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standard of comparison in determining
the potency of the streptomycin work-
ing standard.

(&) bgaeaﬂo&ﬂm@mosﬁﬁ:. The term
:&5%&83385%89 master stand-
ard” means a specific lot of crystalline
&5%&3%8305%05 that is designat-
ed by the Commissioner as the stand-
ard of comparison in determining the
potency of the &Swagmﬁmcaoazog
working standard.

4 Chlortetracycline. The term
«chlortetracyclin master standard”
means a specific lot of crystalline
chlortetracycline hydrochloride that is
designated by the Commissioner as
the standard of comparison in deter-
mining the potency of the chlortetra-
cycline working standard.

(5) Demeclocycline. The term ‘‘deme-
clocycline master standard” means a
specific lot of crystalline demeclocy-
cline hydrochloride that is designated
by the Commissioner as the standard
of comparison in determining the po-
tency of the demeclocycline working
standard.

(6) Tetracycline. The term ‘‘tetracy-
cline master standard’” means a specif-
ic lot of crystalline tetracycline hydro-
chloride that is designated by the
Commissioner as the standard of com-
parison in determining the potency of
the tetracycline working standard.

(D Rolitetracycline. The term “roli-
tetracycline master standard’” means a
specific lot of crystalline rolitetracy-
cline that is designated by the Com-
missioner as the standard of compari-
son in determining the potency of the
rolitetracycline working standard.

(8) Chloramphenicol. The term
«chloramphenicol master standard”
means a specific lot of crystalline
ehloramphenicol that is designated by
the Commissioner as the standard of
comparison in determining the poten-
cy of the chioramphenicol working
standard.

(9) Bacitracin The term “bacitracin
master standard” means a specific lot
of bacitracin that is designated by the
Commissioner as the standard of com-
parison in determining the potency of
the bacitracin working standard,

(10) Amphomycin. The term ‘‘am-
phomycin master standard” means a
specific lot of amphomycin designated
by the Ooﬁ:ﬁmﬁma as the standard

of comparison in determining the po-
tency of the amphomycin working
standard.

(11) Amphotericin. The term ‘‘am-
photericin A master standard” means
a specific lot of amphotericin A desig-
nated by the Commissioner as the
standard of comparison in determining
the potency of the amphotericin A
working standard. The term ‘“‘ampho-
tericin B master standard” means a
specific lot of amphotericin B desig-
nated by the Commissioner as the
standard of comparison in determining
the potency of the amphotericin B
working standard.

(12) Colistin. The term “colistin
master standard” means a specific lot
of colistin designated by the Commis-
sioner as the standard of comparison
in determining the potency of the co-
listin working standard.

(13) Colistimethale. The term ‘‘colis-
timethate master standard” means a
specific lot of colistimethate designat-
ed by the Commissioner as the stand-
ard of comparison in determining the
potency of the colistimethate working
standard.

(14) Cycloserine. The term “cycloser-
ine master standard” means a specific
1ot of cycloserine designated by the
Commissioner as the standard of com-
parison in determining the potency of
the cycloserine working standard.

(15) Erythromycin. The term ‘‘eryth-
romycin master standard” means a
specific lot of erythromycin designat-
ed by the Comumissioner as the stand-

ard of comparison in determining the
potency of the erythromycin working
standard.

(16) Gramicidin. The term ‘‘grami-
cidin master standard” means a specif-

ic lot of gramicidin designated by the
~omimissioner as the standard of com-

COmIniSSITIITL &o 225 =Y
parison in determining the potency of
the gramicidin working standard.

(17) Griseofulvin. The term ‘‘griseo-
fulvin master standard’” means a spe-
cific lot of griseofulvin designated by
the Commissioner as the standard of
comparison in determining the poten-
cy of the griseofulvin working stand-
ard.

(18) Kanamycin. The term ‘‘kana-
mycin master standard’ means a spe-
cific lot of kanamycin designated by
the Commissioner as the standard of

228

comparison in determining the poten-
@aoH. the kanamycin working stand-
ard.

(19) Neomycin. The term ‘‘neomycin
master standard’”’ means a specific lot
om. neomycin designated by the Com-
missioner as the standard of compari-
son in determining the potency of the
neomycin working standard.

(20) Novobiocin. The term “novobio-
cin master standard” means a specific
lot of novobiocin designated by the
Commissioner as the standard of com-
parison in determining the potency of
the novobiocin working standard.

(21) Nystatin. The term ‘nystatin
master standard” means a specific lot
nystatin designated by the Commis-
..&o:ma as the standard of comparison
in determining the potency of the nys-
tatin working standard.

(22) Oleandomycin. The term
“oleandomycin master standard”
means a specific lot of oleandomycin
designated by the Commissioner as
as.m _mgsnma of comparison in deter-
mining the potency of the oleandomy-
cin working standard.

(23) Ozxytetracycline. The term ““oXxy-
Sﬁmn%o:s@ master standard’”’ means a
specific lot of oxytetracycline desig-
nated by the Commissioner as the
standard of comparison in determining
the vo«gaw of the oxytetracycline
working standard.

(24) Paromomycin. The term ‘‘paro-
BoB&QB master standard” means a
specific lot of paromomycin designat-
ed by the Commissioner as the stand-
w%m& ooﬁwﬂzmoz in determining the

ncy o € paromo i
oagne ) p mycin working

Sm.v Polymyxin B. The term ‘poly-
myxin B master standard”’ means a
specific lot of polymyxin B designated

by the Commissioner as the standard

vil® CLOQINIINISSIVLCT &8 WLl

MM oongﬂm%s in determining the po-
ncy o e polym
tency of polymyxin B working

(26) [Reserved]

G.C Vancomycin. The term ‘‘vanco-
mycin master standard” means a spe-
cific lot of vancomycin designated by
the Commissioner as the standard of
comparison in determining the poten-
Mwaon the vancomycin working stand-

(28) [Reserved]
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(29) Troleandomycin. The term "'tro-
leandomycin master standard” means
a specific lot of troleandomycin desig-
nated by the Commissioner as the
standard of comparison in determiing
the .uonmaow of the troleandomycin
working standard.

(30) Gentamicin. The term ‘‘genta-
micin master standard” means a spe-
cific lot of gentamicin designated by
the OOﬂﬁEmmSSmn as the standard of
comparison in determining the poten-
owaom the gentamicin working stand-
ard.

(31) Dactinomycin. The term ‘‘dac-
Sbou.swom: master standard” means a
specific lot of dactinomycin designated
by the Commissioner as the standard
of comparison in determining the po-
tency of the dactinomycin working
standard.

.Awuv Candicidin. The term ‘“‘candici-
din master standard” means a specific
lot of candicidin that is designated by
the Commissioner as the standard of
comparison in determining the poten-
¢y of the candicidin working standard.

(33) Cephalothin. The term ‘‘cepha-
Hoﬁ.Eb master standard”’ means a spe-
cific lot of cephalothin designated by
the Commissioner as the standard of
comparison in determining the poten-
Mwaﬁ the cephalothin working stand-

(34) Lincomycin., The term “linco-
mycin master standard” means a spe-
cific lot of lincomycin designated by
the Commissioner as the standard of
comparison in determining the poten-
M%aom the lincomycin working stand-

rd.

(35) Methacycline, The term “metha-
cycline master standard” means a spe-
cific lot of methacycline designated by
the Commissioner as the standard of
comparison in determining the poten-

vy Af +la + i
¢y of the methacycline werking stand-

ard.

(36) Doxycycline. The term ‘““doxycy-
cline master standard’ means a specif-
ic lot of a-6-deoxyoxytetracycline des-
ignated by the Commissioner as the
standard of comparison in determining
the potency of the doxycycline work-
ing standard.

(37) Cephaloridine. The term ‘ce-
phaloridine master standard” means a
specific lot of cephaloridine that is
designated by the Commissioner as




standard of comparison in deter-
Nﬁ_sw the uoam:%w %n the cephalori-
king standard.

aﬁmm%mﬂdnw;ecﬂ.? The term ‘“plicamy-
cin master standard” means a muo&wo
lot of plicamycin designated by the
Commissioner as ﬂ:w standard of oogm
parison in %8322.5@ the potency o
the plicamycin working mﬁwsamwa. nd

(39) Clindamycin. The term “clinda-
mycin master standard” means a mﬂm.
cific lot of clindamycin designated m
the Commissioner as .ﬂﬂm standard o
comparison in determining «.Um poten-
cy of the clindamycin working stand-
ard. .

Cephaloglycin. The wwug ce-

umwwwwqows master standard’”’ means %.
specific lot of oaus.ﬁom@og Qomﬁbpu.
ed by the Commissioner as evm mgbu -
ard of comparison in amﬁmﬁEsEm the
potency of the cephaloglycin working

andard. .
maSC Carbenicillin. The mmﬁs car-
benicillin master standard” means a
specific lot of carbenicillin designated
by the Commissioner as Em standard
of comparison in determining the po-
tency of the carbenicillin working

andard. .
m«Swv Cephalexin. The term ‘cepha-
lexin master standard” means a specif-
ic lot of cephalexin that is designated
by the Commissioner as the standard
of comparison in determining the po-
tency of the cephalexin working

m«gamﬁnm. 4
43) [Reserve .
Mﬁv Capreomycin. The _mmﬁs ca-
preomycin master standard means a
specific lot of capreomycin designated
by the Commissioner as the standard
of comparison in determining the po-
tency of the capreomycin working

ard.
mew%%v Rifampin. The term :Eﬁwgm:m
master standard” means a specific 1ot
Mm rifampin designated by the Com-
missioner as the standard of compari-
son in determining the potency of the
rifampin working standard.

(46) Minocycline. The term ‘“minocy-
cline master standard’” means a specif-
ic lot of minocycline designated by the
Commissioner as the standard of com-
parison in determining the potency of
the minocycline working standard.

(4T) Spectinomycin., The z.wﬁs ‘‘spec-
tinomycin master standard” means a
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ific 1ot of spectinomycin designat-
wwmmw the Commissioner as Sﬁ stand-
ard of comparison in %82.:55@ the
potency of the spectinomycin working

rd. )

maw.m%w Clindamycin ua.?::a.& .»E&wo.
chloride. The term “clindamycin pal-
mitate hydrochloride master stand-
ard” means a specific lot of o:samgz.
cin palmitate hydrochloride designat-
ed by the Commissioner as ﬁvm. stand-
ard of comparison in %8.2555@ the
potency of the clindamycin palmitate
hydrochloride working standard.

(49) Carbenicillin indanyl. The term
“carbenlicillin indanyl master mnms.a.
ard” means a specific lot of carbenicil-
lin indanyl designated by the Commis-
sioner as the standard of comparison
in determining the potency of the car-
benicillin indanyl working mnwsﬁwma.

(50) Cephapirin. The term cepha-
pirin master standard” means a specif-
ic lot of cephapirin that is designated
by the Commissioner as Em standard
of comparison in amnmﬁBES.m the po-
tency of the cephapirin working stand-
mmam‘t Cefazolin. The term :om‘mmnuo::
master standard” means a specific lot
of cefazolin that is designated by the
Commissioner as the standard of com-
parison in determining the potency of
the cefazolin working standard. .

(52) Mitomycin. The term “mitomy-
cin master standard’”’ means a specific
lot of crystalline mitomycin that is
designated by the Oogunmm.ﬁo:ma as
the standard of comparison in deter-
mining the potency of the mitomycin

rking standard.
immwv MBQH&&E? The term ‘“amoxi-
cillin master standard”’ means a specif-
ic lot of amoxicillin that is designated
by the Commissioner as .gm standard
of comparison in determining the po-

moxicillin working

tency of amox

LEIICY
standard.
(54) [Reserved] .
(65) Cephradine. The term omusﬁm.
dine master standard’” means a specif-
ic lot of cephradine that is designated
by the Commissioner as Em standard
of comparison in amﬂmwzz.ésm the po-
tency of the cephradine working

ndard.
mewwmv Dozorubicin. The term .doxow,.c.
bicin master standard” means a mgo_.m.
ic lot of crystalline doxorubicin that is

the

designated by the Commissioner as

the standard of comparison in deter-

mining the potency of the doxorubicin
working standard,

(87) Bleomycin. The term “bleomy-
cin master standard”’ means a specific
lot of bleomycin designated by the
Commissioner as the standard of com-
parison in determining the potency of
the bleomycin working standard.

(58) Tobramycin. The term “tobra-
mycin master standard” means a spe-
cific lot of tobramycin designated by
the Commissioner as the standard of
comparison in determining the poten-
¢y of the tobramycin working stand-
ard.

(69) Amikacin, The term “amikacin
master standard” means a specific lot
of amikacin designated by the Com-
missioner as the standard of compari-
son in determining the potency of the
amikacin working standard.

(60) Vidarabine. The term “vidara-
bine master standard’” means a specif-
Ic lot of vidarabine that is designated
by the Commissioner as the standard
of comparison in determining the po-
ﬁmwo% of the vidarabine working stand-
ard.

(61) Ticarcillin, The term “ticarcil-
lin master standard” means a specific
lot of ticarcillin designated by the
Commissioner as the standard of com-
parison in determining the potency of
the ticarcillin working standard.

(62) Ceradroxil, The term ‘cefa-
droxil master standard” means a spe-
cific lot of cefadroxil that is designat-
ed by the Commissioner as the stand-
ard of comparison in determining the
potency of the cefadroxil working
standard.

(63) Natamycin. The term “natamy-
cin master standarg” means a specific
lot of natamycin designated by the
Commiissioner as the standard of com-
parison in determining the potency of
the natamycin working standard.

(64) Cefoxitin. The term ‘‘cefoxitin
master standard” means a specific lot
of cefoxitin that is designated by the
Commissioner as the standard of com-
parison in determining the potency of
the cefoxitin working standard,

(65) Cefamandole, The term “cefa.
mandole master standard” means a
specific lot of cefamandole that, is des-
ignated by the Commissioner as the
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standard of comparison in determining

the potency of the cefamandole work-

ing standard,

(66) Cefaclor. The term ‘“cefaclor
master standard” means g specific lot
of cefaclor that is designated by the
Commissioner as the standard of com-
parison in determining the potency of
the cefaclor working standard,

(67) Cyclacillin. The term “cyclacil-
lin master standard” means a specific
lot of cyelacillin that is designated by
the Commissioner as the standard of
comparison in determining the poten-
¢y of the cyclacillin working standard,

(68) Daunorubicin. The term “daun-
orubicin master standard” means a
specific lot of daunorubicin that is des-
Ignated by the Commissioner as the
standard of comparison In determining
the potency of the daunorubicin work-
ing standard.

(69) Sisomicin, The term “sisomicin
master standard” means a specific lot
of sisomicin that is designated by the
Commissioner as the standard of com-
parison in determining the potency of
the sisomicin working standard,

(70) Meclocycline, The term “meclo-
cycline master standard” means a spe-
cific lot of meclocycline that is desig-
nated by the Commissioner as the
standard of comparison in determining
the potency of the meclocycline work-
ing standard.

(71) Cefotazxime, The term ‘‘cefotax-
ime master standarg” means g specific
lot of cefotaxime that is designated by
the Commissioner ag the standard of
comparison in determining the poten-
owaom the cefotaxime working stand-
ard,

(72) Mezlocillin, The term “megzlocil-
lin master standard” means a specific
lot of mezlocillin that Is designated by
the Commissicner as the standard of
comparison in determining the poten-
¢y of the mezlocillin working standard.

(13) Mozalactam. The term “moxa-
lactam master standard” means a spe-
cific lot of moxalactam that s desig-
nated by the Commissioner as the
standard of comparison in determining
the potency of the moxalactam work-
Ing standard,

(74) Piperacillin, The term “pipera-
cillin master standard” means g specif-
ic lot of piperacillin that is designated
by the Comimissioner as the standard
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; “minocy-
, inocycline. The term e
tion (46) Mino dard” means a Sp
3 eneous prepara 3 working stan ation
o _o% mww%ogom “dac- mmﬂ%_oﬂ of a homogeneous prepar
o &0 Dactinomycin. The Fmeans a  of minoCyClne. i The term “spec

o myein working standard” mea ra-  (47) Spectinomycin. o means &
Szoﬂm%oSn of a homogeneous prepa tinomycin working mgss@ocm prepara-
thon _Hoamoa;ogwab. “candici- specific lot of a homoge
Swwﬂmﬁw Candicidin. The nmwﬂum wowumom. tion of mUmonoBowwan&Sﬁ. tate hydro-

. standard” m 8) Clindamycin pa in pal-
nﬁo,m\wmwhs%o_wpommbmocm preparation of o&mw ride. The ﬁm_ﬁdd oﬁ%ﬂﬁ«memdmﬂ 4.
ic : : hloride

P “ . e hydroc o e-
owmhw%ﬁw.wﬁouiz. The ﬁmnasmommww- wﬂ%mﬁgmwbm a mnmebm wasmw MJ. M%:waf

- »» a. r.. OMOS of ¢

: king standard” me ; ous preparation
EMM_WONC WM a homogeneous preparation w%gﬁm hydrochloride. I. The term
pry halothin. “linco- (49) Carbenicillin @:aaxeﬁdm stand-
ommmw Lincomycin. aﬂ%. %mmﬂm a spe-  “carbenicillin Em@mu%&moom a homoge-

: i standar N 1 ans a specl o .
Fific ot of a homogeneous preparation heous preparation of carbenicillin in
ci '

CiI. “ ha- nyl. . T ha-

o ey w&wgﬁ%:sm e e e danyl Cephapirin. The term -cepha-

king sta . (o ing stan h
onwmm M%noH MoBommsoo:m prepara wwmﬁﬂ%owwm ﬂ omogeneous preparation

s )

jon of Bmesnwo%.oﬁsm. “doXycy¥-  of cephapirin. . . zolin
smvmmv Dozxycycline. Hs%.ﬁwmww% a qu? (51) Cefazolin. The ﬁomzw mvmwmﬂmo ot
cline working standar reparation  yorking standard” mean tion of cefa-
cific lot of SoBommswwmw% of a homogeneous preparatio

racy . . :
of n-m-amoxwowﬁmw:@ The term ''Ce-  golin, in. The term “‘mitomy-
ek M.Hm ﬁbﬁ”cwmm_sm standard” means  (go) gﬂnoﬂ:moﬁwﬁa: means a specific
idine ° ra- : g stan

Mww%mmc lot of homogeneous prepa Mu%m MM HM _wwgomgmo:m preparation of

ion of cephaloridine. “plicamy- in. . i

Sw%@ m:.aasem\ Em?ﬂﬁmhmwwwm wUWWMu%o BMwwﬁﬂoﬁoﬁnz::. Q.H,S% ﬂﬂwﬂmsmwms me.

i ing stan . standar

Ho%m Mwn.wn swnwommzmocm preparation of oﬁ%oﬂ %mo%w.w.uw omogeneous preparation

ci

plicamycin. ; e term “clinda-  Cp o O% i

(39) Clindamycin. .wa: means a spe- (54) [Reserved] " hra-
in working standar tion dine. The term “cep
ﬂmﬂm %On of a homogeneous preparatio (55) Qmm.nﬂa mﬁinma: means a Spe-

c ; orking

of o:sam..gunumwn@&: The term ‘ce- Mmmm HMo of a homogeneous preparation

epna . I S .
%%m%oi working standard means oy omczamnzum.o. in. The term “doxoru-

MmﬂmoEo lot of homogeneous prepa (26) Goarwmm Mmms.ama: means & mwm.

