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" " Title 21—Food and Drugs

CHAPTER |I—FOOD AND DRUG ADMINIS-
TRATION, DEPARTMENT OF HEALTH,

* EDUCATION, AND WELFARE K
SUBCHAPTER B--FOOD AND FOOD PRODUCTS

SUBCHAPTER E—ANIMAL DRUGS, FEEDS, AND
B RELATED PRODUCTS s

[Docket No. 76N~01711

" PART 121—FODD-ADDITIVES

PART 558—NEW ANIMAL DRUGS FOR
USE IN ANIMAL FEEDS .

Antiblotic, Nitrofuran, and Sulfonamide
Drugs in the Feed of Animals-

‘The Food and Drug Administration
Issues a list of manufecturers of medi~
cated premixes and thelr products in
compliance with the provisions of § 558.~
16 Antiblotic, nitrofuran, and sulfona-
mide drugs in the feed of animals (21
CFR 558.15), and deletes from the regu-
lations those manufacturers-and prod-
ucts that are subject to, but have.not
complied with, the requirements for con~
tinued marketing set forth in § 558.15.
m:[g'l order shall be effective March 26,

8. *

BACKGROUND

In the FEpERAL-REGISTER Of February 1,
1972 (371 FR 2444) and April 20, 1973 (88
FR 9811), the Commissioner of Food
and Drugs proposed and promulgated,
respectively, § 558.15. The Commissioner
announced in §568.15 that he would
propose to revoke currently approved
subtherapeutic uses in animal feed of
antibiotic, nitrofurar, and sulfonamide
drugs, whether granted by approval of

new snimsl drug applications (NADA'S), -

master files, and/or antiblotic or food
additive regulations, unless data were
submitted which xesolve conclusively,
certaln issues concerning thelr safety in
man and in animals and thelr effective-
ness, The announced criteria for the
resolution of these issues were based on-
the guldelines included in the report of
the FDA Task ¥orce on the Use of Antl~
blotlecs In Animal Feeds and developsd
by the Bureau of Veterlnary Medicine,
AL persons or firms previously market.
ing drug products identical, related, or
similar to those for which approvals
were outstanding were required to sub-
mit nesw animal drug applications if.
marketing was to continue in the in-
terim. .

Pursuant to section 512(1) of the Fed-
eral Food, Drug, and Cosmetic Act, the

Sol3)

criteria that ranst be met to resolve the
issues concerning the safefy and effec-
tiveness of these drugs. Section 568.15
{b) (1) required any person interested in
developing data which would support
retaining approval for subtherapeutic
uses of antibiotie, nitrofuran, and sulfo-
namide drugs to submit to the Commis- -
sloner records and reports of completed,
ongofng, or planned studies, acluding
protocols, on o prescriﬁed schedule: For
the .tetracyclines, streptomycin, diby-

, Grgstreptomycin, penicillin, and the sul-

. Tonamides, by July 19, 18733 for all other .

i antiblotics, by October 17, 1873; and for
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nitrofuran drugs, by March 4, 1974, Far-
thermore, §558.15(¢) gave notice that
the fallure of the sponsor of any drug
to comply with any of the provisions in-
cluded in paragraph (b) of that section
or interim results indicating a health
hazard would be considered as grounds
for proceeding immediately to withdraw
approval of the drug for use In animal

Jfeeds under sectlon 5§12Q) of the act

(in the case.of the faflure to submit re-
quired -records and reports) or seetion
512(e) of the act (where new informa-
tion shows that the drug is not shown
to be safe).

A notice of proposed rule making was
published in the Feperar, REGISTER of
August 8, 1974 (39 FR 28393) to amend
§ 558.15 by revising paragraph (a) and
by adding paragraph (g) (1) and (2).

'The proposed revision of paragraph
(a) was in error.” Because the language
of the proposal was identical to that

‘already appearing in the CFR, any treat~

ment of the erronieous proposed revision
to paragraph (a) has been omitted in
this final regulation. -
Paragraph (g) (1) was to Ust the anti-
bacterial drug premixes manufactured
by designated sponsors which gre eligible
for interim marketing based on their
compliance with § 558.15(b) (1}, Para-

graph (g)(2) was to list the drug com-,

binations permitted for inclusion in ani-
mal feed, when prepared from the anti-
bacterigl premixes listed in paragraph
(g (1), and the sponsors of these drug
combinations. In addition, the Commis-
sfoner proposed to exempt from the re-
quirements imposed by §558.15° pro-
ducers of certain intermediate premixes.
The Commissioner -concluded (39 FR

28393) that the producers of interme-

diate ptemixes need not at this time sub-
mit an NADA and the data required
under § 558.15 for the interim marketing
of any intermediate -premix produced
solely from & premix that is in compli-
ance with this section, if the interme-
diate premix contsins no drug ingredient
whose use In or on animal feed requires
an approved WADA pursuant to section
512(m) of the act and/or if the inter
mediate premix contains a drug for
which & specific premix has been ap-
proved by regulation in Subpaxt B of 21
CFR Part 558.

In the same Issue of the Feoeran
Recrster (30 FR 28382), s notice wes
published proposing to amend 21 CFR

“Parts 121, 136e (recodified at Part 558
in § 558.15 Subpart B), 135g (recodifled at Part
¢ 556)-and-144:26-(recodiBed-at-§-510.515)—data-can-bo-vevie

to revoke spprovals for those antibac--

terial drugs intended for use in animal

feed which are not in complisnce with
the requirements of § 558.15. Included in
that notice was a proposal to revoke
§ 658.19 Combination antibiotic drugs
in animual feeds no longer sanctioned,
since the provisions of §558.19 were
cotherwise encompassed by the proposed
smendments, Certain uses of oxytetra~
cycline and neomycin, alone or in comw
bination with other drugs, ‘which are not
the subject of published regulations or
for which commitments were not re-
celved and for which usages were not

.

listed in the corresponding amendmont
1o §558.15 were also subject to the pro-
posed revocstion,

Errecr-oF THIS ORDER

This order identifies the drug firms
and the antibacterial drugs intended for
use In animasl feeds which they sponsor
that are currently in complance with
the provisions of §558.15 and revokes
from the regulations those subther-
apettic uses of antibiotie, sulfonamide,
and nitrofuran drugs for which tho xe-
quired commitments, reports, ond/or.
data reqiired by § 558.16 were not filed,

One provision of §568.156 required all
Jolders of approvals of these new animal
drugs and all persons or firms previously
marketing identical, related or similar
products to file records and reports of
completed, anpoing, or planned studies,
Including protocols, to resolve concli-
slvely the issues concerning their safoty

- {0 man and animals. Paragraph () (1)

of § 558.15, as set forth below, is an ox-
clusive list of the sntibacterial drug pro«
mixes which, because thefr sponsors have
filed commitments to conduct studies
that will conclusively resolve the fssues
concerning the safety of their subthore
apentic usages, are eligible for intorim
marketing, «

Additionally, § 558.15¢(b) (3) mandated
commitments to submit datn to demon=
strate the effectiveness of these antibac-
terigl drugs for subtherapeutio usngo un-
der criteria established by the Bureau of
Veterinary Medicine. The Commissionor
called for this data to continue the evalu-
ation of the effectiveness of combinntion
anlinal drug products which was initt-
ated with the promulgation of § 556.10.
Changes in the new animal drug reviow
process that began in June 1067 incor
yporated contemporary scientific criterin
to measure the effectiveness of drugs
marketed to promote increansed rate of
welght gain, and/or incrensed feed ef-
ficiency, The effectiveness of mosh come
binations approved since that timo has
been evaluated using these contemporary
sclentific criteria. Section 568.16 requires .
no further determination of effectiveness
for combinations determined to be offec-
tive under these criteria. The regulation,
however, required sponsors of all previ-
ously approved subtherapeutic antibnc-
terial combinstion drugs that had not
been evaluated using these criterin to
submit a cominitment to generate neces=
sary data for these products to bo eligl-
ble for interim marketing until theso

2

ks

Paragraph (gY(2) of §5658.15, as sob
forth below, lists all drug combinations
eligible for interim marketing and tho
manufecturers who are sponsoring thoe
requisite effectiveness testing, Marketing
i3 permitted only for these combinations
and only when they are prepared from
the antibacterial premixes listed in para-
graph (g) (1), Most of the drugs already
approved under these effectiveness cxle
teria have been cogified in Subpart B of
21 CFR Part 558; these drugs have been
incorporated In paragraph {g) (2) by ref-
erence becguse of the large number of
drugs affected and the length of the ap~
pleable regulations, The ohly other drug
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‘combingations that are eligible for interim
marketing have elther been approved on
the basis of the contemporary effective-
ness criteria and not been published in
Subpart B of 21 CFR Part 558 or have
had. commitments filed-to generate the
requisite effectiveness data; all these
con:}b:).uaﬁons are listed in paragraph
[¢:9R &4
Commitments o generate data to dem-
onstrdte-the effectiveness of the indi-
vidual antibiotics listed in 21 CFR 121.~
225 were not required by §558.15. The
- National Academy of Sciences—National
Research Council, Drug Efficacy Study,
concluded, and the Commissioner con-
curred, ‘that individual antiblotics listed
in thit section are effective for certain
claims regarding increased rate of weight
gain (35 FR 11070, 11531 11646, 11705,
11952, 12490, 13156, and 134.01) However,
commitments to resolve conclusively the
safety -issues posed by these drugs were
- required. Thess antibiotics are safe and

effective for use under contemporary -

standards, and commitments to conduct
studies that will conclusively resolve the
issues concerning, their safety ralsed by
§ 558.15 have been filed. Therefore, these
.anfibacteral drugs are eligible for in-
terim marketing, and they have been
listed in paragraph (g) (2) togefher with
their sponsors.
+ "The Commissioner is also amending
.CFR510.515 (formerly 21 CFR 144.26).
This regulation lists those antibiotics in-
tended for use alone or in combination
with other drugs in animal feeds that are
exempt from the certification require-
merits of section 512(n) of the act, 'and
the Commissioner has revised this regu-
lation to revoke any 'prior exemption
- Irom certification for which the commit-
met%ts -required by § 558 15 were not sub-
mitted

-Comments on the proposa.l were re-
ceived from 15 firms engaged in the
manufacture of drugs used in the pro-
duction of medicated feeds. Comments
v.'ere ‘also received from an assoclation
of animal drug manufscturers and an
association of animal feed manufac-
turers on behalf of their respective mem-
bers. Several comments raised questions
respecting the procedures being followed
to revoke the unsponsored uses of these
drugs; however, most of the comments
from the drug and feed manufacturers
were concerned with the proposed ‘dele-
tion from the regulations of specific an-
tibiotic combination drugs.

The principal comments received and
the Commissioner’s conclusions Tegard-
ing them are as follows:

1. A trade association reguested that
due consideration be given to comments
of its member firms and requested that
the Angust 6, 1974 announcement and
the September 27, 1974 correction be re~

_ published as -a single proposal if they
contain a substantial number of errors.

The Commissioner concludes thab this
order need not be republished as g pro-
poszl. Each comment has been carefully
evaluated fo determine which drugs, it
any, were incorrectly proposed for rev-
ocation from the regulations and which
~drugs-and drug sponsors, If any, were

21
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improperly omited from the appropriats
lists In paragraph () (1) and (2) of
§ 558.15, In addition, all comments sub-
roftted pursuant to requirements imposed
by § 558.15 have been reviewed fo assure
the accuracy of the regulations asg set
forth below. Provislons of the regulations
that were erxoneously deleted or omlitted
in the proposals have been restored.

2. Several comments stafted that the

regulations, as proposed, would prohiblt
the marketing of products which are
covered by approved NADA's or which
are “deemed approved" by the transi-
tional provisions of the Animal Drug
Amendments of 1968. The comments
stated that approval of these drug prod-
ucts may not be withdrawn through pub-
lication of a proposed rule, but must be
withdrawn in accordance with provl-
slons of section 512(e) of the act includ-
ing, as provided therein, giving notlce
of opportunity for hearing for the spe-
cific NADA’s involved.
The Commissioner concludes that the
procedure used to withdraw approval of
these NADA's satisfles the requirements
of tho Federal Food, Drug, and Cosmetic
Act and the Administrative Procedure,
Act. As proposed in the Feperat REGISTER
of February 1, 1972 (37 FR 2444) and
promulgated 1n the Feberarn RECISTER of
April 20, 1973 (38 FR 8811), § 558.15(c)
states that the faflure of any sponsor
of an NADA for the use at subtherapeu~
tic levels of any anilbiotic, nitrofuran,
and sulfonamide drugs In the feed of
animals to comply with the requirements
of the regulation will be considered
grounds for immediately procceding to
withdraw approval of the NADA for fall-
ure to comply with section 512(1) of the
act. Section 512(e)(2) of the act per-
mits the Secretary, after due notice
and opportunity for.hearing to with-
draw approval of the NADA for fallure
to comply with section.512(1) of the act.
Thus compliance with § 558.15 is prop-
erly required as n condition for con-
tinued approval of an NADA.

‘The proposed deletion of rcgulatlons
published in the FEDERAL REGISTER ol
August’s, 1974 (39 FR 28382) constituted
specific pubuc notice of the Commis.
sloner’s determination that the drugs
listed therein (as subsequently amended)
were not in complinnce with §558.15(b)
and that such drugs were therefore sub-
ject to withdrawal of approval pursuant
to § 558.15(c). Simtlarly, the companion
notice of proposed rule making also pub.
lished on August 6, 1874 (38 FR 28383)
afforded public notice to all sponsors of
those drugs for which commitments to
conduct the required safety and/or efflec.
tiveness studles had been filed pursnant
to § 558.15 that they were in complinnce
with the regulation.

‘This procedure of providing notice by
FEpERAL REGISTZR.publeation was used
because many of the drugs involved were

originally mayketed pursuant {o antf-
blotic and food additive regulations, and
the agéncy had previously exempted
these drugs from the antiblotic batch
certification requirements and Form
FD-1800 requirements, The Commis-
sloner was therefore not able to identify
all persons who had legally been market-
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ing these drugs. The August 6, 1974 no-
tice of proposed rule making, In com-
bination with ths proposed deletion of
the regulations, afforded adequate no-
tice to sponsors of antibacterial drugs
not listed In paragraph (g) (1) and (2)
of § 558.15 that they had failed to com-~
ply with § 558.15(b), and that such drugs
were therefore subject to.withdrawal of
approval in accordance with § 558.15(c).
Having falled to file responses demon-
strating that their products are in com-
pliance with the requirements of § 558.15
or that the regulation is, or should be,
Inapplicable, sponsors of drugs for which
ppprovals are hereby withdrawn, have
not shown the necessity for a hearing at
which the only issue could be whether
those requirements have been meb.

‘The Supreme Court has recognized
that class regulation through rule mak-
ing is legally permissible and, indeed,
often preferable to case-by-case adjudi-
cation. See, e.g., Weinberger v. Hynson,
Westcolt & Dunning, Inc., 412 U.S. 609,
620-622 (1973); Welnberger v. Bentex
Pharmaceuticals, Inc.,, 412 U.S. 645, 653
(1873); Federgl Power Commission v.
Texaco, 377 U.S. 33, 3941 (1964) ; United
States v. Storer Broadeasting Co., 351
U.S, 192, 202-203 (1956) .In this instance,
the Commissioner has particularized the
statutory standards for continued ap-

proval of NADAs by promulgating
§ 558.15. No hearing need be afforded an.
appilcant whose submissions, after
proper notice, on fheir face fail to meet
the requirements for NADA approvzal or
{0 provide reasons why approval of its
NADA should not be withdrawn.

‘The Commissioner concludes thaf all
Interested persons have been afforded:
ample opportunity to participate in the
development of the requirements con-
tained In §558.15 and to comply- with
those requirements or offer reasonable
explanation for fafllure to comply. Ac~
cordingly, all applicable legal standards
have been met and approval of the
NADA'’s Involved may properly be with~
drawn by regulation.

3. One comment suggested that each
distributor for whom z distributor’s sup-
plemental NADA has been filed by the
holder of the approval should be listed
2s a sponsor of the drug in paragraph
(g) €1) or {2) # the holder of the ap-
proval s in compliance with the reguire-
ments of §558.15. This comment con-
tended that the faflure to list every
approved distributor would cause con-
fusion and would place distributors at
a competitive disadvantage because
products that do nob carry the name of
o lsted sponsor will inevitably suﬁer
in the marketplace,

The Commissjoner does not agree with.
this suggestion. Secton 5120 of the .
act provides for-the publication in the
Feoerar, Recister of the name and ad~
dress of the applicant (ie., the sponsor)
of an approved NADA. A distributor (un-
less he Is also the sponsor of the NADA)
is not an “applicant” within the mean-
ing of section 512() but simply a person
who distxibutes under his own Ilabel a
product manufactured and iabeled for
him by one who is an applicant. Thus,
there Is 1o legal requirement that the
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names of distributors be published-and
1t has never been Agency practice to do
so. Listing distributors would impose an
unwarranted burden on the Agency be-
cause of the large number of distributors
and thelr propensity to change syppliers.
Moreover, where & -distributor wishes to
do 50, there Is no bar to his Ysting on
8 drug label the names of both the manu-~
facturer-and the distributor of the prod-
uct provided it is done in such a manner
as to reveal clearly the connection U.e.,
as manufacturer or distributor) each
person or firm hes with the product.
Therefors, the Comraissioner concludes
that distributors should not be listed in
§ 558.15. . ]

4, Four comments opposed deletion
from the regulations of & limifed num-
ber of drug producis containing anti-
bacterials in therapeutic concentrations
which do not have a 14-day limit on their
use, The comments stated that §558.15
implements the recommendations of the
FDA Task Force on the Use of Antiblotics
in Animal Feeds, which directed its at-
tention to the continuous use of sub-
therapeutic levels of antibacteriat drugs
in animal feeds, and the marketers were
not given proper notice to comply with
the requirements established by that
regulation. - .

