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. U.S. Department of the Interior
Fish and Wildlife Service
Aquatic Animal Drug Approval Partnership Program
Attention: David Erdahl, Ph.D.
AADAP Branch Chief
4050 Bridger Canyon Road
Bozeman, MT 59715

Re: Chloramine-T white paper
Dear Dr. Erdahl:

In your submission dated April 7, 2009, and amended on April 27, 2009 (T-0115), and
May 6, 2009 (T-0118), you submitted to the investigational new animal drug (INAD) file
009321 a white paper argument entitled “Request to Consider the Chloramine-T
Effectiveness Technical Section Complete for the Control of Mortality in all Freshwater-
Reared Coolwater and Warmwater Finfish due to External Columnaris Disease
Associated with Flavobacterium columnare,” a form FDA 356v (T-0115), and a
summary of trials conducted by the Pennsylvania Fish and Boat Commission (T-0118)..
The Effectiveness technical section for the use of chloramine-T to control mortality in
freshwater-reared coolwater and warmwater finfish due to external columnaris disease
associated with Flavobacterium columnare is incomplete. We note that a separate
evaluation of the Effectiveness technical section for warmwater species is pending in
response to your submission dated April 13, 2009 (P-0113).

GENERAL COMMENTS

We reviewed studies in the annual reports for I-009321 and Pennsylvania Fish and Boat
Commission’s (PFBC) INAD (I-009093). This data does not support your assertion in
the white paper that chloramine-T is effective for the control of mortality due to external
columnaris associated with Flavobacterium columnare in coolwater finfish. - A summary
of our findings is below.

We considered a study to clinically support effectiveness if the treatment regimen was
15-20 mg/L for 60 minutes for three treatments (either consecutive or every other day),
the site investigator stated that the treatment was effective, and mortality data was
included and showed a decrease in mortality following treatment.

We con51dered a study to chmcally support lneffectlveness if the treatment reglmen was
20 mg/L for 60 minutes for three treatments (either consecutne or every other day) and
the site mvestlgator stated the treatment was meffectlve or mortahty data did not show a
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decrease in mortality following treatment. In studies where PFBC did statistical analyses,
the study was considered ineffective if a decrease in mortality was not statistically
significant.

We excluded studies that were inconclusive, studies where secondary causes of mortality
existed, studies where other drugs were used, and studies that were already accepted as
pivotal or supportive studies.

We concluded that there were thirteen studies conducted under INAD 1-009321 that
supported effectiveness in warmwater finfish (3 channel catfish, 7 largemouth bass, and
3 smallmouth bass) and two studies that supported ineffectiveness in warmwater finfish
(2 channel catfish). There was one study conducted under PFBC’s INAD (I-009093) that
supported ineffectiveness in warmwater finfish (1 channel catfish). Overall, for
warmwater finfish, thirteen studies conducted supported effectiveness and three studies
supported ineffectiveness.

There were four studies conducted under INAD 1-009321 that supported effectiveness in
coolwater finfish (2 lake sturgeon, 1 walleye, and 1 muskellunge) and one study that
supported ineffectiveness in coolwater finfish (1 walleye). There were three studies
conducted under PFBC’s INAD (I-009093) that supported effectiveness in coolwater
finfish (3 muskellunge) and six studies that supported ineffectiveness in coolwater finfish
(2 tiger muskellunge, 3 muskellunge, and 1 northern pike). Overall, for coolwater finfish,
seven studies conducted supported effectiveness, and seven studies conducted supported
ineffectiveness.

Based on these results, the annual report data supports the effectiveness of chloramine-T
to control mortality in freshwater-reared warmwater finfish due to external columnaris.
The annual report data does not support the effectiveness of chloramine-T to control
mortality in coolwater species of freshwater-reared finfish due to external columnaris.
The previous requirement of one additional pivotal study in a coolwater species other
than walleye to complete the Effectiveness technical section for all freshwater-reared
coolwater finfish remains. The status of the Effectiveness technical section for
freshwater-reared warmwater finfish will be addressed in a separate letter (P-0113).