. cin, bicin work eparation

o O antaisiin. The term AT cific lot of a homogeneous prep

: ” s bicin. “ .
ing standard” mean of doxoru . bleomy
cmEmEJo,noww homogeneous prepara- (87) Bleomycin. The term a specific
spec :wosn}.ii_:P cin working standara  m reparation of
%42y Cephalexin. The term L CePD® 1ot of a homogeneous P
ing standard” means a spe- n0 o . “tobra-
ol ,,moww a homogeneous preparation (58) Topramycin. The, e spe-
www%wﬂm_ox_,:. mycin io“mwﬁmowmwmmwwocm preparation
Reserved] “cg- cificlot of a
MMMW HQQQ.SSQS:. The term o of tobramycin. term “amikacin
yein working standard” mean . (59) Amikacin. The s a specific lot
U«o%ﬁﬁo lot of a homogeneous prepara working standard EmmwamSob of ami-
Mwoms of capreomycin, “rifampin of a homogeneous prep
(45) Rifampin. The term “r ficlot  kacin. . term “vidara-
king standard” means a spec m ri- (60) Vidarabine. The eans & spe-
Mmo nm homogeneous preparation o bine working standard” m

fampin.
' 234
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cific lot of a homogeneous preparation (75) Azlocillin, The term ‘“‘azlocillin
of vidarabine. working standard’ means a specific lot,
(61) Ticarcillin. The term “ticarcil- of a homogeneous preparation of azlo.-
lin working standard” means a specific cillin.
lot of a homogeneous preparation of (16) Cefoperazone, The term “cefo-
ticarcillin. perazone working standard” means a
(62) Cefadrozil. The term “cefa- specific lot of a homogeneous prepara.
droxil working standard” means a spe-  tion of cefoperazone,
cific lot of a homogeneous preparation (17) Netilmicin, The term “netimicin
of cefadroxil, working standard” means a specific lot,
(63) Natamycin, The term “natamy- of g homogeneous preparation of ne-
cin working standard” means a specific  tilmicin.
lot of a homogeneous preparation of (78) Cefurozime, The term “cefurox-
natamyecin. i

me working standard’” means a specif-
(64) Ceforitin. The term “cefoxitin

ic lot of a homogeneous preparation of
working standard’ means a specific lot cefuroxime,

of a homogeneous preparation of ce- (79) Ceftizozime, The term “cefti-

foxitin, zoxime working standard’’ means g
(65) Cefamandole, The term “cefa. specific lot of 3 homogeneous prepara-

mandole working standard” means a tion of ceftizoxime

specific lot of g homogeneous prepara-

tion of cefamandole. epitetracycline working  standarq’
(66) Ceraclor, The term “cefaclor means g specific lot of g homogeneous

working standard” means a specific lot preparation of A-muzmﬁmowo:s@

of a homogeneous preparation of cefa. (81)  Chloramphenicor palmitate,

clor. The term :oEog.SUEwEog palmitate
(87) Cyclacillin, The term “eyclacil- working standard” means a specific lot

lin working standard” means a specific of 2 homogeneous breparation of

lot of a homogeneous bPreparation of chloramphenico] cmE:SS.

cyclacillin, (82) Cyclosporine, The term “cyclo-
(68) Daunorubicin, The term “daun-

sporine working standard” means a
orubicin working standard” means a  specific lot of a homogeneous prepara-
specific lot of g homogeneous brepara- tion of cyclosporine.
tion of daunorubicin, (83) Ceforanide. The term “ceforan-

(69) Sisomicin, The term “sisomicin  jde working standard” means a specific
working standard” means a specific 1ot lot of a homogeneous preparation of
of a homogeneous breparation of siso- ceforanide,
micin.

(84) Cefonicid, The term “cefonicid
(70) Meclocycline, The term “meclo- working standard’ means a specific lot
¢ycline working standard” means & of a homogeneouys preparation of ce-
specific lot of g homogeneous prepara-  fonicid,

tion of meclocycline, (85) Clavulanic qeid, The term ‘“cla-

(1) Cefotaxime, The term "cefotax- vulanic acid working standarg’’ means
ime working standard" means a specif- g gpecific lot of & homogeneous prepa-
lclot of & homogeneous breparation of ration of clavulanic acid or g salt
cefotaxime,

2 Mezlocillin, The term “mezloci]- (86) Amdinocillin, The term “amdin-
lin working standard” means a specific  o¢j)lin working standard” means a spe-
lot of a homogeneous bréparation of ¢jfic lot of a homogeneous preparation
mezlocillin, of amdinocillin,

(13) Mozalactam, The term “moxa- (87) Ceftriazone, The term “ceftriax.-
EQEB Working standarg” means a gne working standard’ means a specif-
specific lot of g homogeneous prepara- e ot of a homogeneous breparation of
tion of moxalactam. ceftriaxone.

1) Piveracillin, The term “pipera. (Secs. 507, 701 () and (), 52 Stat, 1055.
clllin working standarq” MEANS B SDe- 1056 50 St 463 a5 amendeq (21 U.8.C. 357,
cific lot of g homogeneous breparation 371 (1) ang (8)); secs. 507, 512(n), 701 () and
of piperacillin, (8), 52 Stat. 1055-1056 as wSm:n‘ Stat.
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§ 430.6
Stat. 350-351 (21 u.s.C (3) Nystatin. The term “unit” ap-
when dried for 3 hours at 60° C. and a

plied to nystatin me
woS,\FV:uogsOﬁ contained in 0.2817 pressure of 5 millimeters or less

(15) Cwycloserine, The term “micrc

463 as amended, 82
gram’ applied to cycloserine mean

357, 360b(n), 371 (f) and (8))

(39 FR 18925, May 30, 1974. as amended 8t
59 FR 34031, Sept. 23, 1974 o FR 44012, microgram of the nystatin master (1) Chloramphenicol. The t N
Dec, 20, 1974; 40 FR 26270, JUne 23, 1975, 40 standard when dried for 2 hours at 40° crogram” applied to mES.MSmMNu .::m the cycloserine activity (pot
5 millimeters © means enico i h poten
¢ 5 millimeters or the chloramphenicol activity tained in 10 microgram of ency) o
er standard when dri
ried fo

PR 52008, Nov. 1, 1975; 40 FR Siw96: Dec. ¢, and a pressure o

12, 1975; 41 FR 14183, ApT. 2, 1976; 41 FR less o the Chlorampheni
ned in 1.0 microgram 3 hours at 60° C d
. and a pressure of !

OH ﬂw‘um O: ora e zu:— :—mh‘ er sta :a-
erers or less.

40482, Nov. 9, 1976, 42 FR 14092, Mar. 15. . S
1977; 42 FR 44223, Sept. 2 1977, 42 FR ?C. Polymyxin m.. The term unit ard
50854, Nov. 22, 1977; 43 FR 20976, May ww muv:@w to u%imiwadm Bmwsm :mo. po. &) Methicill a
1978; 43 FR 41195, Sept. 15, 1978; 43 ymyxin activity potency containe - icillin. The Chyan d 6) Eryt .
55382, Nov. 28, 1978; 44 FR 10372, Feb. 22, in 0.1274 microgram of the polymyxin w«wB applied to Smgwmmﬂs micro- - gram” mmxcmmmdwnw:. The term “micro
1979; 44 FR 20663, Apr. 6, 1979 45 FR B master standard when dried for 3 a:m methicillin activity (potenc wammsm the erythromycin ca ythromycin mean.
75194, Nov. 14, 1980; 46 FR 2979, 2087, Jan.  hours at 60° C. and a pressure of 5 mil- ained in 1.105 micrograms wm con-  cy) contained in Hmmm activity (poten
Www logl; 46 FR 3831, 3835, Jan. i6, 1981 46 Jimeters or less. methicillin master standard the the eryth .02 micrograms o
15880, Mar. 10, 1981; 46 FR 25602, 25605, > e (9) Ozacilli ra. thromycin master st
May 8, 1981; 46 FR 5398, Dec, 1, 1981 46 (5 Bleomycin. The term “unit’ ap- applied t n. The term “microgram” when dried for 3 hours at 60° andar(
May 1069, 61071, Dec. 15, 1981 47 ¥ %5768 Dplied to bleomycit means the bleomy- v oxacillin mears the oxacll. Crossure of 5 millimeter 0" C. and
Apr. 13, 1982; 47 FR 53347, Nov. 26, 1882; 48 ein activity (potency) contained in L111 ivity (potency) contained in (17) Gramicidin. T s or less.
Apr. 1 1 1, 1083; 48 FR 18800, AL I0 o Cmilligram of the bleomyein L1l micrograms of the oxacill gram e hern “micro
wwwwm »Mw ﬂmzmmwwmw Wﬂmmww»mmw%w“ mW<mW master standard. ; Swamm%wwﬂama. Il the gramicidin m%?wmwﬁwwem in mean
, Ccl. R ) vo, . 9, Y »_ ; om i s A o
46210, OFr: 5096, Feb, 10, 1984; 49 FR S0 ) ﬂﬁmémwﬂmﬂ = Streptomycin o homerein moam tained in 1.0 microgram Dy Son
gram’' applie to the amphomyci phomycin means n master standard wh grami
reptomycin contained ycin activity (potency) hours at 60° C, and en dried for !
ed in 0.9355 microgram of the limeters or less. & pressure of 5 mil

Feb, 17, 1984; 49 FR 22631, May 31, 1984; 49 .
34347, 34350, streptomycin means the st
tency) contained in 1,250 am
phomycin master
standard when (18) Griseofulvi
vin. The term “mi
cro

FR 25846, June 25, 1984; 49 FR A
Aug. 30, 1984 49 FR 39670, Oct. 10, 1984 50 activity (po
FR 1504, Jan, 11, 1985; 50 FR 7764, Feb. 26, Bwoﬁ,omﬁwam of the streptomycin dried for 4 hours at 60°
e s0 T 85 M 5 ﬂ%mmwﬁ%@w&wmwmﬁmwm Soni dried for ¢ hours at 60° C. and a pres: 0T ORI (LY Cotency)
: . S, e : ean:
§ 430.6 Definitions of the terms :::._«:.w:.a limeters or less. onMM.W%.%B#OKJQS A, The term “‘mi- ﬁmnbwmwm_mﬂowcmﬁﬂw activity (potency) oww.
microgram’ 8as applied to antibiotic () US@QB&R@SB@&? The term means th MUMWMQS %%m wﬂﬁ:o@mzﬁs A fulvin master mﬁmmmw.wms of the griseo
(potency) con ricin A activity (19) Kanamyci !
of the mgus%dﬂm%sﬁ 1.0 microgram &ram” munzm%oww. M@Sm term “micro
master stand- 'h€ Kanamycin base m%@wﬂﬁm\ows HndmmE
potency

substances. «microgram’ applied to dinydrostrep-
Unless it has been otherwise speci- tomycin means the &dmandmﬁmvgné.
ard when dried f
or 3 hour o :
and a pressu s at 60° ¢, contained in ,
re of 5 millimeters or less, Xanamycin Ehmmww mﬁ%mmwmwgm of the
rd.

fied in the individual definitions in cin activity (potency) contained in 1.2
this section, the activity assigned to micrograms of the &S%QS%SUSB«.
(12) Amphoterici
" n B, The t “
crogram’ appli erm ‘‘mi- (20) Neomyci
plied to amphotericin B gram” muu:owcmw.z%ﬁw%aa _mieto
n means the

each “unit” or «microgram’’ is equiva- cin master standard after it is dried
lent to an International Unit, if such for 4 hours at 100° C.and a pressure of
has been @mmdma by the World Health 50 ma:ou.osm or less. . means the amphotericin B
Organization. o . . 3) 029.83@2&59 The term “‘mi- (potency) contained in 1 activity neomycin base activit
(a) “Unit” (1 penicillin—1) Penicil- crogram’ applied to chlortetracycline grams of the amphot .014 micro- tainedin 1.429 mi y (potency) con:
Iin G. The term “unit’’ applies to peni- ~means the chilortetracycline activity uogama when mlmaom%“. M%wm B master mMycin master mnm%mmwmmaﬂw om%g neo:
. and a pre ours at 60° 3 hours . en dried for
. Tess, pressure of 5 millimeters or B::Bmewaﬁm ww H%.m and a pressure of £
(21) Novobiocin, The term ‘“micro

cillin G means the penicillin activity (potency) contained in 1.0 microgram -
(potency) contained in 0.600 micro- of the ogogms.mo%o:smw master stand- 3
B (13) Colistin. Th “
e term “microgram’”” gram’’ applied to novobioci
ocin means

gram of the penicillin G master stand- ard.
cline. The term vl 4 8pplied to coll
stin means the colistin the novobiocin acid activit
vity (potency’

(4) Demeclocy
v lied d 1 p - base
applied to AETES ocyeliné 4 actlvity (potency) contained in contained in 1.033
. micrograms of th
€

R
3
P

ard.
(i) [Reserved] crogram ) 1o 2N
(iii) Penicillin V. The term ‘‘unit” Mnmwsm the mﬁgm%o&%m% activity Avom . wuwwwa u:nonomq.wgm of the colisti
applied to peniciilin V means the peni- ency) contained in % microgram 0 3 i r standard when stin novoblocin maste
the demeclocycline master standard S 1 u:m_—wmwm mm._o. and & Edmmmmmﬂ ¢ mmoms:w Mm Wa mo« 3 hours mﬂ mwn w%. ammm mﬂﬁms
s or less. The numerical value awm wnﬂwﬁﬂw_«ma or less. =
AR H\Q@.ﬂw. The term *“mi.

tivity (potency) contained in ‘
0.590 microgram of the penicillin v after it is dried for 3 hours at 60° G
master standard. and a pressure of 5 millimeters or lessy

(2) Bacitracin. The term “unit” ap- (5) Tetracycline. The term “micro:
plied to bacitracin means a bacitracin gram’’ applied to tetracycline meaniy
activity (potency) contained in 13.51 the tetracycline activity (potency) co{
micrograms of th itraci tained in 1.0 microgram of tetracycling
d, except that when the activi- master standard. ;
ty (potency) of bacitracin is expressed (6) xo:mmngo@o::m. The term “mi
535&3 zmémwmg,pm in the feed ~rogram’”’ applied to rolitetracycling

and drinking water of animals, 1 gram means the rolitetracycline activity (pos
to 42,000 tency) contained in 1.0 microgram of

of activity is equivalent
the rolitetracycline master standalgy

units. .
236

cillin ac
jofa
microgram of colistin is not equiv- crogram” SoE YT

N y ﬁw

A (14) Colisti
olistimethate. T
crogram” applied t« he term “mi- (potenc
y) ;
5 means the activity Aao colistimethate grams of ngm_sg in 1.176 micro-
“.._» 38 collstin base (potency) celeulat-  standard e oleandomycin master
micrograms of t ntained in  (23) Tr
h ) Trol ;
ffmaster standard ss% S%Mmsmgmg crogram” mmwwwwcmz.ﬁeg term “mi-
;gsg 60° C. and a pressure of moa 3 means the activity (pot roleandomycin
,,RE rs or less. The numerical mil- ed as the molecula ency), calculat-
#0f 8 microgram of oo:msgmgom value oleandomycin b r equivalent of the
equivalent to the Int ate isnot 1.2315 mi ase, contained in
ernational Unit. mycin Emmom@www Bw of the troleando-
andard,
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(24) Ozxytetracycline. The ‘‘micro-
gram” applied to oxwomﬁmo%o:bm

means the oxﬁms.wo%o:sm base activi-
ty (potency) contained in .H.Hw micro-
grams of the oxﬁonamomo:bm master
standard. s

(25) Paromomycin. The term ‘'mil-
crogram’’ applied to uB.oBoB%oS
means the umuoaoawowu activity (po-
tency) contained in 1.333 micrograms
of the vmaoaozéog master standard
when dried for 3 hours at 60° C.and a
pressure of 5 millimeters oT :wmmH

(26) Tyrothricin. The term ‘micro-
gram’’ applied to S«oglﬁs means
the activity (potency) ood.g::wa in 0.2
microgram of the gramicidin Bmmgm
standard when dried for 3 .5oE.m at 60
C. and a pressure of 5 millimeters or
less. .

27 Vancomycin. The term micro-
gram”’ applied to vancomycin means
the vancomycin base activity (poten-
cy) contained in 1.25 micrograms of
the vancomycin master standard.

28) [Reserved]

(29) Ampicillin. The term “micro-
gram”’ applied to ampicillin means the
ampicillin activity (potency) contained
in 1.1764 micrograms of the ampicillin
master standard. .

(30) Nafeillin. The term ‘‘micro-
gram” applied to nafcillin Bmwbm.go
nafcillin activity (potency) contained
in 1.0989 micrograms of the nafcillin
master standard.

(31) Gentamicin. The term ‘‘micro-
gram”’ applied to gentamicin means
the mmsga:as activity (potency) con-
tained in 1.56 micrograms of the gen-
tamicin master standard when dried
for 3 hours at 110° C. and a pressure of
5 millimeters OT less. .

32) Dactinomycin. The emna “mi-
crogram’ applied (o umnc.b.ogwog
means the dactinomycin activity (po-
tency) contained in 1.000 microgram of
the dactinomycin master standard
when dried for 3 hours at 60° C. and a
pressure of 5 millimeters or less.

(33) Candicidin. The term ‘‘micro-
gram”’ applied to candicidin means the
candicidin activity (potency) oodggwa
in 1.0 microgram of the candicidin
master standard when dried for .m
hours at 40° C. and a pressure of 5 mil-
limeters or less.

(34) Cephalothin. The term “micro-
gram” wv‘ to cephalothin means

L1 TN Nweie o\

the cephalothin activity (potency)
contained in 1,066 micrograms of the
cephalothin master w«mdam«mw when
dried for 3 hours at 60° C. and a pres-
sure of millimeters or 1ess.

(35) Lincomycin. The term ‘‘micro-
gram” applied to lincomycin means
the lincomycin base activity (potency)
contained in 1.156 micrograms of the
lincomycin master standard. .

(36) Clozacillin. The term ‘‘micro-
gram’’ applied to cloxacillin means the
cloxacillin activity (potency) oosﬁwE@a
in 1.135 micrograms of the cloxacillin
master standard. .

(37) Methacycline. The term ‘‘micro-
gram” applied to methacycline means
the methacycline activity (potency)
contained in 1.082 micrograms of the
methacycline master standard when
dried for 3 hours at 60° C. and a pres-
sure of 5 millimeters or less. .