The Commissioner advises that the
Task Force was concermed with the
health hazard associated with the sub-
therapeutic use of antibacterial drugs in

animal feeds. After the promulgation of ~

§ 558.15, o determinstion was made that
the use of any antibacterla] drug con-
tinuously in feed forlonger than 14 days
should be considered & subtherapsutic

usage, and the Commissioner concluded.

that sponsors of antibacterials intended
for such use must meet the Tequire-
ments established in the regulation re-
gardless of the concentration of the antl.
bacterial agents in the drug products.
This policy was made known to & pum-
ber of drug sponsors as questions arose
on individual products, but the require~
ment was not included in either the
proposed or final regulation. The Com-
missioner concludes that sponsors of
antibacterial drug products intended for
use in animal feeds for treatment of
disease for more than 14 days were not
provided adequate notice .that the re-
quirements established by § 558.15 were
"~ applcable to them, Therefore, the pro-
~ posed deletion of these antibacterial

products from the regulations is vacated.

This decision does not undermine the
impsct of the regulation, The use of antl~
bacterlal drugs in anlinal feeds ordi-
nerily is not the preferred route of
administration when treating en animal
disease, manifesting -clinical
symptoms of disease in most cases con-.
sume abnormelly small amounts of feed.
Therefore, the successfil treatment of
the disease is often hindered by difficulty
in maintaining adequate drug -exposure,
'This fact, together with the cost in-
volved in feeding therapeutic levels of
antibacterlal drugs for greater than 14
days, leads the Commissioner to con-
clude that use of these drug products at
therapetrtic levels in feeds constitutes o

-
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very small segment of.the aniibacterial
drug market. . . .
- Finalization of the actions concerning
the feed-use producis evaluated by the
National Academy of Sciences—National
Research Council, Diug Efficacy Study,
will-deal with each of these products.
Where appropriate, claims for treatment
of. disease will be lmited to prescribed
durstions. Furthermore, should. the
studies of the stbtherapeutic uses of
these. antibacterial agenits being econ-
ducted pursuant to § 558.15 generate new
evidence that undermines his previcus
conclusions as to the safety of these anti~
bacterinls, the Commissioner will pro-
pose to- withdraw thelr marketing ap-
proyals. - .

5. Questions-have arisen concerning
the marketing status of products that
combine diethylstilbestrol (DES) with &
subtherapeutic antibacterial. Section
558.15 requires, all persons marketing

subtherapeutic antibacterials for ap- iy,

proved hises to file commitments to con-
duct studies that will conclusively resolve
the issues of the safety of the use of the
antibactérial ingredients and the effec-
tiveness of the combination products on
the basis of contemporary scientific test-
ing criteria. However, because the Food
and Drug Administration took regulatory
action against DES before § 558,15 was
promulgated, the impact of this regula-
tion on the DES-antibacterial caombina~
tions has never been clearly enunclated,
Between the notice of proposed rule
making to require safety and effective-
ness data for subtherapeutic uses of
antiblotics on February 1, 1972 (37 FR
2444), and the publication of the final
order on April 20, 1973 (38 FR 9811), the
Food and Drug Administration withdrew
approval of a1l NADA's for DES liquid
and drug premizes, Presumably because
€1l approvals were withdrawm, no drug
sponsorg filed commitments to conduct
the required studies for the DES-antl.
bacterial drugs for subtherapeutic use.
On January 24, 1974, the United States
Court ‘of Appeals for the District-of
Columbia Circuit held that the Agency’s
notice o .holders of DES NADA's was
inadequate as a basls for withdrawing
their approval without a hearing, and
relnstated ‘both the approval of the
NADA’s and the accompanying regula-
tions. Hess & Clark, Divlsion of Rhodia,
Inc, v. Food and Drug Administration,
495 ¥, 2d 975 (D.C. Cir. 1974). Formal
confirmation. of relnstatement of the
regulations was published in the Feperan
gnm?m of February 27, 1975 (40 FR

29)..

Tn the FepEral RecisTEn of August 6,
1974 (39 FR 28382 and 28393) and Sep~
tember 27, 1974 (39 FR 34682), the Com-~
missioner issued s proposal to lst all
drugs and sponsors which were in com-
plisnce with § 55815 and to revoke ay-
proval of all drugs not in.compliance,
No holders of approvals for DES combi-
nations have ever filed either commits
ments to conduct the requived studies,
or comments objecting to omission of
these combinations from the proposed
st of. sponsored combinations eligiblg
for marketing and from Part 121 (21
CFR Part121).

- March 28,

Although. the Food and Drug Admin-
Istration might therefore be legally Justi-
fied In taking immediate action ngainst
these combination products, thé Com-
missioner acknowledges that the Agen~
cy’s February 1975 reinstatement of the
DES regulations pursuant to the Court
of Appeals’ order may héve misted tho
sponsors as fo the status of thess prod-
ucts. The Commissioner hag reviewed tho
situation concerning these praducts and
concludes that immediate final action
against them is inappropriate at thig
time. At the same time, they remain sub~
Ject to the reqmuirements of §658.15 of
the regulations and section 512(1) of the
get. The Commissioner has therefore de-
termined that § 558.15 should be modified
to clarify the status of DES-antiblotio
combination products as follows:

In accordance with § 558.15, all mar«
keted DES-subtherapeutic antibacterinl
combinations must -contain antibacto-
rials for which commitments to conduoct
e necessary sefety studies have been
filed and which=-are Hsted In paragraph
(®) (1) of that section. Moreover, aiter
reviewing the Informution available
about the DES-subtherapeutic antibac-
terial combingtiions, the Commissioner
has determined that no approvals for
these combinations ars supported by
efflcacy data that meet contempérary
scientific criteria. For this reason, all
sponsors of previously approved DES-
gubtherapeuti¢ antibgoeterinl combina-
tlons must file commitments to conduct
studies satisfying these criterla to dem~
onstrate the effectiveness of thoir prode
uets, Such commitments must be filed
by March 26, 1976, which is more
then 1 year after formal relne
statement of the DES regulations, the
1atest date on which makers of the DES
combinations eould plausibly belleve thob
§ 568.15 was Inapplicable to thelr prod-
ucts. Any conscientious sponsor, there-
fore, will have sufficlent opportunity to
comply with the regulation. Because tho
sponsors should have filed commitments
and begun studies immediately after the
January 24, 1874 declsion of the Court
of Appeals in Hess & Clark, supra, -
and because the necessary affectiveness
studies require less time than the safoty
studies, dato. satisfying contemporary
efficacy criteria must be submifted by
1977, Al other provi-
sions of §55815 are also applicablo

these drugs. Only persons hold-
ing approvals for these combinations
may market them in the interim; study
progress reports must be fAled every Jan-
uary 1 and July 1 uniil conipletion; and
all provisions of §558.15(¢) concerning
fallure to submit required rocords and
reports apply. Additionally, the extraor-
@lnary fact situation concerning the
drugs requires further assurnnoe of im-
mediate compliance with the regulation
25 instituted. Therefore, the first progs
Tess reports demonstrating initiation of
the studles must be filed by April 20,
1976. '
. DES subtherapeutic-antibacterial com~
combinations fell within the scope of
the Agency’s original notice of proposced
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rofe making on this nintter, and spon-
sors of such products have liad ample
opportunity to demonstrate that § 558.15
was inapplcable or should be'waived. No
comments were filed, and these comblna<
tions may be regulated by §558.15 aspro-
mulgated. Manufacturers .of the combi-
nations ” contzining DES have already

-enjoyed an economic advantage over

simildily situated sponsors of other anti~
bacterial combinations. The. Commis-
sioner therefore concludes that the re-
quirements herein set forth may be pro-
mulgated as & final order. -

In .the Feprrar REGISTER of January
12,1976 (41 ¥R 1804), the'Food and Drug
Admims’!raﬁon m'ued & Notice of Op~
pommity for Hearlng proposing to with-
draw approval of all outstanding WADA's,
for the use of DES in animals used for
human food,-on the grounds that vesl-
dues in" animsl tissue produced by the

. use of such-products have not been shown

10 be safe and that the Delaney anti-
eancer clause is applicable because no

adequate methods exist that are capable

of detecting and measuring residues of
DES at Jevels above any that have been

..shown o be. safe. The notice afforded

holdefs of NADA’s Tor DES an opportu~
nity to request a hearing on the proposed
withdrawal of approval and {0 demon-
strate thet disputed issues of material
fact. ‘exist -that require a hearing. Any
hearing. held In response {o proper re-
guests that are received is likely to ccour
during the first 6 months of 1976, To
avold-any future mistmdersbanding the
Commissioner announces’ that, should a
Afinal Agency’ decisian withdrawmg ap-
“proval of DES for, use.In antmals used
fnrhuman food be I§sued before the dates
Specified for final submission of data sup-

porting the safefy and efficacy of DES-
antibacterial combination products, this
order will Hob authorize the continued

.‘marketing of these combination products

pending-the compdligson and submfsion .

ofﬁzereqxﬁred

. 6. Questions have arisen about the im-
pact on §558.15 of Hoffmann-LaRoche V.
‘Weinberger, Civil Action No. 7502172
MD.C,; filed July 27, 1975).

. Section 55815 serves three functionS'
Principally, it reqilres submission of
data-to resolve the safety and effective-

-ness questions pertaining to the use of

subtherapeutic antibacterial drug com=
‘binations. Secondly, it provides the Agen.

- gy -with documentation of the market-

ing of subtherapeutic antibacterial -

combinations transitionslly approved by
section 108 of the Animgl Drug Amend-
ments and requires these files fo be sup-
Plemented -with cantempora.ry -scientific
data. Finally, it establishes ‘the condi-
tions under which products containing
subtherapeutic leyels’ of antibacterial
drugs for use in animal feed may con-
tinue to bemarketed, These requirements

- permit-FDA more efficiently to-regulate

the marketing and use of these drugs.
. The decision: in ' Hoffmann-LaRoche

" clarifies the scope of§.558.15. The Com-~

missioner has thoroughly reviewed the
Sles on all drugs and sponsors:for which

the commitments. wére Teceived to con-

. duct the studies required by this regula~

RULES, AND REGULATIONS

tion, and the only drugs and sponsors
which the Commissioner has determined
{0 be approved for use by NADA, NDA,
master file, antibiotic regulation or food
sdditive . regulation have been lsted.
NADA’s for drugs subject to the regula~
tion that were filed by persons or firms
that did not have, and In some instances
may not have been required to have, an
approval for marketing are belng proc-
esgggfsspartorthereﬂew:equkedby
-3 N

7. Whitmoyer Laboratories, Inc., ques.
tioned the proposed deletion of the car-
barsone-baciiracin methylene disalicyl-
ate drug combination (ftem c¢) from
§ 121.310(b) and the fallure to list the
combination In J §58.15(g)(1) because
‘Whitmoyer holds an approved NADA for
thé carbarsone combination for use in
turkey feed

The Comm!sslonm' eonclud&c that
safety studies are belng conducted
pursuant to § 558,15 by the sponsors of
bacliracin methylene disalicylate, and
Whitmoyer Iaboratories, NADA. for the
carbarsone-bacitracin methylene disalf-
cylate combination was approved mimder
contemporary eflcacy criteris, There-
fore; the Commissioner is vacating the
proposed revocation of this drog come
bination from the regulations.

Addition of the drug combination to
paragraph (g} (1), however, would be {n-
correct. Paragraph (g) (1) lsts only the
manufacturers sponscring studles to
demonstrate the safety of specific anti~
bacterial premixes, and the drug com-
bination is not a premix, Paragraph (g)
{2), on the other hand, lists the druz
‘combinations permitted for Inclusion in
snimal feed when prepared from a pre-
mix in paragraph (g) (1) and the spon-
sors of «these drmg combinations. The
NADA for Whitmoyer's combination
product was- approved under contem-
porary efficacy criterin, axid the required
safety studies are being conducted by
ihe sponsor of the antibacterial premix.
"Becatise the drug combination meets the
criteria established for interim market-
Ang, the Commissioner hos added Whit-
moyer Laboratories, Inc, and this drug
combination to paragraph () (2).

. 8. Norwich Pharmacal Company come
imented that indications for the use of
nthydrozone in § 121.237(1), item 1,
should not Include claims for the coc-
cidial species E. mazxima or E. brunetti,

ﬁxéag;e clnlm for histomoniasls (blnck
. As required by § 558.15, commitments
have been filed to conduct studies to
generate dats to support the effective.
-ness of the nihydrazone drug combing~
tlons for the subtherapentic Indications
of uvse set forth In § 121,237, The Com-
missioner, however, has not conducted
a reevailuation of the data avaflable to
support the effectiveness clnims of nihy-

drazone as a single ingredient for other
indications of wuse, Nihydrazone, as o
single ingredient, was approved for use,
among other things, against histomonia-
sls (blackhead) and coccidiosls caused by
E. maztma and E, brunetti, The Com~
‘missloner- concludes that this order is
=not appropriate for the revision of the
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approved uses for single ingredient new
animal drugs that do not involve sub-
therapeutic claims.Such a revision would
Involve drugs whose sponsors were not «
glven appropriste notice to substaniiate
these claims of .effectiveness. Revisions
of this nature are more appropriately
handled in o separate specific notice giv
ing al holders of approvals for this drug
an opportunity to support these Indica-
tons of use with a well-organized and
foll-factual analysis of the data to sup-
port its effectiveness, This action can be
more eficlently handled when all safety
and effectiveness data generated pursu-
ant to § 558.15 have been submitted and
reviewed. At that time the Commissioner
will determine whether the withdrawal
of approval of any or all NADA’s for
nihydrazone drugs Is appropriate.
Therefore, the Commissioner disagrees
with the contention that the Indications .
for use of nihydrazone against coceldi-
osls caused by E. mazxima and E, brunetti
or histomoniasis (Glack head) should be

deleted from the regulstions in this -

‘order.

9, The notices of August 6, 1974 pro-
posed the deletion from § 558.105(£) (1)
of buquinolate 715 grams per ton in fin-
ished feed for chickens in combiation
with: (v) penlcilliin, 2.4 {0 50 grams per
ton: (v) bacitracin, 4 to 50 grams per
ton; (vl penicillin plus bacitracin, 3.6
to 50 grams per tom (not less than 0.6
gram of penicillin nor less than 3 grams
of bacitracin): and (vii) chlortetracy-
cline, 200 grams (§558105(D ) (v

through (vi) was formexly § 135e.35(0D),
Hem 5. a throngh ). Norwich Pharmacal
commented that the efficacy require-
ments for these drug combinations bad
been satisfled under contemporary effi-
cacy criteria and that safety studies are
being conducted pursuant to § 558.15 for
Jpeniclilin alone, bacifracin alone, and
chlortelracycline alone, On this basis
XNorwich requested that these druz com-
binations not be revoked from the reg-
ulations.

The Commissioner concludes that
these drug combinations have been ap-
proved wmder contemporary efficacy
criteria and that the required studies
are being conducted to demonstrate the
safety of peniefllin,~ baciiracin, and
<hlortetracyling. Therefore, the Com-
missioner ¥s vacating the proposed rev
%:it;!)on of §558105() (1) Uw), (V), and

Because of the difficnlty and complex-
-1ty of research required by § 558.15 in the
safety area, the -Commissioner further
concludes that, at the present time, the
safety issues concemin" baoterizl drug
resistance and resistance transfer caused
by subtherapeutic antibacterial drug

combinations should be first evaluated
on the hasis of studies that assess the
safety of the antibacterials individually.
“The -questions rafsed by §558.15 are
sclentifically complex, and in many in-
stances no model systems for testing
are avallsble. Reseavch on & single anti-
baclerial drug minfmizes the variables in
the studles, prevents masking of unto--
-ward effects, and produces more defini-
tive data on the influence of the dmg
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on animal bacteria. Furthermore, the
data may conclusively resolve the
theoretical questions raised.

For these reasons the Commissioner
¢concludes that these studles to demon-
strate the safety of penicillin-alone and
bacitracin alone are sufficient to permit
the interim marketing of penicillin-
bacitracin drug combinations, and, the
Commissioner is vacating the proposed
revocation of §558.105(8) (1) (vi).

10. Merck & Company questioned the
absence from § 558.16 of & provision for
a combination drug product containing
procaine penicluin-streptomycin admin-
istered in drinking water

The Commissioner advises that the de-
liberations and conclusfons of-the FDA
Task Force on the Use of Aniiblofics in
Animal Feeds were direéted at the use
of antibacterial agents administered to
animals in feeds, For this reason, the
" Commissioner has not included in
§ 558.15 drugs administered in other dos-
age forms, such as those administered in
drinking water. The safety and effective-
ness of drugs administered in these dos-
age forms are being independently con-
sidered.

11. Merck & Company also obiected to
the failure to list in § 558,15(g) (1) and
(2) certain antibacterial premixes and
drug combinations for which the firm is
sponsoring safety or effectiveness studies,
and the concurrent proposed revocation
of the corresponding regu:lations for the
drug combinations. * -

The Commissioner agrees that Merck
is sbonsoring studies to demonstrate the
gafety of & penicnnn-sbreptamycin pre-
Jmix, Therefore, Merck and this p!

.have been ddded to § 558.15(g) (1) wlth
the indications for use set forth in
§§ 121,225 and 121.256 (21 CFR 121.225

and 121,256) ., Because Merck is conduct-
ing studies to resolve the safety fssues
concerning this penicillin-streptomycin
premix for these indications of usge, the
drug combinations made from this pre-
mix for which Merck is also condncting
appropriate effectiveness.studies may be
valldly marketed, These drug combina-
tions and thelr sponsor, Merck, have been
added to §558.16(g) (2), and the pro-
posed revocation of these drug combina-
tions from § 121.266 iz vecated.