If you submit correspondence relating to this letter, your correspondence should reference
the date and the principal submission identifier found at the top of this letter. If you have
any questions or comments, please contact me at (240) 276-8341 or Dr. Jennifer
Matysczak, Leader, Aquaculture Drugs Team, at (240) 276-8338.

Sincerely,

7.
Consdy R Becenatecdt i1
Cindy L. Burnsteel, DVM
Director, Division of Therapeutic
Drugs for Food Animals

Office of New Animal Drug Evaluation
Center for Veterinary Medicine




U.S. Fish & Wildlife Service
Aquatic Animal Drug Approval Partnership Program

4050 Bridger Canyon Road
Bozeman, MT 59715

phone: (406) 587-9265 / fax: (406) 582-0242.
www.fws.gov/fisheries/aadap

May 06, 2009

Dr. Cindy L. Burnsteel, Director

Division of Therapeutic Drugs for Food Animals
Document Control Unit, HFV-199

Center for Veterinary Medicine

7500 Standish Place, MPN-2

Rockville, MD 20855

Subject: Amendment to chloramine-T (INAD 9321) white paper: Request to Consider the
Chloramine-T Effectiveness Technical Section Complete for the Control of Mortality in
All Freshwater-Reared Coolwater and Warmwater Finfish due to External Columnaris
Disease Associated with Flavobacterium columnare.

Dear Dr. Burnsteel:

The purpose of this submission is to amend the chloramine-T (CLT) white paper we submitted to
CVM on April 07, 2009. The white paper is entitled “Request to Consider the Chloramine-T
Effectiveness Technical Section Complete for the Control of Mortality in All Freshwater-Reared
Coolwater and Warmwater Finfish due to External Columnaris Disease Associated with
Flavobacterium columnare.”

‘The enclosed amendment (Table 2) summarizes CLT field efficacy trials conducted in 2000 —
2007 under Pennsylvania Fish and Boat Commission compassionate INAD 9093. During that 8- -
year period, 17 field trials were conducted to evaluate the effectiveness of 15 or 20 mg/L CLT
administered as a 60-min static bath once per day on three alternate or consecutive days to
control mortality in four representative cool- and warmwater finfish due to external columnaris
disease. Ten (59%) of the 17 trials were judged efficacious, providing additional support to our
April 07, 2009, request that CVM consider the CLT effectiveness technical section complete for
the following label claim:

Use CLT to control mortality in all freshwater-reared coolwater and warmwater finfi sh
due to external columnaris disease associated with Flavobacterium columnare.




Dr. Cindy Burnsteel -2

The current sponsor of INAD 9321 is Dr. David Erdahl, Branch Chief, Aquatic Animal Drug
Approval Partnership Program, U.S. Fish and Wildlife Service, 4050 Bridger Canyon Road,
Bozeman, MT 59715. Thank you for taking the time to formally review the enclosed
amendment and consider our original request. Please contact Dr. Erdahl at 406-994-9904 if you
have any questions or need more information.

Sincerely,
e O
r. David Erdahl
AADAP Program — Branch Chief

Enclosures: 3 copies of Table 2

Aquatic Animal Drug Approval
Partnership Program




Request to Consider the Chloramine-T Effectiveness Technical Section Complete

Table 2. Summary of 17 field trials conducted in 2000 — 2007 under Pennsylvania Fish
and Boat Commission Compassionate INAD 9093 to evaluate the effectiveness of
chloramine-T to control mortality in freshwater-reared, coolwater and warmwater finfish
due to external columnaris disease associated with Flavobaterium columnare.