38 Dozxycycline. The term ‘‘micro-
gram”’ applied to doxycycline means
the doxycycline activity (potency) con-
tained in 1.155 micrograms of the dox-
yeycline master standard.

(39) Cephaloridine. The term :n.a.
crogram’ applied to cephaloridine
means the cephaloridine activity .Go.
tency) contained in 1.00806 mliCro-
grams of the cephaloridine B»mamm
standard when dried for 3 hours at 60
C. and a pressure of 5 millimeters OT
less.

(40 Dicloxacillin. The term ‘‘micro-
gram’’ applied to dicloxacillin means
the dicloxacillin activity (potency)
contained in 1.087 micrograms of the
dicloxacillin master standard. 4

(41) Plicamycin. The term “micro-
gram’ applied to plicamycin means
the plicamycin activity (potency) con-
tained in 1.000 microgram of Sﬁ plica-
mycin master standard when dried for
4 hours at 25° C. and a pressure of b
millimeters or less. .

(42) Clindamycin. The term “micro-
gram’’ applied to clindamycin means
the clindamycin activity (potency)
contained in 1.139 micrograms of the
clindamycin master standard.

43 Cephaloglycin. The term :Br
crogram’’ applied to omuﬁ.ﬁomymoﬁ
means the omvs,&omiog activity .Go.
tency) contalned in H.omw.m» micro-
grams of the cephaloglycin master
standard.
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(44) Carbenicillin. The term “micro-
gram” applied to carbenicillin means
the carbenicillin activity (potency)
contained in 1.135 micrograms of the
carbenicillin master standard.

(45) Cephalexin. The term “micro-
gram” applied to cephalexin means
the cephalexin activity (potency) con-
tained in 1.0707 micrograms of the ce-
phalexin master standard.

(46) [Reserved]

(47) Capreomycin. The term ‘“‘micro-
gram’ applied to capreomycin means
the capreomycin activity (potency)
contained in 1.0870 micrograms of the
capreomycin master standard when
dried for 4 hours at 100° C. and a pres-
sure of 5 millimeters or less.

(48) Rifampin. The term “micro-
gram” applied to rifampin means the
rifampin activity (potency) contained
in 1.0101 micrograms of the rifampin
master standard.

(49) Minocycline. The term “micro-
gram’ applied to minocycline means
the minocycline activity (potency)
contained in 1.1588 micrograms of the
minocycline master standard.

(50) Spectinomycin. The term “mi-
crogram’” applied to spectinomycin
means the spectinomycin activity (po-
tency) contained in 1.490 micrograms
of the spectinomycin master standard,

(51) Clindamycin palmitate hydro-
chloride, The term “microgram’ ap-
plied to clindamycin palmitate hydro-
chloride means the clindamycin activi-
ty (potency) contained in 1.661 micro-
grams of the clindamycin palmitate
hydrochloride master standard.

(52) Carbenicillin indanyl. The term
“microgram” applied to carbenicillin
indanyl means the carbenicillin activi-
ty (potency) contained in 1.4514 micro-
grams of the carbenicillin indanyl
master standard.

(53) Cephapirin, The term
gram’ applied to cephapirin means
the cephapirin activity (potency) con-
tained in 1.0616 micrograms of the ce-
phapirin master standard.

(54) Cefazolin. The term ‘“micro-
gram” applied to cefazolin means the
cefazolin activity (potency) contained
in 1.005 micrograms of the cefazolin
master standard.

(55) Mitomycin. The term ‘“‘micro-
gram” applied to mitomycin means
the mitomycin activity (potency) con-

frmdom
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tained in 1.0416 micrograms ot the mil-

tomycin master standard.

(56) Amocicillin. The term “micro-
gram” applied to amoxicillin means
the amoxicillin activity {potency) con-
tained in 1.17647 micrograms of the
amoxicillin master standard.

(57) [Reserved]

(58) Cephradine. The term “micro-
gram” applied to cephradine means
the cephradine activity (potency) con-
tained in 1.1111 micrograms of the
cephradine master standard,

(59) Doxorubicin. The term “micro-
gram’’ applied to doxorubicin means
the activity (potency) calculated as
doxorubicin hydrochloride contained
in 1.0204 micrograms of the doxorubi-
cin master standard.

(80) Tobramycin. The term “micro-
gram’ applled to tobramycin means
the tobramycin activity (potency) con-
tained in 1.126 micrograms of the to-
bramycin master standard.

(61) Amikacin. The term “micro-
gram” applied to amikacin means the
amikacin activity (potency) contained
in 1.091 micrograms of the amikacin
master standard,

(62) Vidarabine. The term “micro-
gram” applied to vidarabine means the
vidarabine activity (potency) con-
tained in 1.0674 micrograms of the vi-
darabine master standard.

(63) Ticarcillin. The term '‘micro-
gram’” applied to ticarcillin means the
ticarcillin activity (potency) contained
in 1.136 micrograms of the ticarcillin
master standard.

(64) Cefadrozil. The term “micro-
gram’’ applied to cefadroxil means the
cefadroxil activity (potency) contained
in 1.0537 micrograms of the cefadroxil
master standard.

(65) Natamycin. The term “micro-
gram’’ applied to natamycin means the
natamycin activity (potency) con-
tained in 1.0846 micrograms of the na-
tamycin master standard.

(66) Cefoxitin. The term “micro-
gram’’ applied to cefoxitin means the
cefoxitin activity (potency) contained
in 1.072 micrograms of the cefoxitin
master standard.

(8T) Cefamandole. The term “micro-
gram’’ applied to cefamandole means
the cefamandole activity (potency?)
contained in 1.1364 micrograms of ce-
famandole master standard.
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applied to cefaclor means the cefaclor
activity (potency) contained in 1.0493
micrograms of cefaclor master stand-
ard.

(69) Cyclacillin. The term ‘‘micro-
gram” applied to cyclacillin means the
cyclacillin activity (potency) oozg:ﬁa
in 1.01 micrograms of the cyclacillin
master standard.

(70) Daunorubicin. The term ‘‘mi-
crogram” applied to daunorubicin
means the daunorubicin activity (po-
tency) contained in 1.0965 micrograms
of the daunorubicin master standard.

(71) Sisomicin. The term ‘‘micro-
gram’ applied to sisomicin Bmwbm.gm
sisomicin activity (potency) oosﬁsﬁna
in 1.00 microgram of the sisomicin
master standard cexpressed on an an-
hydrous basis. ]

("12) Meclocycline. The term ‘‘micro-
gram” applied to meclocycline means
the meclocycline activity (potency)
contained in 1.0493 micrograms of the
meclocycline master standard.

(73) Cefotaxrime. The term ‘“micro-
gram’” applied to cefotaxime means
the cefotaxime activity (potency) con-
tained in 1.089 micrograms of cefotax-
ime master standard.

('14) Mezlocillin. The term “micro-
gram” applied to mezlocillin means
the mezlocillin activity (potency) con-
tained in 1.1086 micrograms of the
mezlocillin master standard.

(75) Mozxalactam. The term “micro-
gram’” applied to moxalactam means
the moxalactam activity (potency)
contained in 1.1173 micrograms of the
moxalactam master standard.

('716) Piperacillin, The term *micro-
gram’ applied to piperacillin means
the piperacillin activity (potency) con-
tained in 1.0460 micrograms of the pi-
peracillin master standard.

(77) Cefoperazone. The term “micro-
gram’ applied to cefoperazone means
the cefoperazone activity (potency)
contained in 1.056 micrograms of the
cefoperazone master standard.

(718) Azlocillin. The term ‘“micro-
gram’’ applied to azlocillin means the
azlocillin activity (potency) contained
in 1.128 micrograms of the azlocillin
master standard.

(79) Netilmicin. The term “micro-
gram” applied to netilmicin means the
netilmicin activity (potency) contained

master standard expressed on an an-
hydrous basis.

(80) Cefuroxime, The term ‘‘micro-
gram’ applied to cefuroxime means
the cefuroxime activity (potency’ con-
tained in 1.0893 micrograms of the ce-
furoxime master standard.

(81) Certizoxime. The term ‘“‘micro-
gram” applied to ceftizoxime means
the ceftizoxime activity (potency) con-
tained in 1.011 micrograms of the cef-
tizoxime master standard.

(82) Cyclosporine. The term ‘“micro-
gram’” applied to cyclosporine means
the cyclosporine activity (potency)
contained in 1.0173 micrograms of cy-
closporine master standard.

(83) Ceforanide. The term ‘“micro-
gram’’ applied to ceforanide means the
ceforanide activity (potency) con-
tained in 1.005 micrograms of the ce-
foranide master standard.

(84) Cefonicid. The term ‘“micro-
gram” applied to cefonicid means the
cefonicid activity (potency) contained
in 1.150 micrograms of the cefonicid
master standard.

(85) Clavulanic acid. The term “‘mi-
crogram’ applied to clavulanic acid
means the clavulanic acid activity (po-
tency) contained in 1.053 micrograms
of clavulanic acid master standard.

(86) Amdinocillin. The term ‘“micro-
gram” applied to amdinocillin means
the amdinocillin activity (potency)
contained in 1.004 micrograms of the
amdinocillin master standard.

(87) Ceftriarone. The term ‘‘micro-
gram” applied to ceftriaxone means
the ceftriaxone activity (potency) con-
tained in 1.19 micrograms of the cef-
triaxone master standard.

(Secs. 507, 701 (f) and (g), 52 Stat, 1055-
1056, 59 Stat. 463 as amended (21 U.S.C. 357,
371 (f) and ()0

[39 FR 18925, May 30, 1974, as amended at
35 FR 34031, Sept. 23, 1974; 39 FR 44012
Dec. 12, 1974; 40 FR 26270, June 23, 1975; 40
FR 52003, Nov. 7, 1975; 40 FR 57797, Dec.
12, 1875; 41 FR 14183, Apr. 2, 19876; 41 FR
44381, Oct. 8, 1976; 41 FR 49483, Nov. 9,
1976; 42 FR 14092, Mar. 15, 1977; 42 FR
44223, Sept. 2, 1977; 42 FR 59854, Nov. 22,
1977; 43 FR 20976, May 186, 1978; 43 FR
55382, Nov. 28, 1978; 4¢ FR 10372, Feb. 20,
1979; 44 FR 20663, Apr. 6, 1979; 45 FR
75194, Nov. 14, 1980; 46 FR 2979, 2987, Jan.
13, 1981; 46 FR 3831, 3835, Jan, 16, 1981; 46
FR 25605, May 8, 1981; 46 FR 58298, Dec. 1,

M 35 o 2.9 Vid,

240

VUL, IV LAV UIUOY, VLVIL, Dec, Lo, LYBl; 47
FR 15768, Apr. 13, 1982; 47 FR 33493, Aug.
3, 1982; 47 FR 53348, Nov. 26, 1982; 48 FR
789, Jan. 7, 1983; 48 FR 18800, Apr. 26, 1983;
48 FR 24062, May 31, 1983; 48 FR 38460,
Aug. 24, 1983; 48 FR 46270, Oct. 12, 1983; 49
FR 5096, Feb, 10, 1984; 49 FR 22631, May
31, 1984; 49 FR 25846, June 25, 1984; 49 FR
34347, 34350, Aug, 30, 1984; 49 FR 39670,
Oct. 10, 1984; 50 FR 1504, Jan. 11, 1985; 50
W@jﬂ@ﬂqu Feb. 26, 1985; 50 FR 9999, Mar. 13,

Subpart B—Antibiotic Drugs Affected
by the Drug Amendments of 1962

§430.10 Certification or release of antibi-
otic drugs affected by the drug amend-
ments of 1962,

(a) Before the 1962 amendments to
it, the Federal Food, Drug, and Cos-
metic Act only permitted the Food
and Drug Administration to provide
for gm certification of batches of anti-
biotic drugs containing penicillin,
streptomycin, chlortetracycline, chlor-
p.BE.._mEcor or bacitracin, or any de-
rivative of them. FDA certified those
drugs under regulations promulgated
on the basis of scientific proof of the
drugs’ safety and effectiveness. Most
drugs containing an antibiotic other
than one of those listed were subject
to gm new drug provisions of the act,
which required that an applicant show
that the drug was safe and obtain
FDA approval of a new drug applica-
tion before marketing it. An affirma-
tive showing of effectiveness was not
then required to obtain approval,
Some antibiotic drugs that were not
subject to certification, however, were
also not subject to the new drug provi-
slons of the act under informal FDA
opinions that the drug was “not a new
a«cm_.a. M«nw:o longer a new drug.” FDA
revoke ose opinions u
of this chapter. fider § 310.100

(b} The 1962 amendments amended
mmoﬁo.s 507 of the act to require the
certification, release without certifica-
tion, or exemption from certification,
of all antibiotic drugs on the basis of
scientific proof of safety and effective.
ness. The amendments provided that
FDA implement them for antibiotic
drugs that were marketed on April 30,
ﬁmmw‘mza were not subject to the certi-
Do.mSos provisions on that date. FDA
is implementing the amendments with

respect to antibiotic drugs b {3 T
subject to the new drug provisions m.m.
the act through its Drug Efficacy
Study Implementation (DESI) pro-
gram under which the agency is evalu-
ating 580 antibiotic drugs for effica-
¢y. Until FDA completes that evalua-
.:os it will permit continued market.
ing of those antibiotic drugs under
umamwnmw: (¢) of this section. The
agency is also implementing the 1962
amendments with respect to antibiotic
drugs formerly not subject to either
ﬁ.:m certification or new drug provi-
sions of the act and the agency is eval-
uating those antibiotic drugs for both
safety and efficacy. Until FDA com-
pletes that evaluation, it will permit
continued marketing of those antibiot-
ic drugs under paragraph (d) of this
section.

.Sv Unless exempted from certifica-
tion, FDA will certify or release antibi-
otic drugs which on April 30, 1963
were the subject of an approved new
drug application under section 505 of
the act, under regulations providing
for certification of the drugs. Al-
though the initial regulation for each
o.N. these drugs established under sec-
tion 507(h) of the act was not condi-
tioned upon an affirmative finding of
the mmmﬁoaéﬁomm of the drug, FDA is
proceeding under its DESI program to
amend or repeal those regulations to
provide for certification of those drugs
only if they had been shown to be
both safe and effective.

(d) Unless exempted from certifica-
tion, FDA will release without certifi-
cation an antibjotic drug that was
marketed on April 30, 1963, but not
subject to certification, and not sub-
ject to an approved new drug applica-
tion on that date, unless FDA has
made a determination that the drug
has not been shown to be safe or lacks
substantial evidence of effectiveness
under the DESI program. FDA {s pro-
ceeding under its DESI program to es-
tablish regulations under section 507
to provide for certification of those
drugs only if they have been shown to
be safe and effective.

(Secs. 409, 501, 502, 503, 505, 508, 507, 512-
516, 520, 701, 706, 52 Stat. 1049-1053 as
amended, 1055, 1056 as amended, 55 Stat.
851, 59 Stat. 463 as amended, 72 Stat, 1785-
1788 as amended, 74 Stat. 399-407 as amend-
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§ 430.3
the growth of Penicillium notatum or
Penicillium chrysogenum, and each of
the same substances produced by any
other means, is a kind of penicillin.

(2) Streptomycin. Each of the sever-
al antibiotic substances produced by
the growth of Streptomyces griseus,
and each of the same substances pro-
duced by any other means, is a kind of
streptomyecin.

(3) Dihydrostreptomycin. Each of
the antibjotic substances produced by
hydrogenation of streptomycin, and
each of the same substances produced
by any other means, is a kind of dihy-
drostreptomycin,

(4) Chlortetracycline. Each of the
several antibiotic substances produced
by the growth of Streptomyces aureo-
faciens, and each of the same sub-
stances produced by any other means
is a kind of chlortetracycline.

(8) Tetracycline. Each of the several
antiblotic substances produced by the
hydrogenation of chlortetracycline,
and each of the same substances pro-
duced by any other means, is a kind of
tetracycline.

(6) Chloramphenicol. Each of the
several antibiotic substances produced
by the growth of Streptomyces vene-
zuelae, and each of the same sub-
stances produced by any other means,

is a kind of chloramphenicol.

(7) Bacitracin. Each of the several
antibiotic substances produced by the
growth of Bacillus subtilis var. Tracy,
and each of the same substances pro-
duced by any other means, is a kind of

cif- bacitracin,

(8) Amphomycin. Each of the antibi-
otic substances produced by the
growth of Streptomyces canus, and
each of the same substances produced
by any other means, Is a kind of am-

y any Ouancl italis, 9

phomycin.
(9) Amphotericin. Each of the antibi-

otic substances produced by the
growth of Streptomyces nodosus, and
each of the same substances produced
by any other means, is a kind of am-
phortericin.

(10) Colistin. Each of the antibiotic
substances produced by the growth of
Bacillus polymyza var. colistinus, and

(1) Penicillin. Bach of the several each of the same substances produced
antibiotic substances (e.g., penicillin F, by any other means, is a kind of colis.

penicillin mmaozzs X) produced by tin.
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Sec.
Subpart C—Administrative Procedures
430.20 Procedure for the issuance, amend-
ment, or repeal of regulations.

AUTHORITY: Secs. 507, 701(a), 59 Stat. 463,
as amended, 52 Stat. 1055 (21 U.8.C. 357,
371(a)), unless otherwise noted.

SoURCE: 39 FR 18925, May 30, 1974, unless
otherwise noted.

Subpart A—General Provisions

8 430.3 Definitions applicable to all certifi-
able antibiotic drugs.

(a) The definitions and interpreta-
tions contained in section 201 of the
Federal Food, Drug, and Cosmetic Act
shall be applicable to such terms when
used in the regulations in this chapter
covering the certification of antibiotic
and antibiotic-containing drusgs.

(b) The term “Commissioner” means
the Commissioner of Food and Drugs
and any other officer of the Food and
Drug Administration whom he may
designate to act in his behalf for the
purpose of the regulations for the cer-
tification of antibiotic and antibiotic-
containing drugs.

(¢) The term “act” means the Feder-
al Food, Drug, and Cosmetic Act and
amendments thereto. (52 Stat. 1040 et
seq.; 21 U.S.C. 301-392),

(d) The term “U.S.P.” means the of-
ficial Pharmacopeia of the United

States, including supplements thereto.
The term “N.F.” means the official
National Formulary, including supple-
ments thereto,

(e) The term “batch’ means a spe
ic homogeneous quantity of a drug.

(f) The term “batch mark’” means an
identifying mark or other identifying
device assigned to a batch by the man-
ufacturer or packer thereof.

(g) The term “manufacture” does
not include the use of a drug as an in-
gredient in compounding any prescrip-
tion issued by a practitioner licensed
by law to administer such drug.