Merck is also sponsoring effeciiveness
studies for the following drug combinga-
tions which contain erythromyein 4.6 to
18,5 grams per ton and are listed in
§ 121.210(c) (21 CFR 121.210(c)), table
1, items 2.1, 2.2; 2.3, and-2.4: amprolium
113.5 to 227 grams per ton, amprolium
113.5 to 227 grams per ton plus ethopa-
bate 3.6 grams per ton, amproium 113.5
to 227 grams per ton plus arsanilic acid
80 grams per ton, and amprolium 113.5
to 227 grams per ton plus ethopabate 3.6
grams per ton plus arsanilic acid 90
grams per ton. Since Abbott Laborato-
ries, Inc. is sponsoring studies to resolve
the safety issues concerning the eryth-
romycin premix, these drug combinp-
tlons may be marketed during the in-
terim period. Therefore, the Commis~

. sfoner has restored these amprolium

combinations to §558.15(2)(2) with
Merck as their sponsor,and the proposed

RULES AND REGULATIONS

re%:cdaﬁon of these regulations is va-
cated.

12. Commercial Solvents Corporation
commented that it is conducting studles
pursuant to §558.15 to resolve con~
clusively the safety isspes comcerning
zinc bacltracin, In addition, the company
filed commitments to conduct studies to
demonstrate the effectivéness of the fol-
lowing drug combinations:

&, Zinc bacitracin, amprolium,
ethopabate;

»b. Zinc bacitracin, amprolinm, ethopa~
bate and 3—n1tro-4—hydroxypheny1ar~
sonic acid; -

% Zing bacxtracm and arsanilic acid;
an
.-d, Zine bacxtracin. ,,zoalene, and 3~
nitro-4-hydroxyphenylarsonic acid.

The firm cbjeéted to the omission of these
drug combinations from § 558,15(g) (2)
and the proposed deletion of these drug
combinations from Part 121 (21 CFR
Part121). -~

“The Commissioner concmdes that
Commercial Solvents Corporation has

and

“filed .commitments to resolve the safety’

of zinc bacitracin and to demonstrate
the effectiveness of the drug combina-
tions in question. Therefore, these drug
combinations are eligiblé for marketing.
The Commissioner has Hsted these drug
combinations in §558.15(g)(2) and is
vacating the proposed deletion of these
drug combinations from Part 121,

13. Elanco Products Company objected
to ‘the broposed deletion of various drug
combinations containing hygromycin B

for subtherapeutic usage from §§ 121.210,

and 121.213 on the grounds that Elanco
is sponsoring studies to resolve conclu-
‘sively the safety of this drug.-
Hygromyein B premix and dn:g come
binations containing this drug aye within
the puyview of §558.15. The Comtnis
sioner concludes that the hygromycin B
drug combinations proposed for deletion
from the regulations are not supported
by evidence of effectiveness meeting con~
temporary scientific eriteria, and neither

- Elanco nor any other drug sponsor has

submitted commitments to conduct
‘studies t0 generate data to demonstrate
the effectiveness of the hygromycin B
drug combinations, which is also required
by § 558.15. Therefore, the Commissioner
further concludes that these drug coms-
‘binations are properly deleted from the
‘regulations,

14, Salsbury Laboratories objected to
the proposed revocation of § 121.263, 3-5
dinitrobenzamide; § 121.264, sulfanifran;

. and § 558.35(g) (5) through (T) (former=
Jly § 135e.31(g), table item 2a.2, 1.2, and

¢.2), aklomide, because-these ‘drugs do
not exhibit antibacterial activity under
any currently approved uses when used
as single ingredients and thus are not
‘subject to § 558.15.

The Commissioner concludes that the
requirements established by § 558.15 are
Inapplicable to these drugs when they
sre used as single ingredients because
they are not antibacterials, Nevertheless,
‘the requirements are applicable whei
these drugs are.combined with antibac<
terials. To market sny such combination,
8 drug sponsor must haye filed & com-

mitment to conducb studies to resolve
conclusively the issues concerning the
safety of the antibacterial componens. In
additlon, adequate effectiveness data
meeting contemporary scientific oriteria
must be included in an approved NADA
for the drug or the sponsor must have
filed & commitment to conduct studies to
generate such dats.

. The Commissioner has determined
that § 121,263 lsts no 3,5-dinitrobenza-
mide-antibacterlal combination drugs
and, thus, is vacating the proposed rovo-
cation of that section,

Sulfamtran—nntibncterial combinn«
tions were listed in § 121.284¢e), and
aklomide - antibacterinl  combinations
were listed in § 658,35 (formerly § 1350.~
31). None of ‘these antihacterial drug
combinations has been evaluated for of-
fectiveness under contemporary sclen-
tific criterls, and no commitments to
conduct the necessary effectivencss
studies have been filed for them, Theo
Commissioner therefore concludes that
sulfanitran-antibacterinl and aklomldes
antibacterial combinations are properly:
deleted from § 121.264 and § 558.35, ro-
spectively, and is revoking itoms &
through d in the table of §121.204¢0)
gngsgasragmph (g) (5) through (8) of

15. E. R. Squibb & Sons, Inc., come

mented that the Commissioner incor-
rectly proposed to revoke the regult
tions in § 121.220(d) for use of nystatin in
the feed of Inying and growing chickens
and growink turkeys at 50 and 100 grams
per ton, Squibb contended that the drug
is an sntifupgal agent and thus boyond
the scope of § 558.15.
. The Commissioner sgreés with this
comment, The FDA Task Force on the
Use of Antiblotics in Animal Feeds did
nob review antifungal products and made
no recommendations concerning thom.
‘The Commissioner concludes that nystn-
tin slso has no significent effect on
bacterla and viruses and is outside the
purview of §558.15. Therefore, ho i3
vacating the proposed revocantion of
items 1,2, and 3 in table 1 of § 121.220¢()
for the " use of nystatin as a single Ingre-
dienb for growth promotion,

However, the nystatin-antibaotorial
comblnations used for subtherspoutic
purposes are within the scope of § 558.16.
These combinations were not approved
on the basis of .contemporary efféctive-
ness criteria, and no commitments were
fled to conduct the réquisite cffeotive~
ness studles, Therefore, thée Commis-
sioner concludes that all nyatatin-anti-
bacterial combinations are properly de<
leted from § 121.2204(d).

16. Dow Chemical Company objected ,
to the deletion of §558.175(e) (1) (i)
(formerly § 135e.46(e), item 6, o and o)
from the regulatlons. which covets
clopidol (0.0125%), roxarsone (0.005%),
and bacitracin methylene disalioylate (4
to 25..-grams per ton); and clopiiol
(0.0125%), roxa.rsone (0.005%}, and zino
bacltracin ‘(4 to 26 grams per ton), The
firm contended that these drug combinn
tions had been evalunted and approvad
based on contemporary scientific oriterin,
a;ng ?;gy; g.re, therefore, outside the scopo
0 .
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.*The Commissloner agrees with  this

- com.ment. The NADA’s for. these new

animal drugs were appraved specifically
for use in poultry feeds-on the. basls of
contemporary effectiveness -criteria, and
studies are being conducted pursuant o °
$558.15 to resolve the safety issues con-
cerning the antibacterial components of
these combinations. The oner
ooncludes that these drug combinations
1may be .marketed when-they are pre-
pared from. s drug Msted in § 558.15(8)
(1). Therefore, he Is vacating the pro-
posed deletion of thase drug combina-

-tions from §.558.175.-

17. The Diamond Shamxock Chemlcal
Company questioned its omission from
the list of approved sponsors in § §58.15
(g) (2), asserting that'it Is particlpating

-in ooopera‘dve studies to resolve the
safety of ‘bacitracin methylene disali- .

cylate as required by § 558.15, and that
it has submitted piotocols 1or in vitro
and In vivo studies conducted with baci~
tracin methylene disalicylate In accord-
ance with the requirements set-by§ 568.»

- 15(B) (1), ‘Additionally, Diamond Shame

rock_asserted that.dt has letters from the .

. holders of NADA’s for bacitracin meth-

yletie disalicylate suthorlzing it t0 use

. the safety and effectiveness data in their -

W

fles.

The CQmmimioner has reviewed the
material_submittéd by Dismond Sham-
‘rock. and contlides that ‘the firm has
complied with the intent and critieal

. eléments of'§ 558.15 by sponsoring studies

" 1o resolve the safety issues for bacltracin

niethylene disalicylate in animal feed.
Although Digfnond Shamrock falled to--
make certain technical filings by thé ap-

" propriate date, it has su.bsbant;la]ly coms

plied with the requirements of the reg-

* ulation, Diamond Shamrock bas now

completed the necessary filings, and the
Commissioner has added Diamond
Shamyrock to the list of sponsors of anti-
bactérial premixes for bacitracin meth~
Flede-disalicylate In §558.15(%) .

18. Diamond Shamrock also objected -
to ity pmission’ tiom §558.15(g> (2) as a
sparisor of a chldriétracycline-arsanilic
acid drug combination for use in swine *

feed and thé proposed deletion of this

combination from § 510.515 becduse it is.”
actively cohducting studies.to meet the
criteria imposed by. § 558.15 a.ndhas fled

_the appropriate applications, '

The . Commissioner agrees with Ihls
comment. Therefore, this chlortetra~
cycline-arsanilic acid drug combination
bas been added to §558.15(g) () with
Diamohd Shamrock as its sponsor. The

proposed revocation of this drug com-

. bination Is vacated, and it has been

- chlortetracyline

added to.§510.515(e) (11). . .
-19. A comment by Amerlean Cyanamid -
Company particularized the IcHowing
specific instances in which it contended
drug combinations

- were improperly proposed for revocauon
:fram the™ regulaﬂons' - :

(a) Seition’ 121.208(&) table 1, 6(a)

_and §1212106), %! 1,23, 31 and 41

K:>) -Segtion. 121.208((1) table i, 6(d

. and-§121.207¢c),'2.1 end 3.1:

(c) Section 121.208(d), table 1, 6(e)
and §121.262(c), 1.1 - .

o

RULES AND REGULATIONS

() Section 121.208(dD), uble 1, I
and § 121.207¢c), 2.1 and 31
. (e) Bectlon 121.208(d), table 1, 15¢n)
and § 121.210(e), 211 (1)

) Section 121.208(d), tabla 1, 18 and
g l5‘)58 J195(8) (1) (!ormezly § 135e.61(8)

1)

. (& .Bection 121.325(&1 D' dor-
merly § 121.225(1) (3) (¥))

() Section 121.282(c), 1.24 and § 558.~
515¢D (1) 4 dormery ﬁ 135e.68(1)(2)),

) Section 121.208(d), table 1, 17 and
§ 558.515¢0) (1) diD, (iv), and (V) (or-
merly §185e.68(1) (3), (4) and (5))

. {1} Bectlon 510.515(b)(23) formerly
§ 144,26(b) (23))

&) BSection 510.515(h) (34) (formerly
§ 144.26(b) (34))

1) Section 510.515¢b) (43) (formerly
§ 144.28(b) (43))

The Commissioner concurs with thls
tomment, Items () through () relate
to drug combinations containing thera~
peutic levels of chlortetracycline, and
the drugs are indicated for therapeutic
uses, Item (g) relates to incrensed rate
of gain uses in Jambs and growing sheep.
Safety studles for chlortetracycline spon-
"sored by American d Company
are underway and, drug eficacy require-
ments for the product were satisfied by
‘the National Academy of Sclences-
National Research Council’s Review, The
claim proposed for revocation in ftem
(h) does not involve antibacterials, These
drug combinations are beyond the scope
of § 558,15, and the Commissioner is va-
cating the proposed revocation of these
drug éombinations.

The effectiveness of the uses covered
"by-items (1) through ) was established
on the basis of contemporary sclentific
criteris, and commitments to conduct
studles pursuant to § 558,15 to resolve
safety Issues conceralng chiortetra~
cycline have been submitted. Therefore,
the Commissioner concludes that these
drug combinations may be marketed
when manufactured. {rom chlortetracy-
.cline premixes Msted in 3 558.15(g) (1), -
and he is vacating the proposed revoca-
tion of these drug combinations. These
. drugs have been listed in the approprinte
regulations on the basls of the Commis-
sloner’s determination,

20. Hess and Clark, Division of Rhodiz,
Ine., objected to the proposed revocation
of paragraph (g) (3) and (4) of § 558.165
(formerly § 135e.51) providing for deco-

te-zine bacitracin and decoquinate-

chlortefracyeline combinations because

these drug combinations are the subject
of recent NADA approvals. ermore,
~the manufacturers of zinc bacitracin and
chiortetracycline premixes have fled
commitments to conduct studles-pursu-
ant to § 558.15 to resolve the safety issues
concerning these antibiotics, -

The Commissioner agrees with ihis
comment, The data In the NADA's for
these drug combinations were evaluated
using contemporary efficacy criteris, and
the Commissioner previously concluded
that the data demonstratéd the eflec-
Aiveness of the combinations, In addition,
commitments to conduct tha Investiga-
tions required to establish the safety of
the zinc bacitraclh and chlortetraey~
cline ingredients in the combloations
have been filed in accordance with
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§558.15. 'These drug combinafions may
be marketed when prepared from-zinc
bacltrac!n or chlortetracycline premixes
Usted in § 538.15(g) (1). Therefore, the
proposed revocation of these drug com~
binations from, the regnlations Is vacated.
21. Abhotd XLaboratorles and its exy-
thramycin tocyanate premixforuse in
cattle were omitted from §558.35() (1).
Abbott objected to this omission, and it
also opposed the proposed revocation of
20 specific antibacterial drmg combina-~
tons from §§121.207, 121.210, 121253,
121292, and 510.515. -

The Commissioner concludes thzt Ab-
bott filed a proper commibment to con-
duct studies pursuant to § 558.15 to dem-
onstrate the safety of erythromycin
thiocyanate as a growth promotant in
cattle. The appropriate material was
filed by Abbott when the company real-
ized that commitments were necessary fo
demonstrate the safety of the drug in
ezch specles of animal for which the drug
is sought to be marketed. Therefore, the
Commissioner has added Abbott’s ery-
thromyecin thiocyanate premixto § 558,15
{g) (1), and ke is vacating the proposed
deletion of this drug from §510.515.

Abbott filed sultable commitmients to
conduct studies to demonstrate the effec~
tiveness of certain erythromycin drug
combinations'in accordance with §558.~
15. Based on these commitments the
Commissioner concludes that those ery-
thromycin drug combinations are eligi-
ble for interlm marketing. Therefore,
he Is vacating the proposed revocation .
of the combinations of erythromycin and
zoalene with or without arsanilic acid-
and the combinations of erythromycin,
amproliim, and arsanilie acid with or
without ethopabate from §§121.207,
121,210, 121.253, and 121.292.

22. Abbott Isberatories also opposed

therevocation of bacliracin, zoalene, and

e acid drug combinations from
§121.20'I(c) subitems 2.4¢, 34c and
§121.253(c) subltem 1.8d and chlortefra-
cyclipe, bacitracin, arsanilic acld, and
sodfum. arsan_ﬂate combinations from
§ 510,515,

The Commissloner has received no
commitment from Abbott or any other
drug sponsor to conduct appropriate
studles In support of the safely and ef-
fectiveness of these drug cambinations.
Therefore, the Commissioner concludes
that these regulations are properly re-
voked, .

23. Pfizer, Inc., objected to the pro-~ .
posed deletion of penicillin-streptomy=
cin drug combinations from § 121.256(d),
table 1, and the fallure of the moposed
amendraents to list a1l antibacterials and
antibacterial: drug combinations for
which Pfizer has flled proper commit-
ments to conduct safety and effectiveness
studfes, namely, o tracycline, penicil- .
Iin, streptomscin. and penicillin and
sireptomyeln drug, combinations in
§558.15(g) (1) and (2). .

The Conunissioner has concluded that
Pfizer has filed the proper commitments
and is conducting the requisité stndies
to demonstrate the safety and effective~ |
ness of these drug products. Therefore, .
the Commissioner Is vacating.the pro-

posed deletion of the penicillin-strepto-
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nycin drug combinations from §121.256
‘@), table 1, and has added the oxytetra~
'ycline. penicillin, streptomyecin, and
senicillin-streptomycin drugs with Pfizey
s their sponsor to §55815(g) (1) and

'2), respectively, The indications for use .

» these drugs have been amended to
sorrespond to those permitted under

wlar annravals held for the products by

CLAIR RApIaoa PN ViEr aatreia mwe Seew gm0

izer.

The Commissioner has carefully con-
idered the enviroimentsl effects of this
wction and, because the action will not
dgnificantly affect the qualily of the
wuman environment, has concluded that

RULES AND REGULATIONS

an ‘environmental impact statement is
not required. A copy of the FDA environ-
mental impact assessment Is on file with
the Hearlng Clerk, Food and Drug Ad-
ministration, Rm. 4-65, 5600 Fishers
Lane, Rockville, MD 20852.

Therefore, pursuant to provisions of
the Federal Food, Drug, and Cosmetic
Act (secs. 512, 701(a), 52 Stat. 1055, 82
Stat. 343-351 (21 U.S.C..260b, 871(2)))
and under authority delegated to the
Commissioner (21 CFR 2.120), Parts 121,
510, and 558 are amended as follows:

_ 1. In § 1212200 by adding a new para-’
graph (d) foreadasiollows:

ZOACENE n COMPLETE FEEDS YOR CICEENS AND TURXEYS

)

§ 121.200 Definitions and interpretu.
tions applicable to Subpart
* L * * »

(d> Regulations prescribing condie
tions under which antiblotic, nitrofuran
and sulfonamide drugs may be safely
used in animal feed shall not be con-
strued to relleve such drugs from tho
provisions of §558.15 of this chapter
where applicable.

