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CHAPTER l--F005 AN5 DRUG ADMINIS+ 
TRATION, 5EpARtMENT OF 

. EDUCATION, AND WELFARE 
HEALTH, 

.? 
SOBCNAPER B-POOD AND FOOD PRGOUGTS 
StJl3CHAPTERE-ANWU.ORUGS, FEEOG, AkiD 

RELATE0 PRODUCTS 

. [Do&et yo. 7bN-ozn] 
- PART 121~FOOD-AtIDlTlV&S 

PART 555~NEMf ANIMAL URUGS FOR 
USE IN &W,lAL FEE5S - 

. Ant!btotIo, Nitrofuran, and Sulfonatiide 
5~3s in the Feed of Animals 1 

The Food and Drug AdmhWration 
fsmes 8 list of manufaaturers of me& 
cated w3mWs and their products In 
coxWance with the provisions of 0 658~ 
18 AntiBiotic, nitrofwan, and suEjon& 
t&de draws in ibe feed 05 animak (21 
CE73 658,il$, and &Iet.ea &oom the &u- 
IatfonB thost zmnulfactureTs .and Imd- 
ucts that are subject to, but have-not 
complied with, the requirements for con- 
tinued rnarkethyr set forth 3n B 658.16. 

. pJj order shall bu effaotive Iyarch 26, 

Xn the ~~YED~~REOISTEB of l?ebruarg 1, 

cI 
1972 07 FR 2444 and Apti 20.1973 (88 
FR 9811’). tih6 Commissioner of Food 
and l&&6 proposed and promulg&?d, 
respectively, 0 S58.15. The CommMoner 
announced in 0 668.16 that he wo& 
pTor+e to revoke curren* -appve~ 

RULES AND REGWATSONS 

nftrofnrlm chw3s, by Mmch 4,2974. Far- 
thermOre, 0568.15<0) gave notfoe that 
the faihre of the fwmsor of any drug 
to com~lp with any of the provfsiom+ fn- 
eluded in Par8&Ph (b) of that aecttos 
ar fnt%rbn r%.sol~ hldfcating a health 
hazard would be considered as grounds 
for 3xmceem immedW&r to withdraw 
amnwvalofthedrngforusefuaninml 
$?sds under section fir%0 of the act 
(ia the caseof the failure to submit re- 
@red%cords and reports) or section 
512(e) of the act (where nem’ informa- 
tion shows that the drug fs not shown 
to be safe). 

A notice of proposed rule makSng was 
p- fn the FEDEMT, BECISTER OP 
Au@.tst 6,1§74 (39 FR 23392) to amend 
H 558.15 by revMng paragraph (a> and 
by adding paramph (g> (1) and (2). 

The ‘proposed revkbm of paragraph 
Cal was in error.‘Because the humzage 
of the proposal was ~dentioal to f&at 
‘already appearing in the CFR, any treat- 
ment of the erroneous proposed revision 
to ~fizwr~@ (a) has been omitted fn 
twsfinsTlregulation. 

by dealgoat& sponsors which are f%Ible 
for interim marketU based on their 

Pmmph W (1) was to list the anfib 
ba&?rial drq prerjlixes m;tanuzagurqd 

oompziance with H 658.15(b) (1). Para- 
g-mph (d(2) was to Ifst the clrw con-, 

One ~~OvlsiOn Of 0 S68.16 xX&red all 
hoIders of approvals of these new animal 
afvss and alI persons or flrms prevfouely 
marketing identical, related or similar 
productS to file records and reports of 
ccmmleted, UIWO~IW, or planned stud&, 
fr2@uW rxotoco~, to remWe conclu- 
sivaly the issues concern& their safuty 
to man and animllfs. Paragraph (E) (1) 
of 8 6S3.15, as set forth below, Is an ox* 
cltive list of the ant!baoterfal drug pro- 
mixes whfch, because their sponsors have 
filed commftmen@ to conduot studios 
that .wiU conclusively resolve the l&w% 
concern@ the safety of their subthor- 
mfwffa usages, are eligible for lntorlm 
marketfng. 1 _ _ __.- 

sfbn%r proposed to exempt from the re- 

mal feed, when prepared from the anti- 
bacterial premixes listed in paragraph 

quirements fxnpwid by 0 558.16 - pro- 
. ducers of cert&n intennedlate premixes. 

0 (1). and the sponsors of t&se drug 

The Commissioner -concluded (39 FR 

l cambfnations. Iu addition, the Commls- 

283931 that the producers Qf Merme- 
diab pi%?dx%s need not at Ws time sub- 
mit fm NADA and the data required 
under fi 658.15 for the h&rim market&g 
of any intermediate ‘premix produced 
solely from a premix t&at Is in oomplf- 
ance wfth tMs section. ff the fntsrme- 
d.iate premix contains no drug lngredfeht 
whose use in or on t%nlmd feed requires 
an approved NADA pursuant to sect&& 
-512(m) af the act and/or if the inter- 
mediate pre& contains a drug for 
which & s~%cffic ~r%znhr has been a* 

In the same issue of the FEDERAL 
=GXSrSR (39 FR 28382); a notice was 
pubXished proposing to amend 21 CFR 

‘Parts 121. I36e (recodifled at Part 658 
Subpz+rt B), 135g Wecodified at Part 
556)) and X4.26 Wcodified at D 510.!!15) 
fo revoke approvfds for those antibac-- 
.terM cirum Mended for use in animal 
feed which are not In compliance with 
the requlrements of B 558.15. Izlcluded in 
that notice was a proposal to revoke 
5 658.19 Com~~ion antibiotfc drafts 
in animal feed3 nu ibnger sanctfoned, 
since the Plyvi$f0ns of P668.19 were 
otherwise encompassed by the proposed 
ameudments. Certain uses of oxytetra- 
cyclone and neomycin, alone or in come 
bInatJon w&h other drugs, *which are not 
the subject of published regurattons or 
for which commitments were not re- 
ceived and for which usages were not 

tar+ onus ror suwnempeutfo usngo un- 
der criteria establIshed by the lBureau of 
Veterfnars Medictie. The Cotnmkxdonor 
called for this data to continue the ova& 
&on of the e~ectfvaness of comblnatlon 

AcWUonslly; 8 558.15 tb) (3) mandntcd 
commftiments to submit data to demon- 

antmal dtug ~roduots which was lnltl- 

$x-f+ $e efpectivtmess. of tl+u antfbno- 

sted w&h the promulaation of 8 b68.19, 
Changes frl the new anfmal drug roviow 

- .- 

process that began tn June 1967 incor- 
porated contemporary scientifio crltoria 
ta measure the effectiveness 61 drugs 
m&rketed to promote ftmensed rate of 
wefght gain. and/or increased feed of- 
ffciency. The effectiveness of most com- 
~inatfons approved since that. time has 
bean evaluated using these OOntQmPorU.ry 
scientific criteria. Section 668.16 resulrcs . 
no further determination of effeotivencss 
for combinations detetined to bo offoc- 
tlveUndsr these ctiteria. The rasulatfon, 
however, required sponsors of aU previ- 
ously approved subtherapeutic antlba’c- 
t&W combination drugs that had not ‘ 
been ej%hIated using these critorfa to 
subtit a commitment to eencmte ncces- 
sarg data for these products to be eligl- 
bXe for interim market@ until theso 
data oan be rstdewed. 

Pamgraph <g) (2) of Q 558.15, m sot 
forQa below, If&s eU drug combinationa 
eligible for interim market&s and the 
manufaaturere who are sponsoring the 
TU@3iSit% effectlvenw t%sting. MsrkOth% 
Is permitted otirr for these combinations 
and only when ther are prepared from 
the sntiibactetial premixes lb&d in pars&~ 
graph tg) (1). Most of t&e druiy a&uW 
approved under these effectiveness cri- 
teria have been codified ln Subpart I3 of 
21 CFR Part 658: these drugs havo bean 
incorporated in paragraph Ce) (2) by ref- 
urence bec$tts% of tha large numbw of 
drkgs affected and the length of the a~- 
plicable regulatfons. The ~tiy other drue: 

antibfotiti, nftrofurazi, and sulfonamide 
drugs, whether $xraW,ed bjr approval of 
new anhn&l drug appUc&tioti U%DAW , 
master files, and/or antibiotic or food 

mDtHera~euu0 uses in auima3 feed of 

additive regulations, unless data were 
submitted which resolve concI.uslv&ly, 
cerbin fssws conoerrdns their safe@ in 
man and in animals and their e&cl&e- 
nass. The announceit criteti for the 
rasdution of these issues were based OP- 
the guide&%% included in the repdrt of 

. - the FJJA Task Force on the Use of Anti- 
bioths in A.tdmsl Feeds and deveIoped 
by the P&au of Vet&nary Medicine. 
Ali pmsons or f&me previously market: 
fug drw producti identfcal, related, or 
s-r to those for which a&rovaIs 
wure outs~andina were required to sub- 
-tit new animal drug applications ii. 
n~ntinfx was ta continue in tie in- 

Pursuant ‘ta se&ion 612(I) of the Fed- 
eral Food, 13ru% and Cosmetic Act, the 
Commfssl&er PartlW&ad in 0 sS8.16 
crfterin that must be met t0 resolve the 
issues conc& the safety and eifeo- 
tlvena of these drugs. Section 558.S 
(b) (11 reuuired any per&n interested in 
deveIoRfng data which rJonld 6tzpport 
xetairdng amiraval -for subtherapeuttc 
uses of antibiotic, nitrofuran, and sulfa- 
pamicle druge to submit to the Commfs- 
sionfuy records and reports of CompIeted. 
ongofng, or plannea &ucUeii, inoluding 
pratocoIs, on a presc.r&ed schedule: For 
the .tetrac~es, stxe~tom~cfn, dlhy- 

, &QStZt?ptQmYGhl, PenJcil2ln and the sti- 
: fomunid%s, by July IS,19735 for all ofJier 
! antlbtotles, by October 17.1073; and for * 

Wed in the corremontlhw amendment 
to 0 658.16 were also subject to the prod 
posed revooatio& 

Thfs order fdentL&w the drut Arms 
zmd the antibacterial drues intended for 
use in mtfmal feeds which they spoasor 
that are currently fn complhnoe tit& 
the ~rGviSioDS of B 658.16 and revokos 
from the re@ruratiW those subthor- 
apeutie uses of antiblotio, sulfonamide, 
and nitrofuran dru~for whioh tho ro- 
wired commltment.s, retorts, and/or. 
data reublred by 8 SS8JS were not Alad, 

. 
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x5mnb~tio~~ thst are eIigibIe for i&rim 
marketinf?have &eig&mvz 
the baeis of the 
net% or&r& and not been pubIiehed ti 
@&part 33 of 21 CEt3 Part 558 or hwe 
had. commitments filed-to generate the 
icequfsite eirecMveness data; aII these 
gybuuKons -are0 .Irstea in P-Ph 

conlinitmen~togeneruied8t&todem- 
otitite.the effectiveness of the indi- 
viduaI antibio&s I&ted In 21 CE’R x21.- 
225 were not xeq&ed by H 558.15. The 

- National academy of Seiencea-Natibnaz 
lZkke&& Council, Dru5 Rffioacy Study, 
con&de& and the Commksioner con- 
cumd; Xbat Individual antibiotics heted 
in th$ secffion are ei%cti~ for certain 
claims zegardhtg incm@ rat& of weight 
gain (35 FR llO’I0, 11531, 11646, 11705, 
l1952,12490i 13156, and 13401). However, 
commitments to resolve concIus~veIs the 
safety 4s~~~ posed by.these drugs were 

. regkiired. These autiib~otics are safe and 
effective fox use antler &temvomr.v 
stsndasds, and -tmeuts to conduct 
studfes that w&I cmidusive4 resolve the 
issues concerningththefr eafetr raised by 
0 558.U have been fibed. Therefore, these 
antibact.&aI drugs are el.&We. for tin- 
t&m maslteting, and they have been 
Iisted in naraaranh W (2) together with 
~hepqmi&ls~; - - - 

nlmlssioner is l&o axlmmlg21’ 
.CEB.510.515 CfonnerIy 21 cFEt144.26). 
This x-emI&ion Iids those antibiotics in- 
tended for use aIone or in CambInaffon 
with other drum in animal feeds that are 
exempt from  the certiMatSon requite- 
merits of se&on 5120 of the aot,‘and 
the Comnnesioner has revised &is regu- 
I&ion to revoke any prior exemption 
f&m certMIcaMon for whtch the commit- 
ments xequired by 3’558.15 were npt sub- &t&& ’ . 

-Comments on the pmvos8I were re- 
ceived frog l3 iIrms engaged in the 
xmmuf8oture of rbms used in the m -o- 
duction of medicat& fe&ds, Comni&t.s 
tier; hIso ieceived from an association 
of. animal drug manufachzrers and an 
8ssociation of animaI feed manufac- 
turers on beh4If of theirrespectIve mem- 
bers. Several comniente raised questions 
respecting the procedures being fortowed 
to revoke the unsponsored uses of these 
drugs however, most of the comments 
from the-drug and feed manufacturers 
were concerned with the proposed ‘deIe- 
tion from  the regubations of snecific an- 
tibioti~ combination drugs. 

The prbxipaI comments received and 
the. Commfssioner’s conclusions”regard- 
ing them are as foIIows: 

1. a-trade association requested that 
due consideration be glvM to comments 
of its member firms and requested that 
the August $1974 tuinounkment and 
the September 21,1974 oorreation be re- 
pubhshed as a single proposal if they 

. contain a substantial nmnber of errors. 
. The Conunissioner concludes that this 

order need not be repubhshed as a pro- 
posaJ. Each comment has. been caxe%IIy 
evaluated to determ ine.whieh a-rugs, if 
any, were h$coi~ectIy Proposed for rev- 
ocation from  the re6nIatIons and whfch 

drn3s: and dr& sponsors, if any* were 
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immoperlv- omited fram  the apProprfate 
Us& in paragmph t@ (1) and (a) of 
~558.%IrrBddiffon.~commepts6ub- 
mitteaDyrsuanttoreIltebnposed 
by 0 558.15 have been rev&ved to assure 
the aocuraw of the re%uIatIons as set 
forth beIow. I?rovisIons of the re5uI&ons 
t&t were erroneous4 deIeted or omItted 
fn the pmmx4Is huve been restored. 