§430.4 Definitions of antibiotic sub-
stances.
(a) The following are definitions of
antibiotic substances:

© e
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(11) Cycloserine. Each of i
( , the a i-
otic substances produced by non_w_o
Mwmﬁs of Streptomyces orchidaceus,
acommmww mﬁM gﬁm:mwaa substances E,o“
y othe i i
Coeoa Dy ar r means, is a kind of
(12) Erythromycin. Each
(12 . of the i-
biotic substances produced by Em%m
mgmgv of Streptomyces erythreus, and
cmo of the same substances produced
Y any other means, is a kind of eryth-

romycin.
(13 G icidi means, is a ki A
otic m:mmﬁwommm:. Mmm: of the antibi- (23) woN@SMMM f MMHMBQS%E.
growth of Bacillus WMcMﬁo mmsacw Sgw otic substances u«%a:mman:w mbﬂmwu..
the same substances prod gach ol growth of Baci Y s
produced b acillus polymyza,
other means, is a kind of 1 by any each of the same sub > and
ans, 1s a, gramicidin, b ubstances produced
o nmsmmmmm%m%esx. Each of the antibi- B«wmmw other means, is a kind of poly-
es produced by th 1
growth of A3l y e (24) Plica 1 )
Pt e, Pogiur, o ot ances produa by i
the same substances prog cach of - growth of a vari S e
produced b , riant of Streptom
other means, is a kind ¢ y any plicatus, and each yees
' of griseofulvi ’ ach of the same sub-
(15) K ; in, stances produ su
otic substances " peaducy g 2ntibL 15 8 kind of Dlicamyein > Cther means,
growth of y the  (25) Tyrothricin. Ea
cus, and om%mﬁmwhmmwﬁmmw mwmmmamgmx. tures of gﬁﬂ%wﬁnmwﬂwmmsgm i
produced b Stances duced by th ces pro-
Eimd o iy Other meas, s 3 brevis and each of tho same mixcures
(16) Neo i of substances ures
ic subs Ssmwwomwm %%%%u om%wm antibiot- means, is a E:% Mwam\wwﬁw:wwawsw other
of Streptom ; e growth (26) Vanco i '
the sarme mcwMMM:\oa%&Ss and each of otic mccmgmwwa.umwms or the antibl-
other means, is a kind of mwmmuwww any growth of m?ﬁoseaaﬂﬁmimw %m
(17) Nowobioci n. each of the s » &N
otic mccwwhwo&:. Each of the antibi- by any oS:z.mmu.MH e substances produced
otic sSubstances produced by the comycin eans, Is a kind of van-
also as muwmwwm%m:w@oa niveus (known 27 Hmmmmj\m&
each of the mmEo@mmw .”ﬁamwo&m&_ and (28) Gentamicin. E
by any other means “mm ances produced otic substances mmﬁ of the antibi-
biocin, » Is a kind of novo- growth of gs.owoﬁwmw.ww%w% Ew% the
(18) Nystati . and each of rpurea,
substances Mm%g Each of the antibiotic duced by ps%owwﬁmmam substances pro-
Streptomyces :ow«owmmm.cw the growth of gentamicin. er means, is a kind of
same substances mw:wmmnmmom.wm the (29) Dactinomycin. Dacti
other means, is a Emewsms.d c% any a specific kind of actino oaein Is
(19) Oleandomycin, Bach of th. duced by the growth of Streiomorcs
tibiotic substance . of the an- parvullus or the s wmﬁoieomu
growth of Stre Nom an:oma. by the duced by any othe ame antibiotic pro-
and each of gm@ mmﬁﬂo& Ua:rg.o:d:@ (30) Oa:&oe.&aa Mmmmm.
duced by any other Smmmm m.ﬁmSnmm pro- taene antibiotic m.ccmwmsoom the hep-
oleandomyecin. /s a kind of by the growth of Strentomyces o
(20) Troleand ; and each of th griseus
antoot oleandomycin, Each of the duced by any otheme substances pro-
triacetylation %m: onmmmma:oma. by the candicidin. er means Is a kind of
each of the s omycin, and  (31) Ce )
by any ogmqmmmwwwcm%msommu produced biotic m%%wwﬁwmmus.«mnmg of the anti-
18 & kind of tro-  growth of Q%aﬁo.wumlﬁwma a%wm pany
mon-

leandomycin,
ium, and each of the mm-mccmﬁm:omm
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(21) Oxytetracycline. E
. . . Bach of
tibiotic substances produced MWm %%m
MMMWMA%H wwm Streptomyces rimosus, and
e same substances ¢
by any other means, is a E:%ﬂw% ety
tetracycline, o
(22) Paromomycin. Ea
(s . Bach of t i-
biotic substances produced ww mﬂ%
growth of M?mu“oﬁﬁa rimosus <m~m
uam,oSoSenﬁFw and each of the sam .
substances produced by any ogmw



S v

produced by any other means, is a
kind of cephalosporin.
32) Lincomycin. Each of the antibi-
otic substances produced by the
growth of Streptomyces lincolnensis
var. lincolnensis, and each of the same
substances produced by any other

means, is a kind of lincomycin.

(33) Demeclocycline. Each of the an-
tibiotic substances produced by remov-
al of the 6-methyl group from chlorte-
tracycline, and each of the same sub-
stances produced by any other means,
is & kind of demeclocycline.

(34) Clindamycin. Each of the anti-
biotic substances produced by the 7-
chloro-substitution of the
7(R)hydroxyl group of lincomycin,
and each of the same substances pro-
duced by any other means, is a kind of
clindamycin.

(35) {Reserved]

(36) Capreomycin. Each of the anti-
biotic substances produced by the
growth of Streptomyces capreolus, and
each of the same substances produced
by any other means, is a kind of ca-
preomycin.

(37) Rifamycin. Fach of the several
antibiotic substances (e.g.,, rifamycin
A, rifamycin B, rifamycin SV) pro-
duced by the growth of Streptomyces
mediterranei, and each of the same
substances produced by any other
means, is a kind of rifamycin.

(38) Spectinomycin. Each of the an-
tibiotic substances produced by the
growth of Streptomyces spectabilis,
and each of the same substances pro-
duced by any other means, is a kind of
spectinomycin.

(39) Mitomycin. Mitomycin is the
antibiotic substance produced by the
growth of Streptomyces caespitosus,
and each of the same substances pro-
duced by any other means is a kind of
mitomyecin,

(40) Dozorubicin. Fach of the antibi-
otic substances produced by the
growth of Streptomyces peucetius var.
caesius, and each of the same sub-
stances produced by any other means,
is a kind of doxorubicin.

(41) Bleomycin. Each of the antibi-

produced by the
and side group derived from sisomicin, and

otic substances
growth of Streptomyces verticillus

each of the same substances produced
by any other means is a kind of bleo-

mycin.

(42) Tobramycin. A SpPECllIC vuc v
the antibiotic substances produced by
the growth of Streptomyces tenebrar-
ius, and the same substance produced
by any other meas, is tobramycin.

(43) Amikacin. Each of the antibiot-
ic substances produced by the acyla-
tion of the l-amino group of the 2-
deoxy-streptamine moiety of kanamy-
cin A with b.?Yimgw:oé.swanox%.
buyric acid, and each of the same sub-
stances produced by any other means
is a kind of amikacin.

(44) Vidarabine. Vidarabine is @&
purine glycoside antibiotic substance
produced by the growth of Strepto-
myces antibioticus, and each of the
same substances produced by any
other means is & kind of vidarabine.

(45) Natamycin. Each of the antibi-
otic substances produced by the
growth of Streptomyces natalensts,
and each of the same substances pro-
duced by any other means, is a kind of
natamyein.

(46) Daunorubicin. Each of the anti-
biotic substances produced by the
growth of Streptomyces coeruleorubi-
dus and each of the same substances
produced by any other means is a kind
of daunorubicin.

(47) Sisomicin. A specific one of the
antibiotic substances produced by the
growth of Micromonospora inyoensts,
and the same substance produced by
any other means, is a kind of sisomi-
cin.

(48) Mozxalactam. 5-0xa-1-
wumgowaoz.n.ouog.m-msm.w.omacox%:o
acid, 7-[lcarboxy(4-
:w&.oxwvgsﬁEom%E.mBEou.4.
Bmgoxw.w._ﬂiH.Bmog:.wmémﬁwsovm.

E:Eou-Bogﬁu-m.oxo: disodium salt.

(49) Cefoperazone. Cefoperazone is a
semi-synthetic antibiotic substance
produced by the acylation of the

amino group at the 7 position of T

mBEoomUSEOmUoEBo acid with a-(4-

ethyl-2,3-dioxo-1-

U*UmngwboomncoxmaaoV.Q-Ap.

szaaoxwusmaﬁv acetic acid and intro-

duction of a Bmgﬁgmoﬁmsmﬁow group
at the 3 position.

(50) Netilmicin. Netilmicin is a semi-
synthetic antibiotic of the aminoglyco-

each of the same substances produced

by any other means is a kind of netil-
micin. It is p-Streptamine, 4-0-(3-
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amino-g-taminometny!)-3,4-dai -
mméﬁmz.m.%:.m.amoxw.m.o.H%MMMM%.A.
Q.Bnasﬁ.w.ABmﬂ:EmBEov-u-?
w@mﬂﬁﬁ%ﬁm:omwz-zrmn:.ﬁ._ (28-cis)-.
(81 Cyc osporine., Cyclospori is
specific o«o:o Uo@ﬁmunmamnoo%mwmmwzm
of 11 amino acids produced by the
growth of Cylindrocarpon lucidum

PalisOIL 1L el Liiliig uie >
the penicillin G workin standard,

am [Reserved) € standard.

(ii1) Penicillin V. The term * i

. e -

WE V master standard” means mnmnmwmmm
an En of crystalline penicillin V that is
Mm_mdwema by the Commissioner as
the standard of comparison in deter-

Bo . ,
Booth or Tolypocladium inflatum  WinBE the botency of the penicillin V
. working standard.
(52) Cefonicid. 5-Thia-1- (iv)—(v) [Reserved]

azabicyclo[4.2.0]Joct-2-ene-2-carb i

2 2. -2~ oxylic

woa‘ 7-[(hydroxyphenylacetyl)aminol-
-0x0-3[[[1-(sulfomethyl)-1 H-tetrazol-

(vi) Methicillin. The term * ici
. methicil-
mm nww.mdou mﬁﬁwwama: means a mghmw_o
-3 . crystalline icilli
mmawwmwmuuwﬂmnvﬁu: disodium salt, (6R- designated by nrmgmwﬁmwmowwwﬁ MM
s . the standard of compari i
|, (39) Clavulanic acid. Clavulanic acid mining the potency of tne methicilin
Is 2 mww gwﬁ moSo substance produced by Working standard. ehieliin
the growih oM:.w?@EoSwaa clavuli- (vii) Ozxacillin. The term “oxacilli
gerus hav. Nm.Gwm structure described master standard” means a mﬁmamo JHE
EEmSE.quoxo-» m M %Ww.@.g\awoxwmg. mm eomwmmeEw oxacillin that is amﬂme
! . .1- ate y the C .
sl omm
mow%~Mﬂomomw%owwamwwumﬂm.w.omacoxw:o mmﬁamwa of ooaumlmothOMMm.mnmgmwM
, me substances e potenc
m%%wmmm%% A e same substances the botes y of the oxacillin working
anic acid. (vill) Ampicillin. T
; . The ‘
) St G o 1 18 B T i
¢ substance of crystalline icilli
produced by the addition of ignated Commissioner & the
produced by the additic of S-2-ben. lienated by the Commissioner as th
y1- az0l-4-y1)-2- standard of com ing
methoxyiminothioacetate fre ampicilin workin
t to the 7 the potency of th i e
wﬂ%@o wwuwﬁu of 7-amino-3-(2,5-dihy- Standard. ’ © ampleliin working
.ﬁv-ﬁEoSMn:%w.w.m.&oxo-H.w.»-gwﬁs.w- (ix) Nafcillin. The term *“nafcilli
s yl-3-cephem-4-carboxylic master standard” means & specific Homu
of crystalline nafcillin that is designat-
ed by the Ooﬁgmm&o:mn as the stand-
w%mww oowﬁmzmos .5 determining the
pot y of the nafcillin working stand-
(x) Cloxacillin. The term *

. clo -
lin master standard” means & mnwwmw
woe of crystalline cloxacillin that is des-
gnated as the standard of compari;
in determining the potency of MM:
n_owaE: working standard, ¢

A.xc Dicloxacillin. The term ‘‘diclox-
acillin master standard” means a spe-
cific lot of dicloxacillin that is desig-
semama by the Commissioner as the
m:mmsmwmm of oowgumlmod in determining
t ncy of the
phe Dovency, dicloxacillin work-

Mw@m.m?wm“wwowmmv MW&«Q&M 52 Stat. 1055-1056
) at. 463
U.8.C. 357, 371 (f) and (g))) Be amended (21

(39 FR 18925, May 30, 1
s , 1974, as amended
g o e 6 TR
49482, Nov. 0, 1076 £2 By 44235 Sept. o
. . 9, 1976; 42 FR 44223, S
1977; 43 FR 55382, N Attt
75194, Nov. 14, 1960; 46 g iy
: . 14, 1980; 46 FR 2987, J
1981; 46 FR 61069, 6107 ' Y061 48
, 61071, Dec. 15, 1981;
FR 789, Jan. 7, 1983; 48 o o
189, Jan, 7, 1983; 48 FR 18800, Apr. 26
G Bl i b b
1984; 49 FR 44460, Nov. 7 20 PR 1508,
. Nov. 7, 1984; 5
Jan. 11, 1985; 50 FR 9998, Mar. :&wwsao»

§430.5 Definitions of master and working

standards.
(a) Mas . (xii) The o
and salts Mwﬂ@wﬁﬁwmw&lﬁv Penicillin-  standard” BMMMM a wmwwmtﬁ working
The term ._Umao::w:m:v Penicillin G mogenous preparation of mon ot of ho-
ard’ means a specific 1 master stand- (2) Streptomycin. The t ° mm::s.
penicillin G that is mmmmmmwm.% mﬁmm:%m mycin master standard” w:wwwsmnmeMm.
Co i y the cifi : -
mmissioner as the standard of com- sm.nmmggﬁwm «mmmmnmwﬂﬁwwm%ﬂwﬁ y amwm.
r as the
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standard of comparison in determining
the potency of the streptomycin work-
ing standard.

3 Uﬁenﬂoﬁﬂgﬁoﬂ:@&:. The term
:&ﬁ%uwomﬁmveoawﬁd master stand-
ard” means a specific lot of crystalline
&:w&oﬂamvnogwog that is designat-
ed by the Commissioner as the stand-
ard of comparison in determining the
potency of the &S%QSmSmUSBEc
working standard.

(4) Chlortetracycline. The term
«chlortetracyclin master standard”
means & specific lot of crystalline
chlortetracycline hydrochloride that is
designated by the Commissioner as
the standard of comparison in deter-
mining the potency of the chlortetra-
cycline working standard.

(5) Demeclocycline. The term ‘‘deme-
clocycline master standard” means &
specific lot of crystalline demeclocy-
cline hydrochloride that is designated
by the Commissioner as the standard
of comparison in determining the po-
tency of the demeclocycline working
standard.

() Tetracycline. The term “tetracy-
cline master standard’” means & specif-
ic lot of crystalline tetracycline hydro-
chloride that is designated by the
Commissioner as the standard of com-
parison in determining the potency of
the tetracycline working standard.

(7) Rolitetracycline. The term ‘“roli-
tetracycline master standard” means &
specific lot of crystalline rolitetracy-
cline that is designated by the Com-
missioner as the standard of compari-
son in determining the potency of the
rolitetracycline working standard.

(8) Chloramphenicol. The term
«chloramphenicol master standard”
means a specific lot of crystalline
chloramphenicol that is designated by
the Commissioner as the standard of
comparison in determining the poten-
cy of the chioramphenicol working
standard.

(9) Bacitracin The term “bacitracin
master standard” means a specific lot
of bacitracin that is designated by the
Commissioner as the standard of com-
parison in determining the potency of
the bacitracin working standard.

(10) Amphomycin. The term “am-
phomycin master standard” means a
specific lot of amphomycin designated
by the Commissigner as the standard

of comparison in determining the po-
tency of the amphomycin working
standard.

(11) Amphotericin. The term “‘am-
photericin A master standard” means
a specific lot of amphotericin A desig-
nated by the Commissioner as the
standard of comparison in determining
the potency of the amphotericin A
working standard. The term ‘‘ampho-
tericin B master standard” means a
specific lot of amphotericin B desig-
nated by the Commissioner as the
standard of comparison in determining
the potency of the amphotericin B
working standard.

(12) Colistin. The term “colistin
master standard” means a specific lot
of colistin designated by the Commis-
sioner as the standard of comparison
in determining the potency of the co-
listin working standard.

(13) Colistimethate. The term ‘‘colis-
timethate master standard’ means a
specific lot of colistimethate designat-
ed by the Commissioner as the stand-
ard of comparison in determining the
potency of the colistimethate working
standard.

(14) Cycloserine. The term “cycloser-
ine master standard” means a specific
lot of cycloserine designated by the
Commissioner as the standard of com-
parison in determining the potency of
the cycloserine working standard.

(15) Erythromycin. The term “eryth-
romycin master standard” means &
specific lot of erythromycin designat-
ed by the Commissioner as the stand-
ard of comparison in determining the
potency of the erythromycin working
standard.

(16) Gramicidin. The term “grami-
cidin master standard’” means a specif-
ic lot of gramicidin designated by the
Commissioner as the standard of com-
parison in determining the potency of
the gramicidin working standard.

(17) Griseofulvin. The term ‘“griseo-
fulvin master standard”’ means a spe-
cific lot of griseofulvin designated by
the Commissioner as the standard of
comparison in determining the poten-
cy of the griseofulvin working stand-
ard.

(18) Kanamycin. The term “kana-
mycin master standard’” means & spe-
cific lot of kanamycin designated by
the Commissioner as the standard of
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comparison in determining the poten-

ozaoH the kanamycin working stand-

ard.

(19) Neomycin. The term ‘‘neomycin
master standard” means a specific lot
of neomycin designated by the Com-
missioner as the standard of compari-
son in determining the potency of the
neomycin working standard,

(20) Novobiocin. The term ‘‘novobio-
cin master standard’” means a specific
lot of novobiocin designated by the
Commissioner as the standard of com-
parison in determining the patency of
the novobiocin working standard.

(21) Nystatin. The term ‘‘nystatin
master standard” means a specific lot
nystatin designated by the Commis-
sioner as the standard of comparison
in determining the potency of the nys-
tatin working standard.

(22) Oleandomycin. The term
“oleandomycin master standard”
means a specific lot of oleandomycin
designated by the Commissioner as
g.m standard of comparison in deter-
ESE@ the potency of the oleandomy-
cin working standard.

(23) Oxytetracycline. The term “‘oxy-
Sﬁmn«ozg master standard” means a
specific lot of oxytetracycline desig-
nated by the Commissioner as the
standard of comparison in determining
the .uoﬁmgw of the oxytetracycline
working standard.