2. In § 121,207(c) by revising the table
1o read as follows:

§ 121.207 Zoalene.
. . . . .
(cy s+ ¢

+ Prinelpal Qrams | Combined with~ | Grams Limitations Indieations for uso
ingrod!ggt perton . per ton -
* 1.1 Zoolens...... 113.5-170.3 " For turkeys grown tor Prevontion and control
’ o%gﬁﬂg?-) meat purposes only. of coccldlosls,
1.2 Zoolene....--j118.5-1' Carbarsone {not , 277-640.5 Fo: turkeys grown for { Provontion and conirol
{0. 0125 U.8.P.). z eat purposes only; | of coccldiosis; ald in
0. 018759y %) Tood contibnonsly bo. | the  provention of
\ . pg 2 wooks beforo blackhead.
’ lackhend and coocl-
d!oslsmaxpoczednnd
" contions as lo
" - v rovention of bl
e(ald an(}xglmv?nﬁon
and conf
. osis 3 veaded; w!th-
- : W § days
. slpughter; as solo
. sourco of organlc ar-
. : sonde.
. 8~ {Baserved) .
d. Zoolens.....{113.5-170.3 | Arsandlic acld..... 00 | For turkeys.grown Io: Growth promotton and
T . ) O oS duys bat §?dm e
. , 0V
N foro s!wihtex; as sole{ tlon, s P
. ‘so&m organio ar-
senlc.
6. Zoolenteuenas 113, 5-170.3 Sodluxnnrsunl- -(o mpyo) rzoudo.... Do.
L Zoalens,.....}113.5-170.3 3~Nltro+hy- 22.7-—!5.1 $121.262, tablo 1, ftom |+§ 121,262, tablo 1, Hom
. droxygionylu- . 2.1 . 2.1
' . .1 Zonleme...... A X For broiler chickens.....| Provention gand con-
« (0-0125%) trol of cocel
- 2.2 Zoalend...... 118.5 | Arsanilic ncld ..... For bmﬂar chickens; P:mnuonund conlml
* (0.0325%) (o.m%) withdraw 5 days bo- | o s 10
¢ fore s| hter' as sole | promotion ond food
" rganla a2 | oMclonoy; improving
senfe. Pl entuuon.
2.3 Zoolens...-.. 113,85 | Sodfum araan!~ . 90 do. 0.
{0. 0125%) - (0.01%%) .
24 Zoalend..een. (0.011%92) ngl'oxypl?vt;yhr (02.2.7-45.4 do. Do,
0! - 0025% R
sonigacld. 0.005%)
zs—u Re _
2.8 Zonl eno...... 1135 | Lincomyelt. oo 2| For btollar chickens; do | Inerensa fn rate ol
(0.0125%) not feed 1o welghl gala,
chickens; to be fod a3
‘ the sole ration; as ! officienny, 4% ot
lincomyeln th ool nld in the gnvontlon
:ldomonotﬁ 0%0853- and control o
. vided by o.) , {  cocoldlosis,
soo § 510,600(c) of this
chapter; ne w -
. ded by No. 025700,
P seo § t5“1‘.0.600(0) of this
w2123 00 - 1185 | Penlcllilo..enenn.- 2.4-50 I‘or bro!ler chickons; as | Growth promotion
b:’f‘, ’ R procaine penicilling ond feod officionoy.
) 0.2.1,24...... ‘ 1185 | Baclteaoln..eeen.n. . 450 | For broller chickens; ns Do,
- bael me hylonn
d!sanny e, or zine
& [Boserved] . s
[ T3 WPS— 113.8 | Chlortetraoyciine 100-200 | For broller chlckens, Asprewibod in
. : 4 msptesorl 22080, tablo 1,
- - - tabln x, ltam
U . : lortatmoyc no
drochlorids,

-

FEDERAL REGISTER, VOL, 41, NO.  38—WEDNESDAY, FEBRUARY 25, 1976

HeinOnline --- 41 Federal Register No. 38 page 8288 (1979”




9]

.

- RULES AND REGULATIONS .

ZOALENE IN COMPLEIZ Frrps FOR CIUCKENS AND 'ramu—-_Conunued

- g&!‘pﬁ Grams | Comblned with—~ | Groms Limitalons Indleations for use
in, ent per ton pec ton
o B T X
j - DR 13.5 | Bacltracine.neeen 100-800 | For Lrgller chickens: os
' 3 prccﬂbed in !12!. Iﬁlm{d),tab.ai.
- . 233(3), foble 1, dtem
0.3; a3 zino bacitroeln,
f"ﬂ%ﬁ‘_mem 3.5 | Erythromyel .638.5 | For bratlerehickens: o3 | Growthpromottonand
———- o] s N 3 4 : B3 5
¥ ® erytliromycln looy-] ¢4 en‘;clmey.
7 n!m [N
ke-n. {Re-
o.sf?: X M- 035 a0 A 5-185 | §121 m:(d). tems 1.1, ;m.mm).nmsm,
31 Zowleno..-...| 3,3-113.5 For feplacom Doxdisp entomuvo
(&80«9;%-) mﬁfveﬁs;!?“wmp’xto lmmunfm
- ration uym tobald to
tlscm' 14 woeks of
cxe), 53 followrss
g0 T2l
) . Amount of zoalme In
feed for binds by o3
. Graw Ing condhlons group
Starter Grovrer
ration [ ratien
) 0 G
Sl - Sl
Eevero exposure ....va.b 3135 5.4~113.5
(0.0!‘.’:-") (0.0&&7
} 0.0125%)
Light to muilrrate ox- 4-113.5 ﬁ%&
’ pesare. o.orz:.éf €. 008557
32 Zoalent.e.n.. 30.3-13.5 Agsanilie s2ld.....| 20 l-cr replacement clek- } Devclopment of co-
((s.o'oi'gs" 3 {0.0150) Tn mup;:lo legg (1Y nlmnun!nm ty to
L1
v not to Bo fed to Virds |  promotion and feed
N over 14 weeks of n5es | eSielenoys Improve
. w 7 & days ng pl"mcntaum
A . fora slauphter; as so’
rourco of anonls
» 83 [ollovys:
—__— Growlng conditiuns Sarler Grower
. vation ratlen -
- Grorseper | " Crors per
- U Bevero exposore “Nas| mminas
N . : eevaraneusrerieess Q0% &om%
. * ~ 2,
T Yight {o moderate exposure Th4-1105 3.3-715.4
- @ouss- | (Gooii~
GO 0008i%)
33 Zoaleno......} 30.3-113,5 | Sodiam arsanflate,] 00 (OIS} Feor n lnccmenteh!dc Daevelopment of
o 2O e e | "t
N ‘s 53
. ° SRETE | S
- . withdraw 5 days Improvisz
. uz m- asg!re pirmantation,
N . genle, bs to!!nws:
Growing conditions Starter Grovwer
- ratlon ratlon
: Graza per don} Grazua per fon
BOVEro AYPOSURenneerrvvevuvernas ’1?356! 15.4213.5
- i o {0.01225%) (&gﬁ"
" . " Light to moderate expesure. ... ’{&4-11&5 3&&-)7‘5.4
o] i
& -. - : - :
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RULES AND REGULATIONS'

ZOMENE If COMPLITI FIIds’ yor Caicsxis axp TorKEYS~Cotitinued

m Gramns | Comblonad with-- { Grams um;fauons Tandications for use .
pec ton perton
SO 5 A t chiok- t
34 Zoa_lem ‘3!(3.(&8-11!. I-Nplhm-t-hydmn- %0{)2-%‘ For %?e chi! Dovﬁom of nc!!ve
S| PR 005%) nm g&rhrgﬂon cidieas; gz T owih o
- . :’Vﬁ mn of ag:-' ﬂe!oncr lmpravlng
fore slanghtar; as.sole
source of otganié ar-
sanio, a3 follows:
~ Growing conditions Starter Grower
ration ration
Grams Qrams
R per lon perion
SBVOLD DXDOSIULC. evc remee e onmsoae us.s | 76.4118.5
avers o, 0038 (%:-m )
- Light to moderste CXPOSULD. oen.n 75.4113,5 | 38.3-76.4
0.0033 0, 004
CXB%| Sutsi
a.z.l, 3.2,0r 38.3-113.5 | Penicillin, ..uuo.. 2.4-50 | Replscamont chickens; h promotionand <
(0.001% . a3 procoine ponleimn iccd elliclenoy,
0.0125%)
b-d.[Resarvod]
ewmssemeeen| 36.3-113.5 | Chlorietracycline. 100-200 mplacemont chlckons, pmscdbcdlnim-
(0. 004%5- . n § 121, (d) tablo 1,
Ooizsy s zoa(d {halgloeliltomsﬂ ms 6 ond 1.
. rechlaride. -
’ 31esnnnensa| 38.3-112.5 | Bacitrac.euennn.. 3 ¢
- k 4 38.3-113.5 | Bacltracin 100-500 :For roplwomont ch!ck A%};zrcfgls)zﬁc)l' o1,
* S 10 (d), table 1,
item 6.1; as 2ine bocl-
g1 [Reserved) |-
_ 5. 3.3, 32..... -] 36.3-113,5 | Erythromyein....{ 4.6-18.5 | For replacement chick- | Growth promotion
. - 51‘:13; as er{thmmycin nnd feed efficienoy,
k-n. [Ro- T
o z:,s ...... 26.3-113,5 eaeeaG0unnnnvmmenns 02.5-185 | 5121 292{6) tablo, items uzx.mz(d),tublo,
13,12,9,1,2.2,41,43. | * itoms L1, 1.2, 23,
2.2, 44, £40
. * * . * deleting subitem a following item 4; by b. In table 2 by deleting subltem n fol-
§121.208 [Amended] deleting subitems a through ¢ following lowingitem1.
3. In §121208 Chlortetracycline item 5; By deleting subltems & and b 4. In§ 123210('0) by revising the table
paragraph (d) is amended: following item 7; and by deleting the toreadasfollows:
a. In table 1 by deleting subitems a present text in subltem a following item § 121.210 Amprolium.
through e following item 2; by deleting .11 and designa.ﬁng the subitem “[Re- . * . . .
subltemns a and b following item 3; by servedl”. {c) » *»

-
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RULES AND REGULATIONS

TADLE 1--AMPROLIUM DX COMPLXIX CDICXEN AXD TURKEY FrEd

Princi: Grams | Combined with | Grams Lirojtations Indleatlons forvse
__mgmdfmt peeton pecton
11 Amprotom. | ‘113.5-27 Por turkeys Proventlon of
.- @.ou%e coccldiests,
NI & S B E27 | Perleililnnesecus] 2420 | For !mpkeﬁs: z pre- | Growih emmadmganma
b3, [Reserved .
1.1.‘.......-.! 113.5-227 { BoclirtiBeeaee.. 430 § For forkeyy: as bacl. Do.
. tracin methylene dis-
alloylate.
L[:LB e 113.5-227 | Penlelllin plus 20-160 }‘o.rmxke 'r! 124,25((8), im.zw(d) talle}
: :’:’ = "”';]"' = | * e ptonsdn, ¥ Cem 7. @ tem 1.3, '
. [Reserv
L0l 1135227 | Arsonilé aeld..... Por lmkeyr sithdrow | Growth ton and
o T oy S e hamae | O en s
éﬁ;&s wls zomoo& of %ﬂng pgmentas
$o Llercmeneeed] 113.5-227 | Sodium arsanliate, (o.m?%) Ygt turk: wrltli%xtng Do.
e cenennd 1135227 [ 3NIrote | 22 Rang iu..m tole 1, Mesm | §121.262, tabls 1, ftem
ek iyl . 2.
1L ...} 13,5227 | Bodteseln......... 100-000 llzém.m(d), table 3, 5%2}.&3(&), tabla 1,
0 TEeevemmees| 313,5-227 rgm::s 300-500 nz:mm(é), table 3, q:;%g), tabla 1,
© 21 Amprofum..] 113.5-227 For broller chickenss for | Preveniion of
. (0. 0125%%~ gheun t chickens | ccecidlosts,
0.0’.'5%) R whers immunily to
] . cooiillests Is ot de-
22 AmproYum..! 113,527 | Bthopabato..ee... 3.6 | Far broller chickens; for Do.
Lk v U v (0000850 gzglnounmt. chickiczs °
0.0259%) ere jmmunily to
coccliiods i3 not de-
. tlred, not far laying -
23 Amprolium..| 113,597 | Arsanille 60ld.ne.. 0 yorbmnmmm‘ns-m Prevention of eoccl-
ot (0. 0125%~ .05 dleels; growth pro-
0.025% w lmmnnuy 10 motion and fed effi-
dlosts 18 not des{  elency; Improving
. £lred; o8 role soures o pizmentaticn.
a!d?uwgh 5 days befsro
24 Amproium..} 113.5-227] EthopalotCecesess Purlwﬂuclx!ekmrkz Y
. {0.0125%= P o0 repiacemy clichens| 0O
0.02552)] Arsanilic addd..... 9 m imnmmy to
{0.0152)]  coochillesds Is not de-
amﬁ!”n?é‘e‘in wmﬁx
N . 5 Gays Lafons
. 3 : amuﬁmer mx Lor Iay.
2527 [Re N
28 Amprodfum..] 113,5-227 { 3-Nitro-$-bydroz- 2'.7—14.4 For hroller elickens; fo X
. @ gizsiz| o henyle o O et e | Do
M 0.0255%)]  arsonie aeld. 00552)]  w. immunity
. dloxds is not do-
Sra S with
- dra 50_ days'be.am
29 Awprotium..| 13.5-2%7 | Elhopatiote.-oce.., 2.6 rcwmxu'asxckc ferf Do,
(0.0 g) + (0. 000ty w ) lmmunlltm °
&%mllxrdmx- .(‘;..7—3{:_.'4 eoeddlmls‘!s uo{ [ 1
- 0L #ired; s £ol0 £oUICH
arsanlo oehd, .00352) orgni!nﬁ mdanle; withe .
. c*&g‘ mt for lay-
T 210 Amyrolium. 118.5 | Ethopabate....... 3.0 ] For Yroller cllckens; | For Increase !
O o] | St Bt S | TR e
plienylarsonlo | (0.00552)] rochiends menchye] a6 p:‘?nmfaunn;as'
. acld . drate; withdriw 5 do] an aid in the
Lincomyeln.. .uves! 241 before slaughter; s3] ventfon of coceldfosis
. solo souires of arsproe | in breller chickens,
i N gu and are
211 Amprolum. 8.5 | EihopaliatCersnnns 36 | Por Urclier chickens; | Por increass in rate of
0.01255%) (0.00062)] * it for Iasing, Chick: | © welehe caivs Tt
- R Lineomy el eennes 24 aﬁrodﬂ proved feed -
by oride mono- | ency;ssanafdinihe
Uiydrate;assolapouree venticn of coo-
© mmﬂum. dmﬁ% in Drofler
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RULES AND REGULATIONS

T'AprE l-hmzouvu_ v ComrrExx Chmcwex awp Tonsxy FPeen--Continued

Prinefpal QGrams | Combined with— | Gramws Jimitations Indications for use
ingrodiant por ton per ton
212 Amprollum_ 1185 Bambermyd 5. 2-3 | For brofler chickens; | As an nid in the
. (0. 0125%) -{; feed continuonsly ss | vontlonof cocold
. Ethopabale.......| 343 the sole ration; ag sole |' whore sevoro oxpo-
€0.00495) source of amprolium; | sure to cocoldipsls
amprollum, eothops- | from XE,. acervullina,
. bate a3 ‘provided by ¥, mozima, and E.
No. 000006 in § 510.600 brunel ut i3 l.lkﬁly
£ {c) of this chapter, | oceur. For incrogsed
basmbarmycins s pro- | rate o( wcfght galn,
. vided by No. 9| ond Improved (co
m mo.soo(e) of this | offictonoy,
chapter,
213 Amprolium.| 113, § | Bambermydins..... 23| Por broflor chickons; | Asaun aldin the
o 0. 0125%) feed contlnuonsly s8 |  ventiofl otcocefdtosls
Ethopabats....... . 8831 thosoleration;nssole 1 whers sovero ox-
-+ 0. 004%%) source of amproflum E%sum to coceldiosls
Roxarsonte.......] 228-35.11 and organle arsenic; . I, aeersuling,
{0 sm%muum pnd  ethe ma, an
N , | 0.00375%)| opabate ss provided | bruneiliislikcly to
L. by No. in§510- |  oceur. For iner
600(0) ‘of this chapter, | rato of weight gain,
S Pambonyens | comey and b
crmye oney, an
by No, 000039, With- prove}:f plemontation.
.. d‘m;h days bolore
. slaty
214 Amprolium. 113.5 | Bambermyeins.... 2-3 As an aoid in the pro«
0.0125%)] _ -+ vontion of cogel
Ethopsbelo.ceewe 3.63 For lncrmod roto
- ) 520.0004%) of wel htﬁ n, lm~
-} ROXBISON0.enenmas @ pmv ome DHOY
0025%= and
0.00375%) gmon ﬂon.
215 Amprollum. 113.5 { Bambermyeclns.... For broflor chickens; 0y
(0. 0125%) feod continuously oS
ROXGISOD0 - nuvones) ‘%.z.s-:u. 1 the sole r;xuon, a9 solo
. 00252' gourcs of Amprol
. = 0.0037! % snd organie %.rcsenlc,
3 nmpxollnm 88 pro- -
od by No. 000006
l% &5!0.600(0) ol th!s
cha;
No. 017210, bambor-
. Tyeins by No, 00008
N uhdma mﬂnya bo-
8. 2.1,22..cc.-. 113.5-227 | Penlcillin......u.. 2.4-50 As proea!ne peniciliin. .. Gmmh promotion
boed { od) and foed effictenoy.
e, 2.1,2.2 or2.90.] 113,5-227 { Bacitracileeuneve. 4-50 Asdlbsﬁlml‘nmethylenu Do.
{8 {Reservod] g
h, 210r22.....; 113.5-227 | Bacitroclfenenr.oa]  300-200 Asbncltmdnmcuulono Trestment of clronto
disalicylate, vospiratory discase
(nir-m infeotion)
X - . and bluo comb
- R gcotIous ontodt!s).
1. 21 or 2.2..... 113.5-227 | Chlortatracycline. 100-200 mm(d) tggtll b !tgn?le “&m .209(d), tablo 3,
0 3
§. 2300 2.8.n.o.| 313.5-227 Panicmln plns 90-180 | § iz 'd), table 1, | §121.256(), tablo 3,
toxnycin, tor, 6. itom 5.1,
k.-m, olgzle-
servi
| VI IR 113.5-227 | Bodium srsaniiate.) 90 | §121.254(c), table, item1.] Growih promotion
©.01%) sad. feed emclcnoy:
- proving plg-
. N mentation,
o-¢, [Raserved}
B 2.1, 22,23, 113.5-227 | Erythromysin....] 4.6-18.5 | As crythmmm yein fhio- Growt}: %tooﬁgg%n
and 2. anat .
t. 2.1, 2.2, 2.3, 113,522 |:....do. $2.5-185 | § fzys.zoz(c) table, !Mms i]2!ﬂ92(d), tablo; o
, and 24 ; é.: 2%, 41 2.2 1.“ 23,
u. 22 Chlortetracycline. 200 rot broller ch!ckens. !n ’I‘reat.mont orchronlu
‘ . lo caln!nmt d con« tory
- og percent uswdb stmlnsol
dletary mlduxn and
~ 15 percent sodium Ib% mausoe&gblo
. Sulfote; feod con- ortolrapyol
tinoously as sole ra-
tion nfgt gozmom ‘tiluan
. J ofiife, |
v.210r22.....] 113,5-227 | Bacitracin...z....{  100-200 | §121.233(d), tsbls 1, ] §121.233(Q), tablol,
. ftem 8.1, {tor 6.1,
* -
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RULES. AND: REGULATIONS