2. SeveraI comments stated that the 
re~tions, as pm~osed, would ~rohlbIt 
the marketing of pmducts which are 
covered by appmved NADA’s or mhfcb 
am :&deemed approved” by the tram iS- 
Mona1 provisions of the Animal Drub? 
amendments of 1968. The comments 
stated that approval of these drug prod- 
ucts may not be witbdrarrn through pub- 
Ucution of o pmposed rule; but must be 
withdrawn ha accordnnce with Prowl- 
sions of sectfon 612(e) of the act SnaIud- 
iw, a4 arovideit therein, iWins notice 
of opportunity for he-5 for the spe- 
clffc NADA’s involved. 
- The Commtsstoaer concIudee that the 
procedure used to withdraw wvroml of 
these NADA% &bffes the ~PuircmeDtS 
of tha Fedeml mod, Drug, and Cosmetic 
Act and the Admlnlstrutive Pmcedme. 
A&. AS PmDosed in the FEDEau I!iEalSEER 
of February 1, 19’i2 (31 El’%  2444) and 
pmmtdgated in the FeDEBllL REWSXER of 
April 20.1973 (38 l?B 98111, P558.1SCc) 
states -that the faibue of any sponsor 
of an NADA for the use at subtberapeu- 
tic IeveIs of any antibIotlc, nitrofuran. 
and sulfonamide drugs in the feed of 
animals to compIy with the reQuIremeats 
of the reguhtion will be ConsIdered 
grounds for ImmedLateIr proctis to 
wfthdrsw ap~rovatof theNADAforfail- 
ure to compIy with se&on 512(l) of the 
act. Section 512(e)(2) of the act per- 
m its the Secreterr, after due notlce 
and opporhmfty for. hearInS to tit& 
draw amxovaI of the NADA for falhrre 
to compIy with sectfonS12W of the act. 
Thus comphance with f 558.15 Is prop- 
&Y requhed as II, condition for con- 
thmed appmval of anNADA. 

The proposed deletion of re9uIatlons 
pd2Iished fn the F&DEaU Reannza Ol, 
Au3ust’6,1974 (39FR23382) constituted 
specifio pubha notice of the Commfs- 
sioner’s determ Inatlon that the druss 
lb&d therem  &s subs%uentIy amendeb) 
were not iu complfmce wlh 0 558l5Cb) 
and that such dnf6s were therefore sub- 
Sect to withdruwal of uvvmonl1~~~4nti 
to 0 558.1S~c). SimtIarIy, the companton 
notice of Proposed ruIe making also pub- 
lfshed on August 6, 1974 (39 FR 26303) 
afforded pub& notice to aII sponsors of 
those drugs for which commitmen& to 
conduct the required snfetp and/or e0tec- 
tiveness studies had been fifed pursuant 
to 0 558.15 that they were in comphance 
with the regubtff on. 

This procedure of ~rcwiding notice by 
~LmtAli REolrsrea b pubIIoatIon wss used 
because many of the dru5s involved were 
orlglnally marketed pursuant to ant& 
biotic and food addltive re9uIations. and 
the agEmy had prev~oustp exenipted 
these drugs from  the antlbiotlc batch 
certificatfdn requirement and Form 
ED-1306 reciufrements. The Commh 
aioner wus therelore not able to.IdentUy 
aII persons who had le6aIIy been market- 

lng these drugs. The Au3ust 6,1974 xo- 
Kce of pmposed rule nmidng, 322 com- 
bInatIon with the proposed deIetion of 
the regubrtfons, af&ded adetmate no- 
tice to SDmlsDrs of ttxabaw drws 
not U&d in paragrsph (s> 41) and (2) 
of p 558.15 that they had iaiM  to com- 
pIy with 0 S58.l5(bI, and that such dm9.v 
were therefore subjeot toxlthdrawal of 
approvaI In accordance with 6 558.lSfc). 
Having idIed to fUe ms~~nses demon- 
strathw that their xmcluots are h com- 
nuance tit31 the reautrements of 0 55815 
ix that the x-eguI&on is, or should be, 
iDapvlIcsble. sponsors of drugs for which 
8pprovsI.s are hereby withdrawn have 
not ahown the neeeesity for a hearing 8t 
whifih the only fssue couId be whether 
those retmkements have been met. 

The Supreme Court has recogniaed 
tint class regufstron through rule m&c- 
Sng is 1esaIIy permWbIe and, Indeed, 
often preferable to cW+by-case ad&&- 
cation; See. e.g., Wetnbewer v. Hynsan, 
westcotthmmninfLInc,4l2u.s.6D9, 
620-622 clB73); Wei?lb~ger v. Eenikx 
Pharmacartfctrls, Inc., Q2 US. 695, 653. 
<f973) ; FederaZ Po147cr Carnmfssfon v. 
!Fexue0,37705.33,39-41 c1964);u~ 
States v. storw Etil4ZWcding Co., 351 . 
us. f92,202-295 cx956) .xn thfsinstance, 
the CommMoner has partim ilarlzed the 
statutory stuntids for conthmed a* 
provaI of NADA’s by pmmubratlng 
0 558.15. No hearing need be affonIed an 
nvplfcaat whose sttbm iesions, after _ 
projxr notice. on their face fatI to meet 
the rtxakements for NADA amrovsI or - 
to p&de reaeons whp approvaI of its 
NADA shoutd not be withdrawn. 

The Commissioner concIudes that ah 
Intcrr?Etcd persons have heen afforded 
umpIe o~portmito to participate in the 
deveIovment of the re&rements con- . 
tahd in 855815 and to comnhr-xvlth 
those resuSremez.tts or offer reasonabIe 
espI4m~Mon for iaSSure to comvIy. Ac- 
cordingfy. aII applicable Iegal standards 
have been met and avvroval of the 
NADA’s involved may PmperIr be with- 
drawn by regulation. 

3, One comment suggested that each 
c&i&ibutor for whom a distributor’s SUP- 
plement.aI NADA has been filed by the 
bolder of the approval shouId be Ii&d 
8s a sponsor of the drug in paragraph 
W  (1) or (2) if the bolder of the ap- 
provuI is in compIi4nce with the require- 
ments of P 55835. !lWe comment con- 
tended that the failure to Iist every 
annrovcd distributor wotid cause con- ._^~~ 
fusfon and would pIace &strIbutors at 3 
8 competitive &advantage beosnse 
products that do not carry the name of 
n listed monsor m ill fne?itabIy Mer 
inthemfu%ieWuce. -- 

The Commisdoner does not aaree with 
thbi suggestlin. &ctioli 5lNiF Of the - 
act provides for-the pubIfcation in the 
FEJJW Rso~slar of the name and ad- 
dress of the ar@fcant &a, the sponsor> 
of an uvproved NADA. A distributor Qm- 
less he is a&o the sponsor 02 the NADA> 
fs not an “apvhcant” within the &an- 
lng of section 5120 but simpIy a pereon 
who distributes under hlv own label a 
product manufaotured and IaWed for 
him by one who &s an am Thus, 
there is no 1egaI requIreme& that the 
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names of distributors be published+nd 
it has never been Agency practice to do 
SO. Iiistbg distributors would ltnpose an 
unwarranted burden on the Agency be-, 
cmwe of the large number of dMributors 
and their propensitv to change su~pliem. 
Moreover, where a-distributor wish- to 
doso,therebnobartohQJi&Won 
a drug lsbel thenames of both the manu- 
fac@er and the distributor of the prod- 
uot provided it Is done in such a manner 
as to reveal clear4 the connecUon tie.; 
as m8nufsoturer or distributor) each 
pemon or flmn has wit& the product. 
Therefore, the Commfssioner concludes 
?$,3dI$rSbutors should not be listed ip 

. . 
4, Four comments opposed dWon 

from the regulations of a @&od num- 
ber of drug products MntahmIg Suti- 
bazcterials fn therapeutic eoncentratfons 
whfch do not have a 14-dsg IimSt on their 
use. The c6mments stated -that H 55835 
implemente the recommend8tions of the 
~~T~~~o~eon~eU~eofAnfibtotfcs 
in Anixmi Feeds, which directed Its at- 
teuUon to the conUnuous use vi sub- 
thersmmtk Ievels of anUbaotmi8~ drugs 
in ad&l Ye&s, and the marketers were 
not gfven proper notice to cuxw4 with 
the requirements esW$fshed by that 
regulattoa . 

The Coxiunissloner 8tMses that9 the 
Task Force wae concerned with the 
health hazard associated with the sub- 
therapeutic use of antib8ct&al dm38 in 
animal feeds. After the promulgation of 
0 65836, a determination was made th8t 
the use of 8xw antibaoterial drug cun- 
thmuusIy fn feed for longer than 14 drtss 
should be considered 8 subtherapeutic 
us8ge. 8u.d the Cotumfssioner conchIded. 
that spomors of 8nt~bacterla& Mended 
for such use must meet i&e zequire- 
me& fzitablfshed in the regulation re- 
gardIas of the concentration of the anti- 
bacterial agents in the drug products. 
This poIiw was made known to a num- 
ber of drug sponsors 8s questions arose 
on’ individual products, but the require- 
ment was not fnchrded in &her the 
proposed or final regulation. The Com- 
misdoner conchrdes that sponsors of 
8ntfbacterM drug products intended for 
use Ln anhnril feeds for trea.tment of 
dise8se for more than’14 dazs were not 
provfded adequate notice .thst the re- 
qulrements established by 0 558.15 were 

- 8pphcabIe to them. TherefOre, the pro- 
posed deletion of these antibaoterW 
products from the regulations is vacated. 

This de&&on does not undermine tithe 
Impact of the regulation. The use of a&l& 
bacterfa~ drugs in anMa1 feeds ordi- 
narW is not the xuakmd route of 
adalnfstratfon when treating an 8nisml 
d&ease. Sntmals manifestit% -&n&al 
symptoms of dbiesse in most cases con-. 
rmme abharxnally smaIl amounts of feed: 
Therefore, the sUccessful tre8tment of 
the &ease Q often hindered by difBcuW 
in malntslning 8deuu8te drwv3xpmtre. 
Th& fact, together tit& the cost In- 
voIved fn feed&g thenbpeutic levds of 
antIbacterIal drugs for greater than ,14 
d8ys. &ads the Comtnjssiqner to cop- 
elude that use of these araa; p:oducts at 
thesaPeutlc levels io feeds constttTItes 8 

c 
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vgzGyenti of.the &8cM8l 

- -uo~ Of the aotbxls &&r&g 
the feed-use mducts evaluated by the 
National Acadsmv of S&%x%--NatfonaI 
Rtwmch COILI@, Drug EfiQaw Studg, 
wllI- deal with each & these products. 
Where amx~prf8te, d8ims for treatment 
of. disease’wih be limited to ~rescrlbred: 
durations. Furthermore, should. the 
studies Of the Sizbfibe.I’8peUtic uses Of 
tbesa’ antibacterta agents being con- 
ducted pursuant to 0 658.15 generate new 
evidence that undermines his prevfous 
condusions as to the s8fetv of these 8&i- 
bacteriaIs, the Commlasfonbr w!lI pro- 
;:% w%birav their marketing ap- 

. - 
5. QuesUons~h8ve 8risen concenrfna; 

the markeUng status of products that 
combine dietbyIsWbestrol CDES) with a 
subtherapeutic antibacWi8L Section 
5~8.15 requires. ail persons marketlug 
subtherapeutie antibacteriais for ap- 
proved .itses to file commItmenta to con- 
duct studies that will concbx8f~ely resoW 
the issues of the gfetiy of the. use of the 
a&ibaot&fal ingredients and the eI2ecy 
tiveness of the combin8Uon products on 
the basis of contem~omx~ sdentific test 
fng criterfa. However, because the Food 
andDnrgA dxtdatmtion tookreNatorY 
action agafnst DES before 8 558.15 W(LS 
promUlgated, the impact of this regula- 
tion on the DFS-antibactedal.combi.na- 
uons has never been clearly enunoiated. 
- Betwim tbe’notice oi! Dromied rule 
making to sequire safety and effective- 
ness data for subtherapeutlc uses of 
anti?dotic.s on February 1, 1972 X37 FL% 
24441, and the publication of the Sn8I 
order on ApriI 20,1973 (38 FR 98l.i), the 
Food and Drug Aclministratton withdrew 
approval of all NADA’s Tar DES hoti@ 
and drug premfxes. Presumably because 
8u. 8ppl!OVa;ls W@ WithCk8%t’% IlO dl-l@ 
sponsors filed oommltmenta to conduot 
the ret&red stud&s for the’ DES-anti- 
bacterial drugs for SUbtherspeatic US% 
On Janu8ry 24, 1974. the United Sfat+?s 
court ‘of Appeals for the District ’ of 
.cohunbsa Circuit held that the AgencY’s 
notice to .holders of DES NdsAa WBS 
iuadwate 83 a ba& for WithdraMng 
their splirroval without a hearing, 8n@ 
re.inst8$ed -bot$ the amxoy81 of @% 

. .- .-- -- -- - . 