. Fish species® of trials mglL)
Trials in which results appeared efficacious
Muskellunge 7 - 20 156-25 15-210 6.5-8.4
Tiger muskellunge 2 20 12-15 100 75-84
Channel catfish 1 20 18-22 80 76-84
Total efficacious

Trials in which results did not appear efficacious

Muskellunge 1 20 15-24 210 73-77
Tiger muskellunge 1 15 16-24 210 73-7.17
Northern pike 2 20 18 -24 115 72-8.0
Total not efficacious 4

Trials in which results appeared inconclusive

Tiger muskellunge 1 20 20-24 15 65-74
Channel catfish 1 20 18-25 80 76-84
Northern pike 1 20 18-24 115 72-8.0

Total inconclusive

2Scientific names:

Muskellunge Esox masquinongy

Northern pike E. lucius

Tiger muskellunge E. lucius x E. masquinongy
Channel catfish Ictalurus punctatus

*Treatments were administered as 60-min static baths once per day on three alternate or consecutive
days




U.S. Fish & Wildlife Service
Aquatic Animal Drug Approval Partnership Program

4050 Bridger Canyon Road
Bozeman, MT 59715

phone: (406) 587-9265 / fax: (406) 582-0242
www.fws.gov/fisheries/aadap

April 27, 2009

Dr. Cindy L. Burnsteel, Director

Division of Therapeutic Drugs for Food Animals
Document Control Unit, HFV-199

Center for Veterinary Medicine

7500 Standish Place, MPN-2

Rockville, MD 20855

Subject: Chloramine-T INAD 9321; Amendment to April 07, 2009 White Paper Submission

Dear Dr. Burnsteel:

The purpose of this submission is to provide Form FDA 356v as an amendment to the White
Paper titled “Request to Consider the Chloramine-T Effectiveness Technical Section Complete
for the Control of Mortality in all Freshwater-Reared Coolwater and Warmwater Finfish Due to
External Columnaris Disease Associated with Flavobacterium columnare.” Please note that the
White Paper was originally submitted to CVM on April 07, 2009 (P-0112).

'The current sponsor of INAD 9321 is Dr. David Erdahl, Branch Chief, Aquatic Animal Drug
Approval Partnership Program, U.S. Fish and Wildlife Service, 4050 Bridger Canyon Road,
Bozeman, MT 59715. Thank you for taking the time to review the enclosed amendment. Please
contact Dr. Erdahl (406-994-9904) if you have any questions or need additional information.

Sincerely,

- Dr. David Erdahl
AADAP Program — Branch Chief

Enclosures: 3 copies of Form FDA 356v

AADAP

Aquatic Animal Drug Approval
Partnership Program




Form Approved: OMB No. 0910-0032; Expiration Date: 4/30/2011

See OMB Statement on Page 3.

DEPARTMENT OF HEALTH AND HUMAN SERVICES

FOOD AND DRUG ADMINISTRATION

APPLICATION FOR APPROVAL OF A NEW ANIMAL DRUG

(OR SUBMISSION TO SUPPORT NEW ANIMAL DRUG APPROVAL)
(Sections 512 and 571 of FFDCA and Title 21,_ Code of Federal Regulations, Part 514)

APPLICATION OR INVESTIGATIONAL
FILE NUMBER

INAD 9321
DATE OF SUBMISSION
04/07/2009

APPLICANT INFORMATION

APPLICANT NAME
U.S. Fish & Wildlife Service, AADAP Program

CONTACT NAME (authorized representative or U.S. agent)
Dave Erdahl, Branch Chief - AADAP Program

APPLICANT ADDRESS (Number, Street, City, State, Country, and ZIP or
Mail Code) -

4050 Bridger Canyon Road
Bozeman, MT 59715

CONTACT ADDRESS (Number, Street, City, State and ZIP Code)
4050 Bridger Canyon Road
Bozeman, MT 59715

E-MAIL ADDRESS: dave_erdahl@fws.gov

TELEPHONE NUMBER FACSIMILE (FAX) NUMBER TELEPHONE NUMBER FACSIMILE (FAX) NUMBER
406-587-9265 406-582-0242 7 406-994-9904 406-582-0242
PRODUCT DESCRIPTION