(24) Naﬂoioﬁeﬁ? The term ‘‘paro-
momycin master standard” means a
specific lot of paromomycin designat-
ed by the Commissioner as the stand-
ard of comparison in determining the
potency of the paromomycin working
standard.

Sm.v Polymyxin B. The term ‘“poly-
myxin B master standard” means a
specific lot of polymyxin B designated
by the Commissioner as the standard
MM oovaznm%s in determining the po-

ncy o e polym
o . polymyxin B working

(26) [Reserved])

S,.c Vancomycin. The term ‘‘vanco-
mycin master standard” means a spe-
cific lot of vancomycin designated by
the OOEBMmmMozmn as the standard of
comparison in determining the poten-
M.w.aom the vancomycin working stand-

(28) [Reserved]
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(29) Troleandomycin. The term *‘tro-
leandomycin master standard” means
a specific lot of troleandomycin desig-
nated by the Commissioner as the
standard of comparison in determiing
the potency of the troleandomycin
working standard.

Aw.ov Gentamicin. The term ‘‘genta-
micin master standard” means a spe-
cific lot of gentamicin designated by
the Oogmmmmozmn as the standard of
comparison in determining the poten-
Mwaa the gentamicin working stand-
rd,

(31) Dactinomycin. The term ‘‘dac-
tinomycin master standard” means a
specific lot of dactinomycin designated
by the Commissioner as the standard
of comparison in determining the po-
tency of the dactinomycin working
standard.

.amv Candicidin. The term “candici-
din master standard” means a specific
lot of candicidin that is designated by
the Commissioner as the standard of
comparison in determining the poten-
cy of the candicidin working standard.

(33) Cephalothin. The term ‘“‘cepha-
63:5 master standard’’ means a spe-
cific lot of cephalothin designated by
the Commissioner as the standard of
comparison in determining the poten-
Mwaom the cephalothin working stand-

rd.

(34) Lincomycin. The term “linco-
Eon master standard” means a spe-
cific lot of lincomycin designated by
the Commissioner as the standard of
comparison in determining the poten-
Mwaom the lincomycin working stand-

(35) Methacycline. The term ‘“‘metha-
cycline master standard” means a spe-
cific lot of methacycline designated by
the Commissioner as the standard of
comparison in determining the poten-
¢y of the methacycline working stand-
ard.

(36) Doxycycline. The term “doxycy-
cline master standard’ means a specif-
ic lot of a-8-deoxyoxytetracycline des-
ignated by the Commissioner as the
standard of comparison in determining
the potency of the doxycycline work-
ing standard.

(37) Cephaloridine. The term ‘ce-
phaloridine master standard” means a
specific lot of cephaloridine that is
designated by the Commissioner as




andard of comparison in deter-
Wwwnww the UoSSM« %M the cephalori-
working standard. .
&Mwmmv Plicamycin. The term U:omﬁwr
cin master standard” means a mUmsw C
lot of plicamycin designated by the
Commissioner as the standard of ooBm
parison in determining the potency o
the plicamycin working memsawnza. nd
(39) Clindamycin. ,Hs@ term “clinda-
mycin master mﬁpbamq.a‘ means a mﬂm-
cific lot of clindamycin designated m
the Commissioner as .n:.m standard o
comparison in determining ﬁ.:m Uo«mm.
cy of the clindamycin working stand-
ard. .
Cephaloglycin. The ﬁ_ﬁ.a ce-
u%wwﬁwwqown master mam:awa.a. means ﬂm
specific lot of cephaloglycin amm_mswa-
ed by the Commissioner as evm stand-
ard of comparison in Qonmd.,.ﬂﬁgm H.Sm
potency of the cephaloglycin working
dard. .
memﬂc Carbenicillin. The mmaB car-
benicillin master mgvawa means &
specific lot of carbenicillin designated
by the Commissioner as Em standard
of comparison in determining the po-
tency of the carbenicillin working
dard.
mew%nv Cephalexin. The term ‘“cepha-
lexin master standard’” means a specif-
ic lot of cephalexin that is designated
by the Commissioner as Em standard
of comparison in determining the po-
tency of the cephalexin working
standard.
(43) [Reserved] .
(44) Capreomycin. The ,mmwB ca-
preomycin master standard means a
specific lot of capreomycin designated
by the Commissioner as the standard
of comparison in determining the po-
tency of the capreomycin working

dard. ) .
maﬂwv Rifampin. The term :Smmmﬁmﬁ
master standard’” means a sSpeciiic iov
of rifampin designated by the Com-
missioner as the standard of compari-
son in determining the potency of the
rifampin working standard.

(46) Minocycline. The term “minocy-
cline master standard” means a specif-
ic lot of minocycline designated by the
Commissioner as the standard of com-
parison in determining the potency of
the minocycline working mgsamum.

(47) Spectinomycin. The term ‘‘spec-
tinomycin master standard” means a

ific 10t of spectinomycin designat-
MMmmw the Commissioner as go stand-
ard of comparison in awSZ.:EEm gm
potency of the spectinomycin working

ndard. .
mdw»mu Clindamycin palmitate .:e&ﬂo.
chloride. The term “clindamycin pal-
mitate hydrochloride Bmmﬁmw. stand-
ard’”’ means a specific lot .8, clindamy-
cin palmitate hydrochloride designat-
ed by the Commissioner as Em. stand-
ard of comparison in amnm.wBSSm the
potency of the clindamycin palmitate
hydrochloride working standard.

(49) Carbenicillin indanyl. The term
“carbenicillin indanyl master mamz.a.
ard” means a specific lot of omucman.z.
lin indanyl designated by the Commis-
sioner as the standard of comparison
in determining the potency of the car-
benicillin indanyl working mamsm.wa.

(50) Cephapirin. The term omuz.m.
pirin master standard” means a specif-
ic lot of cephapirin that Is designated
by the Commissioner as ﬁs.o standard
of comparison in determining the po-
tency of the cephapirin working stand-
mwamt Cefazolin. The term :om.mm.so:z
master standard” means a specific lot
of cefazolin that is designated by the
Commissioner as the standard of com-
parison in determining the potency of
the cefazolin working standard.

(52) Mitomycin. The term ..5_85«.
cin master standard” means a specific
lot of crystalline 33095\.5. that is
designated by the Oon:«:mm,_osmw as
the standzrd of comparison in deter-
mining the potency of the mitomycin
working standard.

(53) Mﬁou&omx? The term ‘‘amoxi-
cillin master standard’” means a specif-
ic lot of amoxicillin that is designated
by the Commissioner as 435 standard
of comparison in determining the po-

A i
tency of the amoxicillin woerking
standard.

(54) [Reserved]

(55) Cephradine. The term :omusn.p.
dine master standard” means a specif-
ic lot of cephradine that is designated
by the Commissioner as Em standard
of comparison in amemﬂa.bﬁw the po-
tency of the cephradine working
standard.

(56) Doxorubicin. The term ““doxoru-
bicin master standard” means a specif-
ic lot of crystalline doxorubicin that is
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designated by the Commissioner as

the standard of comparison in deter-

mining the potency of the doxorubicin
working standard.

(87) Bleomycin. The term “bleomy-
cin master standard”" means a specific
lot of bleomycin designated by the
Commissioner as the standard of com-
parison in determining the potency of
the bleomycin working standard,

(58) Tobramycin. The term “tobra-
mycin master standard” means a spe-
cific lot of tobramycin designated by
the Commissioner as the standard of
comparison in determining the poten-
¢y of the tobramycin working stand-
ard.

(89) Amikacin. The term “amikacin
master standard” means a specific lot
of amikacin designated by the Com-
missioner as the standard of compari-
son in determining the potency of the
amikacin working standard.

(60) Vidarabine. The term “vidara-
bine master standard” means a specif-
ic lot of vidarabine that is designated
by the Commissioner as the standard
of comparison in determining the po-
.Sm@ of the vidarabine working stand-
ard.

(61) Ticarcillin. The term “ticarcil-
lin master standard” means a specific
lot of ticarcillin designated by the
Commissioner as the standard of com-
parison in determining the potency of
the ticarcillin working standard.

(62) Cefadroxil, The term “cefa-
droxil master standard” means a spe-
cific lot of cefadroxil that is designat-
ed by the Commissioner as the stand-
ard of comparison in determining the
potency of the cefadroxil working
standard.

(63) Natamycin, The term “natamy-
cin master standard” means a specific
lot of natamycin designated by the
Commissioner as the standard of com-
parison in determining the potency of
the natamycin working standard.

(64) Cefoxitin. The term “cefoxitin
master standard” means g specific lot
of cefoxitin that is designated by the
Commissioner as the standard of com-
parison in determining the potency of
the cefoxitin working standard,

(65) Cefamandole. The term “‘cefa-
mandole master standard” means a
specific lot of cefamandole that is des-
ignated by the Commissioner as the
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standard of comparison in determining

the potency of the cefamandole work-

ing standard.

(66) Cefacior, The term “cefaclor
master standard” means a specific lot
of cefaclor that Is designated by the
Commissioner as the standard of com-
parison in determining the potency of
the cefaclor working standard.

(67) Cyclacillin, The term “cyclacil-
lin master standard” means a specific
lot of cyclacillin that is designated by
the Commissioner as the standard of
comparison in determining the poten-
cy of the cyclacillin working standard.

(68) Daunorubicin. The term “daun-
orubicin master standard” means a
specific lot of daunorubicin that is des-
ignated by the Commissioner as the
standard of comparison in determining
the potency of the daunorubicin work-
ing standard.

(69) Sisomicin. The term “sisomicin
master standard” means a specific lot
of sisomicin that is designated by the
Commissioner as the standard of com-
parison in determining the potency of
the sisomicin working standard.

(70) Meclocycline., The term “meclo-
cycline master standard” means a spe-
cific lot of meclocycline that is desig-
nated by the Commissioner as the
standard of comparison in determining
the potency of the meclocycline work-
ing standard.

(71) Cefotazime. The term “cefotax-
ime master standard’” means a specific
lot of cefotaxime that is designated by
the Commissioner as the standard of
comparison in determining the poten-
ownom the cefotaxime working stand-
ard.

(72) Mezlocillin. The term “mezlocil-
lin master standard” means g specific
lot of mezlocillin that is designated by
the Commissioner as the standard of
comparison in determining the poten-
cy of the mezlocillin working standard.

(73) Mozxalactam. The term “moxa-
lactam master standard” means a spe-
cific lot of moxalactam that is desig-
nated by the Commissioner as the
standard of comparison in determining
the potency of the moxalactam work-
ing standard.

(74) Piperacillin. The term “pipera-
cillin master standard” means a specif-
ic lot of piperacillin that is designated
by the Commissioner as the standard
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of comparison in determining the po-
tency of the piperacillin working
standard.

(75) Azlocillin. The term “azlocillin
master standard” means a specific lot
of azlocillin that is designated by the
Commissioner as the standard of com-
parison in determining the potency of
the azlocillin working standard.

(76) Cefoperazone. The term ‘‘cefo-
perazone master standard” means a
gpecific lot of cefoperazone that is des-
ignated by the Commissioner as the
standard of comparison in determining
the potency of the cefoperazone Work-
ing standard.

(77) Netilmicin. The term “netilmi-
cin master standard’” means a specific
lot of netilmicin that is designated by
the Commissioner as the standard of
comparison in determining the poten-
cy of the netilmicin working standard.

(78) Cefuroxime. The term ‘‘cefurox-
ime master standard” means a specific
lot of cefuroxime that is designated by
the Commissioner as the standard of
comparison in determining the poten-
cy of the cefuroxime working stand-
ard.

(79 Ceftizozime. The term “cefti-
zoxim. master standard” means a spe-
cific lot of ceftizoxime that is desig-
nated by the Commissioner as the
standard of comparison in determining
the potency of the ceftizoxime work-
ing standard.

(80) Cyclosporine. The term “cyclo-
sporine master standard’” means a spe-
cific lot of cyclosporine that is desig-
nated by the Commissioner as the
standard of comparison in determining
the potency of the cyclosporine work-
ing standard.

(81) Ceforanide. The term “ceforan-
jce master standard” means & specific
lot of ceforanide that is designated by
the Commissioner as the standard of
comparison in determining the poten-
cy of the ceforanide working standard.

(82) Cefonicid. The term “cefonicid
master standard’ means & specific lot
of cefonicid that is designated by the
Commissioner as the standard of com-
parison in determining the potency of
the cefonicid working standard.

(83) Clavulanic acid. The term ‘‘cla-
vulanic acid master standard” means a
specific lot of clavulanic acid or a salt

thereof «sm“mﬂmdmﬁma by the Com-
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missioner as the standard of compari-
son in determining the potency of the
clavulanic acid working standard.

(84) Amdinocillin. The term ‘‘amdin-
ocillin master standard’ means a spe-
cific lot of amdinocillin that is desig-
nated by the Commissioner as the
standard of comparison in determining
the potency of the amdinocillin work-
ing standard.

(85) Ceftriarone. The term “ceftriax-
one master standard” means a specific
lot of ceftriaxone that is designated by
the Commissioner as the standard of
comparison in determining the poten-
cy of the ceftriaxone working stand-
ard.

(b) Working standards. The potency
or purity of each preparation has been
determined by comparison with its
master standard , and each has been
designated by the Commissioner as
working standards for use in determin-
ing the potency or purity of antibiotic
substances subject to the regulations
in this chapter.Unless otherwise
noted, the working standard and the
U.S.P. reference standard for the anti-
biotic drug named are identical.

(1) Penicillin, (1) The term “penicil-
lin G working standard” means a spe-
cific lot of a homogeneous preparation
of penicillin G.

(i) [Reserved]

(iif) The term *penicillin Vv working
standard’” means a specific lot of a ho-
mogeneous preparation of penicillin V.,

(iv) [Reserved]

(v) The term “methicillin working
standard’’” means a specific lot of a ho-
mogeneous preparation of methicillin.

(vi) The term “oxacillin working
standard”’ means a specific lot of a ho-
mogeneous preparation of oxacillin.

(vil) The term “ampicillin working
standard” means a specific lot of a ho-
mogeneous preparation of ampicillin.

(vili) The term “nafcillin working
standard” means a specific lot of a ho-
mogeneous preparation of nafcillin.

(ix) The term «cloxacillin working
standard”’ means a specific lot of a ho-
mogeneous preparation of cloxacillin.

(x) The term “penicillin G procaine
working standard’ means a specific lot
of a homogeneous preparation of peni-
cillin G procaine.

(xi) The term “dicloxacillin working
standard” means a specific lot of a ho-
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wvomm:mo:m preparation of dicloxacil-
in.

Ax:.v The ﬁﬂ.w.s “bacampicillin hydro-
oEo:..am working standard” means a
specific lot of a homogeneous prepara-
tion of bacampicillin hydrochloride.

2 m.ﬁ.@ao“mlﬁ.: A. The term “am-
usoﬁmﬁm_: A working standard’” means
a specific lot of a homogeneous prepa-
ration of amphotericin A.

(3) mﬁ.ﬁvo&l&: B. The term ‘“‘am-
u:oemﬁmxb B working standard” means
a specific lot of a homogeneous prepa-
ration of amphotericin B.

(4) Streptomycin, The term “strepto-
M%Qw Mcom.w:ww standard’” means a spe-

ic lot of a homogeneous
of streptomycin. preparation

(5) Dihydrostreptomycin, The term
..Eﬁ%aaom?mnﬁoawﬁs working stand-
w«mw means 8 specific 1ot of a homoge-

us preparation of dih -
igsies ydrostrepto

(6) Chlortetracycline. The te
X i g N.g

chlortetracycline working standard”
means a .mbmoEo lot of a homogeneous
preparation of chlortetracycline.

n w.&:a&ooeo::@ The term “deme-
&ooﬁo.:wmeg\onﬁsm standard” means a
specific lot of a homogeneous -
mevo% demeclocycline. prepara

elracycline. The term “tetracy-

meomyéﬁonw_sﬂ standard” means a mnw.
ot of a homogeneou

of tetracycline, gencous preparation

(9) Rolitetracycline, The term *

, m ‘“roli-
tetracycline working standard” Bom%m
a specific lot of a homogeneous prepa-
nmwms of rolitetracycline.

) Chloramphenicol. The
chloramphenicol working memzawwwm
means a specific 1ot of a homogeneous
Eﬁmmmwﬁwwonn& chloramphenicol.
acitracin. The term “bacitra-
mﬂ MM«EWN standard’” means a mbmoﬁmo
a homogeneo
e g us preparation of

(12) Amphomycin. The ter :

. . m ‘“‘am-
mmﬂmooamwweusaéwﬂxﬁm standard"” Bmmnmgm
ot of 2 homogeneo -

zww%m amphomycin. ¢ s prepara

) Colistin. The term *

. colist
s%wESm standard’” means a specific H%
«ogm homogeneous preparation of colis-

(14) Colistimethate. The t o

2 erm ‘‘colis-
“wwoomﬂ%wmaﬁmwﬁw& standard” means a
ot of a homogeneo -

tion of colistimethate. 18 prepara
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(15) Cycloserine. The term ‘¢
: ycloser-
ms@ awomis% standard’” means a specif-

ic lot of a homogeneous prepa 10

cycloserine. preparation of

(16) Erythromycin. The term ‘“eryth-

woB«S.E working standard” means a

mmmabo lot of a homogeneous prepara-

Swwq& erythromycin.

) Gramicidin, The term * i
! . grami-
M%SH ;moqw_sw standard” means a spe-
¢ lot of a homogeneous pr
of gramicidin, preparation
(18) Griseofulvin. The term ‘‘gri
. . griseo-
meiw Mcoww:wﬂw standard’” means a spe-
¢ lot of a homogeneous pre
of griseofulvin, preparation
Cmv Kanamycin. The term ‘kana-
Mﬂmmaw Ncom.w:wm standard’” means a spe-
ot of a homogeneous i
of kanamyecin. preparation

(20) Neomycin, The term “n

. eomycin

M\Howwwsm standard” means a mnmamw lot
omogeneous prepara -

O paration of neo

(21) Novobiocin, The term “n i

. . ovobio-
No%m Mwaﬁwm standard’” means a specific

a homogeneous
AR preparation of
(22) Nystatin. The term “n i
. ystatin
M%Mwwsm standard” means a specific lot
omogeneous i
ofa | preparation of nys-

(23) Oleandomycin The
. . term

oleandomycin working standard”
means a specific lot of a homogeneous
preparation of oleandomycin.

(24) 36?.3:&03@3:. The term “tro-
leandomycin working standard’”’means
a specific lot of a homogeneous prepa-
ration of troleandomyecin.

(25) Oxytetracycline. The term “oxy-
tetracycline working standard” means
a specific lot of a homogeneous prepa-
ration of oxytetracycline.