. 
Although.the Food aud Drus Admin- 

is~Uonml& therefore be legally fus& 
fted In t8khig immediate a&h i&ust 
these combination produets, thb Com- 
MkSiOllW 8O~O~l~t!$ thrrt tbo A@n- 
w’s February 1975 rainstatemont of the 
DES regulations pursuant to the Court 
of AppeaW order may’ have tied the 
sponsors as to the status of these prod- 
ucts. The Commisdoner has reolewed the 
situatW concerning these products and 
conchldes that lamedlate final 8DtlOIl 
cuniust them is in8hmbrlato at thld 
time. ACthe s&me the, they remfain sub- 
ject to ‘the requireaenb of S 658.16 of 
the remIaUon8 andsection 612W of the 
act. The Commissfimer has therefor de- 
termlned that 0 658.13 should be mod&d 
to cIarKy the status of DES-sntiblotlo 
COUIbinStlOn produots as follows: 

In accordance with 3 658.16, all mar- 
keted DES-subtherapeutic antibaaterlal 
oombinatious must -contain antjbaoto- 
rWs for which comtnitmente to conduot 
the nectxsarg safety studfes have been 
Aled and which- IWed in paroW8ph 
fg> (2) of that section, ~Moreover-8fter 
xwieping the &IfOrMUtfOn 8Vailablo 
about the DES-subtherapeutic nntibac- 
tedal combinations, the Commj.9doner 
has determined that no 8pproV8Ia for 
these comblxmtlons are supported by 
fsflloac~ data thst IMet COnWnP6r8IY 
sdentific criteria. For this reason, all 
sponsors uf previously 8pmoved XX&- 
subtherapeutic antibacterial comblna- 
tions must fi!e coaxdbnents t0 conduct 
stu&.es satisfying these criteria to dome 
oustrate the effectiveness of their pmd- 
uct-s. Such commitments must bo filed 
by March 26, 1978, which is more 
than 1 year 8fter formal rela- 
statemeht of the DES regulation% the 
I&& date on which makers of the DES 
combinations could plausfbly balfevo tha6 
8 658.1S was lnappllcable to their prod- 
ucts. Any conscientious i+Ponsor, there- 
fore, will have sufkcient opportunity ta 
comply with the regulutlon. Because the 
sponsors ffhould have filed comm&nen~ 
and begun studies immediately after the 
Yanu8ry 24, ~974.~dedsfy p$ t&e Court 

P(AussB axaa ule Bw”ulpuwJu~ LsLvu-- 
UODS. Has r& CZark, l3bMcrrt of RImif&, 
Inc. v. Food CUCZ Drw Admfniskotkwl, 
495 F. 2d 975 (D.C. Cir. 1914). E’ormaS 
COZlfbXn8tiOIL of rmment of the 

mv*.-.I,- _-a *La -----I^-&-- -....,.._. 

reguWtons was pub*Wi in tbeFmma 
REGJSJ!EI% of Febnta;rs 2% 1975 (40 FE& 
33291.. 

In the FEO~ REafsrss of AIIgust 9, 
1874 (89 FR 28382 and 28393) and SeP- 
ten&x 21.1974 (39 FR 34932). the Com- 
xxiis&nerv Issued a proposal -to l&t ail 
drugs and sponsors whfch wfze in com- 
plfance with 0 656.25 and to revoke aP- 
prowl of 8U drugs not In .comM8nce. 
No hoklers of approv8ls for DES combi- 
natluns have ever %9&d eRher commlW 
merits to conduct the reWred’ studW, 
or comments objecting to omfssfon of 
these combfn8tiorEi from the Prowsed 
list of. sponsored ctimbfnations elf@~M 
fo&narx&e~2~ and from Part 121 (21 

. 

of -Appeals in Heas & czar76 wra, * 

sfonu of $SSS.Iri are t&o rrppiicablo 

and because the necessmv afXectlvent?ss 

to these drugs. Or14 persons hold- 

studies require less time than the stiotv 

W3 8pprov8ls for these’ comMu8tiouu 

sfaadf~, data satisfsiag contemwrary 

m8y market them in the Iuterinn 8tudY 

ef&acy orher must be submitted by 

progress reports must be ffled every WI- 
nary 1 &rd July 1 &Ml completion; and 
aU provWons of 5 668.16(O) COuCernhLC 

Maroh 26. 1977. w Other DIWi- 

f&iIure to mbmlt requtred moor& and 
reports am4. AddltMnW, the extraor- 
dhmry fact situation concerning tho 
drug8 requires further asssuranuc of lm- 
medtate compliance with the regrilatlon 
8s lxkstituted. Therefore, the first mw 
ress reports demonstrating Inltfatfon oi 
the stutiw must be fRed by AM 2U, 
1976, 

DES subtberapeutfc-aatibs&erlal com- 
&mbb8tions ielI wtthin the fxopo of 
the AgenWa otiginal not!ce of mowed 

. 
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--_ 
ruIemakingon’thfsniatler,andspon- 
wrs ‘ef.su& pryducks have&ygg%& 
opportcmitg.~ - 

- w& W&icable or ehould be~~aived. Na 
wmmen~werefUed.snd thesewmbina-i 
tions may be remdated bs 0558.X e.sprg- 

- nililgated. axamfactur%rs -c&the combi- 
natioh’wntanfng DES have already 
-enjoyed an economfo ad*tage over 
f$in&&&situated6pDnwlS of otheranti- 

. ba&&il wmbim&ions. The. Commis- 

. siouer therefore wnchzdei Wt the re- 
cnxiremcnt6 herfdn set forth maybe pro- 
mt&&ed 85 a final order. . 
’ Ip.the ??EDauAL R.Ewa of January 
l&l!376 w3%&2804),tillmwdaudDrug 

. 
i9ib@MStiaeetied .8‘ N&ice of OP- 
j&tuni~ f6r Remfug Pro- tu wfth- 
diiiw apmval of 811 outstandfng NADA’s. 

. for the me‘ of DES in bnrmiirn used for 
- $uunan Thod$-on the;; gmmds that ‘resi- 

&~ei fn- anim&l t&sue produced by tie 
. nseof isdr&0ductr%venotbeqbhOwn 
t0 -be safe end fibat tbe.DeWeY anti- 

. rtaeer clause fs.8gplfcabI~ be&use no 
w .-@,i&guatx$methods fdst that are capable 

of detetzt&g and meesur4g residues of 
DES at Mfels abope Z@Y .that have been 

.&own 20 be. &fe- The nOfACe &orded 
~olaeis of N&DA% for DES au op~ortu- 
nif~tirequestah~gonthegro~osed 
witqrawa~ ofa\gpropal aqd to demon- 
zstrate that disputed Isme;s .of mater&q 
fact~xdsWhat Es&r&? 8 heexius &W 
heariug. held in response to prover re- 
gpests Wt are rd.ed 36 ukelpta occur 
duriugtb%W 6mtmfihS of 1976.To 
avoid-any future inIsungers&uidi?jg, ‘f&v 
come +tznmmccs’ that, should a 
$3nal Agtmcr’ de wfthdrawlng BP- 
prova$ of @gs for use.in’anWa3.e fujed 
forhumanfoodbe&uedbefotethedates 
-24pdfkaforfiIlatsub~on~fds;trtsup- 
IJO- the safety and eBicacy of DEB- 

ntibacter3a2 wmbinatIon products this 
&der %ill riot ax&W&S hfi wn&ued 

, k&cetir@qS-e rxjmb&+tion products 
pending-the completion qnd sub&km 
qftZierequ@istudies. -_* - 

6. Qu~tious h&ve &en about the ftn- 
ix& on 0‘556J5 ofHoibnunn-LaR6che v. 
el%%Wwrgw, Cfvil A&ion No. 75-627? 
ClXD.C& filed Y@ 27, 19751. - 

section-55h5 s%m%s three fmlcKons: 
-mm, it reQilfn% sub-n of 
i2ata: ti resolve the safe& and effeotive- 

3ms amtians pe to -the use of 
.iqMberapeu~ antW#fdal drug corns 
big&ions. &con-, it provides the Ageu. 
a. WY@ doctuntmtation of the marke+ 
iiq .of subtherapeutic antitim 
zomb3nat$ns trsnsitfonsllg approved by 
gection 108 of f&e ikuhn@ Drug Amend- 
ments end requfres tbesafiles to be SW- 
PJeDlauted 3vitb WJltem~ adelltific 
data.. ??fnaW, ft- establlsheq.%e .cond& 
tions pnder .whfch producfs containing 
SUbtheraPentic fePeki * or antibaaterlal 
drum for use in.anlmal feed ny %on- 
tinueto bemaxketed. These’reqxurem 
%rmit~SDA more-effMently to-&: 
the marketing and use of .tbese drugs. 

The decision 1 in . Hoffn~~~=zu~whe 
krifi%s -Zh% sc5p‘e -of%-558.15. The Corn- 
mrssianer ‘hss thoroughly retiewed the 
files on aNdru8s and spousors:for which 
zhe ctxllulaenta Gre TecdVti-t& wn.. 
duct the studies required by this regala- 