< TARLYE I=~-ARPROLYTM. 06 Cosrirse. Crzcxes ANn TURxrx Wu&
Mm - Grams | Comblned-with— || Clams Tlmitaticoy Yodications oo use
st per ton pac o
EA N Ammmt;xn.:a&s-na.& ] For nphacmnt chlcke mvc.c ment. of sctive
3 (0:0045—* g tns; s p unity to eocefd-
: 0015555 |, jreis
. L g i
t Armount ofamprolinm In feed {52 blrds
| : s by nze groups
) - Growlsg . v
eonditions Upto From&ta Over
L N weeks 8 wreeks 8 wreeks
: 1 i ofaze olsze ofsze
: [ ] em | Zoms | g
, - s Bovers exposurs Nys| 72.6aa5 | 335
. 4 - to coccldiods, 0.012559) &06%"‘, 0(4.)6604' s
. - . Modmto upo- UL ‘a-mux.b; uﬁ%&'xs
, o.o%f S| o'oizey
3 E!!ab wﬁmme 033145 F-ULS | A3NLE
. {Looige | (o0 | G000
! 012253 o12%l | eus)
32 Amproum..| 38 8-1%5-| Arenticasd..... Por seplasernent, ehlcke t of cotl
T e - aoldl ER e | el
i 3 H
. | WItArawe b USyZ bo- | rhgbion nud fard
X s o3 ols | efficdensysim
-1 i | gourco. of orsdola a5 | - pigmentallon.
profum..f 35,3-113.5 F Sodlum preimitata. | L D,
o S | Gl .
5 310r32%....] 36.3-11Z8 §; Penlellin. i 2.4-00 1P As procalns ponl .| G srometlsn
g [Ber 1 1 and fecd efcleney.
-5 18 - ‘
h.a.l_.!..-...- 3831338 lBadtxndn.'....».l‘ 100200 hbﬁ%,b&dbrgn Treatment of chronle
B 4 P2 dlzaloy- mﬂm dzensa
L \ ! &, };:r z2ing bacitroe gdmﬁcm)
‘ = A i
R DU &&ms"WMo-i 100-200 i";&m’:ﬂn’ ag.'l.- }m.zs( ,u}a.al,
3 31eeoeeeeas] S8.3-DA5, [ Penicllin plos 0150 PlizLza), tavls 3, §L2LZ6, tadted,
: -streplomyelm + Sembl.
xamy '
.31, 3% enef 30,85-2SE zxsumo’ mytie...] 4,0618.5 .As exrﬂnomsdn tido- r:t‘mvm:wl _:z'!cnmux
n.3.1, 3% . ..'.'aas-—nas o Bueemnmenneene] 02,5385 | § L2200y, tadle teres F 5 13120207, oblo,
h : 11, :..9" 38, 43, f.*:mu.x.é,m.zz,
o-p; o] . 42, . 43,52
Q.81 i 331135 | st 22,7454 | $120.25%, tabla 8, em | §121.002, 100183,
. ﬁdmm‘- 11 ftem1t.
wgylmsun!c .
4.{ ij 7% 61135 Porbirallee cliftkens. ...t Proventlon of coceldlo-
(& tenelcon!?'
12 Amprotiom.| 2L | Arerillc 664, mme Per, broller ehickenss | Preceation ofee cLeoect-
? @0 .0t| Z b 5 davs b | - diocks caeed by E.
. 0.012590) 1 ahq.s‘chtm ”c 0 | fenella dﬁy‘ growih
| I B
13 Amprolum..| 72685 [a3tr0t- 27454 | do. 3 s
0,025} ;n%u:hmn!c 0.0057) .
¥ - "
4l enceccoens] T26-NZE | BenlelBumeenss 2 .Mprom!na ciliin....! Growth tlonand
:_g 0 pe feed J«‘?&'&;—.
“sexv
B 8deene o] T2 E-13T S {Polo 1 SR 300-200 | Asbaeltroeinmethylens | Trealment of chronle
! Alologlats, or @0S | - pespbatory. dimase
“pacitroein. {alracs infection)
- aog bins comd {2on-
- mmum
B 42emmroeronn| 72.6-ULB f Chlarictrocseltne.|  100-260 | Ag pocscfbed fn B121.- | §321.008 ) tabls 3,
£3eremreme] 72,6125 | Pentellin 0160 | §12.25000), 1adla 3, | § 1212600, tablas
b Tolmaner R 5 | s e
served N -
n.é.l..!....... 72.6-133.5 | Bodinm axsmilste. * 00 | Withdrasr § doys beforo | Growih tian and
ters 63 rols ’tgde H
. arsenie, an tation,
Ex_Amproliom.. (&011:1’}75) Semeius rormodcrdnzl:&u&:%h Treatment of,
. 1&%! Zwoeks,
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. * s . s
§121.220 [Amended]

8 Tn §1219220 Nystatin, Parsgraph
(d) is amended in the table by deleting
subitems 2 through f{ following Jtems 1,
3,4, add 6. - .

- 7. By revising § 121.225 to read as fol-
lows: -

§ 121225 Antibiotics for growth pro-
motion and feed efficiency.

The antiblotics listed in this section
may be safely used in animal feeds as an
aid in stimulating growth and improving
feed efficiency, In accordance with the
following prescribed conditlons:

{a) Procaine penicillin. Procaine peni-
cillin ss follows:

(1) Procsine penicillin is the procaine
salt of the antiblotic substance produced
by the growth of Penicillium notatum or
Penicillium chrysogenum or the same

- Ugrams nor more than

N -

RULES AND REGULATIONS

4 grams nor more than 50 grams per fon (v1) In the feed of calves, in an
of finished feed. . amount not less than 25 milligrams por
D In feed for growing cattle, In an head per day nor more than 70 miill-
amount providing not less than 35 mil« grams per head per day In finished feed.
70 milligrams per-  (viD) In the'feed of growing catile, in
animal per day. : an amount equsl to 70 milligrams per
(ii1) In the feed of quail not over 5 head per day in finished feed.
weeks of age, in an amount not less than (vith In the feed of calves up to 260
5 grams nor more than 20 grams per ton  poundsin weight, in an amount providing
of finished feed. * 0.1 milligram per pound of body weight
(iv) Inthefeed-of swine, in an amount per day in milk replacers or staxter feeds,
not less than 10 grams nor more than (e) Erythromycin thiocyanate, Bryth«
50 grams per ton of finished feed. . romyein thiccyanate as follows!
(c) Bacitracin methylene disalicylate. (1) Erythromycin thiocyanate is the
iaacitracin methylene disalicylate as fol- thiocyanate salt of the antibiotic sub-
oWS: stance produced by the growth of Strep-
(1) Bacitracin methylene disalicylate fomyees erythreus or the same antiblotic
is the methylene disalicylate salt of the substance produced by any other means.
antibiotic substance produced by growth-  (2) The levels of antiblotics lsted are
of Bacillus subtilis var, Tracy or the same expressed In terms of the welght of |
antibiotic substance produced by any erythromycin master standard, Ono
ether means, and for the purpose of this gram of erythromycin thiccyanate s

antiblotic-substances produced -by-any—HEae ey h refers fo bacltracin methylene , equivalent to 0.025 gram of erythromy-

other means. .

(2) The quantities of the antiblotics
referred to in this paragraph refer. to
activities equivalent to those of the ap-
propriate antibiotic master standaxrds.

(3) It is used or intended for use: - -

(1) In the feed of chickens, turkeys,
and pheasants in an amount nob less
than 2.4 grams nor more than §0 grams
per ton of finished feed, :

(i) In the feed of quail not over 5
‘weeks of age, in an amount not less than
5 grams nor more than 20 grams per ton
of finished feed,

(i) ‘With streptomycin in the feed of

chickens and turkeys at a level of 2.4 to
7.5 grams per ton of procaine penicillin
with 12.0 to 37.6 grams per ton of strep-
tomyein and in the Ieed of chickens at a
level of 3.75 to 7.5 grams per ton of pen-
icillin and 18.75 to 37.5 grams per fon
of streptomyein,

(lv) ‘With streptomycin in the feed of
swine at a level of 1.5 to 1.5 grams per
ton of periiciilin combined with 7.5 to
375 grams per ton of streptomycin in
the finished feed. -

(v) In the feed of swine in an amount
not less than 10 grams of penicilin nor
more than 50 grams penicillin per ton
of finished fced. :

(B) Zine baciltracin. Zine bacitracin as
follows: - .

(1) Zinc bacitracin is the zince salb of
the antibiotic substance produced by
growth of Buacillus subtilis var. Tracy or
the same antibiotic substance produced
by any other means, and for the purposes

of tlis parapraphrefers—to—zine baclks -

tracin or féed grade zine bacitracin.

(2) The quanfities of the antiblotles
referred to in this paragraph refer to
activities equivalent to those of the ap-
propriate antiblotic master standards,

1. (3) It 13 used or infended for use:

{ In tho feed of chickens, turkeys,

sud pheasants in an amount notlessthan

+ referred to in this.paragraph refer to ac-

FEDERAL REGISTER, VOL. 41, NO. 38-—WEDNESDAY, FEBRUARY 25, 1976

salicylate or feed “gradé VaClirucifi “cin master standard,
methylene disalicylate. (3) It is used or intended for use:

(2) The quantities of the antibiotics ) In the feed of chickens, in an
Teferred to inthis paragraph refer-to- amount not less than 4.6 grams nox more
activities equivalent to those of the ap- than 18.5 grams per ton of finished feed.
propriate antiblotic master standards. (1) In the feed of turkeys not over 12

<(3) Itlsused or intended for use: weeks of age, in an amount not less thon

. (1) Inthe feed of chickens and turkeys 925 no; re than 18.
in an amount not less than 4 grams nor %nfs{}eé ?;.:d? 185 grams per ton of

more than 50 grams per ton of finished (i) In the feed of feedlot beef cattlo

feed. % 37 mill )
(i) In the feed of swine, in an amount & {’ﬁ-m %ﬁé ]h end per day

not less than 10 grams nor more than  (w) Labeling requirements, (19 To ns-
50 grams per ton of finished feed. sure safe use, the label and labeling of
() Chlortetracyctine. Chlortetracy- the additive, any combination of nddi~
cline as follows: . tives, and any feed additive supplemont,
(1) Chlortetracycline is the autibiotic feed additive concentrate, or feed addi-
substance produced by growth of Sirepto- tive- premix prepared therefrom, shail
myces aqureofaciens or the same anti- bear, in sddition to the other informa-
biotic subs&t?nc:h produced byf gﬂg other tion required by the act, the following:
means, and for the purposes o para- -
Eraph rafers to ohlortetracyeline of feed tlv(eg. The name of the additive or addf

grade chlortetracycline.
(2) The quantities of the antibiotic eaﬁﬁ’c&tiﬁﬁi‘ﬁ“ﬁgmﬁiu‘g},‘y““’ of

(i) A statement of the conditions for
which the feed is fo be used. .
. Uv) Adequnte mixing dirvections to
provide a complete feed with the propor
concentration of the additive or addi-
tives, whether or not intermedinte feed
additive supplements, feed additive con=
centrates, or feed additive premixes aro
also used.

Nore: §121.226(w) was amonded by s
order published in the Froenat Rroistex on
March 20, 1965, 30 FR 8708, offostive Jnnue

of age In the amount of 85 milligrams 27 1. 1866, and was stayed at.30 FR 12383,

per head pef day, where such horses are Septemiber 28, 1965. :

“niot to be sluughtered forfood purposes;~ §121.282.. [Reserved] . ...
v) Inthefeed of swine,in an atnount 3

not less than 10 grams hor more than 50 #nd reserving it for future use.

grams per ton of Anished feed, 9. In § 121.233(d) by revising tables 1
() In the feed of lambs and growing 20d 2 fo read as follows: .

sheep, in an amount not less than 20 §121.233 Zinc bacitracin.

grams nor more than 50 grams per ton of . * . . .

fintshed feed. @ * **

tivity equivalent fo that of the appro-
priate antibiotic master standard. -

(3)- It s used or intended for use:

@) In the feed of chickens and fur-
keys, in an amount not less than 10-
grams nor more than-50 grams per ton ~
of finished feed.

(i) In the feed of mink, in an amount
not less than 20 grams nor more than
50 grams per ton of finished feed and
also as an ald in ipcreasing pelt size, -

(iil) In the feed of horses up to 1 year

’
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TADLE 1-2IN¢ BACTOUCSS 10 COMPLEYS CRICKTN AND TUDKCY PEED

P{}n.ér‘pal Gmms Combloed Grams Limitations Indleatlons for use
. o _'ent per ton Wittt pex ton .
. trackn.....| - y 10 grams | Malntalnlng orinercast
11 Bact 1650 P ch!c}‘e%s;mo4 ta 8] ezg production. £8
oeks of ez prodas.
. tiops 10-4Q grams per
. . ton for remalnder of
Jaying perdod; as
tracln.
21 Bacitraclo..... 50-100 For chickens; os 3lng | Preventlsn of chronls
- . T, mplmlarydlw_mbm;
b (nonspecila
tracii. ® Por turkeyss s 1lno | Proconnon o taterth
~31 Bad' ffleore.]  50-1 ‘ifadtur;dg.ﬂ ns i Yoo comb
" Basitractn 10 For enlckenss o5 tico | Mnnger
41 Baclwaca....- = Bacltrocin, hatchobility of eggs.
51 Bagltraeln..... 100 Jo veroneves] DUTIET times of 5
prevention of dloeazes
e:m.sgg ‘g
- unsln.mu”g to back
01 Botrackn.e..| 100-500 80umavsesncenes -oce} Treatment of chronfs
resplmtory dlsease (als-
A, ey e o e b oo ) s, Inleelinn): rt&u@. -
; . conib (nonspeeliiafnfee
- tous enterits).
€2 Bacitmacin 100-500 For chickens: 100-200 Do.
plus grams of combinaticn,
penieillin. contalning not loss
; . Joom Hik 25 percent
- [l
. of badltracin except
- thnt 3t contains not
. morp than 325 grams
N of penielilin: os pro-
. penticiilin plus
-t M * zine basitreoln,
o 0Bl e 300-200 | Amprollum.....} 30,8237 | §121.210, &blo 1, items | 5321210, :gb!o 1; Stamns
B, 6deaeemnmeenas| 300-200 | Amnproliom 113.6-2% | As preseribed 1§21~ | §1217216 ), toble)
- ) elﬁopabate-." 3.0 | 2190, tadle l.’ ftem ’ltemz'.’. * '
. TOU— 100 | Hygromyein B.. 612 | For thlekenseeeannsvcnas $121213(0), tabte1,
PR . I 100 do, $-12 | For chickens: 100 grams Do.
. t e ) S Than 53 omias.of
’ %mumumr%n
. . . grams of bacll B, §f -
€0 e ecaccinens] 300-200 | Z02ICOC auarvear] $6.3-333.5 | For chickens: not fox § §121500(c), takle, flems
. ’ . laying cme’llt‘m;: W55 23 and 3.1,
. W . %‘{e).tnb!e.umﬁ
* 21 Baetrotht. ... 100-500 For ehicks: In starler § Prevention of early more
- ratfony 83 rive Lol | tolity of chicks imu
. . . . trocin, basd piibla
81 Badiracn.....] 100-500 For twkeys; as zins | Tralment of Infections
; . Tactracin. . sdousds, Yluo comb
. . (mud fever).
82 Bﬁaﬂn 100-500 For lutkoys; 100-300 Do.
penf- Frams of comnbinallon,
cillin, containing neb lers
than ROT
. ore Lhan 75 pggg{
that It contalns not
iyl
. mlmdn. pPlus
2 81, 8%.eneniea 100-200 | Amprodum.....| 3185227 | For turk o3 pro | §121.2107%), toble 3, it
. s T e o gy, | EL0), tobla, ftem
. . fable 3, item 11,
- TADLS 2=-ZINC BACITRACHN IN CONMPLITE BWink Frro i
T 7 1Y Bueltracin ] 80300 Joenervereonons Fer swing a3 zine baee | Ald In the proveotion tonet
s ftroeln, fecterial awine enter-
231 Bacltreeln..... 100 o Treatment of bocterial
v ) swine entesitls,
22 Bagitrasin 100 Fer swine: 300 grams of Do.
. plus pents on, coplalne -
* olBfe. J Ing pot e than 0
R
23 slog baclimeln plus
pron!napm!dmn.m

.
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. . - » *
10. In §121.237(D) by revising the
. ‘table toread as follows: T
§ 121.287 Nihydrazone.
- . -

)

. * L I .
-‘d) L3R I -
NIZYDRAZONE IN-CoMpLETE DHICKEN FEED
Prined Grama | Combined with—{ Grams Timitations Indleations for uso
lngmd!&% . | peeton perton N
L Nl'hydmmiu.. 100 For broflers; for roplace- | Proventlon of thronlo
. . meot chickens not over |  respiratory dlsoase (aure
14 woeks of ago; not for | _ sos infection).
laylng chickens. InthaProsonooorch:oxuo
' * regpirntory dis alre
- * . san fnfection) to [
- - mortdlity and sovority
of Infection, to veduco
ihe ntumbor of loslons,
ond sssist In malntains
ing weight galny and
feed ofclongy,
P onar Tont Hopbid
: fow i
. D hold sé:w :
- - by B, tenella, E. neca~
trfr, . mazima, and
. . B, brunetli and 0
monlasis (blackhoad),
t}iﬁlgewdmwod]na, 100 § Penlcililn..........] 2.4-50 { As procalne penfclllin..... G;ovgtgxmmomomm tion and
b¢ y
¢. Nihydrazono, . 100 | Bacitmacin... ..o - 4-50 | As bacitracih methylono | Growth prom%uon and
- f . i mn.dlsalkcyhh, orzinsback- | feed efftclonoy,
& Nihydrazone. 100 | Chilortetrncycline.| - 10-50 | As chlortetracyeline by~ Do.
X . drochloride,

* ® - . ] - [ ]
§121.251 [Amended] .