(26) Paromomycin, The term “paro-
Mwm%w_aw mzowﬁum standard” means a

¢ lot of a homogeneous -
wa.%m paromomyecin, prepara
Polymyzxin B. The term “poly-
myxin B working standard” Bmwﬂm %m
specific lot of a homogeneous prepara-
ﬁ:Mw%m polymyxin B.
) Vancomycin. The term ‘‘v
. anco-
%m%% Ncoww:wﬂ standard” means a spe-
ot of a homogeneous
of vancomycin. preparation
Awov [Reserved]
(30) Gentamicin. The term *
4 . enta-
micin working mﬁmsama:.psmmw spe-
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§ 430.6

463 as amended, 82 Stat. 350-351 (21 U.Ss.C. (3) Nuystatin. The term sunit’”’ ap-
357, 360b(n), 371 (D) and (8))) plied to nystatin means the nystatin when dried for 3 hours at 60° C

36 FR 18935, May 30, 1974, as amended ot activity (potency) contained in 0.2817 pressure of 5 millimeters or less . gram Goioserine. Th .
39 FR 34031, Sept. 23, 1974; 39 FR 44012, microgram of the nystatin master (1) Chloramphenicol. Th Mmm. L gram” applied no. % wmﬂg ‘micrc
Dec. 20, 1874; 40 FR 26270, June 23, 1975 40 standard when dried for 2 hours at 40° crogram” applied to mqum erm "mi-  the cycloserine mcz%ﬂo oserine mean
st R b I i e s il e plied 10 Chiorampienical iained i 10 micropan 24 o b
46482, Nov. 9, 1976 “s FR 14092, Mar. 15, less. ] e owonmwos contained in 1.0 Bmc«omamsm serine master standard when Mm. e
1977; 42 FR 44223, Sept. 2, 1977, 42 FR (4) Polymyzin B. The term unit ord chloramphenicol master stand 3 hours at 60° C. and a ried fo
applied to polymyxin B means the po- na.v Methioill - BMwMBmgnm or less. pressure of :

. icillin. Th “ ) E j

ol s gL T L
In mean,

59854, Nov. 22, 1977; 43 FR 20976, May 16, y
lymyxin activity (potency) contained ramn”
gram” applled to methicilin means

1978; 43 FR 41195, Sept. 15, 19878; 43 FR
mmwmw. zow..%mw wwmw.. M. mﬂawcwm.wm m.m_mo. wa in 0,1274 microgram of the polymyxin the metminl)
1979; 44 , apr. 8 ; B master standard when dried for 3 ethicillin activity ( the erythromyeci o
75194, Nov. 14, 1980; 46 FR 2079, 2087, Jan.  hours at 60° C. and a pressure of 5 mil- ”wﬂﬂ% .y_d 1.105 SESNWMMWSOW‘.W aﬁo%mW ey) oosamﬂ.dm%oﬂﬂw ww%wm m.o.e::@ (poten
cillin master standard, wwwm mmﬁsqogwas . BmMWMM ommanwﬂw o
n dried ar(
for 3 hours at 60° C. and ;

13, 1981; 46 FR 3831, 3835, Jan. 16, 1981; 46 yjimeters or less. (9) Ozacill
acillin, The term “‘mi
icrogram”

10, 1681; 46 FR 25602, 23605, (5) Bleomycin. The term ‘“unit” ap-
applied to oxacillin mear.s the oxacil- pressure of 5 millimeters or less

FR 15880, Mar.
May 8, 1981; 46 FR 58298, Dec. 1, 1881 46 ) .
e A SR ey el R ontaned [ 1 iroeri X
Apr. 13, 1982; 47 53347, Nov. 26, .48 cin activity (potency contained In 1111 ency) contained i ) Gramicidi
o6  0.637 milligram of the bleomycin 111 micrograms 0 gram” n. The term “mi
¥ master standard. of the oxacillin msm«mww%mmw :M_ wwwsua&n 3%@%
activity (potency)
con

83; 48 FR 18800, Apr.

FR 1789, Jan. 7, 19
1oe fug. 24, 1983 48 FR  master standard. aster stanc
om i “ i
vein. The term “micro.  3i1€d in 1.0 microgram of the grami

1983; 48 FR 38 h
46270, Oct. 12, 1983; 48 FR 51290, Nov. 8, i " .
e 40 FR 5006, Feb. 10, 1084; 49 FR 6091, (b) “Microgram (1) Streptomycth gram” applied t
. . The term ‘‘microgram applied to t 0 amphomyci cidin mast
Feb. 17, 1084; 49 FR 22631, May 81, 1984, 49 . he amphomycin n means p er standard when drf
FR 25846, June 25, 1984; 4 FR 34347, 34350, mﬁwv.ﬁoamog means the .mﬁon«ogwoﬁu contained in 0.935 activity (potency) ours at 60° C. and a pres ried for :
Aug. 30, 1984; 49 FR 39670, Oct. 10, 1984; 50 mo..SSQ (potency) contained in 1.250 amphomycin r 5 microgram of the limeters or less. sure of 5 mil
micrograms of the streptomycii dried for 4 soﬂﬂmmmhmw.momawunumna when (18) Griseofulvin. The ter:
° ; m Hcm i1} g g :g.
nd a pres. Sram’” applled to griseofulvin S%«%

sure of 5 millimeters or 1
ayn 4 oy ess. the griseofulv. j
oaomﬂmgﬂu%nommﬂmsw 4. The term “mi- tained in 1.0 %Nwwwmwmw (patency) con
means the mBusoﬁo amphotericin A fulvin master mnmzam&B of the griseo
(potency) contained mi&b A activity (19 Kanamycin. Th
of the amphotericin w. 1.0 microgram &ram” applied i o e term “micro
ard when dried for 3 3838« stand- the kanamycin base mﬁwawog mean;
and & pressure of 5 millimeters oo tea Contained in 1,209 micrograms wr o
(12) Amphotericin B Hw,s@nmam or less, Kanamycin master m«mhmomawgm of the
crogram” applied to a he term “mi-  (20) Neomycin. Th ard.
means the amphoteri ﬂG:oem%E B gram” applied to n e term “micro
(potency) contained hos B activity heomycin base moswwmswaa means the
grams of the amphot BH 1.014 micro- tained in 1.429 micr v (potency) con-
standard when dried f %« cin B master mycin master s Ssaomggm of the neo
+C. and & pressure of r 3 hours at 60° 3 hours at 60° C ard when dried for
;@M. of 5 millimeters or millimeters or _mm.m and a pressure of £
3) Colistin, “ (21) N locin.
www@:ma ﬁmo oo:mme%mwﬂm wmmammmmﬂ: mmma: mﬂ%wmmsﬁw Mw%oww%w “micro-
X activit stin e nov Cin means
1495  micro mm%mwgw% contained in oosg_smons_o%woﬁa activity (potency:
»master standard wh the colistin novobiocin : micrograms of the
t hours at 60° C. and 8 en dried for 3 dried for 3 ﬁ%“.m«m& mwmﬂamﬁa wher
,« wasmmw.m or less. Hs%mmmhwwwomm 5 zw:. sure of 5 B::BQMM.W Mw Eom. and a pres.
4 microgram of col v value (22) ; S,
(2) Bacitracin, The term ‘‘unit” ap- y alent to the mznmﬂwwﬂwﬂww Hwno ¢ equiv- o«omam«%mmnmwm_ﬁwﬁﬁ.: The term ‘“mi-
plied to bacitracin means a pacitracin  gram” applied to tet , =14 Colistimethate. .H.:mﬁw S means the oleandomyci oleandomyein
activity (potency) contained in 13.51 the tetracycline activity (potency) con-{ garogram” applied to oo:mmzd mi-  (potency) oosﬂ&smuwm: base activity
micrograms of the pacitracin master tained in 1.0 microgram of tetracycln ugm the activity (potency) methate grams of the oummuad 1.176 micro-
ctandard, except that when the activi master standard. as colistin base that Is oc:ﬂom_po&m? standard, omycin master
ty (potency) of bacitracin is expressed (6) Rolitetracycline. The term alned in (23) Troleandomyci
in terms of its weight, as in the feed crogram’ applied to rolitetracycline crogram” applied H\M:«. The term “mi-
and drinking water of animals, 1 gram means the rolitetracycline mosﬁe% (po: ..ESQ o means the activity AMSWMMQWSQQBUSF
GE acivty 18 equvalent to 43000 {ene)) B e L0 micrograr A o & micrograrm of coyistimenicns LA1Ue Sleandamya ceyler eauivalent of the
.w.. .,.8E<Easn to the Hsﬂmnsmwmvﬁ%hﬁw%%oﬁ 1.2315 Bwowowg%wmwm mmsew ined  in
. 5«238382353& m«oumgao.

units
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FR 1504, Jan. 11, 1985; 50 FR 7764, Feb. 26,

1985; 50 FR 9998, Mar. 13, 19851 master standard after it is dried for 3
. hours at 60° C. and a pressure of 5 mil-

he terms “unit” and Jjmeters or less.

plied to antibiotic (2) Dihydrostreptomycin, The term

smicrogram’ applied to dihydrostrep-

tomycin means the dihydrostreptomy-

cin activity (potency) contained in 1.26

micrograms of the dihydrostreptomy-

§ 430.6 Definitions of t
“microgram’ as ap
substances.

Unless it has been otherwise speci-
fied in the individual definitions in
this section, the activity assigned to
each “unit” or “microgram” is equiva- cin master standard after it is dried
lent to an International Unit, if such for 4 hours at 100° C. and a pressure of

has been defined by the World Health 50 microns or less,
Organization. (3 Chlortetracycline. The term “mi-
Q::Qz::e wnin:::l:vmmio:. crogram’” applied to chlortetracycline

wn G. The term “unit”’ applies to peni- means the chlortetracycline activity
y) contained in 1.0 microgram -

cillin G means the penicillin activity (potenc
(potency) contained in 0.600 micro- of the chlortetracycline master stand-

gram of the penicillin G master stand- ard. ,,
(4) Demeclocycline. The term ‘“‘ml:

ard.

(ii) [Reserved] crogram” applied to demeclocycline

(iii) Penicillin V. The term ‘‘unit’ ~means the demeclocycline activity (po-
tency) contained in 1.0 microgram of

applied to penicillin V means the peni-
38 demeclocycline master standard

cillin activity (potency) contained in em C ]
0.590 microgram of the penicillin V after it is dried for 3 hours at 60° C.i
and a pressure of 5 millimeters or less

master standard.
(5) Tetracycline, The term “micro: g

.



§ 430.6
(24) Oaﬁmhwaoea::m. The ‘‘micro-
gram” applied to oxﬁmﬁmo%osuﬁ

means the oxﬁms‘mo%o:um base activi-
ty (potency) contained in «.Hw micro-
grams of the oxﬁws.mo%o:g master
standard. -

(25) Paromomycin. The term “ml-
crogram’’ applied to Uw«ogogwas
means the UE.oSoB%oE gﬁi@ (po-
tency) contained in 1.333 micrograms
of the bmnoBogzoE master standard
when dried for 3 hours at 60° C.and &
pressure of 5 millimeters o Hmmm._

26 Tyrothricin. The term “micro-
gram’’ applied to Saogzoﬁ means
the activity (potency) contained in 0.2
microgram of the gramicidin Bmuemm
standard when dried for 3 hours at 60
C. and a pressure of 5 millimeters oT
less. )

270 Vancomycin. The term ‘‘micro-
gram” applied to <mboo§<_05 means
the vancomycin base activity (poten-
cy) contained in 1.25 micrograms of
the vancomycin master standard.

(28) [Reserved]

(29) Ampicillin. The term ‘‘micro-
gram’’ applied to ampicillin means the
ampicillin activity (potency) 85&.53
in 1.1764 micrograms of the ampicillin
master standard. .

(30) Nafcillin. The term ‘‘micro-
gram” applied to nafcillin Bmwzm.gm‘w
nafcillin activity (potency) contained
in 1.0089 micrograms of the nafcillin
master standard. .

31D Gentamicin. The term ‘‘micro-
gram” applied to gentamicin means
the mmse.&aog activity (potency) con-
tained in 1.56 micrograms of the gen-
tamicin master standard when dried
for 3 hours at 110° C. and a pressure of
5 millimeters oOT less. )

(32) Dactinomycin. The dm;.B “mi-
crogram’ applied to dactinomycin

means the dactinomycin activity (po-
tency) contained in 1.000 microgram of
the dactinomycin master standard
when dried for 3 hours at 60° C. and a
pressure of 5 millimeters OT less.

(33) Candicidin. The term ‘“‘micro-
gram’’ applied to candicidin means the
candicidin activity (potency) contained
in 1.0 microgram of the candicidin
master standard when dried for 3
hours at 40° C. and a pressure of 5 mil-

A1 TN Swrte o

the cephalothin activity (potency)
contained in 1.066 micrograms of the
cephalothin master standard when
dried for 3 hours at 60° C. and a pres-
sure of 5 millimeters or less.

(35) Lincomycin. The term “‘micro-
gram”’ applied to lincomycin means
the lincomycin base activity (potency)
contained in 1.156 micrograms of the
lincomycin master standard. .

(36) Cloxacillin. The term ‘‘micro-
gram'’ applied to cloxacillin means the
cloxacillin activity (potency) oosgss@.a
in 1.135 micrograms of the cloxacillin
master standard.

(37) Methacycline. The term ‘‘micro-
gram” applied to methacycline means
the methacycline activity (potency)
contained in 1.082 micrograms of the
methacycline master standard when
dried for 3 hours at 60° C. and a pres-
sure of 5 millimeters or less. .

(38 Dozxycycline. The term ‘‘micro-
gram’’ applied to doxycycline means
the doxycycline activity (potency) con-
tained in 1.1565 micrograms of the dox-
ycycline master standard. .

39) Cephaloridine. The term “‘mi-
crogram’ applied to cephaloridine
means the cephaloridine activity (po-
tency) contained in 1.00806 micro-
grams of the cephaloridine master
standard when dried for 3 hours at 60°
C. and a pressure of 5 millimeters or
less.

(40 Dicloxacillin. The term ‘‘micro-
gram” applied to dicloxacillin means
the dicloxacillin activity (potency)
contained in 1.087 micrograms of the
dicloxacillin master standard. .

41 Plicamycin. The term ‘“‘micro-
gram” applied to plicamycin means
the U:omgzog activity (potency) con-
tained in 1.000 microgram of the plica-
mycin master standard when dried for

4 hours at 25° C. and a pressure of 5
millimeters or less. .

(42) Clindamycin. The term ‘‘micro-
gram” applied to clindamycin means
the clindamycin activity (potency)
contained in 1.139 micrograms of the
clindamycin master standard. .

(43) Cephaloglycin. The term ‘“‘mi-
crogram’’ applied to cephaloglycin
means the oaﬁd&omiog activity (po-

d in 1.02564 micro-
limeters or less. tency) containe
(34) Cephalothin. The term ‘‘micro- grams of the omusﬁomias master
gram’’ pE‘ to cephalothin means standard.
238

(44) Carbenicillin. The term “micro-
gram'’ applied to carbenicillin means
the carbenicillin activity (potency)
contained in 1,135 micrograms of the
carbenicillin master standard.

(45) Cephalexin. The term “micro-
gram” applied to cephalexin means
the cephalexin activity (potency) con-
tained in 1.0707 micrograms of the ce-
phalexin master standard.

(46) [Reserved]

(47) Capreomycin. The term “micro-
gram” applied to capreomycin means
the capreomycin activity (potency)
contained in 1.0870 micrograms of the
capreomycin master standard when
dried for 4 hours at 100° C. and a pres-
sure of 5 millimeters or less.

(48) Rifampin. The term “micro-
gram” applied to rifampin means the
rifampin activity (potency) contained
in 1.0101 micrograms of the rifampin
master standard.

(49) Minocycline. The term “micro-
gram’ applied to minocycline means
the minocycline activity (potency)
contained in 1,1588 micrograms of the
minocycline master standard.

(50) Spectinomycin. The term “mi-
crogram’ applied to spectinomycin
means the spectinomycin activity (po-
tency) contained in 1.490 micrograms
of the spectinomycin master standard.

(51) Clindamycin palmitate hydro-
chloride. The term ‘“microgram’” ap-
plied to clindamycin palmitate hydro-
chloride means the clindamycin activi-
ty (potency) contained in 1.661 micro-
grams of the clindamycin palmitate
hydrochloride master standard.

(52) Carbenicillin indanyl. The term
“microgram’ applied to carbenicillin
indanyl means the carbenicillin activi-
ty (potency) contained in 1.4514 micro-
grams of the carbenicillin indanyl
master standard.

(53) Cephapirin. The term “micro-
gram’’ applied to cephapirin means
the cephapirin activity (potency) con-
tained in 1.0616 micrograms of the ce-
phapirin master standard.

(54) Cefazolin. The term ‘“micro-
gram” applied to cefazolin means the
nm?.so:s activity (potency) contained
in 1.005 micrograms of the cefazolin
master standard.

(55) Mitomycin. The term ‘‘micro-
gram” applied to mitomycin means
the mitomycin activity (potency) con-

239

tained in 1.0416 micrograms ot the mi-

tomycin master standard.

(56) Amogzicillin. The term “micro-
gram’ applied to amoxicillin means
the amoxicillin activity (potency) con-
tained in 1,17647 micrograms of the
amoxicillin master standard.

(57) [Reserved]

(58) Cephradine. The term “‘micro-
gram’ applied to cephradine means
the cephradine activity (potency) con-
tained in 1.1111 micrograms of the
cephradine master standard.

(59) Doxorubicin. The term ‘‘micro-
gram” applied to doxorubicin means
the activity (potency) calculated as
doxorubicin hydrochloride contained
in 1.0204 micrograms of the doxorubi-
cin master standard.

(60) Tobramycin. The term “micro-
gram” applied to tobramycin means
the tobramycin activity (potency) con-
tained in 1,126 micrograms of the to-
bramycin master standard.

(61) Amikacin. The term “micro-
gram’ applied to amikacin means the
amikacin activity (potency) contained
in 1.091 micrograms of the amikacin
master standard.

(62) Vidarabine, The term ‘“micro-
gram’ applied to vidarabine means the
vidarabine activity (potency) con-
tained in 1.0674 micrograms of the vi-
darabine master standard.

(63) Ticarcillin. The term “micro-
gram’ applied to ticarcillin means the
ticarcillin activity (potency) contained
in 1.136 micrograms of the ticarcillin
master standard.

(84) Cefadrozil. The term “micro-
gram’ applied to cefadroxil means the
cefadroxil activity (potency) contained
in 1.0537 micrograms of the cefadroxil
master standard.

(65) Natamycin. The term “micro-
gram’ applied to natamycin means the
natamycin activity (potency) con-
tained in 1.0846 micrograms of the na-
tamycin master standard.

(66) Cefoxitin. The term “micro-
gram’’ applied to cefoxitin means the
cefoxitin activity (potency) contained
in 1.072 micrograms of the cefoxitin
master standard.

(87) Cefamandole. The term “micro-
gram’’ applied to cefamandole means
the cefamandole activity (potency)
contained in 1.1364 micrograms of ce-
famandole master standard.
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§ 436.346

lution, dilute to volume with pH 7.0
buffer solution and mix. Using Sdm
sample solution, proceed as directed in
paragraph (f) of this section.