RULES, AND REGUATIONS 

Kon,anithem;rls~rmdsponsors 
whichthe Commlssionerhas determibed 
to be approved for Use by NADA, NEx& 
master rue, Q!lKbfoff c regllIQtion or food 
adaK~.regubbtioa hav% been lbtd 
NiUXi’sfor drugrs subject to KIC regu?a- 
Konthatwt3retUedbypersDosaratnu 
thatdidnothave,and~eomeins&xes 
maynothavebeenr&uSredtohuve,an 
apwovtd for mnrketW are being mot- 
~~~5-partof.therevkwzkmUredb~ 

7. ti~oyerLabDmtorle6, -&la, Qu& 
tioned the proposed deWon of the CST- 
barson&bacitracln meth&uc dlsalfcyl- 
ate drug wmbinatlon Wsix 01 frem 
8 121.316(b) end the failure to list fha 
combination in J 658.15&J W bccaitse 
Whitmoyer holds an ar@ Wed NADA for 
a&rfbs.one wmblDntlon for use k3. 

3!h% COmmfsioncr wllaudes- that 
safety studies tire belug conducted 
musuent to 0 558.~5 by the eponson of 
badtmdn mefwhme cffstwcyhte, and 
Whitmoyer ltnbonrtorfes, NmA for the 
carbarsone-be&r&u methglene dlsdb 
c~late wmbination wes approved.tmder 
wnt?mporalY efncQcy criteria mere- 
fore; the Commissioner 2s v~caKng the 
w0~0w rev0a1011 or this m c0m- 
blnstion irom the reguW&ms. 

Addftfon of the drug wmbinatlon to 
paregraph (s) (1). however, would be In- 
cmect Pmmrfkpla 60 (1) lkts only the 
msnufactureas sponsoriug studsee to 
demonstrate the eafety of specInc anti- 
bac&rhU premix% aud -tie &ug wm- 
blnation ts not 8 ~rem!x. parampb (~1 
t2), on the other hnnd, lists the drug 
-wmblnaKo~ pen&ted for hcluslon fn 
animal feed when premuedimm a prc- 
Lnfir in Pasp&rpph <s) (11 und the epon- 
SOIS Of l fhesa drug wmbbmK0n!r, The 
NAJM for TVhlttnoycr?“s combfnation 
product was nppxov& under wntcm- 
poraw titlbaw criterlg mid thercutxhd 
iafetiy studfa nre belug conducted by 
3he sponsor of the tmKbacterlal premhc, 
Be&se the drug wmblnatfon meet6 the 
crlterfn establIshed for l&rim market- 
,iu& the CoxumIssfoner hns added Whit 
moyer Labor~to~as, Inc., end this drug 
uxnb!naMon to pamgrnph Cg> (2,. 

8. Norwfchl?hnnnacat Compw wm- 
:mentRa that fn~tlons Zor the use of 
nfhydmzone In ss&237cd), ft4!m I, 
shou?d not Include oIebns for the wc~ 
cidUiX species E, nzaxfmu OP 8. brtmetti, 
or the cl&n for hfstom~nlaafs CbIncl; 
head). * 

As xequh.ed by 4 558.15, commitments 
.&we been filed to conduct studies to 
generate data to famort the effecKv~ 
?sss of %heplbsdronnne drug wmblan- 
tions for talc subtherepeutlo ~~~ICCWIIS 
of we set forth in Il2l.237. The Com- 
misdoner, however, has not wnducted 
a reetimtin of the data amilable to 
suwort the effecti~cncss clfiim d nihg- 
dramne ps a single Ingredientfor other 
3rxUcaKon6 of use. NilWrezo~ as a 
siuide inaedfcnt, was approved for use, 
amoai: otbe~ Kalngs, agelust hlr;tomoufa- 
sis cblockhend> and coccldlosk cau~cdby 
E. ?ntz&# and E. bnmettf. The Com- 
mtsslonc~ concludes thnt Ws order Is 
mot appropriate for tie revWon of the 

thems1eutlc~Su&arevf6Imwotud 
involve drugs whose szmwors were not c 
fg. a~ngeen* to m&g 
of tbfs nature am rno~iu-oprkxtdy 
bfuaa~lnaseP~~~cnotfce~ 
illesutholdersofapprov&fortbisdnlg 
an opportunity to Ea&drt these indka- 
ffousdusewithaweR-orgaW&and 
fulbfactual annlssls of the dab to sap- 
port its 4lmzoKvonas6. This flcmn CQn be 
mar% emcQmtly handled when alI safefg 
and cffati- dnta generafed puniu- 
nnttog65835havebefm6ubmittedand 
revfewed. At tbnt tfme the commtssfaner 
wil2 determiue whet&a: ‘the withdrawal 
of upp-iwnl of any oz all NADA% for 

~~*%~~*Il~~ 
wfth the &tentfon that the indfcaK& - 
for use of nihxdmzime ftgabst wwfdf- 
os3scausedbyG.nzuxinurand~brmztS 
orhLsf.emo&fsfs (bIeckhee& shouldbe 
dtfeted Jrom the xegulst&ms in this - 
%der. 

9. The notices of August 6.1974 pro- 
msed the deletion imm I558Ka5(fl(l.) 
iif buquinolate 75 grams &r ton fnsn- 
fshed feed for,chickens in comhbla~o?J 
wfth: <iv) ~cfllfn, 2.4 b 50 &rams per 
ton: Cvl bndtnabn, 4 to 50 gram.9 per 
ton; (Vi penicmin PlU6 badtraofn, 3.6 
ta 50 8rQnks.perton Cnot’Iessthan 6.6 
~ofpenfcBli.nnorlesthen83ranis 
ofbacitracin): and&ii> Me- 
dine, 200 2 t3558-105(0 al cm 
tbbm@h cvfll was foIzxiE!rW 0 f3%.35CO, 
item5.atlaro~dl.No~chP 
commented that t&e t%kxicy regaEre- 
merits for these drug wmb~fifons bad 
bf!cn SnMtdled luldcr wntemporary efii- 
cQcYcsderfQmldthQt~e~stadiesare 
bew wuductcd Pur6uantfQ P 558.7s for 
OenfJiIIn takme, becftrncin aTme, and. 
‘chlor&trwYcllne zllonc on ms bQsLs 
NonvlchreQuesfed that these drugcom- 
b*ing not be revoked fsom the w- 

The comuliaoller wndudea that 
these drug wmbfnaMons have been ap- 
mwed under .amtempomry efEcacy 
criteria and that the ie@red studies 
fire bciutz conducted to demonstrate the 
aaieto of pfiddUn:-bncftr~drr~ and 
chlortetracgllne !l%xefore, the Com- 
xrlwonerFQvncQKngtbePmPo6ed~o- 
7~ of 8 558305UI Cl1 C&l, CT>, and, 

. 
Because of fhe iilfiiculty tid cornpI& 
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8286 RULES AND REGUUUIONS 
. 

on animal bacteria. Furthermore, the 
data may conclusively resolve the 
theoreticai questions raised . For these reasons the Commissioner 
c0ncludes that these studies to demon- 
strate the safety of peniciPinWone and 
baoitracin alone &re .eufWent to permit 
the interim marketing of pex&Win- 
bacitracin drug combinatfons, and. the 
Commissioner Is vacating the proposed 
revocation of 5 558.1O!XfJ (1) (vi). 

10. Mertk & Cormxuw axestiomxi the 
absence from P 558.15 of a provision for 

wveviiion of thesk rem&&ions L va- 

X2. Commeruial Solvents Corport$ion 
commented that it is eonducting studies 
pursuant -to 5 558.15 to resolve con- 
clusiv~y the safety issps aonwrniug 
zinc bacitrach~ IA addition the coznw 
f&d commitment8 to conduct 8tuM $ 
demonstrate the effectiveness of the fol- 
lowing drug combination6: 

a. Wnc bacitwin, am~rolium, and 
ethopabdez 

. a combhmtion drug product containing 
procaine xpmMIh~-stre~toxnyoin a&nib istered in tirfnkw water. 

The Commfssioner advisea t&t t&e de- 
liberations and sonclusions of .tbe FDA 
Task Force OR the Use of AntibSotics in 
Animal Feeds were dir&ted at the use 
of antibacterial agents admWstered to 
arifmsls in feeds. For this reason, the 

~Commissioner has not included . in 
8 668.15 drugs administered in other dos- 
age forms, 8ucl-t as thuse administered in 
drhichg water. ‘III% safety and effective- 
ness of drugs sdministercxl in thesp do& 
age forms are being mdependentIy con- 
siiiere& 

- - 

11. Merck b Company a&o objected to 

- b. Zinc baoitraein, amProlhun, ethOPa- 
&ate, and 3-nitro-4-hydroxyphenylar- 
sonicacib; -. 

c. Zinc bacitracin and ars~nih~ add; 
and 

-d. Zinc bacitrac& zoalene arid 3- 
intro-4bMroxyphen&rsonio hd. 
The ttrrn obje&ed tC the omission of these 
drug combinatfons from 0 51jiLliXg) (2) 
and the proposed deletion of these drug 
combinations from Part 121 (21 CPR 
PartX21). ’ 

-Tht, Commissioner doncludes that 
C~AUIWC~&~ Solvents Corporation has 
filed.commitmenis to resolve the Safety 
of zinc bacitraCiA and to demonstrate 
the effectiveness of the drug combiria- 
tions in question. Therefore, these drug 
wmbhmtions are eligible for marketing. 
The Commisstoner has Lfsted these dwg 
combinations in 0 558.15(g) (21 and, fs 
vacatine the xnw~O~ed deletion of these 
drug combinations from Part 121,, 

the failure to list tn 0 558.15Cg) (1) and 
(2) certain antfbackrlal premixes and 
drug combinations for which the firm is 
spoiisoiing safety or effe&iveness studies, 
and the concurrent proposed revocation 
of the correspo&dfng regulations for the 
dr~~combinations, . ’ . - - * 

The Co&nfssi!mer agrees that Merck 
is silollsorhlg studies to deAlonstrae the 
safety of 8 peA&iUin-streptomycin pre- 
anix. Therefore, Merck and this prWx 
-have beexi &led to 0 S5815Cg) (1) With 
the fndications for use set forth in 
55 121.225 and 121.256 (21 CFR 121.225 
and 121.2561. Because Merck is conduct;- 
ing studies to resolve the safety issues 
concerning this ptmic~-rstiw~mYcin 
premix for these lndic$iexis of. uE;e, the 

15. E&cd Products Company objected 
to khe proposed deletidn of various drug 
~bmbiu&iOliS COAtaiAiW‘hygromy~ s 
for subti‘eraijeutic u&C from 00 12X2%0. 
and 121.213’ on the groiuri that Elanco 
is sponsoring studies to resolve kollCSU- 
lively the Meti of this drug., 

EIygronlycin B premix and drug Con- 
birmtions containing this drug a$e witbin 
the purview of 5 558.16. The Commis- 
.sioner concUd+ that the hygromyoin 1 - ____ drug combimttions ProPosed for 6tieUOn 

drug combinations made from thQ pre- f&a the reguiations are not supported 
mix for which-Merck is also cxmcmctii by evidepce of eiYe&iVeAess meeting Con- 

t+sqomry scientific criteria, and neither 
aPPrWhtf2 eff&i~~~St m8Y be .- mnco nor aw &her drug spoor m 
vaXid& marketed. These drug Combhxa- 
tions &ul their sponsor, Merck, have been 
added to P 558.16(s) (21, and the Pro- 
posed revo&tion of-these drug combina- 
tions from 0 121.256 is vacated. 

Merck is also sponsoring effectiveness 
studies for the folXow&g drug combina- 
tions which &Main erythromy&~ 4.6 ti 
18.5 grams per ton and are listed in 
5 121.210(c) (21 CPR 121.210b)). tabIe 
1, items 2.1, 2.2; 2;3. arId-2.4: amprohum 
113.5 to 227 grams per ton, amgroUum 
113.5 to 227 grams per tOA plus ethopa- 
bate 3.5 grams per ton. aulXmUIUn 113.5 
to 227 gramS Per ton PhlS SrsanflfC Scid 
90 grams per ton, and amproiium 113.5 
to 227 grams per ton plus ethopabate 3.6 
grams per ton plus arsanihc a&l SO 
grams per ,&on. Wxe Abbott Laborato- 
ries, Inc. is sponsoring studies to resolve 

submit&l commitments to conduct 
&ucXies $6 generate data to demonstrate 
the effwtivenes of the Wgromydn X3 
drug combinations, which is S&O required 
by 5 553.35. Therefore, the c0mmiMoner 
further co~clu+?s that these drug COm- 
peh~tizgre properrY deleied from the 

14, Salsb;iry Laborat&& objected’ to 
the pro&M -revocation of H X21.283,3-5 
dinitrobenzamide: 0 121.264, sulfa&rant 
and I 568.35(g) (5) through (7) (formert 

‘ly 5 135e.3lW. table item 2a.2, b.2, and 
IL%), aklomide, because-these drugs do 
not exhibit antib&eriai act&i& under 
my currently approved uses when used 
as single ingredients and thus are not 
‘&ubj&tO 0 558.15. 

The commissioner CoACludes that the 
requiremehts established by 0 5S8.15 are 
inappUcabIe to these drugs when theY 
are used a8 sin@3 ingredients because 
they are not antibacterials. ETevertbeless, 

‘the requirements are applicable when 
&es@ drugs arecombfned’tith antibac~ 
terlsls. To market s;nS such combination, 
a drug sponsor must have filed a com- 

*. the safety issues concerning the eryth- 
romycin premix, these drug cornbiAs- 
tions may be marketed during the in- 
terim period. Therefore, the Ccmmis- 

l . sioner has restored these amprolium 
combinatfons to 5 658.15(g) (2) wfti 
Merck as their spOAsor,.snd the Proposed 

mitment to conduct studies to resolve 
ccmclu5tliel~ the issues concerning the 
safe& of the sn#baoterlfd comonent. In 
additfon, adequate e&ctivene#s data 
nnWng contemporary so~entifI0 oriterla 
must bs ineluded in an approved NiDA 
for the drug or the sponsor must haW 
flied a commitment to conduct studies to 
generate such data. 

The Comioner has determined 
ihat 0 121.283 lists no 3,5;-dinitrobenza- 
mide-antibacterial Combination drugs 
and, thus, is vacating the proposed revo- 
&ion of that sectfon. 

Sulfanitraia-ant~ba&erial combina- 
tions were listed in 5 X21.284(0), and 
aklomide - antibacterial comblnatIons 
were Iistsd in 0 558.35 (formerly 0 135e.- 
31). None of :these antibaoteria’l drug 
oomtiinations has been &ihluted for of- 
festiveness under contemporary soten- 
tific criteria, and no oommitments k! 
conduct the necessary effectiveness 
studies have been tied for t&m, The 
Commfssionw therefore cono&des that 
@fan&an-antibaaterial and aklomtdo- 
antIbacterial Combinations are PrOporly’ 
deleted from 0 121.264 and I668,36, ra- 
spectively. and fs revoking items a 
tbro&h d In the table of t 121.264(o) 
kn~8pgaimph (g) (6) throush (8) of 

15:Z: R. Squibb & Sons, Xno,, com- 
mented that the Commissioner incor- 
pctly Proposed t0 revOke the result- 
MOKIS in 5 321.220(d) for use of Dystatfn in 
the feed of laying and growing obfCkenl) 
and growing f&keys at SO and 100 grams 
per ton. Squibb contended’that the drug 
fs an antffungal agent- and thus beyond 
~X,v.iscoge of f 558.1s. 

Thi? Commistfon~ agreh with thL 
ksnnnvm~ The FDA Task Force on tho 
Use of AntiMotics in Animal Feeds did 
not review antifungalnroducts and made 
no recommendations concerning thorn. 
The Commfssiqner coneludes that r&a- 
tin aIs0 has no sign&ant fdfwt ori 
bacteria and viruses and is outside thy 
purview of 5 668.16. Therefore, he is 
vscafing the proposed revooatlan of 
items 1,2, and 3 in table 1 of 4 121.220(d) 
fpr the use of nystatin as a single ingru- 
client for growth promotion, 

Efowever, the nystatin-antibaatorlal 
&&i&ions used for subtherupoutio 
purposes are withinthe scope of J 668.16. 
These combinations were not approved 
on the basis of .contemportwy effectlde- 
ness criteria, and no commitments were 
