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SUPPLEMENTAL NEW ANIMAL DRUG APPLICATION

NADA 065-470
BMD® SoLuBLE

(soluble bacitracin methylene disalicylate)

“...as an ad in the prevention and control of necrotic enteritis in replacement chickens
caused by Clostridium perfringens susceptible to
bacitracin methylene disalicylate.”
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Alpharma Inc.
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BMD® SOLUBLE GENERAL INFORMATION

I. GENERAL INFORMATION
NADA Number: 065-470

Sponsor: Alpharma Inc.
One Executive Drive
Fort Lee, New Jersey 07024

Established Name: soluble bacitracin methylene disalicylate
Proprietary Name: BMD® SoLusLE

Marketing Status: OoTC

Supplement Effect: This supplement provides for the addition of a class,

replacement chickens, to be added to the previously approved
product, BMD® SoLugLE.

[I. INDICATIONS FOR USE

Replacement chickens: as an aid in the prevention and control of necrotic enteritis
caused by Clostridium perfringens susceptible to bacitracin methylene disalicylate.

111. DOSAGE FORM, ROUTE OF ADMINISTRATION AND RECOMMENDED
DOSAGE

A. Dosage Form

BMD® SausLe i s available in foil packets weighing 4.1 oz (1 16.2 g). Each packet
of soluble powder contains 51.2 g bacitracin activity from bactitracin methylene
disalicylate equivalent to 200 g bacitracin activity per pound or to 18,520 units
bacitracin (master standard) per gram.

B. Route of Administration
BMD® Sowele i s administered oraly in the drinking water.

C. Recommended Dosage

As an aid in the prevention of necrotic enteritis: BMD® SoLueLe should be added
to clean drinking water at a concentration of 100 mg/gallon.

As an aid in the control of necrotic enteritis: BMD® SoLusLe should be added to
clean drinking water at a concentration of 200 to 400 mg/gallon for 5 to 7 days or as
long as clinical signs persist, and then the concentration should be reduced to
prevention level (100 mg/gallon).

The medicated water should be provided continuously as the sole source of drinking
water. Fresh solution should be prepared daily.
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BMD® soLusLe EFFECTIVENESS, ANIMAL SAFETY

IV. EFFECTIVENESS

It has been established in NADA 46-592 and NADA 65-470 that x grams of
bacitracin methylene disalicylate/ton of feed is approximately equivalent to 2x mg
bacitracin methylene disalicylate/gallon of water (e.g., 400 mg/gal is equivalent to
approximately 200 g of feed grade BMD/ton of feed). Because the effectiveness
of bacitracin methylene disalicylate as an aid in the prevention (50 g/ton) and
control (100 to 200 g/ton) of necrotic enteritis in replacement chickens has
previously been established under NADA 46-592, and also because 100,200, and
400 mg BMD/gallon of water have been determined to be equivalent to 50, 100,
and 200 g BMD per ton of feed, additional effectiveness studies were not required
for this supplemental application.

V. ANIMAL SAFETY

The safety of administering up to 4000 g/ton of BMD in the feed (approximately
equivalent to 8000 mg BMD/gallon of water) of broiler chickens for up to eight weeks
has previously been demonstrated under NADA 46-592. Similarly, the safety of
administering up to 1000 g/ton of BMD in the feed of laying hens for five months has
also previously been demonstrated under NADA 46-592. For additional information,
refer to NADA 46-592 FOI Summaries for the supplemental approvals of bacitracin
methylene disalicylate for use in laying chickens for increased egg production and
improved feed efficiency for egg production, and for use in broiler chickens as an aid in
the prevention and control of necrotic enteritis caused or complicated by Clostridium spp.
or other organisms susceptible to bacitracin.

Based on the margin of safety previously documented in the safety studies summarized
for use of thisdrug in broiler chickens and laying hens, additional safety studies were
not required for this supplemental application.
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BMD® SOLUBLE HUMAN SAFETY

VI.  HUMAN SAFETY

The human food safety of this product has been previous] y established under this
NADA. For additiona information refer to the FOI Summaries for the
supplemental approvals for use of bacitracin methylene disalicylate in broiler
chickens as an aid for the prevention and control of necrotic enteritis caused by
Clostridium perfringens susceptible to bacitracin methylene disalicylate.

Other information can be found in the FOI Summaries for the supplemental
approvals under NADA 46-592 for use of BMD in chickens for increased egg
production and improved feed efficiency for egg production, for use in broiler and
replacement chickens as an aid in the prevention of necrotic enteritis caused or
complicated by Clostridium spp. or other organisms susceptible to bacitracin, and
for use in broiler chickens as an aid in the control of necrotic enteritis caused or
complicated by Clostridium spp. or other organisms susceptible to bacitracin.

Tolerance and Residue Depletion: The tolerance for residues of bacitracin in the
edible uncooked tissues of chickens, turkeys, and quail has been established as
0.5 ppm (0.02 unit per gram), negligible residue (21 CFR 556.70).

FOI Summaries under NADA 46-592 highlight two relevant studies. In the first,
chickens were fed 1000 g BMD/ton of feed for eight weeks with no detection of
residues in target tissue at zero withdrawal, while in the second, laying hens were
fed 1000 g/ton for five months with no detection of residues either in tissues or in
egg yolk and egg whites. These two studies were determined to be sufficient to
support a zero withdrawal period for replacement (breeder and layer) chickens
that would be treated with BMD at levels up to 200 g/ton. In view of the fact that
100,200, and 400 mg BMD/gallon have been determined to be equivalent to

50, 100, and 200 g BMD per ton of feed as an aid for the prevention and control
of necrotic enteritisin broilers, the two studies are also adequate to support the
assignment of a zero withdrawal period for replacement (breeder and layer)
chickens that will be treated with BMD via the soluble powder.