ESTABLISHED NAME (e.g., USAN name)
Chloramine-T

PROPRIETARY NAME (trade name) , IF ANY
HALAMID

DOSAGE FORM: Powder

DOSE or DOSE RANGE: 20 mg/L

ROUTE(S) OF ADMINISTRATION
Bath

PROPOSED MARKETING STATUS (check one)
[ Prescription (Rx) (section 503(f)(1) of FFDCA)
K7 Over-the-Counter (OTC) (section 502(f)(1) of FFDCA)
[] Veterinary Feed Directive (VFD) (section 504 of FFDCA)

... SPECIES AND, IF APPLICABLE, CLASS

‘Warmwater and coolwater freshwater-reared finfish

DESIGNATED NEW ANIMAL DRUG?
DATE OF DESIGNATION:

[dYes KINo

'PROPOSED INDICATION(S) FOR USE

To control mortality caused by external columnaris, associated with Flavobacterium columnare

APPLICATION DESCRIPTION

TYPE OF APPLICATION (check one, if applicable)

] New Animal Drug Application (NADA) (section 512(b)(1) of FFDCA)

D Abbreviated New Animal Drug Application (ANADA) (section
512(b)}(2) of FFDCA)

| Application for Conditional Approval (section 571(a) of FFDCA)

FOR AN ANADA, IDENTIFY THE FOLLOWING INFORMATION
FOR THE REFERENCE LISTED DRUG

Proprietary Name

Application Number

Administrative Application?

[CINo

[Cves

Holder of Approved Application

TYPE OF SUBMISSION (check one)

] submission of data or information to an Investigational File (and
Amending Submissions)

{1 submission to a Master File
[] original Apptication

[l Supplement requiring review of safety or effectiveness data (27
CFR §514.8(c)(1))

Ol Chemistry, Manufacturing and Controls: Supplement or Report
(also check specific type)

[ Prior Approval (21 CFR §514.8(b)(2))

(1 changes Being Effected (CBE) - 30 day (21 CFR
§514.8(b)(3)(i))

(] CBE - Immediate (21 CER §514.8(b)(3)(vi})

"] Minor Changes and Stability Report (MCSR) (21 CFR
§514.8(b)(4))

O Labeling Supplement (also check specific type)

[JPrior approval (21 CFR §514.8(c)(2))

[ICBE (21 CFR §514.8(c)(3)
[ 1 Amendment to Pending Application, Supplement or MCSR
] Reactivation of Application, Supplement, or MCSR

il Request for renewal of conditionally approved Application (section
571(d)(1) of FFDCA)

[J other (please describe):

FORM FDA 356v (4/08)

PSC Graphics (301) 443-1090 EF
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SUBMISSION CONTENT (Check each box that describes a type of information included in your submission)

To support an NADA or application for conditional approval

To support an ANADA

y [ 1. 1dentification (21 CFR §514.1(b)(1))

O o. identification

{J 2. Table of contents and summary (21 CFR §514.1(b)(2))

1 10. Table of contents and summary

E 3. Technical sections

D 11. Technical sections

a. Labeling (21 CFR §514.1(b)(3)) (check one)
[7] Dratt (facsimile) labeling
(] Final printed labeling

Ob. Chemistry, manufacturing, and controls (27 CFR §514.1(b)(4)
and (5))

[] a. withdrawal period information (section 512(n)(1)(A)(ii) of
FFDCA) ] .