fEed to aonduct the re&site elfectiva- 
mess studies. Therefore, the Comtnis- 
SiOAer wnoludes that aIl ny’atattn-anti- 
ba&rial eombhmtitms are properly de- 
leted from ,O 121820(d). 

XC Dow chticti Cornpaw objected , 
to the deletion of 0 658,176Ce~ (1) (fif) 
tformerly 0 136e.46(e), dtem 6. a and 0) 
from the regulations, which covers 
olopidol CO.OlZS%>, roxarsone (O.OOS%), 
and baoStra&n methylene dbIio~lato (4 
to 25- grums per ton) : and ohmidol 
(0.6125%), roxarsone (O.O05%a), and &IO 

baeitracin (4 to 26 grams per ton). ThO 
firm contended that these drug Oombma- 
tions had been evaluated and apProvod 
based OR COn~~ry SChntffiO Otiterm, 
and they are, therofore, dutside the soopa 
of 6 658.15. 
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-4!ht? -cuer agree6 with:t;his 
ccmux~~t.,.!f’be NADA*s for- t&se new 
auimiil ihlm were SPPrbYed SP- forw3ekl-pctJltryfeed6-cnthe~cf 
Eoti~lDrary&ecKYenes3~crlterf&aud 

8 558;IS to resolve the 6&e@. hues 2 
studtes are being .con’aucted~~u=uan 
cAnbig the 8utilmctsrhd couunmeut6 0; 
these comblriattons. The commissiarrer 
ecllatiw t&at thc6e drueccmbfuaKons 
may be-mm&ted when.tbey sre We- 
pared from  a drug listed In 0 558.15(g) 
a)- Therefore. he is vacatlug the ma- 

posed deletion of,#We drug ecmhfna- 
tlcusfrom  §.SW17S~~ - -7. . . 

17. The l.Xnmcnd Shamrti chemfcal 
ccmp$uy qwstioned Its cml&oxl fmnl 
the list of approved axn~~ors 5n 0 558.15 
cg)c2) l aseemug that-it is ParKciDatiW 
in xmx~~v~ studilts * -resolvg. ge 

a0 section 610.5150 (34) ~fcrmerly 
4 14429Cb) C34) 1 

u) sectkm 610.5l5(b)C43) Cfcrmer& 
0 144.26tb) (43) 1 

‘safety of -?&xmaciu methylene QLsslb . The Cou3ml&cuer concurs with t&l6 
cylate as’requh-ed by 0 558.15, and that -bommen% ~~ Ca] Pugh <n reh%te 

. - it has t3llbm ftted piTotccc~ for in Yitro to an?s ecmblnaK*xls oontaw4c tbera- 
sha in vfvo studies conducted with b&cl- Peuue levels of Chf~tmcY~e, and 
txadn metbylene dimlicyhti in accord- the drugs W lndi~ted fcr tbenW!uMc 
ame with the requiremeu~ setby 4 558.- W& xtem  CC@ *tee tc mcre&!%d rat0 

+ lM>U). Ylddltlcualiy~ Diamond &am- 
rc&a;sserted tbtit.it has Iettem  from  the 

of sain ‘uses fn Jambs WMJ g=*g Jd=P. 
, Safebtstudies for cldorte~ties 

- holders cf NADA% for btiixadn me&- sored bs AnMCaa csahamid ComppnY 
yleiie dfsti*late author&W it ti use g;rB Uadertpap Eudatus efI@W XWWe- 

. the safe& and effeettv& data in their L, ment.v fcr the Pmduet Were &kfkd b;v 
ski. -_ the N+$@aI ACaaemg-~of &kue~es- -- __ _ - 

3 

RULES AND REOUW&US 

methyl& diMf&i& in anhnal feed. 
Blthough Dbihond shamrock idled to 
makecertaintechuioeLfUt@sbytheap- 

- iiuwriate dA*‘it ha6 tg81~tane ccm- 
zillea wftb thefts of the rep 

’ tda- Diamond Shamr&s has now 
aipleted the necess& Zillnfp, and the 
CommWoner has added MBmolhd 
SbaxnMcktotbeIistof bprmorsofantl- 

. bati~-tiem lxk for ba.dtradn n&et& 
ylerie.dl66licy~te ti 0 558J5Cg) (1). 

18. IX@&X? shainrock aXso objected 
ta.its’ brnksfon’tid& P’558.15tg) (2, as a 
faibii60~ .of a chIWtracy*e-smanlll~ 
Gfd dnig @xnb@&Qm ior use in srirfne 
feed qd tb& &c$osed deletion of this 

- combination fr&m 0 510.515 bee&e it k 
e.c$li+Iz$o@ducUn& sixdies.~ mee$. tJae 
Wtf+a imposed by.0 55&1$ a@UirsfiTed 

.the3w?rw*te apPIicatiOrls. 

c.Yclfne--a actd drum ccmb&atfon 
has been added to 4 558.15(n) (2, with 

.l?iauMd .Shamroqk -s it%  s$ms&. The 
pmposed revocatfor~ of this drug corn- 

. bin@on is vacated, aud it has been 
. added to. D 51O.J$5(c) <II), + 

19. A  comment by AmerioearQana&d 
company partrcolsxised the following 

_ snisific iustauces in w&h it cotiix?nded 
. tiorthacyffue drug combiuntkms 

. - wem improper& proposed for revocation 

.l%e &ecttven~ of the we.5 covered “bg.item 6 U) through a) was estcbhslxd 
an the basrs of ccntempa~ SclcnKftc 
utfterta, aud commitments to conduct 
studh?a pursuant to 0 658.35 to redve 
6afety 36sue6 cone &?ortetin- 
cmliue have been submitted. Therefom, 
tpe CZmnmi&ouer concludes tbnt these 
drug eumbInf&fons mcrp be nmrketed 
when manufactured, from  chlcrte&u~- 

. cUue wtunkws usted in 0 558,16(g) U), - 
and he is vacati the ~roposedrevoea- 
tion of thixe.dmg cornbinntions. These 

. drn3shavebeenuStedfntbeapprc~rlat.e 
refm laKon6 on the bad6 of the Commk- 

. tdonefs dekrmkatlon. 
- 20. Hess and CXnrk. IX&ion of Rhdh. 

Ina, objected tc the ixopcseii revQcIItiori 
cfparssraph Cg> (3) and (4) of 5 558395 
UcrmerW P l36e.511 oxuvicilng for decc- 
~U.~te-zhzcbscftrachanndd~te- 
cblortetrncycltne ccmbhmtlone because 
these dr~‘combiux~tious 8113 the subject 
of mceut NADA nppmvnle. Furthermore, 

dhemau~ncturers of zluobncItfndn aud 
chlorte~cllue pWe6 have f&d 
oo-ts to conduct studies-pursu- 
aut t0 0 558.15 to resolve the sufetv issue 
concernlug these auKbloKcs. - 

The Cctiloner agree6 with thI.5 
ccmm’&t. The data in the NADA% for 
these drug cembhmtlous were evdlllated 
usbag contemporary ~LUCUCY er&rfu, dnd 
the Ccmm&sioner preylousTy ccnchxded 
that the dnta demonstrai&l the e&c- 
-timesa of theccmbhmtlons. Xn nddltien, 
asqumitments to conduct the fnvest!ga- 
Kous required tc estxablisb the safcky of 
the ziuc bxcItraclh ltnd cbiortebracr- 
@he Ingredients fn the ccmblnntlou6 
have been filed in aocordnuce with 

Qswa Thc6e thug com b- m ay be-WhenPnPOfOafm T n-zblc badMca=m~~ lbwt in If65&15~g)<W* tl!M am$ the PEOPWld-OXXCftsrwCkUgCCU!l- 
Y !!% % !iTL rel+Kasisv 
tbromy*tld~ateQ~~~ 4xM&~-fr.lullB553.l6~g)u). 
AbbottoQectadtothieomfsSon,andff 
$-&fjjd~~~~dg@== 
tirJDs from  f91212M, l2l&, lqasi 
221292,end510.515.. - . 

The C~oner ConcUeS th& Ab- 
bctt lad a prcmr commitment to con- 
duct 6tudk6 pllrm laut to § 55835 to dem- 
onstrate the ssfeW of erythm m  
tb!wyskmto as n growth pmmctant In 
cnttle. The approprfate m8terfaI wzss 
fikd by Abbott when the company real- 
izedtbatcommltments.wereneces6arrtc 
demcn6trat43thesafetycfthedru~in 
eacli~descfanbn~forwbf~thedrag 
is qought to be nuuketed T!krefcre, the 
Ccmmlsalouer has added Abbott’s erg- 
thromyeln tbiccyauate pmmfxtol558.35 
(g> (11, and he is vseatiw the prowsed 
deIeHon of tWs drug from  1510.515. 

Abbott filed suSta%le commftnients to 
ccuductstudles ta demonsfzatethe effec- 
tfYt?mss of certain l?r$thmmydn drug 
ccmblastions in eccordsllce wsth #j 558.- 
15. Besed on these ccmm&nents’ the 
CcWouer concludes thati those cry- 
thrcmydn drag ccmbiuation5 are e&f- 
ble for interim  marketing. !Fherefcr% 
he ls vacating the proposed revccat!on . 
Of the COmbiIl8ticnS Of e&hrcmvcinand 
rotiens with or wfthout ammdlic scfd- 
and the ccmbInf~ffous of ervtbromyciu, 
8mprcllum, and arsaniHc acid with or 
without etbosdate from  5912L207, 
12lZU0, t2lS3, and 121SSZ. 

22. Abbott Lsbarstorles also opposed 
thenmadcn of baci~ zoakne, and 
tirs&lk wid drug combti~ from  * 
(sl21.207<cI euQf&ms 2.4~. 3.4~ and . 
Ii121.253<c) rmbltem 1.86 andchlortetra- 
iiyclh~e, bad-, erszt&c add, and . 
fgigi5arsa#ate combfnations from  

.’ 
The C~oner has received no 

ccmtuitmeat from  Abbott or any other 
drug sponscr to conduct approprfate 
studI in support of the safe& and ef- 
feotiycness of these drw‘eaplbinations. 
Therefore, the Go-crier ciiudes 
that these regtUaKomi are prc~erly re- 
VOkt?d. 

23-P&m, Iuc., cb$xcied to the pra- 
posed deletion of penidllfn-strptoomy- 
cindEwc~tionsfrom§121~6c~, 
table 1. and the f&lure of the proposed 
crmendmeu~tolfst8llen~acterials8nd 
entib&exial~ drug cembinations for 
whkh Pfker.bas f&d pmper commit- 
W~~mtstuccnductsaf~ande-Eecti~eu~~~ 
!4tudi@, Ilfuu*, 0xyte~~~peuicfl* . - 
lin, streptoxuycln. aud penfdlbn end 
zttreptcmycin dqxg. ccmbfnatfcns in 
~558dS(gl (1) aud (21. . r 

The comIulssioner,~ concduaed that 
Hlmr has flkd the ppws txum itmeuts 
aud ls conductlug the re&sIte sh~dfes 
io demons&r&e the safety and ef?t?cK~e- : 
nc%s of these drug pmduct& Tllfsefcrea 
the Commtssiooer is vac8Kupthe pm- 
posed dfdeticn of the pe&fIIin-strepto- 
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5288 . _ 
nwcin drug combinations from ljl21.!4,66 
(CD ,&able 1, and has added the oxytetra- 
cmdine. ~eriMli4 stre~kxmyctn. and 
p&WGstreptotidn drug6 wiW?fize~ 
as their sponsor to $jS58;fS(g) (1) and 
i2), respect&e% Tha fndioations for use 
of these drugs have been amended to 
correspond to those permitted under 
prior awrovals held for the produc$s by 
Pfhw. 

The Cohmksioner has careful4 con- 
sidered the en~koxime~tal efP@ctS of this 
actton and, bec&use %he &iOA wSli+ not 
s~ea~tly affect the uualit~ of the 
human envircnment, has concluded that 

.ptt&& 
. . 1.1 zaalene...,.. 

13 Zmleae..- 

(L-U. [Reserved. 
- d. zoalcne.,. . 

. 

an-en*0ntAeAta1 impact statement is 
not required. A COPY of the FDA environ- 
mental kcpaet assessment is on file with 
the Heark Clerk, Food and Drug Ad- 
AlhlistratfoA, Rm. 4-65, 5600 mhers 
Lane, RockMe, MD 20862; 
. Therefqre, muwant to provklons of 
the l?ederal Fo@d, Drtw, and Cosmetic 
Act C%ss.512, 'i'Ol(rs), 62 Isfist. 1055, 82 
Stat. M-851 (21 lXS.C..36Ob, Wl(al 1) 
and under authorSir- delegated to the 
Ceoner (21 CPR 2320)) Parts 121, 
510, and 558 are ,amended as follows: 

1. In 0 121.&O by adding a new para-’ 
&aph <d) to read as follpws: 

Combined wlth- 

Cnrbarsoiu (not 
7J.S.P.). 

?j l@fZOO Dofinittons atld intcrprwt= 
lione applic&bIa 10 Subpart Cb 

ca; 33eguiitions *presorkg cki- 
tions under whkh tmtiblotio, nitrofuran 
and aulfonamlde drugs maJ, be safely 
used in an&~&l feed &hall not be con- 
stxued to reUeve such drugs from the 
provisions of 0 558.15 of thki chapter 
where apPHcable. 

2. IA S 122.207(c> by revMng the tablo 
to read as follows: 
Ii 121.207 zoaImrc. ~ 

I 0 . 0 . 
(0) * + * . 

For broltcr ebicken%-a,. 

4-50 J&x brollcr cbfckeii; M 
be&rnoia mothyleno 
dL&c&~, or s&to 

. 

lOo-WJ Fcr broiler chtoke~% 
a.c preoarihodin i %3X.- 

-1 2WW toblel,ltem 
. 6,s o6Iortctraoyoltno 

hydroohlotida 

. 

IndhUon9 for we 

Qrowth promotion md fcad CftteteAoY, Im 
P rovbig pigment* 

tOA. 

enwontfon and con. trotoccooetdfoats. 
hOYOAtk?A fHAbJAtCOt 

Growth promotlon 
and bed odlcteney. 

DO. 
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2or!abtQcdlruJa- 

3acJtraclQ.,*,,.. 

. - . . ..do.‘-es.. 

I.._ . . . . -...“I. 

. . . . . 

o . . 

h 

. . 

bWlUl0 till.... a.2 zoalcno..., 

. 
- -:.- . 

* .  
.  . I  

I . .  

9. .  L. 

_-. .  .  

. .., ._ . .- 
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* 
SrlP-~ 
1. 2.1, 22 ---.- 

1”-,“. 
d 0. a-1, a __.._ 

Erythrompdn-.. 

. . 

---.do .-.---I - -.I. 

4.648.5 For Icplaccment cbtoi- 
ens; 8s erYtbr3mYdn 
tbIooyen0bl. 

OLW85 6l2lSl2Cd) tsbIo,ltoms 
i l.lJ.2,2.i,2.2,4J,4& 

Orowtb mottonand 
reca &cney* 

As pmmihcd In 0 121.: 
z@(a) tablo 1, 
items B ma 11. 

. 
As prcwdbcd In , 

P 
~z!.zn(d), tablo 1, 

tom 8.1. 

arosvtb pKunotlon 
nna feed clncicnoy. 

0 121.262(d), tablo, 
ltcms hl, 1.2,2.1, 
22. al, 4,ai 

c  

l t delethg subitem a following item 4; by 
. deleting subitew a through c following 

In fi 121.208 ChlortetrmiMine 
p~agraph Cd) is amended: 

item 6; by deleting subitems a and b 
folIowing item 7; and by deleting the 

a In table 1 by deleting subitems a present; text in subStem a fouoming item 
. through e folrowfnk item 2; by deleting .11 and designating the Subitem YRe- 

subitems a and .b following item 3; by served3”. . 
: 

b. In table 2 by deleting sub&m 8 fol* 
lowhlg item 1. 

4. fn 0 121.210G9 by revising tho tablo 
to read 85 follows: 
g 121.210 Amprolfum. 

l +  + . 0 

(0) + l * 

* 

. 

. . 

. . 
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22 Amprouum, 

24 Amprouum 

.c . .  
.  

“tzu lb3- t 
2s AmPraW 

2s AmprolIwll 

210 AmProuun 
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. 

1: 210; 2.2- 

j. 21 or 2.2.~- 

I 

Chlartotmyti 

orowtb promolIon 
and feed cmclcnw. 

Qrowtb pmmotion 
and rma dnc1onw. 

6 &SkS2$$4), tot10 1. 
. . 

* . . 
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. 
3.2 Jkfmrwm 

a 3.h 3.2L.w 

4.3 Amprolrum 

1.41 *."-.a.... 

j. 4.L. u--.- 

t--m&a- . 

n. Cl,,,,... 

3 L. 

-2 

-- 5 

.- 3 

.- . 

.I a 

.* a 
-.a 

.- 7 

.I 3 

,. 1: 

,. z 

,- 

1 

d 

’ . 

a 

P 

1 :C 
-2 

8 

.-a 

. 

anlIla a$d-.. 

I 

WJlil 

Do. 

l 
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b. 7,1____.._._ 

. 

‘6.1 Anltxxdlmn 
8.1 &npmlbxln 

. 

. . . . ..d.. 

, . . 

. . . . 

. 

,- 
. 

. . . . . . ..I 

. I 

I 
, .* 
- I 
. . . 

P 

. 

I 

I I 

_. 
). * 

- . 

.  .  l 

-. ._ 
. 

I 

. 

,. 1. .. 

l 
-. 

,  .  

Do. 
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8 &.220 ;Alncllfedi 

c ’ . l 

0. m o’l2L220 NWutin, Sawwiwh 
(d) ia amended in the tatMe by d%letmg 
subltema 8 fihmtlgh f foIlowiw items 1, 

.i(,& 8rid 6. - 
- 7. By revfshx 5 121.226 to read as fol- 

‘lows: 
9 121.!225 Aztt&~otia‘ for growth pro* 

mot$on clod feed elE.chcy. 
The 8lltfbiotica ?M.ed in thfa’eection 

maybsssfelyusedfnanhnslfeedsasan 
aid in stimnlating growth and hnprovhu3 
feed eihdeuoy, in accordance with the 