Regulatory Method for Residues: A microbiological assay method is used to
assay tissues for bacitracin residues. The method, entitled “Modified
Microbiological Method for Determination of Bacitracin in Tissues,” ison file at
the Center for Veterinary Medicine, Food and Drug Administration,

7500 Standish Place, Rockville, MD 20855.
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BMD® soLusce AGENCY CONCLUSIONS

VIlI.  AGENCY CONCLUSIONS

The data submitted in support of this NADA supplement satisfy the requirements of
Section 512 of the Federal Food, Drug, and Cosmetic Act and21 CFR Part 514 of the
implementing regulations. The data demonstrate that bacitracin methylene disalicylate
soluble powder, when administered in the drinking water of replacement chickens at a
concentration of 100 mg/gallon (for prevention) or 200 to 400 mg/gallon (for control),
is safe and effective as an aid in the prevention and control of necrotic enteritis caused
by Clostridium perfringens susceptible to bacitracin methylene disalicylate.

Proper use by lay persons can be expected because the directions are clearly
written and there is reasonable certainty that the conditions of use, including
mixing directions on the label, can and will be followed by the producer. The
agency has concluded that this product can be approved for over-the-counter use,

The agency has determined under 21 CFR 25.33 (a)(1) that this action is of atype that
does not individually or cumulatively have a significant impact on the human
environment. Therefore, neither an environmental assessment nor an environmental
impact statement is required.

Under the Center’ s supplemental approval policy (21 CFR 514. 106(b)(2)), thisisa
Category Il change. The approval of this change is not expected to have any
adverse effect on the safety or effectiveness of this new animal drug and,

therefore, did not require areevaluation of the human food or target animal safety
data in the parent application.

VIIl. APPROVED LABELING
A copy of the draft facsimile labeling is attached to this document.

BMD® Soluble Foil Packet Label
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* Prepare a fresh solutmn dally and use as sole source of drm ing water
Store ina cool dry place

Proportioner setting

X i i Treatment dosage ‘ ounce/galion 2 ounce/galion

Mlxmg instructions . ot P e
For Proportioners: ) 200 mg/gal " 1 pack 172 pack
Select the treatment dosage. set the proportioner 400 mg/gal 7 packs 1 pack
at the desired delivery rate. To prepare the 1000 mg/ga 5 packs 2-1/2 packs
proportioner's stock solution, place the indicated ‘200 mg/gallon is equivalent To about 1009 of feed grade BMD per ton of feed
quantity of BM e Soluble o 2 -gallon container, To control an outbreak, start medication at first clinical ~ Mg/gal) For transmissible enteritisin turkeys, administer
filt with water and stw until dissolved. signs of disease Consutt a diagnostic laboratory 0T continuously as long as chinical signs persist. For swins
For Tanks: veterinarian 10 determine the diagnosis and advice dysentery start medication at first signs of the disease or m
One package of BMD Soluble will medicate regarding the optimal level of drug For necrot ententis time of exposure and administer continuously for 7 days or
approximately 5 gallons of water at a dosage of in brotler and replacement chickens, administer . untit signs of dysentery disappear Treatment not to exceed
1000 Mg/gallon. con tinuously 5-7 days ' as long as ctinical signs persist, 14 days. ) .

then reduce medication to Drevention levels (100 CAUTION: Not for use in swine weighing more than 250 ib

Folding |y

Proportloner Pack . ‘
For pnultry and livestock drmkmg water

Baatracm methylene dlsallcylate
oral vetermary (soluble powder)

Broiler and Growing turkeys  Growing quail Swine Active ingredient  Caution
replacement An aid 1n control of For the prevention of For use in the treatment Contains 51.2 g Not for human

; transmissible enteritis ulcerative enteritis due  of swine dysentery bacitracin actiity from
chickens (blue comb, mud fever) in to Clostridium cofinum  associated with bacitracin methylene _use' r:°r oral use
Ar\dmd n p|reoverr‘\;|<ornt growng turkeys susceptible to bacitracin  Treponema (Serpulina)  disalicylate equivalentto  in @animals only.
a:te?t)m?; séd b otic complicated by organisms methylene disalicylate hyodysenteriae z009ba<Aw<ina<mmy
eC/ '.:;. u rﬁ‘y susceptible to bacitracin per pound of t0 18,520 Concentrated
su‘;i;’étfg(g t‘:)eba’cri]tgrae?nsn methylene disalicylate. units bacitracin (master For water medicators.
methylene disalicylate standard) per gram Net Weight

Ingredients 4.102(116.2 9)
Fruit granulated sugar,

Zh ALPHARMA. bicarbonate of soda, Restricted Drug
<« ‘Ammal Health Division petro ag. anti caking Use oniy.as directed on
' agent. reverse side
Alpharma Inc.
QOne Executive Drive, Fort Lee, New Jersey 07024 AHF-002H 9809
Folding line
Directions for use
Animal Condition Prevention Control
Broiler ¢ind Necrotic enteritis caused by Clostridium perfringens susceptible to bacitracin 100 mg / gal 200 - 400 mg/ gal
replacement chickens methylene disalicylate.
Growing turkeys Transmissible enteritis (blue comb, mud fever) complicated by organisms - 400 mg / gal
susceptible to bacitracin methylene disalicylate
Growing Quail Ulcerative enteritis due to Clostridium colinum susceptible 10 bacitracin 400 mg / gal
methylene disalicylate.
Swine Swine dysentery (bloody scours) associated with Treponema (Serpufina) 1000 mg / gal
hyodysenteriae.
Folding line
Gluing area
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