11, In § 121251 Ouxyletracycline, par-
sgraph (d) is amended in table 1 by
deleting subltems a through c following
items 3 and 6. : .

§121.252 [Amended]

12. In § 121.262 Bacitracin methylene
disalicylate, paragraph (d) is amended
as follows:- .

a. In table 1 by deleting the following
items and subitems: Item 1.2 and sub-
item a; item 2.2 and subitems a through
d; item 3.2 and subitem a; item 5.2 and
subitem &; item 6.2 and subitem a; sub-
items a through c¢ following item 7.2;

- and item 4.2 and subitem a.

b. Intable 2 by deleting ttem 1.2.
§121.253 [Amended]

* .18, In § 1212838 Arsanilic acid, para-
graph (¢» is amended ih the table by
deleting subitems a thicugh e following
item 1.8 and designating the subitems
as “[Reservedl.” -

5121256 [Amended].

14, In § 121.256 Penicillin, paragraph
(&) Is amended a5 follows:

a. In table 1 by deleting the following
items and subitems: Item 1.1 and sub-
item a; subitem a following item 2.1:-
item 3.2 and subifems & and b; ffem 4.2
and subitem a; item 6.1 and subitem a;
subitems a through ¢ following item 8.1;
item 10.1 and subltem a; items 12.1, 13.1
and subltem g, 15.1. ‘

b. In table 1 items 16.1 and 17.1 under
the lmitations column by deleting
“bacitracin or” following the words
“procaine penicillin 4-."*

.. €. In table 2 by deleting item 1 and
designating the item as [Reserved],

d. In table 2 ttem 3 under the lmitn-
tlons ".column by deleting the word
“bacitracin,” following “procaine peni-
cillin 4. >

15. In  §121.262(c) the table is
amended by deleting subltems & through
k following items 1.18 and 2.3 and by
adding new subltems J and k following
item 1.18 and new subitem @ following
item 2.2 to read as follows:

121.262 3-Nitro - 4 - hydroxyphenylar-
S sonic acid. o pheny

% 3 -~ » .

Gy * >~ )
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TARLE 1=-3-NIRO-4-HYDROXTPIENTLAREONIC ACD 1 COMFLYYE CCKEN A%D TURKET FXED

Prine) . Grams | Combined with— | Grams Limitsticns, Indleations for voe
Lnxzedi‘:;‘i per ion . poeton
'Y sae P ese e ess
1 18 LB B J .
. ?' -L[......fi]. 27454 Cléluonmtmcy- 100200 | § 121206, tatlel, Hem 8.} § 320208, tablel,item 6.
[ 9
momnn} wsuasa] Growth tion and
X 13, 1deeeno] 227-45.4 { Bociireeln.... 450 | As dno Lacitrecin, e emgm.
- L] see LR se ses .‘..]
2.2& ;.;.....-.--... 22.7-45.4 Cﬁoﬂw‘my- 100-200 | § 121208, tallel, Stem 7. § 321008, table 3, Stem 7.
no.
b~X. [He- - .
served]
) c e . ¢ @) 1t 1s intended for use solely as
§ 121.264 [Amended] N a ireatment for complicated, chronic

16. In §121.264 Sulfanilran (acetyl-
(p-nitrophenyl) -sulfanilamide) by re-
voking subitems & through d following
item 1.5 in the table in paragraph (c).

17. Section 510.515 is revised to read
as fol]ows~ :

§ 510.515 Animal feeds bearing or cons
: taining new animal g5 subject 20
tulie provisions of section 512(n) of

e act -

Animal feeds that bear or coniain
penicillin, streptomycin in-combination
with penicillin, chlortetracycline, feed
grade zinc hacitracin, and bacitracin
methylene disailcylate, with or without
added suitable nutritive ingredients are
—exempt from the tion require~
ments of-section 512 of the act provided
- they are the subject of and in compliance
with regulations for their use in Subpart
C of Part 121 of this chapter, Part 558
of this chapter, or any one of the para-
graphs of this section: -

" (a8} Where indicated In paragraph

(b) of this section it iz manufactured

with or without one, but only one, of the

following ingredienis in a quantity, by
weight of feed, as hereinafter indicated:

(1) Arsanilic acid: Not less than 0.005
percent and not more than 0.01 percent.

(2) Sodium arsanilate: Not less than
0.005 percent and” not more than 0.03
- percent,

. (3)- 38-Nitro- 4 - hydroxyphenylarsonic
- acid: Not less than 0.0025 percent and

not more than 0.0075 percent except in
chicken or turkey feed which shall con-
tain not less than 0.0025 pexcent and not
more than 0.005 percent.

(4) Purazolidone: 0.00083 percent.

. (5). Purazolidone 0.00083 percent,
with or without nitrofurazone 0.0056
percent, . and/or 3-nitro-4-hydroxy-
phenyla:son!o acid not less than 0.0025
percent and not-more than 0.0075 per-
cent except in chicken or turkey feed In
which the limit of 3-nitro-4-hydroxy-
phenylarsonic acid shall be not less than
0.0025 percent and not more than 0.005
percent.

(b) It is intended for use in any one of

. the following conditlons set forth in this
paragraph:

(1) =(6) [Reserved]

respirvatory disease (air-sac infection),
infectious sinusitis, blue comb (nonspe-
cifie infectious enterills, mud fever) , and
hexamitinsis in poullry, and/or bacterial
swino enteritis; its labeling contains.ade-
quate directions and warnings for such
use; and it contains, per ton of feed, not
less than 100 grams ‘ot chlortetracycline,
or oxytetracycline, or a combination of
such drugs, or- xob less than 90 grams
nor more than 180 grams of penifcillin
and streptomyein in & combination con-
taining 16.7 percent penicillin,

{a) When intended for the uses spec~
ified in this paragraph (b) (1) (), it may
also contain, in the amount specified,
one, but only one, of the ingredients pre~
scribed by paragraph (n) of this section.
If it is intended for use solely in poul-
try, it may contain 0.1 percent of para~-
aminobenzoic acid or the sodium or po-
tassium salt of para-aminobenzolc acid.

() XL it is intended for use solely in
the trentment of the diseases of chickens
described in this paragraph (b) (D ),
it contains, per toh of feed, not less than
100 grams and not more than 200 grams
of chlortetracycline and it contains not
less than 0.4 percent and not more than
0.8 percent of dietary calcium, then rep-
resentations may be made in its label-
ing to the effect that theredncedamount
of calcium alds in increasing the con-
centrations of the antiblotic in the blood
of treated blrds; the labeling of such
medicated feed shall include that re-
quired by §121.208 of this chapter.

() If it is intended for use solely as a
treatment for bacterinl swine enteritls,
it may contain, per ton of feed, not less
than 80 grams nor more than 2'20 grams
of penicillin and streptomycin in a coni~
bination containing 16,7 percent penicil-
lin, provided that its lsbellng bears a
warning that the feed is not to be used
for more than 14 days.

(11) [Reserved)

(111) Xt Is nlso intended for use In the
treatment of coccldiosls in chickens
caused by E, tenella and E. necatriz; its
Inbeling bears adequate directions and
warnings for such use (inciuding the di-
rectlons and warnings required by para-

graph (b} (D (1) of this section); and -

it contains, per ton of feed, 200 grams
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of chiortetracycline and 0.4 percent to
0.55 percent of dietary calcium.

(8)~(9) [Reservedl

(10) It is infended for use solely in the
treatment of chronie respiratory disease
(ajr-sac "infection), infectious sinusitis,
and blue comb (nonspeciﬁc Infectious
enteritls) in poultty and/or bacterial
swine enteritis; its labeling bears ade-
quate directions and warnings for such
use; and it contains, per ton of feed,
the equivalent of either 100 grams of
penicillin, or not less than 100 grams and
not more than 500 grams of baecitracin
(es zine bacitracinl, or not less than 100
grams and not more than 200 grams of
bacitracin (as bacifracin methylene di-
salicylate), or not less than. 100 grams
and not more than 500 grams of penl-
cillin and bacitracin (as zinc bacitracin)
in a combination containing not less than
50 percent nor more than 75 percent of
bacitracin, but in no case containing
more than 125 grams of penicillin, or not
less than 100 grams and not more than
200 grams of penicillin and bacitracin
(as bacitracin methylene disalicylate) in
& combination contalning not less than
25 percent of penicillin nor Iess than 50
percent of bacitracing extept that, if 16
is intended for the treatment of bacterial
swine enteritis, it contains, per ton of
feed, either 100 grams-of bacitracin (as
zine bacitracin or bacitracin methylene
disalicylate), or 100 grams of a combl-
nation of penfeillin and bhacitracin (as
zinc bacitracin or bacifracin methylene
disalicylate), confaining not less than
50 percent nor moye than 75 percent of
bacitracin, When intended for the uses
specified in this paragraph (b) (10), it
may also contain, in the amount speel—
fAed, one, but only one, of the ingredli-
ents prescribed by paragraph (2) of this
section; Provided, Zowever, That the le«
vel of antibiotic or antibiotic combina~
tion present is not greater than the min~
imum amount specified therefor in this
paragraph (b} (10),

(11) If is intended for use solely as g
treatment for bacterial swine enteritis
caused by Salmonelle choleraesuis, its
labeling bears adequate directions and
warnings for such use, and it contains
nitrofurazone in s quantity, by weight of
feed, of 0,056 percent. .

(12) [Reserved]

(13) It iz intended for use solely in
the treatment of chronic respiratory dis-
ease (alr-sac infection) and infectious
sinusitls in poultry; its labeling bears
adequate directions and warnings for
such use; and it contains not less than
0.1 percent: para~-aminobenzoic acid or
the sodium or potassium salt or para-
aminobenzoic acid.

(14) [Reserved]

(15) It is intended for use solely as an.

3id in the treatment of poultry in out-
breaks of fowl typhoid, pullorum, the
paratyphoids, infectious arthritis due fo
3 fllterable agent, histomoniasis (black-
head), hexamitiasls, quail disease (ulcer-
ated enteritis),- psracolon infection,
avian infectlous hepatitls, and coccidio-
3ls, its labeling bears adequate directions
and warnings for such use; and it con-
tains the following quantities of furazoli~

+
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done, by welght of feed, for the condi~
tions indicated:
1y For fowl typhold, pullorum, and

_ the paratypholds in birds regardless of

age: 0.011 percent.

(i1) For the treatment of histomonig-
sis (blackbead), paracolon infection, and
avian infectious hepatitis of chickens,
and to lessen the morbldity In outbreaks
of infectious arthritls due {o s filterable
agent: 0.022 percent,

(18) IReservedl :

(17) (1) It Is intended for use solely as
an aid in the treatment of chronic res-
piratory disease (air-sac infection), in-
fectious sinusitis, blue comb (nonspeciﬁc
infectious erxberiﬁis mud fever) in poul-
try; its Iabeling bears adequate directions
and warnings for such use; and it con-
tains not less than 100 grams of chlor-
tetracycline or oxytetracycline or a com-
bination of these two drugs per fon of’
feed. When intended for such use, it may
nlso contain the equivalent of nob less-

© than 100 grams of bacitracin per ton of

feed,

(i1) It is also intended for the treat-
ment of the diseases of pouliry specified
in paragraph (b) (15) of this section; it
contains one of the ingredients in the
amount and under the conditions set
forth in pexagraph (b) 17y (D) of this
section; and it confains furazoldone in
the amount specified in paragraph (b)
(15) of this section.

(18)~(24) [Reservedl

(25) It is a medicated cattle feed con-
taining chlorfetracycline in the amounts
and for the purposes indicated in § 121.~
208 of this chapter, anud its labeling bears
adequate directions and wam.ings for
such use,

28) (1) Xt is intended Ior use solely

for accelerating welght gains in beef cat~
tle, and it containg & quantity of diethyl~
stilbestrol adequate to provide not more
than 10 .milligrams per head per day
when fed in accordance with the direc-
tions for use that accompany the feed,
and there has been submitted to the
Commissioner; in triplicate, adequate in-
formation of the kind required for Form
¥D-1800 and such application has been
approved by the Food and Drug Admin-
istration, The exemption shall expire at
the beginning of any act changing the
labeling or potency of such drug unless
an approved supplement fo the applica-
tion provides for the change, or with
change is made in conformance with
other provisions of § 514.9 of this chapter.

(i) It is also intended for the preven-
tion or treatment of the diseases specified
in paragraph. (b) (25) of this section. It
containg diethylstilbestrol in the amount

. and under the conditions set forth in

paragraph (b) (26) (1) of this section, and
it contains the antiblotic In the amount
specified In paragraph (b)(25) of this
section.

. (37 IReservedl

(28) It is & medicafed feed for beef
cattle containing bacitracin methylene
disalicylate with or without diethylstil.
bestrol in the amounts and for the pur-

. poses specified in § 121.252 of this chapter

and its labeling bears adequate directions
and warnings for such use.

(29)-(37) [Reserved]

(38) It 1s Intended for use solely for
accelerating weight gains in sheep; ity
Iabeling bears adequate directions and
warnings for such use, including a warmne
ing that its use must be discontinued 7
days bhefore the treated nnimals nre
slaughtered for human consumption; it
contains a quantity of diethylstilbestrol
adequate to provide not more than 2 mil-
lgrams per head per doy when fed in .
accordance with the directions for use
that accompany the feed; it contalng less
than 50 grams of antibioties per ton of
feed; and there has heen submitted to
the Commissioner, in triplicate, adequato
information of the kind required for
Form ¥FD-1800 and such application has
been approved by the Food and Drug Ad-
ministration. The exemption shall expire
at the beginning of any act changing the
Iabeling or potency of such drug unless
an approved supplement to the applca«
tlon provides™ for the change or the
change iz made in conformance with
other provisions of §514.9 of this
chapter,

(39) Ibls intended for use solely as an
aid in the tredatment of fowl typhold,
paratyphold, and pullorum disease in
pouliry flocks; its Jabeling bears adequato
directions and wornings for such use, in-
cluding a warning against its use in lny-
ing hens and a warning that its use must
be discontinued 48 hours before tho
treated animals are sluughtered for hu-
man consumption; and it contalng 8,5-
dinitrobenzamide in o quantity, by
weight of feed, of not less than 0.076 per~
cent and not more than 0.15 percent; it
contalns less than 50 grams of antibiotics
per ton of feed; and there hag been sub-

mitted to the Commissioner, in triplloato.
adequate information of the kind re-
guired for Form FD-1800—Revised undor
§ 514.2 of this chapter, and such spplen«
tlon has been approved by the Food and
Drug Administration, The exemption
shall expire ab the beginning of any aot

changing the labeling or potency of stich
drug unless an approved supplement to
the applcation provides for the chango
or the change is made in conformance
with other provisions of § 514.8 of this
chapter, When iIntended for the uses
specified in this paragraph, it may also
contain, in the smount specified, one, bub
only one, of the ingredients prescribed by
paragraph. (a) of this section. H it con-
tains one of the arsenic compounds pro-
seribed in paragraph (a) of this section,
its 1abeling must bear a worning that 16
must be discontinued § days (in o of 48
hours as required in this paragraph (b)
(39)) before the treated chickens or
turkeys are slaughtered for human con-
sumption.

(40)-(51) [Reserved]

{52) It is o catile feed containing zine
bacitracin, with or without diethylstil-
bestrol, in the amounts and for tho pur-
poses indlcated in § 121.225 or § 121.241
of this chapter, and its labeling bears
adequate directions and warnings for
such use; Provided, however, Thatif such
feed contains diethylstilbestrol it 15 ox=
empt from certification only under tho
condition that there has been submitted
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to the Commissioner, in triplicate, ade-
quate information of the kind

for Form FD-1800, and such application
has been approved by the Food and Drug change
Administration. The exemption shall ex-
pire at the beginning of any act changing

-
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-

the Inbellng or polency of such drug un-
less an spproved supplement to the ap-
plication provides for the change or the
is made in conformance with
other provisions of § 514.8 of this chapter. -

(c) Itis Intended for use as follows:

Product

Epecles

N Uso lavels

Talications foz use

Chigkms--.-- 0.01 to 0.02
0,

do.
do.,

{3

24t050g/ton

g.gé t£ gﬁn L343 L

do.

do.

do.

do,

do.

SN | JUUU

Bwingeeencena.

do.

& Penfclllin. aueo. ...

Chickens pnd
turkeys.

Btreptomyeln

7. Penlelllin. ..z

Swine,

Btreptomyeln

8. Furazolidonsand...

4o,
Chickensand.
tarkeys.

do.

"0.011 POICLUL. v rremenrovenassnsasne

0.01 10 0.02 percedbesesaceseneseesons
4 to 50 gfton

0.0025 L0 0.000 percelite cosvscrvensues

[~

.01 40 0.02 .

19

4 to 50 pfton,

0.0025 10 0.003 Pereeitecereccccnsenes

~

PR T A7) VO —
7580 37.5%

45 to S0 p/ton

2410 25 PRONenesresnarenannoscsnves
151073 pfton.

-

Sto25gfton,

15 10 76 ghon..

450 ghon

" Bacltrpeln methyl
. dlml!cylnto

mcbacltmdnor

do.

'.Prom!n pen!cm!n.

8. Furazolidons and..

Bacltracin motbyl.
ono dlsnioyh y

Chickensand
do, o

do.