folIowing prescribed conclftious: 

(~1 Proccifne ventcfllin. Procaine peril- 
dlun 85 follows: 

(1) Pmctdne penicillin is the pmsine 
SSM; of the antibiotic substance produced 
by the growth of Pencdlftllnt noWu7n or 

’ PentciUinm cfwlmmmum or the same 
antibiotio substances produced by any 
uthez me8ns. 

(2) The tmntities of the 8nt&otica 
referred b in thb para5raph refsr- to 
aotivitiea equtvalent to those of the sp- 
propriate 8ILtibiotio master stand8rds. 

(3) It is used or hltended for use: -’ . 
(0 III the feed of chickens, turkeys, 

am pheasantz3 in an amount not less 
th8n 2.4 grams nor more than 50 &rtEnts 
per ton of l?ulshed fee& 

tit) Iu the feed of quail not over 5 
tveeks of age, in an amount not less than 
5 8mu8 nor more than 20 grams per tan 
of finished feed. 

(iii) With streptomycin,in the feed of’ 
chickens andturkeys at a level of 2.4 to 
7.6 gr8m~ per ton of procaine penicillin 
with 12.0 to 37.5 grams per ton of strep- 
tumydn 8nd in the feed of chickens at a 
level of 3.75 tu 7.5 mxms per ton of pen- 
1dUh1 and 18.75 to 37.6 grams per ton 
of StrePtomMn. 

(iv) With streptomychz in the feed of 
swine at 8 level of I.5 to 7.5 grams per 

. ton of peziicihin combined with 7.6 to 
37,6 grams per ton of streptomychr in 
the finished feed. . . 

tv) Iu the feed of swine fu an 8mount 
not less than 10 grwn.9 of penicillin nor 
more than 50 grams peniciUin per ton 

, of finkhedfeed. . 
(b) Zinc Z?acftractn. Zinc bacitracin as 

follows: - 
<U Zinc baoitrsc~ fs the zinc e& d 

the antibiotic substance produced by 
growth of L3aculus StdJtms ml-. Trrrcy or 
the 88me ant&i&c substance produced 
by any other mesus, and for the purposes 
of this narairraflh refers to zinc bact 
iradn oi; f&d tiade zinc baeitracln. 

(2) The cubmti~~ of the antfbfotics 
mfeired in -in tt& para5raph refer to 
activitfeu eqtiv8lept to those of the ap- 

. pro~rfate antfb:otfc master standards. 

\ 
(3) It ts used or f&ended for use: 
(0 lh tho Zeed of chickens, turkeys, 

_ md pheassnta ln im amou& not less Wian 

4 8r8ms nor m0r.e th8.n 50 grama per ton 
offhl&hedfeed 

ui) Infeed forgrowbgiattle,fnan 
amoat pruvkiing not less than 35 mil- 

’ liwnor more than 70 mill&rams per 
animalperday. - . 

(iiD Iu the feed of quail not over 5 
weeksof age,inanamotitnot&?5eth&n 
5&wamsnormorethan2%5ramsper~n 
of finished feed. 

(iv) Iu the feedof swine, in an amount 
not Iesa th8n 10 grams nor more t&an 
50 grams per tpn of flnlshedfeed. 

02) 3adtradn m.eth&ue disulicglatti 
$grttch~ methylene disalicylate 8s foI- . 

tri Badtr8du methylene disalic&ate 
Is the methsIene dis8Ifcylate salt of the 
antibiotic substance produced by growth 
of BacUZus subtilis v8r. Tracy or the mne 
antibiotic substance produced by any 
ether mesas, and for the purpose of thts 
paragraph refers to baeitraein methylone 
arS8Ucylate or feed grade badtracin 
methyIene di&icslate. 

(2) The qnantities of the antibiotics 
Teferred to ia--this parsgrsph refer%0 
activities equivalent to those of the ap- 
propri8te antibiotic master st8ndards. 

c (3) It fs used or fntended for use: 
(D In the feed of chkIm~~ and turkeys 

ii an 8mount not le.93 than 4 5rams nor 
2; than 50 grams per Eon of linished 

(if) In the feed of swine, in.an amount 
not less than 10 grams nor more than 
SO gmmi Per ton of finished feed. 

Cd) Citbrtetrwoli~. Ohlort&ww 
cJiue 8g fo?.jows: 

(1) Cblortetruzline is the antibiotic 
substance producedby growth of Strepto- 
myces aureofudens or the ssme anti- 
biotic substance produced by any other 
means, 8nd for the purposes of this para- 
graph refers to ohlortetracycline or feed 
grade chIortetracycline. 

(2) The cwntities of the antibiotic 
-referred to in thfs.paragr8ph refer to 8e- 
tivity equiv~ent to that of the 8ppr.O” 
priate antibiotic master s&n&d. I 

(3). Itfsusedorintendedfororuse: 
ti) In the feed of ohkke~~~ 8nd tur- 

keys, in 8n amount not less than 1% - 
lirratlbs nor more’ than 50 2rams per ton. 
of flnkhed feed. 

(ii) III the feed of mink, in 8r.t amount 
not less than 20 2r8m3 nor more than 
SO grams per fan of fluished feed ax+ 
8ko 8s an aid in increedng peIt abe. 

(iiD In the feed of horses up to 1 year 
of age in the amount of 85 mill&rams 
mr head per day, where such horaea are 
not to bit slaughtered for food purposes. 

(iv) In the fetid of swine, ha an amount 
not less t&n 10 5rams jsor more than 50 
f&tma per ton of flnishedfeed. 

60 In the feed of lambs ai growing 
Bheep, in ml ‘amount not Iess th8n 20 
grams nor more than 50 grams per ton of 
finfshedfeed. 

CvU In the feed of calves, in an 
amount not less than 25 milligram3 par 
he8d per day nor more than 70 milli- 
mms per head per day In flntshed f cod, 

&IO In the-feed of crowing cattle, in 
an 8momt equal to 70 mil&mua per 
head per dsg in finiehed feed. 

tviiil In the feed of calves up to 250 
POUJX.IS in weight, in an amount providiuatf 
0.1 milligram per pound of body we&&t 
per day in milk replacers or starter feeds, 

ctg Ermbromwhz thiowanate. Eryth- 
romycin thiocyanate as follows: 

Cl) E&&non&n thiocyanato is the 
thiocyanate e& of the antibiotfa sub- 
stance produced by the growth of Strsp- 
tom~ces sr&Meus or the 3ame antibiotio 
substance produced by any other means. 

(2) The levels of antibiotics Usted are 
expressed In term3 of the weight of 
erythromyoin master standard, One 
8r8m of ersthromydn thioesmnato L 

I equiv8lent to 0.925 gram of eaythromy- 
cinmaster st.andar~L 

(3) It is used or &tended for use: 
CD In the feed of chickens, in an 

8mount not less than 4.6 2rams nor more 
than 15.5 grsms per ton of flnlshed feed. 

(ii) In the feed of turkeys not over 12 
weeks of age, in an amount not less than 
9.25 nor more than 18.6 @ama per ton of 
finished feed. 

(iii) In the feed of feedlot beef cattle 
st 37 mill&rams Per head per day. 

(f)-(V) CRessrvedl 
(WI Labeling requkevaents, (1) To w 

sure s8fe uee, the label Rnd labeling of 
the additive, any combination of ad& 
tives, and 8ny feed additive supplement, 
feed additive concentrate, or feed addi- 
tive- premix prevared there&om, shall 
bear, in addition to the other hdorma- 
tfon required by the act, the following: 

(0 The name of the additive or addl- 
tives. 

(ii) A statement of the quantity of 
each contsined iu any mfjltures. 

(iii) A statement of the concUtions for 
which the f eed is to be used. 

<iv) Adequate mixhx direetlons ’ to 
$rovide a complete feed v&h the proper 
concentration of the additive of a&Ii- 
tivfs, whether or not intermediate feed 
additive suppIements, feed udditlve con- 
oentrates, or feed additlve prembies wo 
8tsO Used. 

Wcm: ~l%l%26(w) wss amended by ati 
order pubm!ned m the FEDEM, REawzzs on 
?+farob 20, 1084 30 I;rt 8708, cttective Janu- 
ary 1, l%66, rind was atayod at 30 FR 13363, 
SeptembC 38, l%sb. 
25 121,232 f%mrvedl . 

8. By revoking 3 121.232 Bacitractn 
and reserving it for future use. . 
- 9. In 4 121.232(d1 by revising tables 1 
and 2 to re8d as follows: 
s X21.233 Zinc bncicracin. 

* l t . . 

w * * * 
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8298 R&S AiiD REGULATIONS 

aNIhydtacon0 b. @Werved] 
O.NltWbUORO 

d. NUl&IN 

. ~l21.237 Nihyiiraxonc. 
-* . . - * t’ * 

.cd3 *** . . - 
. . . . . . . . 

-. 

lcil 

.Im 

loo 

-- 

PC3IWlb...... . 
aaale.. .. . 

24-U 
4-a 

-1OU 

. g&51 ;Anlend*d~ . * -* . 
11. In ii 121.251 O~etrao~cli~~ par- 

agraph Cd) is amended in table 1 by 
deletiug subitems a f&rourzh c following 
items 3 and 6. . 
8 121.252 CAmy~dedl 

12. In 5 121.262 Baci~acia meth&w 
disaliwtate, paragraph Cd) is amende?i 
ix3 follows:- 

8. In table 1 by deleting the follow&z 
items and sub%ems: Item 1.2 and sub- 
item a; item 2.2 and subitems a through 
d; item 3.2 and subitem a; item 53; and 
subitem s: item.6.2 and subitem s; sub- 
items a through c following item 72; 
and item 4.2 and subitem a. 

b. In table 2 by d&et&% item 1.2. 
0 121.253 EAmcndedJ 

* ’ 13. In B 121.253 AtWnUfo acid, paxa- 
graph (c) is amended iix the table by 
deleting subitems 8 t&ox&h e foliowing 
item 1.8 and designating the subitems 
as TReserved3.” 
Q I2l.256 ,CAmcndcdl . 

14. In 9 i21.256 PenfcfUini paragraph 
Cd) fs amended as Yellows: 

a. In table 1 by deleting the following 
items and subitems: Item 1.1 and sub- 
item a; subitem a following item 2.1; 
item3.2andsubitemsaandb;ftem4.2 
snd subitem a: item 3.1 and subitem a; 
SIltitems 8 alroug3.i c fouotig item 8.1: 
item 10.1 and subitem a; @em8 12.1, 13.1 
and subitem q 16.1. 

b. Tn table 1 items 16.1 and 17.1 under 
the lSm%aUons column by d&et&g 
%&itracln or” following the words 
“procaine aenicilUn +:’ 

c. In tab&. 2 by deleW item 1 and 
k&n.iabing the item as CReservedl. 

‘d. fn table 2 item 3 under tie limita- 
time *.column by deleting the word 
“bacitmcin:’ foEow& “procaine peni- 
aml+.” - 

US. In 0 121362(c) we tsble is 
amended by deleting sub&ems a through 
k following items 1.18 snd 2.2 and by 
adding new subitems j and k foUowlng 
Item 1.18 and n&v subitem & following 
item 2.2 to read ss follows: 
S 123..~~..~+Fi~o - 4 - hydraxyplxcnylar- 

* * )r l . 

cc1 * * f 

FFDERAL REGISTER, VOL. p’, NO.,S-.WEDNE5DAY, FEBRUARY 25, 1976 

[HeinOnline --- 41 Federal Register No. 38 page 8298 (1976) 1 



- 
RULES AND RECULAT~ONS * 

. . 

am :pa@Q flDllkuana xw3koucn6krtRe - 

. . . . . . I . . . 

. 

- 17. section 510.515 js revised to read 
ss folrows: - 
g 516.5i5 A&ml feeds bcprlng or con- . . UliXliUgI@aninrrJ~~6Ubject~O 

~arr~16mxu of s&on 512(n) of 
. 

Auimal feeds that *&MU! or contain 
peniciuin, streptomyeiu in +couibhlntion 
with penic9.lh1, chlortetrnc~cline, feed 
grade a@ bacitra&n, and bacftracm 
metbrlene disalicylate, with or without 
added suitabIe nutritive ingredients are 

-exempt from the certificstion require- 
ments of-section 512 of the.act Protided 

* they are the tmbject of ahd In comphauce 
with regulations for their use in Subpart 
c of*Fart 321 of tbls chtlpter, Part 658 
of this chaM.er, or any one of the para- 

~graphs of this secttan: * 
(al Where iudlcated in paragraph 

(b) of this six%ion-it is manutnctured 
with or without one, but onlr one, of the 
following ingredients in a ouantlfiy, by 
weight of feed, as hereinafter indIcat&: 

(1) Amndlic Bcid: Not less than 0.005 
lxment and not more than 0.01 percent. 

0) Sodium an+late: Not less than 
‘. 0.L;rcent and not more than 0.01 

(3). 3-Nitm- 4 - hydroxyphenylarsotc 
.&id: Not less than 0.0025 percent and 
not more than 0.0075 percent except in 
chicken or turkey feed wbkh shnu con- 
tafn not 1esS than 0.0025 ~sxcent and not 
morethan0.005pewmt. 

(4-I l?araaolidone: 0.00083 percent. 
Q)- J?anuoMone 0.00083 percent, 

-with or without nitrofcrssone 0.0056 
wcent, . and/or 3-uitro-&hydroxy- 
uhen~larsonio acid not less than 0.0026 
sercont and not-more than 0.0075 per- 
cent except in chicken or turkey feed in 
which the limit of 3-?3itro&hydroy- 
Phexvlazsonic add shaU be not less than 
0.0025 percent and not more than 0.005 
Pcrcenb. 

(bl It is intended for use in any one of 
the following eond.Mons set forth in this 
paragraph: 

(l)-(6) CReservedl 

. 

<?I W It is intended for use solely as 
a treatment for Com~IIcsted. chronic 
nm-dratory dSsea3e <afr-6ac hifectiti, 
infectious sinus@, blue comb Wnsge- 
dfio infcct3ous enteritis, mud fever>, and 
hexamlttasls fn wulky, and/or bacterIaI 
6wiuo ca&criW BslabclIng contabs ade- 
quite dSre&ions and warrQn6s for such 
use; and ft contains, per Eon of feed, not 
less tbnn 100 grams of chIort&acycI,fne, 
or oxgtetrncyclsne, or a ~~~~biuation of 
such drugs, or-not&s than 90 swam6 
nor more than 180 grams of psnfcillhi 
and 6treptaw~ in a combinaff on con- 
tnfnfqlf16.7 percentpenidllfn. 

W When intended for the uses speic- 
Uied fn this parasrnnh (bl (71 til, it may 
s&o con- in the amount specified, 
one, but only one, of the ingredients pre- 
Scribed by P;urrgraph <al of thfs SeCtfOIL 
If it is intended for use solely in poul- 
try, it may contain oal percent Of psra- 
amlnobsauolc acid or the sodfum or po- 
talsd?m salt of Pm-ambaobeuzofo add, 

<b) If it Is intended for use solely In 
the treatment of the dkmses of chickens 
described Sn thfs para6raph (bl CIl Cl), 
It contahui, per t&it of feed, not less than 
100 grams and not more than 200 grams 
of chlortetmcy~e and ft contafns not - 
‘less thnn 0.4 percent and not more than 
0.8percentofdfetaFycrrl~um,thenrep- 
resentatlons mw be mnde iu its lsbel- 
hW.otheeMectthatfbexsducedamount 
of caldum nids in increasins the con- 
centrntlons of the antiblot& in the bIood 
of treated blr& the hWllng of such 
medicated feed shall include that re- 
auired by B 121.208 of this chapter. 

Cc) If ft is intended for use svkly as a 
treatment for baetetlal swine enteritfs 
ft mw contdn, per ton of feed, not kss 
tbnu 90 grams nor more th& 210 6rams 
Of pfdcfUh nnd S~PtOmgoin f13 a com- 
binaff on contafnhxg 16.7 percent peulcil- 
UJI, provided that Jts labeling beam a 