(il)y Milligrams of ceftizoxime per
container. Reconstitute the sample as
directed in the labeling. Then using a
suitable hypodermic needle and sy-
ringe, remove all of the withdrawable
contents if it is represented as a single-
dose container; or, if the labeling
specifies the amount of potency is a
given volume of the resultant prepara-
tion, remove an accurately measured
representative portion from each con-
tainer. Further dilute an aliquot of
the solution thus obtained with suffi-
cient pH 7.0 buffer solution to obtain a
concentration of 1.0 milligram per mil-
liliter. Transfer 2.0 milliliters of this
solution to a 100-milliliter volumetric
flask, add 5.0 milliliters of internal
standard solution, dilute to volume
with pH 7.0 buffer solution and mix.
Using this sample solution, proceed as
directed in paragraph (f) of this sec-
tion.

(f) Procedure. Using the equipment,
reagents, and operating conditions as
listed in paragraphs (a), (b), and (c) of
this section, inject 10 microliters of
the working standard solution into the
chromatograph. Allow an elution time
sufficient to obtain satisfactory sepa-
ration of the expected components.
The elution order is void volume, cefti-
zoxime, and internal standard. After
separation of the working standard so-
lution has been completed, inject 10
microliters of the sample solution pre-
pared as described in paragraph (e)1)
of this section into the chromatograph
and repeat the procedure described for
the working standard solution. If the
sample is packaged for dispensing,
repeat the procedure for each sample
solution prepared as described in para-

graphs ¢e)2) (1) and (iD) of this section.

(€:9] Calculations—(1) Calculate the
micrograms of ceftizoxime per milli-
gram of sample as follows:

R.x P, x 100
Ry X Cu x(100—-m)

Micrograms of
ceftizoxime per =
milligram

‘Where: ‘

&0 N O wase oy v - v~ &= .

R.=Area of the ceftizoxime peak in the
chromatogram of the sample (at a reten-
tion time equal to that observed for the
standard)/Area of internal standard
peak;

R.=Area of the ceftizoxime peak in the
chromatogram of the ceftizoxime work-
ing standard/Area of internal standard
peak;

P,=Ceftizoxime activity in the ceftizoxime
working standard solution in micro-
grams per milliliter;

C.=Milligrams of sample per milliliter of
sample solution; and

m=Percent moisture content of the sample.

(2) Calculate the ceftizoxime con-
tent of the vial as follows:

Milligrams of RuxPixd
ceftizoxime per =
vial R,x 1,000

where:

R.=Area of the ceftizoxime peak in the
chromatogram of the sample (at a reten-
tion time equal to that observed for the
standard)/Area of internal standard
peak;

R.=Area of the ceftizoxime peak in the
chromatogram of the ceftizoxime work-
ing standard/Area of internal standard
peak;

P,=Ceftizoxime activity in the ceftizoxime
working standard solution in micro-
grams per milliliter; and

d=Dilution factor of the sample.

(Secs. 507, 701 (D) and (g), 52 Stat. 1055-1056

as amended, 59 Stat. 463 as amended (21

U.S.C. 357, 371 (f) and (&)1,

(48 FR 46270, Oct. 12, 1983; 48 FR 49656,

Qct. 27, 1983]

§ 436.346 High-pressure liquid chromato-
graphic assay for cyclosporine.

(a) Equipment. A suitable high-pres-
sure liquid chromatograph equipped
with:

(1) A suitable pump capable of re-
producibly delivering a liquid to a
pressure of 4,500 pounds per square
inch and a flow rate of at least 5 milli-
liters per minute;

(2) A suitable ultraviolet detection
system operating at a wavelength of
210 nanometers;

(3) A suitable recorder;

(4) A suitable integrator;
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(5) An oven or water bath capable of
maintaining the column at an operat-
ing temperature of 70° C;

(6) A steel capillary tube, 1 meter in
length, having an inside diameter of
0.25 millimeter. This tube is inserted
between the injection system and the
chromatographic column and is equili-
brated to 70° C; and

(7) A sample injection valve on
e.Eo: the loop determines the sample
size,

(b) Columns. The chromatographic
column is packed with microparticu-
late (3 to 10 micrometers in diameter)
reversed phase packing materials that
exhibit some degree of polarity such
as the hydrocarbon bonded silicas
with dimethyl, trimethyl, or octyl
groups. Connect a saturation column
gravity packed with similarly bonded
silica particles 40 to 60 microns in di-
ameter to the inlet of the analytical
column.

(¢) Mobile phase. Mix acetonitrile,
water, methanol, and o-phosphoric
acid (900:525:75:0.075 by volume),
Degas by passing through a 0.5-mi-
crometer filter with vacuum and ultra-
sonicate for no less than 2 minutes
before use. The mobile phase may be
sparged perceptibly with helium
through a 2-micrometer metal filter
for the duration of the analysis.
Adjust the ratio of acetonitrile to
aqueous buffer as necessary to obtain
satisfactory retention of the peaks.

(d) Operating conditions. Perform
the assay at a constant operating tem-
perature of 70° C with a typical flow
rate of 2.0 milliliters per minute. Use a
detector sensitivity setting that gives a
peak height for the working standard
that is at least 50 percent of scale with
a typical chart speed of 2.5 millimeters
per minute, Obtain chromatograms
for performance parameters at a chart
speed of not less than 25 millimeters
per minute to allow a more accurate
measurement of peak geometry.

(e) Preparation of working standard
and sample solutions. Prepare the
working standard and sample solu-
tions as directed in the individual
monographs for cyclosporine.

(f) Systems suitability. Equilibrate
and condition the column by passage
of about 10 to 15 void volumes of
mobile phase followed by about 5 in-
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jections of not less than 10 microliters
each of working standard solution.
Proceed with the analysis when the
following minimum performance re-
cM#mBmsam have been met or exceed-
ed.

(1) Capacity ratio faclor. Calculate
the capacity ratio (k) of the cyclospor-
ine peak as follows:

t—tn
k= ——

where:

t=Retention time of solute; and
t.=Retention time of solvent or unretained
substance.
The capacity ratio is satisfactory if it
is not less than 3 or not more than 10.
(2) Coefficient of variation. The co-
efficient of variation of at least five
replicate injections is less than 1 per-
cent.
(3) Efficiency. Calculate the efficien-
cy (n) as follows:

N 2
n = u.mah i v
SQU

where:
t=Retention time of solute; and
W, .=Peak width at half height. Both ¢ and

W,: must be measured in the same

units.
The efficiency is satisfactory if it is
greater than 1,500 theoretical plates
when assaying cyclosporine and great-
er than 700 theoretical plates when as-
saying finished dosage forms.

(4) Asymmetry factor. Calculate the
asymmetry factor (4;) as follows:
Wo.

2f

A=

where:

W, ,=Horizontal distance measured from a
point on the cyclosporine peak ascent 10
percent above the baseline to an inter-
omﬂo with the cyclosporine peak descent;
an

f=Horizontal distance from point of 10 per-
cent ascent above the baseline of the cy-
closporine peak to point of maximum
peak height.

The asymmetry factor is satisfactory
if it is not more than 1.5.

(5) Resolution. Calculate the resolu-
tion (R,) as follows:



§ 436.347

24—t
(Wi+ W)

Ri=

where:

t=Retention time of solute; and S.:w sub-
scripts i and J designate two different
peaks and where t, is larger than ?.wda

W=Width of peak at baseline as determined
by extrapolating the relative straight
sides to the baseline. Both ¢t and W must
be measured in the same units.

Resolution between the cyclosporine
peak and any other peak must be at
least 1.1, .

(g) Procedure. Using the mniuambn,
columns, mobile phase, operating con-
ditions and the working standard and
sample solutions listed in umgmnm.vrm
(a), (), (¢, (d), and (e) of this moosmv:.
inject 20 microliters of the working
standard solution into the ogon.b.wno.
graph. Allow an elution time sufficient
to obtain satisfactory separation of ex-
pected components. After separation
of the working standard solution has
been completed, inject 20 microliters
of the sample solution into the chro-
matograph and repeat the procedure
described for the working standard so-
lution.

(h) Calculations. Calculate the cy-
closporine content of cyclosporine and
its dosage forms as directed in the in-
dividual monographs.

(Secs. 507, 701 (£) and (g), 52 Stat. 1055-1056
as amended, 59 Stat. 463 as amended (21
U.S.C. 351, 371 (f) and (8)))

(49 FR 22631, May 31, 1984; 49 FR 27489,
July 5, 1984]

§ 436.347 High-pressure liquid chromato-
graphic assay for cefoxitin,

(a) Equipment. A suitable high-pres-
sure liquid chromatograph equipped
with:

(1) A low dead volume cell 8 to 20
microliters;

(2) A light path length of 1 centime-
ter;

(3) A suitable ultraviolet detection
system operating at a wavelength of
254 nanometers;

(4) A suitable recorder of at least
25.4 centimeter deflection;

(5) A suitable integrator; and

(6) A 30-centimeter column having
an inside diameter of 4.0 millimeters

silane

and wmn with octadecyl
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chemically bonded to porous silica or
ceramic microparticles, 5 micrometers
to 10 micrometers in diameter, U.S.P.
XX.

(b) Reagents—(1) One percent potas-
sium phosphate buffer, pH 6.0. Prepare
as described in § 436.101¢a)(1).

(2) Mobile phase. Mix distilled
water:glacial acetic acid:acetonitrile
(800:10:190). Filter the mobile phase
through a suitable glass fiber filter or
equivalent that is capable of removing
particulate contamination to 1 micron
in diameter. Degas the mobile phase
just prior to its introduction into the
chromatograph pumping system.

(¢) Operating conditions. Perform
the assay at ambient temperature with
a typical flow rate of 1.0 milliliter per
minute. Use a detector sensitivity set-
ting that gives a peak height for the
working standard that is at least 50
percent of scale. The minimum be-
tween peaks must be no more than 2
millimeters above the baseline.

(d) Preparation of working standard
and sample solutions. Use the working
standard and sample solutions pre-
pared as described in the individual
monographs for the drug being tested.

(e) Procedure. Using the equipment,
reagents, and operating conditions as
described in paragraphs (a), (b), and
(¢) of this section, inject 10 microliters
of the working standard solution into
the chromatograph. Allow an elution
time sufficient to obtain separation of
the expected components. After sepa-
ration of the working standard solu-
tion has been completed, inject 10 mi-
croliters of the sample solution into
the chromatograph and repeat the
procedure described for the working
standard solution.

f) Calculations. Calculate the cefox-
itin content as described in the indi-
vidual monographs for the drug being
tested.

(Secs.507, 701(f) and (8), 52 Stat. 1055-1058

as amended, 59 Stat. 463 as amended (21

U.S.C. 357, 371D and (g)))

149 FR 47827, Dec. 7, 1984]

§ 436.348 High-pressure liquid chromato-
graphic assay for ceforanide.
(a) Equipment. A suitable high-pres-
sure liquid chromatograph equipped
with:

(1) A low dead volume cell 8 to 20
microliters;

(2) A light path length of 1 centime-
ter,

(3) A suitable ultraviolet detection
system operating at a wavelength of
254 nanometers;

(4) A suitable recorder of at least
25.4-centimeter deflection;

(5) A suitable integrator; and

(6) A 30-centimeter column having
an inside diameter of 4.0 millimeters
and packed wth octadecyl silane
chemically bonded to porous silica or
ceramic microparticles, 5 micrometers
to 10 micrometers in diameter, U.S.P.
XX. A particular column used for
analysis of ceforanide should not be
used for the analysis of other drugs.

(b) Mobile phase. Mix 18.0 milliliters
of 10 percent aqueous tetrabutylam-
monium hydroxide and 8.56 milliliters
of 11N potassium hydroxide. Add the
mixture to approximately 700 millili-
ters of distilled water. Add 200 millili-
ters of reagent grade methanol. Adjust
the pH of the mixture to pH 7.0 with
concentrated phosphoric acid and
dilute to 1,000 milliliters with distilled
water. Prepare fresh daily. Filter the
mobile phase through a suitable glass
fiber filter or equivalent which is capa-
ble of removing particulate contamina-
tion to 1 micron in diameter. Degas
the mobile phase just prior to its in-
troduction into the chromatograph
pumping system.

(¢) Operating conditions. Perform
the assay at ambient temperature with
a typical flow rate of 1 milliliter per
minute. Use a detector sensitivity set-
ting that gives a peak height for the
working standard that is at least 50
percent of scale.

(d) Preparation of working standard
and sample solutions—(1) Preparation
of working standard solution. Prepare
a solution containing 1,000 micro-
grams of ceforanide activity per milli-
liter in mobile phase. Inject working
standard solution within 5 minutes
after dissolution.

(2) Preparation of sample solution.
Prepare the sample solution as direct-
ed in the individual monograph for
the drug being tested. Inject sample
wow%sob within 5 minutes after disso-
ution.

(e) Procedure. Use the equipment,
mobile phase, operating conditions,
and working standard and sample so-
lutions described in paragraphs (a),
(b), (c¢), and (d) of this section, and
proceed as directed in paragraph (e)1)
of this section.

(1) System suitability test. Equili-
brate and condition the column by
passage of about 10 to 15 void volumes
of mobile phase followed by three rep-
licate injections of 10 microliters each
of the working standard solution.
Allow an elution time sufficient to
obtain satisfactory separation of ex-
pected components after each injec-
tion. Record the peak responses and
calculate the tailing factor, efficiency
of the column, coefficient of variation,
and capacity factor as described for
system suitability tests in the U.S.P.
XX General Chapter 621 chromatog-
raphy. Proceed as directed in para-
graph (e)2) of this section if the fol-
lowing minimum performance require-
ments have been met:

(i) Tailing factor. The tailing factor
wmwmmﬂm?onog if it is not more than

(il) Efficiency of the column. The ef-
ficiency of the column is satisfactory
if it is greater than 1,900 theoretical
plates;

(iii) Coefficient of variation. The co-
efficient of variation of at least three
replicate injections is satisfactory if it
is not more than 1.5 percent; and

(lv) Capacity factor. The capacity
factor is satisfactory if it is not less
than 1.8 and not more than 5.

If the minimum performance require-
ments are not met, adjustments must
be made to the system to obtain satis-
factory operation before proceeding as
described in paragraph (eX2) of this
section.

(2) Determination of the chromato-
gram. Inject 10 microliters of the
working standard solution into the
chromatograph. Allow an elution time
sufficient to obtain satisfactory sepa:
ration of the expected components
After separation of the working stand
ard solution has been completed
inject 10 microliters of the sample so
lution into the chromatograph anc
repeat the procedure described for the
working standard solution.

359 .



e wuvowwd W&l UD.C, 307,
360b(n), 371(f) and (g)N
[39 FR 19115, May 30, 1974, as amended at
46 FR 60568, Dec. 11, 1981]

§ 448.20a Sterile colistimethate sodium.

(a) Requirements for certification—
(1) Standards of identity, strength,
quality, and purity. Colistimethate
sodium is the sodium salt of a kind of
colistin methane sulfonate or a mix-
ture of two or more such salts, It is &
white to slightly yellow, odorless, fine
powder which is freely soluble in
water. It is so purified and dried that:

(i) Its potency is not less than 390
micrograms of colistin base equivalent
per milligram. If it is packaged for dis-
pensing, its potency is satisfactory if it
is not less than 90 percent and not
more than 120 percent of the number
of milligrams of colistin base equiva-
lent that it is represented to contain.

(ii) It is sterile.

(1ii) It passes the safety test.

(iv) It is nonpyrogenic.

(v) Its loss on drying is not more
than 7.0 percent,

(vi) Its pH in an aqueous solution
containing 10 milligrams per milliliter
is not less than 6.5 and not more than
8.5.

(viD) It gives a positive identity test
for colistimethate sodium.

(viii) It passes the test for free colis-
tin.

(ix) Its heavy metals content is not
more than 30 parts per million.

(2) Labeling. It shall be labeled in
accordance with the requirements of
§ 432.5 of this chapter.

(3) Requests for certification, sam-
ples, In addition to complying with the
requirements of § 431.1 of this chap-
ter, each such request shall contain:

(1) Results of tests and assays on the
batch for potency, sterility, safety.
pyrogens, loss on drying, pH, identity,
free colistin, and heavy metals.

(ii) Samples required:

(a) If the batch is packaged for re-
packing or for use in the manufacture
of another drug:

(1) For all tests except sterility: 10
containers, each containing approxi-
mately 500 milligrams.

(2) For sterility testing: 20 packages,
each containing approximately 300
railligrams.

666

..... s nesowit; TNV

b dentity—(i) Infrared. Proceed as
pted in § 436.211 of this chapter,
ig-a l-percent potassium bromide
epared as described in para-

(b) If the batch is packaged fo#
pensing: E

(1) For all tests except sterili
minimum of 12 vials or if each}
contains less than 150 milligrang bh (b)(1) of that section.
colistimethate, a minimum of 60 ¥ P Todine reduction. Dissolve 40 mil-

(2) For sterility testing: 20 ims s of mEbE.m in 1.0 milliliter of
ate containers, collected at reg L.hydrochloric acid and add 0.5

tervals throughout each filling’g fiter of 0.02N iodine. The color is
ation. - Bdly discharged.

(b) Tests and methods of assayy J-Free colistin, Dissolve 80 milli-
Potency. Proceed as directed "0f sample in 3.0 milliliters of
§ 436,105 of this chapter, prep ed water and add 0.05 milliliter

the sample for assay as follows: I fpercent w/v solution of silico-
batch is packaged for repacking g ptic acid. It passes the test for
use in manufacturing anothep .,..,M_nm%nﬁowwn no immediate precipi-
dissolve an accurately weighed sy . : .

in 2 milliliters of sterile distilied g8 _,., Mwaewowwﬁwmﬁm@wa as direct-
and further dilute with sufficieng . § chapter.

percent potassium phosphate R 19115, May 30, 1974, as amended at
pPH 6.0 (solution 6), to give a stog R 10331, Feb. 20, 1979; 4¢ FR 22059,
lution of convenient concentratig _a 1979]

it is packaged for dispensing, & L

tute as directed in the labeling, g\ Colistin sulfate.
using a suitable hypodermic p ERequirements for certification—

20

and syringe, remove all of istandards of identity, strength,
withdrawable contents if the confs By, and purity. Colistin sulfate is
is represented as a wmsmwm dose contd white to m:WEGHu\ %mwwog- odorless

te salt of a kind of colistin or a

of two or more such salts. It is

rified and dried that:

pIts potency is not less than 500

ams of colistin per milligram.

g1t passes the safety test.

D' Its loss on drying is not more
.0 percent.