0,011 £0 0.022 peroent. cacenmrononeune)
4 to &0 gfton:

Zine bs.eltme!n or
Procaine pealeliin,

2.4-50 ghon.

24 toWglion

For nza solely In the prevention of
outbreaks 7 of cogdmﬁ!s in
e

Forusyasan old In the prevention
ofcoccidicals In poultry Qocks.

Increase rafo of f‘“ and Iuprove

$oedd eicfeney ng swives
ald In tho preventoa ox bacterial
swinecaterd

g
e § 3C
{ios m‘%‘ém. »‘:‘u‘?""“ ; fac

."ﬁ

e
or tmylsi tho pm’cntlan or trepte
ment of bacterfal swino eatesitls,
Growih yromotfon ond faed of-
g:!my Fer {a;;%tg.uon cg towl
ferom (o chiekens and
whea&dtormemst”meksa!
ke birds' v treatment of
fawl typbom. mt;phcld gnd
ram In chiltkensand toskeys
2 mcks, oXe

H b
A (y&h:udcn. }urndn.mm of

ld!oab
ncalckem. cansed by K, teadls,
Mr’umﬁto! wm:‘xan:' iy Ay
ention of blatkhesd (histomonle
n:b. mtm!upauus) chlskons
and turkeys 7. !..'d mm.lnn-
ously, Pol
colon In
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-

4 Product Bpecles Tse levals,

Indleations for use
10, Faragolidono Chickens and | 0.22 percent. For ixeatment of paratyphol duo
L and— turkeyz. - Syphimurlum wﬁn S
neln methyl- do. 410 50 gfton 2 weoXks, For trestmon b -
ono disallcylaw 4 onf unlorohopnp
titds) in ohiekens nnd turkoys
2.4 {0 50 gjton when fed for 2 to g (follow=

Zinobacuchxhﬁ;‘ 2.do.

nnd uamluns turkoys
when fed }or 2 wi 5 lon?c:
(fonowin dlngnosis) Forcantrol

I chronie m;mw discase

usitls,
sy 5 arthicitls duo o Alter:
ablo sgont}), mud !ovcr nnd guall
disease 1ils)

erative
whon fed for 5010 dnys.‘For tren
yment of mmcmns hepatitis In
acgigk& twdon fed for 14 doys
Enhsncement of gxcgmnd feed

n.'cmomtrgcgenno..  BWING meoeane 10 to 50 lton
Arsanilioscid. )
12, Chilortolracyeline.s} Shesp.

0.005 10 0.01 peretntancscanmcnecnoacns
20 gfton....

Aa an aid fn tho reduction of losscs
toxemis,

13, Chlortotmcycf!ne.. herwelOvennnear] 80 0p por hicad POr €0F - cmvaneneeans] It iggntendod for usu a8 an ald in

. pelino. .| Cafllen.ouue.. dq tn.lns the followin uanﬁ- ald in ib
14. Chilortetrasy ¢ B o Cilbrtaseritian, by | *Dostectal dliim
o w’i‘e‘é’t’ Mrg-%?n o%on{fgdéi Fao 10 x%é%‘r‘:é‘:?}’ Paloation. T

: en c
gotmt&dasanaly R redne fee! rhinotrachelt! ls-shld
cattle; 0.1 mgflb of ‘bod el ht n the provention of foot rot in
per er b gé) Jd %h cattlo. P

Ted: uct?on nﬂossw duo 10 ¥

weight,
tend

dtoprovi
243

tory injeotion

trachel ing fover com-

plon) in dniry cattie: 0.1 mp/ib of
0

it lgf

30 days it may contain chlorisl

cline, in a quantity by weight of
oy %o aeTOmtgpgrhw‘;dper . . R

D;
it is to bo sdministered contin-
uonsly nﬂngpwgnnn

rcduct!on of
ln dalry caftlo -

the reduc- teache
in laver coriplex) or as an

(nfeotions rhino- L

day, except that it
2 Yor mp than

18, In § 558.15 by adding a new para-
graph (g} to read as follows:

§ 558,15 Antibiotic, nitrofurnn, and sul-
fonamide drugs in the feed of ani-
mals,

L ] » * * L *

(g) The submission of applications and
data required by paragraphs (a) and (b)
of this section is not reguired for the
continued meanufacture of any inter-
mediate premix which is produced solely
from-a premix that is in compliance with

7 -

the reguirements of this section: Pro-
vided, That the Intermediate premix con-
tains no drug ingredient whose use in or
on animal feéd requires an approved ap-
plication pursuant to section 512(m) of
the act and/or where the premix is ap-
proved by regulation in this part,

(1> The following antibacterial drug
premixes manufactured by the desig-
nated sponsors are eligible for interim
imarketing based on thelr compliance
with the requirements of this section:

”
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. Drug sponssr Drug premix Specles Usa lavels Tadicationz for uwwe
Comumerclal Sotveats | Ziad bostirocta....| Chick 12123 Bee, 120233 (tab?s 1 ad
Corp., Thom turkeys, nrln (tab!s 1and2) of thils ehn;su:r. 2
Bnywaxd Ohamleal . p‘l;“mn!‘ ts, 8D of this chaptes.
Dh s . "b cmxa.......-..... %ﬁmﬁv‘g See, 121225 of this chapler.
8. B. Penick&.co Baclh‘adn Chickens, Beo, 121263 iahles | Soa, 170252 (tables 3 and
Dlamend & o yxmm:ym torkass, ond 1pad 3) Fis | uwém. 2
Do -do Cathla Bﬁém“"’ch?zg Sec. 121225 of this chapter.
Do do do &ec. oxfz&'."z (tabls | See. x.x.z.,.n 32 (tablo3) of
y o L apter.
Elsnco Produets Co...] Hygromyeln B.... Chlckens and Bee. 12 213 Bee, 1212 "13 {tables 1 and 2)
(tadles L nad 2) of tuls chapter,
. . . of this ehaptt:. .
Do Tylosin l";;dwm{ﬁ:: B0, IR8A2T. o une| BoC, TSG25,
Abboit Laboratorlcs..| Erythromycine... cmakmsm% Eee.uals.-l.gztg £o¢, 120292 of thuls cleapter.
e Tplohss C0uremmes] LIOCOTSTID o] CRIROR A wooese] 00 B e orne] B, 55205, :
Phger, I cnere memeen} Oloandomyelne.e.. (J“o o~ d‘gwae. Bet. 503430 eeeencer| Hoc. B3R5,
o " Bambermyeins....| C c’l‘:‘éns_....... Bec. K8 MG renevuees| St0. RBLG .
Elanco Products Lo e sm?!: See. ‘i'-;.-&m........ oo, LSRG
Amperican Cyauamid | Chlortatroseline. | Chiskens, tur- | Eec. 12158 Sce. 2L208 (tobtes 1, 2, and
Co,, Diamond- koys, swine, {nbles 1, 2, 6} of this chapter,
fw chegl- o I . mxﬁs'mme. ’ ! X] ot) uof tfis J i
Clark, Bachell et Bec, 121255 of this | Scc. 121,205 of 1ts clopter,
Tabs, Inc,, snd pler.
vtngmin Premix .
of Omahs .
Merek Shorp & Procalne pent- Chickens, tur- See. 121230 Bee. 121255 (tables 1 and 2
Dohme Research i keys, 5w (ablesiond?) | of thischa x(:m-.
- pheatant, and of this chapter,
quall &ccfm %’{;”_’5 of tuls | Soe, 121225 of thils chapter,
E. R. 5quibb & Sons, |.....do o, doe_. Do.
Sbarp & Solfsquingxaline..] Chickens.........] Continuously, .\m | thon: of coceld-
Dohme Besearch 0.0123to nJ nximrl: tenells,
hs. percent. eeorruding,
. E.bmml *E. zax
Do. Jo, Turkoys. Continuonsly, Ald in tho dvmrenﬁon of
- QoI percent. |~ eoccldlosls to Elmerla
. ::ggyrﬂ::. .S.’.m mra'm!-
DO do, Rabbits Continuously, | Al [n prevention of cocldl-
. R 0.025 pereent. misﬁ to Enneris rifrdac,
“Plrer, Inc., and Vits- tras; LI, 3 21251 i Scc. 2425 1
m};& ’ b, Oxytatracyelint ch!ekf}x_s‘. an . Szg,.la.rl.ﬁs (ctg!;.a ﬂi...d (toble 1) of this
Do. do. Bwins {10 0201b).] 2510 50 glton.....| To lamm vote of galg and
lmpm\cf«d effictensy,
Do-- do B\ga’m (3010203 | 73410 10 gltoneenes
Do do Bwioe. 50 giton As 5a oid In the prevention
of tocterial enteritls, alio
. . known ax :’ccuxsa taby pig
b:ood h terys and g3t
w!(lzlngw or tee
Do, F0remerirasmon do, 100 glion nml tha freatment of
u ‘\’mmnl“ enterils, . nizo
koo nzcems baby plz
. diarghes, vi a
bloody 4
‘ ° ‘ muamw!mg
Do - L./ do, 101030 gflon.... an old In the malnte-
n:uce of welght gains pnd
= um?intm u:?h‘!:ms
Do. . BDounivnived do, wogion Tn prexacs c?l lep-
irosls In=tances
ol abortion, gives hifgher
suryival nte. heavler aml
. mnm:: nnwbosn m
of te 1 nna alds {3
e L
consumpiion, Feed 7 %0 13
i e A
Doz B0 onsonsenisn-] Colres wmm b 1 Te m:maemtnor nxu!
of body welght prove food o
T per besa
dally.
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Drug spensor Drog premix Specles - Uso Jovels Tadloallons for use
Pfizer Ine,, and Vita- Oxytetracyeline. . }jCalves. .ausuin) 05 mgﬁb of body o} Asanntdinthe mvanuono!
min Premixers . baeterinl diarrhe
-of Omaha——con: in complete
. Jood ot 50 glton.
Do, do = do 0.5 to s.umggb Asan ald in tho treatment of
. B body wel; bacterial dinrrbea.
* duﬂ com~
! ' gge:lo !eed at
Do do Cattlo... 75 to 80m, daﬁ por A3 an nld In reduclnp In-
' bead dally, cldonco nnd soverity of
bloat.Aa nnmd!nredudn
Incidonco and soverity o
. Hver abscesses (for cuttlo
vclgh!ng over 400 lb). To
' e foed ol Ao
mprove feed o .
. nnpn.\d in %ncmnsingwmﬂk
. . . produuuon in lacisting
Do, 400 emr do 01to05mgfb | A3anald Iy the provorition
. of body weight of bacterind dlarrbea.
* Do, : do. do. 0.5 10 5.6 b Asnnn!dlntho ireatmeont of
1body 8/1 torial diunhca,
- dally. kno\'mas
Do ;2. 80, < do. 0.5002.0 551 ¥or tho provanﬂon ond
) ) tioenof shippiae Jorer
. o ) €]
) ie:x%%w. 2:1? T gb ﬁlﬁ:
eQ
Whon fod 8 605 J0ug Drcceds
- ing shipmont andfor-3105
days following wrival
lced—lota. I‘o: ﬁ'entm@nt ol
hip over, thesd lovels
sho d‘be!eduzonsoto{tho
- S0 wmxdlsgppem- uatil
Do do...5 Sheop 1010 20 glon.....| To Inorease xato of gl and
- . f}mﬁt:" mf]ccd oﬂi%luﬁ
: 0 shin riod.
- Do. W, - do. 50 BRAOD. weassivaan] AS RO o?d in tho xgmvonﬁon
: - of bsctoml dlarchea, nlso
) Enown scours, lamb
) dysentcryxam ond ~ white
Do 44 do, 100 g/ton. As nn sld in tho tmtment
) . of boolerinl dlorches, also
. nuwn §s scours, lamb
b dygo-é GO and ~ white
N SCOULE O
Da. do. . do, 25 myr-per bead As ag ald ln reductlon of
dally. . Josses due to onloretoxomin,
also koown 9s ovoreating
Plzer, InC. ececnnee. +-] Penfelllin.........] Chickens, tur- Bees, 121,225, Bees. 181,225, 121,230, and
, and 121,256, anf 510,515 of this chapler.
. 510515 of this
chnpm. .
j o [ Pea%leeminw ma’p‘gn. do, Do,
Amoxlcan Cyanamid chlorfcttacycnno [ 0371 (. R Boo.lzhms(tablo Bee, 121.208 (lablo 6} of this
- Jmmﬂs chapter,
DO.vnnremenenass| Bulfamethazine 4o. d J— Do:
. Norwieh Phurmacal...] Nitrofurazono..e. -} Swi00..orrmereeren] .05 powent @5 | Troatment of nccrouu ontar-
- glten). ihllsw cl;msed by 8. chodere
Merole Bharp & Procalng pendelle | Seoy, 121225 and | Hees, 121225 and | Becs, 121.225 nnd 121,256 of
%osh:ne%%searcb lnend ot | “Hiaorthls | Iimeofinis | - ibsste
Abbatt Laborateriss. . Eryfmmycm..-. M7 A g ‘hesd | Beo. 121225 of his chopters
Hoffman-LhiRoche, Bnlfadimethoxine | Chickens and B0, 558,670 sammnene] B0, B8.575:
Pho, Tao Orvtetayaine ™ | offkomrtus | Asprovidedin | Asprovidod fn parmsragh )
7 1 T mdnwmydm fggﬂéal;“?' Om h(g)(ﬁ) & b o a SI0;
Ameriean Cyanamid | Chigrtetraoycling, | Swine, do. Do:
Co, d Bnch sulfamethazine, )
Tabs, and penlciblin,” | . :
Dlnmond Bhamrock Chlortetracycline, {.....do. do. Do:
Chemieal Co. solfath;
and ponleitlin:
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RULES AND REGULATIONS

Drug sponsor

Drug prscoic

Bpuctes

Uso lovels

Tediations for use

&

Hass Cladk
Norwlch Pharmae |
cal Cos

Doz

wad { Furasolidons,sxs.

!
«—= do.

Chickens and
tarkays.

€.00063 16 00011

mt(m to_

do.

ceenstdO,

00055 ‘3
©0ghon).

0.0005-0.011 pex-

:llonsw-)

100,
o.o&;x.emnt( 003/

do.

d0.5

0

do

. -

s

‘!oaumnhtegmtthmdlm'
chl:):rm and turkeyswhen
ggd ggvenua‘x’:l of fowl ty:

d, pord
pbn!dr.‘m meh!ckmw % and

nc. E.
cuz?ﬂnllm whien Ied ‘contine

Am [ malnat;n:gcoe of l’ced
and nduellcq otmmdzz

RS

of
t hdd l hdﬂ.and
e

tu:l:ass when fod for al
2 weeks except when
ho!d is doe to S.

rozﬂmd%cuoct of conacmua-
diseass n-l:

‘&mmﬂaw with

%ﬂt 3 mek before vnc-

elnatlon, For pmvuulon of
Infee when

m
ol continnousd and
the w«f Foe
tro} of dlosis En tbfcb
Fu tenello,
erpulns

chronfa mplra dL'ess

us(mh:i tis
n mlm&a&%&
comb, mud faver) &nd

Teciily) when (63 £55 5 1
1045 %ﬂ’bﬂcwﬂﬁt&}ﬁ

cent) to ald in mevenﬁ‘g
‘vere onlfx‘rtalgqmy Toe
zgl!n twico the lavel
3 Le., 0022 percent) o
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RULES AND REGULATIGNS

i)mgpmnk.

Bpecles - . §i

TUsolovals -

1T IndlesHons foruse

and [ Forazolidone. . ' [ Chlckens and:  |:0.000t0.0002

- & Clark:
Norwich Pharmg. -
eal.Cly, Comu.

TR

F

3 '

| Bt

0,022 pescent
ghon 0

Do,

D smermmm s anoman

Dao.

g N .
~§ Nitrofarazone. ...

4o, .

A .

do,

 Chiekens.

Bwine

Beq. 121.255 of this

- chaptar,

o063

Turkeys.

t (5
m}' . (‘og]

do.

Al in na!nhnnmé? of feeki

b ) /- I

' Nihydroazons......|

Chicliens...neveees

Bee, 121,237 of this
chapter.

consnoptiom an
and rednotion of mpciality
and, merbidity doo  to
gt fox . comieu of
condiiond; Giioult e

BLULY ULLUN  \WAEU),
3ok

ug sihusitly
T AR A

Qlternbla ngent), (b]un

comd, mud fever), and
’ulc cratlve

outarllgs) Whmt‘h od 5 10 10

onmohopaﬂus) in chlckons
aml) tarkoeys whon fed for
3 meks (foYlowing
). For treatment

k1]
{gr 2 weoks gg;m %r {fol-
Y Con=
trol o chagnnlc respratory

in chickons whon
Ic(f Ior 14 dtsys ond ropeated

Beo. 121.25a ol this chapter,

‘Ma i tlon of eoccld~
dlogls whon fod contint-
[}

As u’x’ ald io couirolllng
losses duo to sccondary
bact, Invasions cone

outbresks when fod
!nuously thronghout tho

Bcc. 121.%7 ot thls chapler:

E

- . .

.
Ve

B - .

(2), The following is & st of drug com~
‘binations permitted when prepared from.
antibacterial drug, premixes lsted In
paragraph (g) (1) of this section. Drug
‘combinations lsted In Subpart B of this
parb name their sponsors and are incor- b

porated herein by reference since they
are safe and effective. by contem

poxary

standards, or such sponsors have been
notified of any additional safety or ef-
ﬂﬁv data reduired om an individual

¢
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RULES AND REGULATIONS

‘e

Ad -
Do Ni

Oxyletroeyeling...

yeln base....
h 2 [ IR Oxytetrocyeling...|

DOueegelosesneee] Noomyeln base....
Doueneiveemmnruens] Oxytottacyeline

Do.....
Phzer, Inc

Neomyeln bass.....
"Oxytetraeycling .| Turkeys.

Chlckens (15t
2 weeks).

RN | MO

Clilekens..corvunnn

.

SO |, SR
" do.