wamlm that the feed fs not to be used 
formorethan14dfbys. 

(in EResmedl I 
(ui) It is ubo intended for use in the 

treatment of coccldfosis fn chfckexLs 
causedby E, LcneUa and E.necutrix;its 
ldelhu~ benrs ad-to dIrections and 
warn&s for 6ueh use (includfng the di- 
recffoas and warnlugs reeuired by para- 
6raph (b)(7) (0 of thfs SeCtfti: ruui - 
lk contains, per ton of feed, 200 grams 

. . 
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of chlortetracy~e and 0.4 percent to 
O.56 percent of dietary calcium 

(8);(9) cReserved1- 
(10) rt ls intended for use sokiy in &he 

treatment of chronio respiratory disease 
<air-sac ‘infection), infectious siuusitis, 
and blue comb kon&ecific infectious 
eneeritis) In poultiy and/or baot&al 
swine enteritis; its labeling bears tie- 
quate dire&ions aud warnings for such 
use; and it contains, per ton of feed, 
the equivalent of either 105 grams of 
Penicillin, or not less than 105 grams and 
not more than SO0 grams of baoitracin 
(us zinc ba&traciM, or not; Iess than 105 
grams and not more than 255 grams of 
baoitraoin (as bacitraoin methyiene di- 
sulicylate~, or not leas than. 105 grams 
and not more than 550 krams of peni- 
cillin and baoitracin (as zinc baeitraoin) 
in a combination containing not less than 
50 percent nor more than 75 percent of 
bacitracin. but in no osse oontaiuing 
more than.125 gram.5 of penicillin, or not 
less than 105 grams and not more than. 
255 grama of penicillin and baoitraoin 
(as bacitractn methyiene dfsab~late) ia 
a combiuation containing not less than 
25 percent of penicillin nor less than 35 
percent of bacitracin; exbept that, if it 
is intfmded for the treatment of bacterial 
&wine enteritis, it contains, per ton of 
feed, either 100 grams-of bacitracin (as 
zinc baoitracin or bacitra&n methylene 
disalieylate), or 100 grams of a combi- 
nation of penioilhn and bacitracln (as 
zinc baoitracin or bacitraoin methylene 
disalioyiate), containing not less than 
55 percent nor more than 75 percent of 
baoitraoin. When intended for the uses 
specified in this paragraph (b) <IO), It 
may also c&ah, in the amount speci- 
fled, one, but only one, of the ingredi- 
entv prescrfbed by paragraph (a) of this. 
q&ion; ProvktetL hotaever, ‘l&at the le- 
vel of antibiotic or antibiotic combina; 
tion present is not greater than the m in- 
imum amount speoifkd therefor in this 
paragraph (b) (15). 

(III It is intended for use so& is a 
treatment for bacterial swine enteritis 
caused by Salmonella choZerae&s, iis 
labehng bears adequak directions and 
warnhum for such use. and it contains 
n%!ofuia!zone ‘111 a quaritity, by Wht of 
feed, of 0.056 percent. . 

(12) cIteserved 
(13) It is intended for use solely in 

the treatment of chronic respiratory dis- 
esse (air-sac infection) and infectious 
sinusitis in poultry: its labeling bears 
adequate directions and warnings for 
such use; and it contains not less than 
0.1 Percent para-aminobensoic acid or 
the sodium or ~otussium salt or para- 
aminobenzoic acid. 

(14) CReservedl 
(15) Xt Zs intended for use solely es an 

ald in the treatment of pouitry in .out- 
breaks of for01 typhotd, puliorum, the 
paratgghoids, infectious arthritis due to 
a fiiterabb agent, histomoniasis (black- 
head), hexamitiasis, quail disease Wker- 
ated enteritis), . paraoolon infection, 
avian iniecticus hepatitis, and coccidio- 
tits, its Iabeling bears adequate directions 
and warnings for such use: and it con- 
tains the following quantities of furazoli- 

&ES AND REWLAtIONS ’ 

done, by weight of feed, for the con&- 
tiuxls indicum 

<1) m r fowl typhoi4 PUIIO~ and 
_ the ~aratyPhDlds fa bfrdri regard&s of 
age: 0.011 percent - 

(W For the treabent of histomon.ia- 
sls marhead), psracolon infectioIl# and 
avian Infectious hepatltls of ohiokens, 
and to lessen the morbidity in outbreaks 
of infeotious aHtwit& due to a BiterabIe 
agent: 0.022 Percent. . 

(16) fReserved3 . 
(17) (0 It is intended for use solelv es 

an aid in the treatment of &or& ik 
Piratorsf dfeease”(air-sac lnff~~tion), in- 
fectious sinusitis, blue comb @onspecific 
infectious enteritis, mud fever) in poul- 
try: fts labehng bears adequate dkedtions 
and warniugs for such use: and it con- 
tains not Iess than 300 grams of ohlor- 
tetracycline or oxytetraoy&ine or a corn- 
bination of these two drugs per ton of’ 
feed When intended for such use, tt may 
also contain the equivalent of not 1~3~ 
than 100 grams of bacitracin per ton of 
feed. 

(ii) It is also intended for the treat- 
ment of the diseases of poultry specified 
in paragraph 0.0 (15) of this section: it 
contains one of the iugredients ,in the 
amount and under the c;onditious set 
forth in paragraph (b) O(Q of this 
section: and it con.Wn.s ftxrazolidone in 
the amount specified 3n paragraph (b) 
(15) of this section 

(W-$24) CReservedl 
(25) It is a medicated cattle feed con- 

taining c 
g..;~ 

cr~traoycline in the amounts 
t&F 

8 purposes indicated in 8 X%1.- 
chapter and its labeling bears 

adequate directions and warniugs for 
such use. 

(26) (II It is intended for use solely 
for accelerating weight gains in beef caG 
Me, and it contains a quantity of diet@,& 
stilbestrol adequate to provide not more 
thea 10 an.Uligrams per head per day 
when fed in accordance with the. direc- 
tiona for use that accompany the feed, 
and there has been submitted to the 
Commissioner; in fxiplicate, adequate in- 
formation of the kind required for Form 
FlLl800 and such appiication has been 
approved by the Food and Drug Admin- 
f&ration. The exemption shall expire at 
the beginning of any a& changing the 
labeling or potency of such drug.unless 
t?n approved supplement to the applica- 
tion provides for the change, or with 
change 3s made in conformance with 
other provisions of 9 514.9 of this @apter. 

(if) It Ss also intended for the preven- 
tion or treaiznent of the d&eases speoified 
in paragraph. (b) (26) of this section. It 
contains diethyIstilbestr01 in the amount 
and under the conditions ket fort& in 
paragraph #) (26) <i) of Ws section, and 
it cbnlains the sntfbiotic in the amount 
specn;d in paregraph (b) 125) of thfs 

_ (117) ‘tReserved1 
(28) It Is a medicated feed for beef 

cattle containing bacitracin methylene 
disalicyiate with or without diethyistil- 
be&o1 in the smounts and for the pur-’ 
poses specified in 9 121;252 of this chapter 
and its labeling bears adequate directions 
and warnings for such use. 

(29)~(37) C&served3 
(381 Xt is intended for use eoluly for 

tbcce@ating weight gains in sheep; its 
labehng bears adequate dir&ions and 
marnings for suchuse, tndluding a warn- 
ing that its use mu& be discontinued 7 
dam before the treated animals arc 
Rlaughtcred for human lTamUmPlon: it 
contains a quantity of diethylstilb&roI 
adequate to Rrovide not more than 2 m &  
ltgmns per head per day when fed in , 
accordance with the direotions for uao 
that accompany the feed; It contains less 
than 50 grams of antibiotics per ton of 
feed; and there has been submitted to 
the Commissioner, in triplicate, adequato 
information of the kind required for 
Form Wl8QO and 8Yoh applicatkm has 
been anproved by the Irood and Drug Ad- 
m lnfstratio~ The exemption shall expire 
at the beginning of any act chawlng tho 
IabeUng or ~otencs of such drw unless 
an approved sunpIement to the appltw 
tdon provides’ for the change or the 
ohange is made in Conformance wltb 
~~prerprovisiona of g 514.0 of thirr 

. 
(39) It is intended for use SOMY as an 

aid in the treatment of fowl typhoid, 
naratyphoid, and pullorum d&ease in 
Poultry flooks: its labeling bears adoquuto 
dire&ions and warnings for such use, in- 
dluding a warning against its use in lay- 
ing hem and a wamlng that its use must 
be discontinued 48 how btiore the 
treated animals are slau$htered for hu- 
mau consumption: and it contains 3,D- 
dMxobem%%mide in a quantity, by 
weight of feed, of not le# than 0.076 par- 
cent and not more than 0.16 percent) It 
contaius less than SO grams of antiblotks 
per ton of feed; and there hns been sub- 
m itted to the Commisstonf3r, fn trllUoat0, 
adequate information of the kind ro- 
quired for Form F&1800-Revised under 
9 514,2 of this chapter, and such appiicn- 
t&on has been approved by the Food and 
Drug Administration, The exemption 
shall expire at the beginning d any not 
changing the Iabehng or potency of such 
drub’ unless an approved su@ement to 
the application provides for the change 
or the change is made in conformanca 
with other &‘ovisions o: Q 514.8 of thie 
chapter. When intended for tho uses 
specked in this paragraph, it may also 
contaiu. in the amount swxdfkd. one hut 
cnly on& of the ingredients presoribcd by 
naragraph (a) OS this s&ion, U it con- 
tains one of the arsenic compounds pro- 
scribed in paragraph to) of this section, 
its labeiing must bear a warning that it 
must be discontinued 3 days (in lieu of 48 
hours as required in this paragraph (b) 
(39)) before the treated chickens or 
zgo~re slaughtered for human con- 

, 

(4OM51) EReservedl 
(62) 3it is a cattie feed containing slna 

bacitracin, with or without diethyistii- 
bestro1, in the amounts and for tho pur- 
noses indicated in P 121,225 or !! 121.241 
tif this chapter, aid its labelhig beara 
adequate dire&ions and warnings for 
suehuse; Provtded,holoever,Thatilsuch 
feed contains diethyistiibestroi it is ox- 
em& from  certification only under the 
condition that there has been submitted 
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R U L E S  A N D  R E G U L A T IO N S  . 

to  th e  commiss ioner .  in  ixipllclrte, o d e -  
w a te  in format fon o f th e  M a  r e p u i r e d  

th e  labezIns  o r  p o te m y  o r  such  d r u g  u 1 1 -  
fo r  J ? o n n  F D - 1 8 0 0 , a n d  such  a p p ~ c a t3 o x 1  

less a n  a P P r o w d  m p p lunt?.nt  to  th e  as  
h a s  b e e n  a m w e d  bs  th e & o c l  a n d D r u g  

W st!o n  p r o v & Ies  fo r  th e  c h a n g e  o r  th e  
A c b n 3 n i s ~ o n .  T h e  k ? ~ e m P t i O n  sba l l  ex-  

c h a n g e  is m n d e  in  c o n l o n n a a c e  with 
other  p m w f 8 f o n 8  of  p  6 1 4 s  of this chapter .  . . 

p i rea tth e b e g i m i n g o fa w a c tcIu u u & g  Cc)  r t i 8 m 4 ? n d e d for l I8easfo l Io~:  

: .- Aodac t  

. . 

““3.-W-- .  

Ml tM.a?Rcrcul t”... -.-..., 
4  toto~. .w”-..,. 

0 . 0 0 2 6  t oaow  mt...,,.,, 

. 

.  
” 

. . 

Do.  

. 

F E D E R A L  R E G I S T E R ,  Y O L  41 ,  NO.  3 8 - - I Y E O N E S D A Y ,  R B l I U A R Y  25 ,  1 9 7 6  
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8302 

14. cblortctrooycuna. . . _ 

. . 

. . - 
RUlEs AND REGULXl1ONS -. 

’ 
18. In 0 558:15 by &d&xx 8 new para- 

gra!?h (g) to r$ad as follows: 
g 558.15 Antibiotic, niaofurnn, ma ad- 

fonnmide drugs in. t&e feed of ani- 
mals. 
t *’ t * * 

C&> The submission of applikations and 
data required by pmsgrt@s (a) and (b) 
of thfs section is not required for the 

- continued manufaotuke of any lnter- 
mediate premix which is produced solely 
from-a premix that is 3n compliance with 

, . 

the requirements of this section: PTO- 
ufded, That the intermediate premix con- 
tains no drug ingredient whose use In or 
on animal feed reWres an approved ap- 
plication pursuant to se&on 6X2(m) of 
the act and/or where the premix ts ap- 
proved by reguIation in this part, 

(11 The following antibacterial drug 
premixes manufactured by the d&g- 
m&d sponsors are eligible for interim 
pnarketig based on their compliance 
with the reddremenfs of t&s section: 

n 

FEDERAL REGISTER, VOL. 41, NO. 384MEDNESDAY, FEBRUARY 25, t976 
-- . 
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RULES AND REGlJLATlQNS 8303 

I 

Do---.--.- ,,.,dom.,.,,.... 
Do------- ..wdpms....s 

Do-.--- m&o~m& 

. 

. . ..do-....., 

do t.v.- -....... 

:dvw.......,,. 

““@$22d&lts 1 nod 2) 
. 

FEDE~AL‘REGIS~ZR, VOL 41, NO. 35-WEDNESDAY, FEaRWARY 25, 1976 
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5304 
. 

. &ES AND REGULATtOti 

. 

Do.........: . . . . . 

-Do . . ..c. . . . . . . . . 

An$vknn CyanmId 
. 

.-do.......... 

.. ..do.-..- ... 

i&do.. ...... . . . 

. . ..dd.- _...... 

. . ..do .I._.... L.1 

a0 *.*. s--s-.-*. 

. . ..do _I... -*-.-.. 

.--do.--.... 

,. 

.-doe.: ._.e_.__. 

- a0 -...-..--.-_ 

. . ..do.-.... . . . . 

D.1 to 0.6mgjJb of body walght 
9, Mto .Om&lb 
of body welgbt 

OS%0 par 
mend&. 

10 to 247 &OIL.... 

M)g/tdn . ..-.. A.. 

ZSm .pcrhead 
do&. * - 

ds an aid III the trcotmcnt of 
bactarln3 dlarshw. 

b aim atd In mduoldg Jn. 
ddmeo and c0w3ty of 
bht.,Aerurofdinrodtroln 
Inoldonco and sovcrity of 
3Jvar abr4ewca (for cott10 ’ 
WCloJd~6 over 400 Ib). l’o 
bSCW3ratoOl 
fmpma 6x4 lneP-d a 
on nld in ktarwsi~~%i 
@$t$ln& in 3actatlng 

he an afd In tho 9rovoition . 
of baetcrloldiarsbrn. 

bgyd&u t$otcutgxonf& 
, 

P0P%?p%2itJon add 
tmtmtmt of the early 
SW.9 0t shiPpIng foocr 
camplax. OxythoayoUa~ 
~~~$#~&Jgg!&$ 