B Its pH in an aqueous solution

’ ng 10 milligrams per milliliter

ess than 4.0 and not more than

er; or if the labeling specifieg &
amount of potency in a given vl e
of the resultant preparation, .
an accurately measured repres .
portion from each container. Fug e
dilute the stock solution with soly
6 to the reference concentration ¢
microgram of colistin base equiw
per milliliter (estimated). <
(2) Sterility. Proceed as direck 4
$ 436.20 of S:ma chapter, ,,.m; )
method described in paragraph (@ B i : .
of that section. | qunéﬂﬁm a positive identity test
(3) Pyrogens. Proceed as direciy PLabeling. 1t shall be labeled i
§ 436.32(b) of this chapter, using§ dance with the nmpﬁw%ﬁmam of
lution containing 10 milligrams RE(h).
listin base equivalent per milliliteg MRequests for certification; sam-
(4) Safety. Proceed as d eCH In addition to complying with the
§ 436.33 of this chapter. . jrements of § 431.1 of this chap-
(5) Loss on drying. Proceed a8 d h such request shall contain:
ed in § 436.200(b) of this chapteri iResults of tests and assays on the
(6) pH. Proceed as directsy pafor potency, safety, loss on
§ 436,202 of this chapter, using 8’8 g, PH, and identity.
cent aqueous solution prepared’ FBamples required on the batch:
following manner: Weigh tkages, each containing approxi-
0.5 gram of sample and transf ly 300 milligrams.
125-milliliter Erlenmeyer flask, LTests and methods of assay—(1)
Wecy. Proceed as directed in

BEESEOmawmmgwco:&
water, stopper, and shake untiii 05 of this chapter, preparing
, ..Emmonmhmm%mmmo:oém”me-

ROCUT!

sample is in solution.

§ 441

solve an accurately weighed sampl

2 milliliters of sterile distilled ws

and further dilute with sufficient

bercent potassium phosphate buf;
PH 6.0 (solution 6), to give a stock

lution of convenient concentrati
Further dilute the stock solution w:
solution 6 to the reference concent,
tion of 1.0 microgram of colistin E
milliliter (estimated).

(2) Safely. Proceed as directed
§ 436.33 of this chapter,

(3) Loss on drying. Proceed as direc
ed in § 436.200(b) of this chapter.

(4) pH. Proceed as directed j
§436.202 of this chapter, using a
aqueous solution containing 10 mill
grams per milliliter.

(5) Identity. To about 20 milligram
of sample, add 2.0 milliliters of pH 7.
buffer (prepared by adding 29.63 milli
liters of 1 N sodium hydroxide to 5(
milliliters of 1 M potassium dihydro
gen phosphate, adjusting to pH 7.0 if
hecessary, and diluting to 100 millili-
ters with distilled water) and 0.2 millj-
liter of a 0.5 percent aqueous triketo-
hydrindene hydrate solution, and
bring to boil. A purple color is pro-
duced.

§ 448.23 Cyclosporine.

(a) Requirements for certification—
(1) Standards of identity, strength,
quality, and purity. Cyclosporine is a,
cyclic polypeptide consisting of 11
amino acids. It is a white or essentially
white finely crystalline powder. It is so
purified and dried that:

(i) Its cyclosporine content is not
less than 975 micrograms per milli-
gram and not more than 1,020 micro-
grams per milligram on the anhydrous
basis.

(i) Its loss on drying is not more
than 3.0 percent,

(iii) Its heavy metals content is not
more than 20 parts per million.

(iv) It passes the identity test.

(2) Labeling. 1t shall be labeled in
accordance with the requirements of
§ 432,5 of this chapter.

(3) Requests for certification; sam-
ples. In addition to complying with the
requirements of §431.1 of this chap-
ter, each such request m‘oosﬁmwzn
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() Results of tests and assays on the
batch for cyclosporine content, loss on
drying, heavy metals, and identity.

(i) Samples, if required by the Di-
rector, Center for Drugs and Biologics:
10 packages, each containing approxi-
mately 500 milligrams.

(b) Tests and methods of assay—(1)
Cyclosporine content. Proceed as di-
rected in §436.346 of this chapter,
except prepare the working standard
and sample solutions and calculate the
cyclosporine content as described in
paragraphs (b)(1) ) and (i) of this
section. A typically suitable column
for cyclosporine is a 250-millimeter
column having an inside diameter of 4
millimeters packed with octyl silane
chemically bonded to totally porous
microsilica particles, 5 to 7 microns in
diameter.

(i) Preparation of working standard
and sample solutions.

Norte: Dissolve working standards and
samples immediately before analysis.

(@) Preparation of working standard
solution. Dissolve an accurately
weighed portion of the working stand-
ard in ethanol by shaking for at least
15 minutes. If necessary, ultrasonicate
until the solution becomes completely
clear. Dilute with ethanol to obtain a
solution containing 1,000 micrograms
of cyclosporine activity per milliliter.

(b) Preparation of sample solutions.
Prepare all sample solutions as direct-
ed for preparation of working stand-
ard solutions, except dilute with etha-
nol to obtain a solution containing
1,000 micrograms of cyclosporine per
milliliter (estimated).

(i) Calculations. Calculate the mi-
crograms of cyclosporine per milli-
gram of sample as follows:

Ay X Py X 100
T A X Cux(100—m)

Micrograms of
cyclosporine per
milligram

where:

A,=Area of the cyclosporine peak in the
chromatogram of the sample (at a reten-
tion time equal to that observed for the
standard);

A,=Area of the cyclosporine peak in the
chromatogram of the cyclosporine work-
ing standard,;
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working standard solution in mig
grams per milliliter;

C. =Milligrams of cyclosporine per m
of sample solution; and g

m=Percent loss on drying of the sampley

(2) Loss on drying. Proceed as d
ed in § 436.200(a) of this chapter.

(3) Heavy metals. Proceed as d
ed in § 436.208 of this chapter.

(4) Identity. The high-pre

liquid chromatogram of the sample vl .

termined as directed in paragrapy bek solution of convenient concen-

(b)(1) of this section compares quali§ ation. Further dilute the stock solu-

tively to that of the cyclospor a'volumetrically with alcohol U.S.P.

working standard. y X -to the reference concentration of

i ' microgram of gramicidin per milli-

(Secs. uow .MSmmv MRAMMMN Stat. SMM X B (estimated).

as_amenaec, at. as amencec .y k) Safety. Proceed as directed in

U.8.C. 357, 371 (D and (£)) ) J38.33 of this chapter, except observe

149 FR 22632, May 31, 19841 e, .ﬁuom for 4 days.

KX 83) Loss on drying. Proceed as direct-

[in § 436.200(b) of this chapter.

R4 Residue on ignition. Proceed as

ected in § 436.207(a) of this chapter.

%) Melting point. Proceed as direct-

In § 436.209 of this chapter.

§6) Identity. Accurately weigh about

milligrams of the sample and dilute

Fethyl alcohol to give a concentra-

am of 0.05 milligram (estimated) of

mmicidin per milliliter. Prepare a so-
jtion of the gramicidin working

Endard to contain 0.05 milligram per

Shiliter in ethyl alcohol. Using a suit-

ie recording spectrophotometer with

eentimeter cells, record the ultravio-

g absorbance spectrum of each solu-

Pn from 220 nanometers to 320 nano-

’ s. The ultraviolet absorbance

' gctrum  of the sample solution

3 p.u d compare qualitatively to that

.T Fthe working standard solution. De-

drous basle Aty Sferemce e mine the absorptivities of each at

h . ¢ maximum occurring at 282 nano-
mum occurring at 282 nanometers § B ers and at the minimum occurrin
the absorptivity value at the minimug 47 4 th ¢ ;w €
occurring at 247 nanometers is 1008 e smbnwwo ers ( i € *Smpo uow Mu

percent of the difference obtalng Re W_Wx zma an t Bab ﬂcﬂu oH Qe dm

with the gramicidin working standad picidin working standard shou ¢ 5¢

(vii) It is crystalline : eri mw for the particular instru-
g : , et used).
poﬁow«%wwmﬂﬁ.ﬁmxmﬁwnﬂhﬂwﬂ.,M, 1) Crystallinity. Proceed as directed

§ 432.5(b) of this chapter. 436.203(a) of this chapter.

(3) Requests for certification;
ples. In addition to the requireme
of mﬁmHH of this chapter, each su8 IgC. 357, 371 (£) and ()

request shall contain: . 3 FR 10115, May 30, 1974, as amended at

(i) Results of tests and assays on E-FR 24883, June 21, 1976; 47 FR 23710,

pbatch for potency, safety, loss @ ine 1, 1982]

it identity, and crystallinity.

M) Samples required of the batch:
m packages, each containing ap-
Wximately 500 milligrams.

.b‘.u.%v. and methods of assay—(1)
e Proceed as directed in
296.106 of this chapter, preparing the
eaple for assay as follows: Dissolve
ately weighed sample in suffi-
Sht alcohol U.S.P. XX to obtain &

§ 448.25 Gramicidin.

(a) Requirements for certificat
(1) Standards of identity, streng
quality, and purity. Gramicidin is §
white, or nearly white, odorless, cry
talline compound of a kind of gran
cidin or a mixture of two or more sug
compounds. It is so purified and drig
that: :
(i) It has a potency of not less i
900 micrograms of gramicidin per I
ligram. 1

(ii) It passes the safety test. R

(iif) Its loss on drying is not mg
than 3 percent. .

dv) Its residue on ignition is"
more than 1.0 percent. -4

(v) Tts melting point is not be
229° C after drying in vacuum at 608
for 3 hours.

(vi) When calculated on the &

L
e
01

Raes. 507, 701 (f) and (g), 52 Stat. 10565-1056
B.amended, 59 Stat. 463 as amended (21

; 4

(a) Requirements for certyicatic
(1) Standards of identlity, slren
quality, and purity. Polymyxin B
fate is the sulfate salt of a kind of
lymyxin or a mixture of two or r
such salts. It is a white to buff-colc
powder. It is so purified and d
that:

(i) Its potency is not less than 6
units of polymyxin B per milligran
an anhydrous basis.

(ii) It passes the safety test.

(iii) Its loss on drying is not n
than 7.0 percent.

(iv) Its pH is an aqueous solu
containing 5 milligrams per milli
is not less than 5.0 and not more t
7.5.

(v) It gives positive color ider
tests for polymyxin.

(2) Labeling. It shall be labele
accordance with the requirement
§ 432.5 of this chapter.

(3) Requests for certification; .
ples. In addition to complying witt
requirements of §431.1 of this ¢
ter, each such request shall contai

(i) Results of tests and assays or
batch for potency, safety, loss
drying, pH, and identity.

(ii) Samples required: 10 pack:
each containing approximately
milligrams.

(b) Tests and methods of assay
Potency. Proceed as directed
§436.1056 of this chapter, prep:
the sample for assay as follows:
2.0 milliliters of sterile distilled v
to each 5 milligrams of an accur
weighed portion of the sample. C
with sufficient 10 percent potas
phosphate buffer, pH 6.0 (solutic
to give a stock solution conta
10,000 units of polymyxin B per Ir
ter (estimated). Further dilute a:
quot of the stock solution with
tion 6 to the reference concentr
of 10 units of polymyxin B per n
ter (estimated).

(2) Safety. Proceed as direct¢
§ 436.33 of this chapter.

(3) Loss on drying. Proceed as d
ed in § 436.200(b) of this chapter.

(4) pH. Proceed as directe
§ 436.202 of this chapter, using a
tion containing 5 milligrams per

liter.
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ard in ethanol by shaking for at least
15 minutes. If necessary, ultrasonicate
until the solution becomes completely
clear. Dilute with ethanol to obtain a
solution containing 1 milligram of cy-
closporine activity per milliliter.

(b) Preparation of sample solution.
Using a suitable hypodermic needle
and syringe, remove all of the
withdrawable contents if it is repre-
sented as a single-dose container; or, if
the labeling specifies the concentra-
tion of cyclosporine in a given volume
of the resultant preparation, remove
an accurately measured portion from
each container. Dilute with ethanol to
obtain a stock solution of 1 milligram
of cyclosporine activity per milliliter
(estimated).

(i) Calculations. Calculate the cy-
closporine content of the vial as fol-
lows:

Milligramsof A, x P, xd
cyclosporine =
per milliliter A,=1,000

where:

A,=Area of the cyclosporine peak in the
chromatogram of the sample (at a reten-
tion time equal to that observed for the
standard);

A,=Area of the cyclosporine peak In the
chromatogram of the cyclosporine work-
ing standard;

P,=Cyclosporine activity in the cyclosporine
working standard solution in micro-
grams per milliliter; and

d=Dilution factor of the sample.

(2) Sterility. Proceed as directed in
§436.20 of this chapter, using the
method described in paragraph (eX2)
of that section.

(3) Bacterial endotoxrins. Proceed as
directed in the United States Pharma-
copeia XX bacterial endotoxins test.
(Secs. 507, 701 (f) and (g), 52 Stat. 1056-1056
as amended, 59 Stat. 463 as amended (21
U.S.C. 357, 371 (f) and (g)))

149 FR 22633, May 31, 1984]

§ 448.230 Sterile polymyxin B sulfate.

The requirements for certification
and the tests and methods of assay for
sterile polymyxin B sulfate packaged
for dispensing are described in

§ 448.30a.
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[44 FR 10379, Feb. 20, 1979] - .
- .¢. Results of tests and assays on.

Ka) The bacitracin used in making
e batch for potency, safety, loss on
&rying, pH, and identity. ; 4 in
. . 9 d) The neomycin sulfate use

§448.310 Bacitracin ophthalmic dos R The . e Cor potency, safety,
forms. -3 Nas on drying, pH, and identity.
Jc) The polymyxin B sulfate used in
aking the batch for potency, safety,
a8 on drying, pH, and identity.

d) The batch for bacitracin content,
& mvcin content, polymyxin B con-
nt, sterility, moisture, and metal par-
) Samples required:
@) The bacitracin used in making
$, batch: 10 packages, each contain-
) approximately 1.0 gram.
B()) The neomycin sulfate used in
g the batch: 10 packages, each
eontaining approximately 1.0 gram.
% (c) The polymixin B sulfate used in
g the batch: 10 packages, each
ntaining approximately 1.0 gram.
8 (d) The batch:
(1) For all tests except sterility: A
hminimum of 17 immediate containers.
%(2) For sterility testing: 20 immedi-
fate containers, collected at regular in-
tervals throughout each filling oper-
Hon.
¥ (b) Tests and methods of assays—(1)
tPotency—@1) Bacitracin content. Pro-
eeed as directed for bacitracin zinc in
§436.105 of this chapter, preparing
sample for assay as follows: Place
an accurately weighed representative
portion of the sample into a separa-
ftory funnel containing approximately
80 milliliters of peroxide-free ether.
EShake the sample and ether until ho-
Emogeneous. Add 20 to 25 milliliters of
1 percent potassium phosphate buffer,
fpH 6.0 (solution 1), and shake well.
EAllow the layers to separate. Remove
t the buffer layer and repeat the extrac-
ftlon procedure with each of three
Fmore 20- to 25-milliliter quantities of
golution 1. Combine the buffer extrac-
i tives in a suitable volumetric flask and
E dilute to volume with solution 1.
F Remove an aliquot, add sufficient hy-
 drochloric acid so that the amount of
acid in the final solution will be the
Egame as in the reference concentration
Fof the working standard and further
§ dilute with solution 1 to the reference
E eoncentration of 1.0 unit of bacitracin
f. per milliliter (estimated).

Subpart D—Ophthalmic Dosage 1
Forms

§ 448.310a [Reserved]

§ 448.310b Bacitracin-neomycin  su
polymyxin B sulfate ophthalmic ol
ment. )

(a) Requirements for certificatio
(1) Standards of identity, streng
quality, and purity. Bacitracin-neom ;
cin sulfate-polymyxin B sulfate opkh
thalmic ointment contains bacitrs
neomycin sulfate, and polymyxin
sulfate in a suitable and harmless oints
ment base. Bach gram contains 5
units of bacitracin, 3.5 milligrams off
neomycin, and 10,000 units of polyd
myxin B. Its bacitracin content is sat
isfactory if it is not less than 90 pe,
cent and not more than 140 percent of;
the number of units of bacitracin th
it is represented to contain. Its neom
cin content is satisfactory if it is
less than 90 percent and not mg
than 140 percent of the number !
milligrams of neomycin that it is rep-
resented to contain. Its polymyxin B
content is satisfactory if it is not less;
than 90 percent and not more than
140 percent of the number of units ofj
polymyxin B that it is represented to;
contain. It is sterile. Its moisture co e
tent is not more than 0.5 percent. It}
passes the test for metal particles. The 3}
bacitracin used conforms to the stand-3
ards prescribed by §448.10a(aX1),3
except pyrogens, residue on ignitionX:
and heavy metals. The neomycin sul-3
fate used conforms to the standards]
prescribed by § 444.42a(a)1) of thigs
chapter, except pyrogens. The polyy}
mixin B sulfate used conforms to thej
standards prescribed by}
§ 448.30a(a)(1), except pyrogens, resi<3
due on ignition, and heavy metals. 2

(2) Labeling. It shall be labeled in}
accordance with the requirements of4
§ 432.5 of this chapter.

(3) Requests for certification;, sam.
ples. In addition to complying with the 3
requirements of §431.1 of this chap-
ter, each such request shall contain: ’
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(i) Neomycin content. Proceed
rected in § 436.105 of this chapte
paring the sample for assay as f(
Place an accurately weighed
sentative portion of the sample
separatory funnel containing ap
mately 50 milliliters of peroxi
ether. Shake the sample and
until homogeneous. Add 20 to 2t
liters of 0.1M potassium pho
buffer, pH 8.0 (solution 3), and
well. Allow the layers to se
Remove the buffer layer and
the extraction procedure with €
three more 20- to 25-milliliter «
ties of solution 3. Combine the
extractives in a suitable vol
flask and dilute to volume wit
tion 3. Remove an aliquot and !
dilute with solution 3 to the re
concentration of 1.0 microgram
mycin per milliliter (estimated).

(ili) Polymyzxin B contenl. 1}
as directed in § 436.105 of this ¢
except add to each concentra
the polymyxin standard respot
a quantity of neomycin to yi
same concentration of neom;
that present when the sample
ed to contain 10 units of polyn
per milliliter. Prepare the san
assay as follows: Place an acc
weighed representative portior
sample into a separatory fum
taining approximately 50 milli’
peroxide-free ether. Shake the
and ether until homogeneous.
to 25 milliliters of 10 percent
um phosphate buffer, pH 6.0 (
6), and shake well. Allow the 1
separate. Remove the buffer l¢
repeat the extraction procedi
each of three more 20- to 25-1
quantities of solution 6. Coml
buffer extractives in a suitat
metric flask and dilute to volu
solution 6. Remove an aliq
futher dilute with solution ¢
reference concentration of 10
Polymyxin B per milliliter (est

(2) Sterility. Proceed as dir
§ 436,20 of this chapter, u:
method described in paragraj
of that section.

(3) Moisture. Proceed as diy

§ 436.201 of this chapter.

(4) Metal particles. Proceed :
ed in § 436.206 of this chapter



