral valve disease in Aug 2017. Progressed to CHF. On

B6

i At regular re-evaluation on 12/19/18, reduced contractile function was noted
on echo. Dog was noted to be eating BEG diet. Taurine pending Will recheck in 3 months Will evaluate other
dog in household also eating same diet (asymptomatic). Owner is ok to provide further info.

Submission Type: Initial
Report Type: Adverse Event (a symptom, reaction or disease associated with the product)
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QOutcome of reaction/event at the time of last observation: Stable
Number of Animals Treated With Product: 2
Number of Animals Reacted With Product: 1

Product Name Lot Number or ID | Best By Date

Orijen Adult Original dry (until Aug 2018)

Sender information

Lisa Freeman

200 Westboro Rd

North Grafton, MA 01536
USA

Owner information

B6 ..

To view this PFR Event, please click the link below:
https://eon.fda.gov/eon//browse/EON-375110

To view the PFR Event Report, please click the link below:
https://eon.fda.cov/eon//EventCustomDetailsAction!viewReport.jspa?decorator=none&e=0&issue Type=12&
1ssueld=392119

This email and attached document are being provided to you in your capacity as a Commissioned Official with
the U.S. Department of Health and Human Services as authorized by law. You are being provided with this
information pursuant to your signed Acceptance of Commission.

This email message is intended for the exclusive use of the recipient(s) named above. It may contain information
that is protected, privileged, or confidential. Any dissemination, distribution, or copying is strictly prohibited.

The information is provided as part of the Federal-State Integration initiative. As a Commissioned Official and
state government official, you are reminded of your obligation to protect non-public information, including trade
secret and confidential commercial information that you receive from the U.S. Food and Drug Administration
trom further disclosure. The information in the report is intended for situational awareness and should not be
shared or acted upon independently. Any and all actions regarding this information should be coordinated
through your local district FDA office.

Failure to adhere to the above provisions could result in removal from the approved distribution list. If you think
you received this email in error, please send an email to FDAReportableFoods(@fda.hhs.gov immediately.
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