* w d2%mlcut andlcr4 to b 
anpg fdJowd nxrlvoJ in 
food-Jota. Far &eatment of 
ehtP laglover, thcso JovoJ.9 
ah dbofodotonsctoftbo d 
dlsewc wm9&mo uutu 
eymPtomodh9Wnf. 

TOJduessOMtOOf~ ~IJ and 
~~vo~gefIlolol~ 

as ml a#d In ulo prmIluod 
of bno~ol dlafrbca, OJW 
kIlowd es 6aours, w%; 
i%?izsLbFd 

hs an aid in tb; traatment 
at booMal dlarrheo, n!so 
known BP SCOUCB. lmnb 
d&=$vbba$ wbua 

b an aid In natt0u0n of 
losscsdua toonitcuotawnto, 
aIs known ps ovoroaling 

3efiFY M26, lat.!W, rind 
610.61b v, ’ -1 t!tis cbnptct. 

Do. 

3 wto G) of uds 

FEJJERAL R=JS~, VOL. 41, NO. 38.WEDNESDAY, FEIJRUARY .25, 1976 
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Don --  .--.-, 
. 

-  . . 

-  . 

RULES AND REGUl+TiONS 

.-ado ..a.wSLI.. 
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8306 

D0 ..--.-1-- -A . * 

D+- -----...... T  

. , 1 

I . . 
..w.do,....--. -‘do..,--... -: 

..,ab _____._- k. ah0 -.--I..-. 
?ltrof&vme.L.. ‘chtcbeno -.... 

-,do -....- -..---. Tarkeys-------- 

1 
. 

Yd Iii pmwntlon of cocclf 
aloaIs when fca c4mnu. 

Liw% aid iu controIUo~ 
la?scs au0 to sccondery 
lszxwol lnva9lon4 con- outront wall c43ccldI& 
outbreags %vheo fed cam- 
tlnuolloly thxoal4lout the 
dtuJ&yr pcrfod. 

ko. 121.237 Of tbl3 CltRptOC 

’ tZi The follow&g&z a&t of drug corn- 
~bitu%tiOIW pemitted’when prcparedhom 

porated herein by reference since they 
are* safa and efkiitm bs: contemmrary 

‘antiba&rial &up premixes Usted in &&m&r&,  or such sponsors have been 
paragraph <gI (2) of ‘this section. Drug not&d of any additional safety or ef- 
iqmbinatkms lWedE In SubPart B of this flcai~& data required an an individual 
part name theiFsponsors and are incor- bask 

FEOERAi.’ REGISTER,.:VOL; 41,. N.0; 38+-WEDNISDAY, FERRUAR;’ 25; IS6 
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RULES AND REGULATIONS 

DO.:.-,,:L 

.a.*. * 
: . . . . 

- g-  -.--r-.-.s.-- 
-..e..----c--- 

.-._ . 
l .  .  - 

. 

. ..g.--.. 

. . . . . . ..-a.. 

.A0 *....w...... 
Wrkoyc . ..I . . . . 

o.oo5y.oIptr. 

Ro.IRLm 
ttOh!O~Oltb 

stie..... 

. . 

s lo 140 &hoxl.... 
00 fOROO6ilO" 

pi+ m&En, Vol.. 41, NO.’ JO-WEDNESDAY, FEORUARY 25, 1976. 
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5305, -. 

. . Do,,,- __.__I 
DOL.... ““I.“... 

“I”--“-. 

Pfk%nce, and.Vlt 
. ~mnplkcrs or 

. 

Oomydn base.. 
mtebucYclill0”. 

.--do . . . . . . . . . . . 
ulvea”” ““.“..““. 

d&.* ““““““. 
**““““““““< 

.-do . ..wm.... 

itanD&JIL.,. 
lDtOZOfl!#OL. 

g lolf g/ton... “““̂  ““.““. 

5 ia 140 ghan.... 
0 to lm g/ton”... 

GE---- .“““““““. 

2%w-“--- .--.... 
Ito140&.fnL-. 

~tmeldIn the prevonffon 
ol bfmtctial cntc&ls and In 
tk0 cantrol of ncomycln- 
waduvo orgmdsms ts” 
mclnfcd with bluo Eomu 
(mud Iovcr 01: uonspcciiio 
enDyUs). 

hsnn aid in LIIC pmvcalon of 
Carl xmltmartdltyduota 
04, & tr~&‘cUnoatasce Ublo 
crk?mlfsms.dganddPntbb 
pto~~tl~n of baatmial 
ontarillssndiatbo control 
of ncomydn~tlvo ar- 

msoclolCd With 

Ls 011 aifd in Lo prov@nllon 
of bnctwlnl entwitia and 
in tuo control of ncomydlr 
a?nsluro a nisas mscd- 
ntcdwltb IiT uo comb (mud 
lover or nonspcciflo cnlcr- 
itI@; 

:ontro1 or infcdlous syno- 
VW.% Ear ulc trwtmont of 
bacterIiU ant&thnd blno 
camb (mud fovcr or uon- 
sPeculc cntcruls1. 

ls~~dfnthomalobnaneo 
of Walt% &‘&Ins tmd iced 
comtmpUon in the 
am Of atm ilie rhlnt~Z 
an afd lo t!o ircatmont of 
bact-?del cntuius. 

Do. 
tsrm nfd in tho ~rownUon 

b8O&Jllll 
@!?-I, 

OlltCIlU3 

LS 8%fdin lhotrcntmont of 
a~~~ixl entwIt& (xours). 

. 
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. . 
RULES’AND REGULATIONS 

RlrLl 
.d.. o............ 

. . . . . ..I. 
.-do..w...,., 
:IlIckcls-...., 

.A0 -.....s. 

-.-do-..., 

.-do-.. . ...* *. 
I 
.--do es__.. em__ 

d . . O.......*.... 

.-do.. ..I.. -.I-. 

-do-.-., 

I-do-....a.,.. 

80 .- --.v 

. ..do-......., 
-dlo-....* .-., 

.--do ..w........- 

DO: 

Do; 

Do. . 

Da 

Do2 

Doa 

“. FfDfRAt RfGlSTfR, VOL. 41, NO. 38-WEDNESDAY, FfWtUARY 25, ‘I976 
L 
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8310 ‘. 
. -. 

Amprolhmt .-.---- .---do -__----.--. 

k” I m!c.l2l.2100ftbt$cbnptEr. 

Ilo-..-.... ---.I &mi&mctd-..--~-.-do.... -.--. ---.I 0.8 

--“” 

tOlJJ.6&olL-. v.m25too.Q25 
Do----.----------- lXbopab&...---- -----do-----------. 0’~““” 
Do -~~~..~c~.~--I~ AmplulI~ ------ --.~~do~,* edeea.-- dolz&E&---- 

Do. 

a?.m2laoftblsollaptcr. 

2 

3: 

$2 . 

isI 
. - 

.l-- 

uo...,, e-w_. a._--- 
.---.- -AL -.“Y-.---L 0.ol2.5pcrcent,,, 

Do ---*-----.---- - 
maopmam.-w-m.. ---do,..-.- ..---- 
Badtradll 

O&M 
mdbYlcn0 

., w-do -___._a. --a- Sio&$%k...: 

Do .-.-. I.- .-.---- &/t/t&$- .----do -..-..-..---- O.CCi76perccnt __.. Do. 

C~I$-C~” 8olvents &kcItmde... -.-..dd 1...--.- 1.. 4 to 30 &on-... ~r~cnuon of cocddIods. 
. ~~wtbpmmAIonandfccd 

Do -.----*-. L ---* Anlpmuum, --._-. ---*-do* *..-.--.._._ 0.0125to0.0!25 
g$$w-p” 121.233 Of 

Do. - 
90 . .._._.__. _-_-me Etbo 

cent. 
Do ..--------- I- ---- 

‘bate--r --.- - ---. do- ._-.--- I--- 
Zfnc i%tmc!n.-.. -----do .-----...--.. 

0.86 
4 to t&$,%?,: * Proi%o~ of ~~dlo& 

Gmvth pttunouon and 
feed affi&noy. Improvlnfi 

’ Do-: .--...c.-----. AmproUum-. -..-. 
~~~ptcr. 

totloo. 8&@?1+2a3 
---do--- ..---.. :..- 0.0125 to 0.02s Do- 

%I 

Bwfne .-.--“-.e-w”C 10 to 5og/ton...... c Incmased rata of wolgbt gala 
and fmprovod feed om- 
donw. 

Do ---.---------.-- ksantUondd --... -.-.. do . .._.---. :--- 
Mcrclr Shnrp & Am~mUum . . . . . . . . . . . . d&L _.....- 

“Wto~p DO. 

$#I$0 Ileauch 
O&$&O25 %s P$Qlmd l21302 of 

. 
Do _ .---~~I-.~~~~~~* Etbo@bate-, .---. -----do. ..-..-..--.. $~YM pment .--.- Do. 

Zlto 50 sl”n-.-I Do. 
~~ydrqxy- 1.---.do- ..-. ----..I O.~toM1&5 

uo.,. ..-.--” .-.. Jm&” pall- I...**dO- .T*s.mmwe- 1 

- Do-.; ..-------.-.. Wit 

PPar, 1110 ---------..- 
.Do ------.-----.--. 
g” ~~.-~.~-~~ -.*.-*.* *...A. 2 -.-. 

DowD~henitcat -.-..---..--.-.- Co..... Bac&&ii%~~ .-.--do., 
Yl!mO dIsulIw- 

.--.....-. 

Do. 

FEDERAL REGISTRR, VOL 41, NO. 38-WEIiNESOAY, FEBRUARY 25, 1976 
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. IkItES AN0 R&JlA~ONS 

. 

Do _______ 1-1 
Do---.. - 

Do-.., es_. ,., 

. 

,,.do-...-. 

..,dom-. . . . . . 

,.-do.-...e... 

3niok,....~-. 

. - 

-p.* .  . . I .  

_I. . ._..  

. . . . do,-,.., 

do .*s .  -..- 

.  

"..dO.".... . . . . 

rawm!L.~.... 

.-doe...-- 

..e.do.-.- . .._ - 

2k---- w-v... 

.,,do,..--. 

Mne --.....-. 

DO. 

s 

DO. 

ik 
Do. 

no. . 
DO. 

Do. 

DO. 

Do. 

FSDERAL-REGISTER, VOL. 41, NO. 3dWEDNESDAY,. FEBRUARY 25. 1976 
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8312 RVLES AP(D REGUWl6tiS 
. . 

. 

: . . . . 

Fbnuolldone...... 
. 

?&ty.&md 
. . 

8 558.iP tRweked3 g 558.625 &nendedl -- - 
. 19. By revoking 0 558.1$ Combination ax. m 5 668.325 Tglostn by revokiw 

antW&ic drfws in antma feeds rto Zmwer paragraph (f) (1) (iii) (b) and reserving (c 

,I.. do..-.--.. 
,a.. do..;........ 

1 to MO g/ton.... 
2.0@5?3 0.01 pcf- 

scpslo Of tw 
. 

samtlonedl and resorvh~g it. 
g&8.35 EAmendedl - * 

20. a. 4 558.36 &&&&J by revokfuB (SACS. 61&701(a), 62 Stk. X066,82 Stat. 843-- 

paragraph (gY (5), ($1, (71, and (8). ’ 36X @ ’ omx “cbti s71(a))) 
8 558.505 CAiendedl Dated: February 2,1976. 

21. In 8 658.305 Reserpine by ri3v6k- 
SAla D. F&NE, 

Associate CwmmWoner * 
tig paragraph W (21, (3)) md (4) and for tmn~liance- 
reserving them. , -* ~Nc.7~6921 Fll.eal2-24-7~s:46 am] 

. 
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