HEY Bioequivalence (section 512(n)(1)(E) of FFDCA) (check one)
[J bocumentation supporting a request for waiver
] Bioequivalence study or information

] ¢. Human food safety (21 CFR §514.1(b)(7) and (8))

. Target animal safety (TAS) (21 CFR §514.1(b)(8))

X1 e. Effectiveness (check one)

%1 substantial evidence of effectiveness (21 CFR
§514.1(b)(8))

[} Reasonable expectation of effectiveness (section
571(a)(2)(B) of FFDCA)

] £ Environmental impact (21 CFR §514.1(b)(14))
] g. All other information (21 CFR §514.1(b)(8)(iv))

[ t. Freedom of information summary (21 CFR §514.11) (for
administrative application, submit FOI TSC letter)

4 Samples (21 CFR §514.1(b)(6)) (submit only on the request of
FDA)

{1 5. ForvFD drugs, submit copies of the VFD (21 CFR §514.1(b)(9))

[L] 6. Commitments required by 21 CFR §514.1(b)(11) and (12)
] a. Labeling and advertising (27 CFR §514.1(b)(11))

b Shipping of approved drug intended for use in the
manufacture of animal feeds (27 CFR §514.1(b)(12)(i))

D ¢. Good manufacturing practices (21 CFR §514.1(b)(12)(ii))

] d. Good laboratory practice compliance statement (21 CFR
§514.1(b)(12)iii))

[[] 7. Patent information on any patent which claims the drug or a
method of using the drug (section 512(b)(1) of FFDCA)

{71 8. User fee cover sheet (Form FDA 3546)

e Labeling (sections 512(n)(1)(F) and (G) of FFDCA) (check
one)

[} Draft (facsimite) labeling
(] Final printed labeling

. Chemistry, manufacturing, and controls (section 512(n)(1)(G) "
of FFDCA) .

] e. Patent certification (section 512(n)(1)(H) of FFDCA)

[ . Environmental impact (21 CER §25.15)

] g. Freedom of information summary (21 CFR §514.11) (for
administrative application, submit FOI TSC letter)

[Jother (please describe):

NUMBER OF | DESCRIPTION OF ANY ELECTRONIC MEDIA SUBMITTED
VOLUMES
SUBMITTED

3

CROSS REFERENCES (list applications or files, (e.g., investigational new animal drug files (INADs), generic INADs (JINADs), NADAs, and master

files) referenced in the current application, including by right(s) of reference)
INAD 9321

FORM FDA 356v (4/08)
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CERTIFICATIONS
I certify that:

* | have personally reviewed this submission (or received assurances from qualified personnel) and determined
that this submission and all supporting data, to the best of my knowledge and belief, are true, accurate, and

complete,

All copies (paper or electronic) of the submission are identical,

* For any information submitted by reference to a master file, investigational file, or application, the reference
was made with the belief that the information contained in the referenced file is true, accurate, and complete,

* The services of any person debarred under section 306(a) or (b) of FFDCA have not been used in any ca-
pacity related to this submission, and

* | am aware that there are significant penalties for submitting false information, including the possibility of fine
and imprisonment for knowing and willful violations (18 U.S.C. § 1001).

{f this application is approved, | agree:

* To submit safety update reports as requested by FDA under its statutory authority or as pfovided for by regu-

lation,

* To comply with all applicable statutes and regulations that apply to approved applications,

* Not to market this drug product until the Drug Enforcement Administration makes a final scheduling decision if
this application applies to a drug product that FDA has proposed for scheduling under the Controlled

Substances Act, and

* To notify FDA of any change to the conditions established in this approval.

SIGNATURE OF RESPONSIBLE OFFICIAL NAME AND TITLE (Printed or Typed) _ DATE
< ?w&é Pave Erdah, Branch Chief - AADAP Program o / 27 / O
SIGNATURE OF U.S. AGENT (if applicable) DATE

IAME AND TITLE (Printed or Typed)

Paperwork Reduction Act Statement - A Federal -agency may not conduct or sponsor, and a person is not required to respond to a
collection of information unless it display a currently valid OMB control number. Public reporting burden for this collection of information
averages 5 hours per response, including time for reviewing instructions and completing the form. Send comments regarding the burden
estimate or any other aspect of this collection of information to: Food and Drug Admmlstratlon Office of Chief Information Officer
(HFA-250), 5600 Fishers Lane, Rockville, MD 20857.
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