35£0 1402800 eusus

L
o

A
evverlireanacenvend

35 to 140 gAon.....
W ghan. o,

" Drog sponsor Drnyg ingredient - Bpecies Use tavels Indicatlons oz uea
Dismond Shamrock | Chlortetracyelina.| Bwlno....--.:.... 10 to SO gfton......| Enhancement of growth and
- Chemical Co. feed efliciency, '

Do. Arsanitis acld do, " o.owmtt? 0.01 pete 0.
American Cyanamld [Chlorfetroesclins {Cotlesressenne. S0, 121,208 See, 121205 (fable 6) of this
aenican Cyanamlg “‘;",‘;‘ﬁi““”*’ = ] Geblagyofetta [ chapier, Uatle &)
Pfizer, Inc,, and Oxyte ns...} Chickens s0ghon... I’xev:nl!on of ses fromy
faer, xytetraoyell: ghit dm:usp
. of Omsha, . . o:can!ams d el
ko] R wenaasad Weomyeln base do, 3 to 140gfton.....] of mrmuo” m tha
- u o
?gﬁ mthara:umlo(
with blus

&to L00gtoN..... Pm-enuou al catly chlck

mortality diis to oxytetros

tibla = orpse
mp dinthe

2010 1000t ._-f To extend period ol hizh cox

feger o
catesitis), Asnn ald inthe
tlon of bacterial en-
mmmu!n t'g? control of
nhmsmoda% wt:t: :oma
(.mnd 13 a
apcdnu nterilis),

Do,
1. T I'nnnnon of complicated

o:ydl.c:w
%olwmpﬂatcdcm
% mmnm m'tdlv
ald ln the mvenllpn o{
s comtrat oF Pavaycin
mmmmm

g,

Asnnumln Shaprevention ol

Ub!aozfaﬂm.:
Aae sieezs,
"ﬁ:’ lnthamnwm
mthaconno)olnmydn-
tirs [
cisted wmx blus comb

Lave;
(m!ngm' ' or nonspecito
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RULES. AND- REGULATIONS -

Drog sponsor

! Drug tbgrodient

-

ey
- BEpoctes

Use lovely

Ihdfealions forusy

Plizer; Yuo,......Ctn,
o/ .-

-

.

3 TR
r

O B v e

Do ™

o D0

o N

DOt vane]

V.

DOueeenacnonances]

o T

o i ot e s 0 v

Do
PYlizor;, Ine., gud. Vite
+amin Bremixers of
Onmahns

DOnvvremnennennns

Plistly IN0unmecocmocs]

b2 [ SR

s et s ey

| Noomyctmbase.

i o

40.

Oxytetracycline

| Neomyelnbaso._.
¥ Oxxlotracycline...
3
d
1Y

- .

e G
g 4—we'eks§

0.

.85
50

' Neornyeln base

do.

; Oxyletracyeling,

-

i

; Neomyein base.....
Oxyteiraeyeling....

.

:N'eomycln baso_.]
xytetracycline.

RN, | BV

TUKeYSecnsnrvonn)

TORON |, S
HI T

o

4o

‘ Neomyein baso,
Oxytotracycline...
t

‘ Neomyeln baso.....
. Oxytetracycline. . .

Neomyeln base,

JORHL . MO,

3

Bwine.

| 35'to 140 glton......

53 to 100 gfton.. ...

1100 g/ton. ..

3510100 g/ton. ...

100 1o 200 g/ton.....

v

33to140g/ton.
20 gto

e
Beecevansns

70 to 140 gfton.....
50 gfton

{o1d0g/ton, ...

do.

Oxytetracycline...

-

ein has.

TS . -

do

N
Oxyte cline....

Noomyeln base,

Calves,

70 {0 140 g/ton, ...
50 g/ton. ol

do.

Oxytetracycline.

deo

35 1o 140 glton.........
100 gfto: sho

31}

DOunerecmmmnnans

Neomyeln base....

.

[, . N -t

70 to 140 glton......|

y

To oxtend perfod of high ¢
B et o2

ction, Jud

roductlon, to improve
ggdpomclency,'w lmg;uve
ferility, to Improvs cgg
production ond feed cille

prove

proventlon of hexamitia sls
As on ald in the provention
of baoterlal enteritls and in
the control of neomycine
sensitive  orga ns-
soclated with bluo comd
(mud
enf

fover or uonspecitio

Do,
| Asan afdin ilie preyention of

early poult mertallly due to
oxyﬂmycuno-msce tiblo
ol Asgnnid Pn the
proventlon  of bacterinl
ontaritis and in the control
of neomyecln-sousitive or-

% ated with
lus comb (mud fover or
nonspecific enteriils)y,

0,
.| As an ofd in reducing mor.

tality In blrds which have
ered an attack of ale-
sacculitis i3 recom-
mended, wherover possis
blo, to feed from time of
attack to morketing).
o,

As an aid in tho provention
of bacterial enteritis and
fu i control of neomyeln-
sensitivo ur{;nuisms -
ated with biuo comb (mud
;&vgg or nonspecifie enter-

Do,

Control of blue com)d (mud
fover of nopspeciflo cuter-
N cotions  ginusitls

and hexamitiagls, efls
tion of Infeotions synovitis,
As on ald in the proveniion
of bocterind cnterftis and
1n tho control of ncomyelne
sonsitlvo cgfmlsms assocls
ated with bino comb (mud
{&w;o)m or nonspecillo enter-

o,
Control_of infectious syno-
vitis. For iho 1reatanont of
bactorial enteritis ond bluo

comb (mud fover or non-
specifie enitoritls),

0.
As an afd In the prevenifon
t(»tnnbnn tm;)i:l cngorug
seours;
dysentery ond salmonclic-
sis or meerolio
cnterdtis),

Do.

Asan ald in the malntenanco
of weight gains and fced
consumption In the prese
¢nco of ntrophic rhinitis, As
an ald in tge treatmont of

bacterial enteritls,

0,

As an nid in thoe provenilon
of  bacterdal — ontertls
(sconrs),

Do.
As an%h! in the trentment of
hactf)ﬂnl enteritis (seours),
0.
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RULES AND REGULATIONS

-

-

Drug sponsor Drog ingredient Bpecies Uso lovels Tadlesttons foc woe

Plizer, Tne—Con. | Oxyletrooyelinn...] CalVES.eeerusenens] S101 Asanaldiathe provention

’I?c' o alves mmuig#;gg basterinl dfarches (zwmsgf
D Noomyein bass. a4 1000 200 mg/sal Du.

o = " SR

Do, Orytetaoreline do OOl De.
reconstituted

Do.. Neomycln basa. 0., i e Do,

L JRPRRP—— h{ 0, &n:é’wud

The Upjohn Cp........| Tincomyeln,ame | ChIEKens..........| Boex088525and | Bec 53355 and 121210 of

¢ Oplol sgﬁm;m Ligitorthls | this chapter.
- 0] e
SO, ess] Tdncamyein snd L.t Boa.gam.-’and 8ees. B33325 and 128 of
Do hanie o ToLotorthls | bl chispler i
Dourermrmensmenes] TADCOMYCID, AT JomeallOrensesnmnnne] eSS BI85 00 | Boex, 208205 nnd 121.210 a0
° Proling, o ° oL 210 end 120263 of §his chapter,
opabate, ond 100067 of
< J-nitroets * chapter.

" hydmxyphenyl-
arsonfo aedd,

Do Incomyeln, do Beex. L8325 and | Becs, Bi8.323 ond ZI8A55 and

. monensig, and 553355 nnd 121062 of this chaptler.
Fnitrod 121202 of this
mq‘xgxde’nyl- chapter,
. 4]

Merck Shorp & Procalno penfs Chickensand 24 L0 75 giton.....] E0 121223 of this
‘Dohme Ressarch cllifn. turkess, & e eI
}::s.andrnzqr,

D Strepto d noteyspten..| Do

Be ?x?‘e:?n? A e I et - 7 v
19

DOmeeeeememrmne.] Streptomycin d 18450 315 Do,

= — md; :pm‘ : do. BT saen B 151258 (abta ) of s
DOunnenernveres] EEEDIOMYID oo oofoeonaB0recennreneed] 1875 0 105R00.]  Dow
Dg...,....._...... Prognlnopex;‘l: TULKOFB. e oornerne] 15!:30 xn....‘ Do.

DO.rerenmnsneanea-| Sireplomyeln..: do. 75 1o 1L0pficn. ... Do,
- g:....-.........:. Mcutl: nx:o rpenl'- Chlekens. cueaeese 2'-‘4 o 23 giion. ...} B0S 510515 of this chapler:
DO Strepto Ao, 15 to 75 giion...... Do.

Commmatmenes b 21771 L e Va7t ey Bl 220000 of thts
DO-ersmeererseeess| Sifeplomyct o, 7.5 10 775 glton...., r
Do Pt e TR H R ey e e 2 ot s
D0 smermeemennss] Sireplomyeln do 7510225 . .

o] Brocal ing ent: 13 T SR aen 8ol geo RARLIS of thls chapters
Db.. Stroptamyein, o, 1510 75 gNON enae Do.

Merek Sharp & Prodaine pente e o] 15 e 2o ER .

Do Research
Streplomyein. . cuefecs B0 emmnwnveneee] 75 10 305 glion | Do,
D Arsapiisadtd b do T T 450 Moo D
Do -2} Nicarbasia e I 0 172 aﬁoag&?w- e
Do..-n, Prom!nx‘xopon!- eenseO0rrersassoeens] 24 1050 gllOR. o Do.
Do, NIearbatiieeve. cefurseaBlumonsesennnen O-mg'wa Do.
Do. Bacltracinmathe |oeeea@0umemvesseard 410505100 erse]  Do.
: b
Da. Niearbazl; do. u.gm'm pese Do:
Do Bacltrscln methe do. [$7-1277 7 11 T— Do;
Tofas disaliey-
Do. 308704 hydroxrys Jouenedio 0.0025 16 0.005 Do,
- - | Rpoiamon pereent.
Do. Niearbazin do. o.oegomm. Do;
Do ; Pmm!nodmn. peal. do. 24 to O gMion.....] Doz =
DOreeconronroars] FRITOADFROIT> [orewe@Oreerensunannr] BOLS 100,025 Da:
- gg?ymson!? pareent. .
Do. | Amprolinm....... ct&e‘lé%n:md n.oxzsuomsh Eeo. 131210 of this chapler:
Doreoerees| Bocltractn T e 41050 OO] Do
) Bt
DOmenmsmeersemen] Amprolinm Clilekens 00125 o025 Do :
DOevneormemcannmes] ELIODIBISeemaes]orane@Oemonnenvoncs) pircento...] Do
> T Bwt’x'wn“" do, fowshon ] Do
metbylc‘:&
H .
DOrereememeomaen] Amproliim o oatones | e 121zi0 42 11203 of
D0neemenecnener] FUBODSBALSereceren 0enrenrene—r] QLO0) piacent..._.
S — o 4t 0 gfoNe] Do
mblhﬂ&l%&.:....
S VR P~ o - 0.0023 £ 0.005 D
phenylarsoy n!:y pereent. >

¢
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'RULES AND REGULATIONS

Drog sponsce Drug Ingrodlent Hpocies U loreds Tadlegtions foc use
Dgc%%cd . ZODIONS e senreanas] -Chitkent o] 00125 peroontea.l = Dea:
vy enteifiin do. 24t 0 ghen....d Do
%g gn—ﬂm do, Mm;&% e Do,
Do... 37itro4-hydrosy- |veveetlOnmesasenenes] OO PEXEEDL . o smee Do.
gggyhrson!o
Do Penleliiin do. 24 40 00 2108 wean- Do.
Po. - Zonlens do. on12s —— Do.
DOevmen Arsanilio aeld do. an 2| T Do.
0. Bmilcgdn mg_h- ereesl0runcoveoonme) 10 60 EAONeensae .
- %&uordnc
b . C 25 -meee e
B B ey B
2 o do. 2 won)
:gg" Zoaleno do. o.u&x’ t:o.um pese Do.
p o1 —— -7 L do. L ST YY1 W—— | Do.
i ﬁem‘l‘g;ﬁ?n. -l :
Do Zoa do, 0.%(& tt.o 0.0I25 per- Do.
DOeenermrmescen~]| Suliro-i-bydroxy- do 0.005 percedteeeese Do
) : ph(efylnrsonlo -~
DOons'nramnncsass) Bock do. 4tosgion........ Do.
- 1 methylens
-disalieylate.
Norwick Pharmscal | Furozoldone .....f Biving....cvemseas.| 0.022 percent (200 | Prevention of boctedal enlere
Co, <> el ghton). ftis (orerotls -enterdiils,
mc:v} and
. [ {Ldywue:y;mmh
. promotion whils en medl
* catisn when fed in pre-
starters, and grows
gx’x% mmm‘t.:o :'vaihga plt%:
2 yreeks, As on ald o the
- moniotenanco of weight
. gains and fpnsnmhﬁ
um presense ofatrop!
. ) 1
2 T —wmeanaf Oxytetrnoyeling, do, 50 to 250 glton.. - . Do.
g.. ...... —— ’Fux{(awndonn o n%wﬁ::)g Px;&s;mucn o{u Vggtﬂagméz
' R
’ : ml’x:n*m’ o presin:ttg:?.
b {
) giorters, and growlnx ro-
. - tlons to baby plzs snd
wing sirins Lor & weeks.
75 an 234 40 the molnte.
panse of weight patos and
) enos of nmpp‘!!ﬁ? :glnms.
it 2 otlont and
o S Oxyletmoyellng..o|. ... 90, eeme some. | £010 200 glt0N e -
DOaciacerenrevanes] Arsanilio neld d:“ D.gﬁtoo.m“r- Do.
0 8
DO e vomermennews| Fuznzolidons snd.| Chickens and 001 L0002 pere | Sec. 510515 of thls chapter,
turkeya. s‘nntlsmto’.’w
DO | Booltradinmmothe | @0meeceenn] 48010 ed Do,
1o disslics X -
* DOuaenrremonurcnss] Z2ins baclirntinor | eol0icsmereerases] 24108 P 3
4 {oS0gton. Do,
Do. Nihydroxone......] Chickens 0.01t pereent (100 | Sec. 121237 of this chapter.
DOememereenennen] Rrvcataspenietls |.....d0 24LW0gien—.{ Do
DO eamamereme| Nibydrnzons, a0 ’ 001 percent (100 De.
DOoeeeoeeeelonen| Chlbrtatracyeline o 10100E10D........!  Do.
nonseorueemenas| NINFAMIOTH. do. 0.%}%0 x;e,ﬂ:cntnoo Bee.321.237 ol thisclhapler.
Dbeeanmremrnens do AW DEceeer]  Dou
mathylens
d!mub‘;ylaslo ar
DOenermrrccncmnnas] Furnrolidons. . coof BWILA.ceererecss! 0.%15’:&1\“!00 P{e&c&um‘ot t&:::lulnl one
) nero) - and
ey et
- catlon and :’hen in
swine for5 weeks,
gsomd inths tene
anos of weight gains
- S SR I
DOrnrnnerememereesd Orytetraty ... |.ree @0eee ccrenceen] B0LO1OGOR o] Do ¥
| :
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RULES AND REGULATIONS

Drug sponsor

szln;zr;d!ent

Species

Use Iovels Indteations for use

- Norwich Pharmachl
Co~Con,

enmensnssnnonens!

Fororolidone......

Bwino.eeovew cacees

do.

0,016 percent

Provention of basterial enter-
. (150 g/ton), ecroll

Finely) avsentory:ronth
. Cry; Erov
promoyonyshnor%‘nmmodl
cation n;xsd K&r“t%:{t‘udn gn
%;)w!ng swino for 3 weoks.
- an ald in tho maln-
tengnes of welght poing.
and feed eonsxnu&;lon n
of atrophlo rhine

5ito 150 p/ton....

Oxyiolracycline,
Furawolidone......

3

Oxytetracycilne

..... do.

Pmsoncu
“5
0,
0.0165 percont Prevention of bacterlal entor

4o,

itls ontertis,
B ealy)aysenters growih
promotion whilo of gx:gcdl-
cation when fed in pro-

(50'¢/ton).

and growiop swino for 3
weeks, As on nid in tho
maintonance o weight
%9—‘113 t;gd feod conmmp;
on _im _ presenco ol
atrophls rhiniils, Growth
promotion ond fred o
enoY.
5010 200 g/ton.es..} Do.

Arsanilic acld

ao.

0.005-0.01 porcent...

Furazolldone.

ao.

'

DOecrvermcccivavan

L |

Whitmoyer Labs. Inc..,

Do.
0.022 poreont. ... %} Provontion of bactersl enter-
R s (acerolio

aricrd, nud grow:
ing rotlons to. baby plgs
and_growing swine for 2
weoks, As tn ald In the
maintennnee cof  welght
going snd fecd censumh?-
ton in presenced of atrophio
rhinitls, Growih  promo~
tlon and feed officloncy.

OQ xmmn]‘xa[ o On};id

50 to 100 gfton. ...

Do,
0,005 tp 0.01 per- Do.

Carbarsono and
bacitracin,

Sec. 121810 of this | See. 121,810  of fhls chapler.
chapter,

§558.19 [Revoked]

*

19, By revoking § 558.19° Combination
antibiotic drugs in animal feeds no longer

sanctioned and reserving it.
§558.35 [Amended]
20. In § 558.356 AXlomide by revoking (Secs. 512, 701(a}, 52 Stat. 1055, 52 Stat, 343~

paragraph (g) (5), (6), (D, and (8).

§558.505 [Amended]
21, In §558.505 Reserpine by revok-

ing paragraph () (2), (3}

reserving them.

i

-

. ond (4) and

§ 558.625
22, In §558.625 Tylosin by revoking
paragraph (£) (1) {i) (b) and reserving

'

[Amended]

Effective date. 'This regulation shall be

.
.

' 861

effective on Maxch 26, 1076.

{21 08.0. 360b, 871(a)))

Dated: February 2, 1976.

Saxt D, Fmvx,

Associate Commissioner
for Compliance.

[FR Dov.76-5221 Filed 2-24-176;8:46 am]
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