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21 CFRCA. ! (4-1-37 Tdition)

men of VeBLT ~educcion dased °2 :aioric T
5 Te-

sermcsion. (o0 -atients 3 ypom 3Cesily -
fraccory o other measur:s.

(3) Compiete ‘apeling ;md.e'-.i::es are
availlable Tom -ge Tood ind Dmig Ad-
miniscraLion.

(h) Reglatdry aroceedicgs w11l e
initiaced ~itq cegard 0 apy sucz irig
within she surisdiction of the aCt Fuch
is not 3 1ccord witk -nis reguiation.

(39 ¥R .2630. Mar. 29, 1974, 38 amended a¢ 41
FR 10885, Mar. 15. .976: 35 TR -1578, Mar. 3.
19901

SFrECcTIVE DATE NOTE: AU 92 TR 10084, Mar.
14, 1997 §310.304 was -~emoved. affective AP
14, 1997.

Use of vinyl chloride as ano
jeat. including prooe . of
aerosol drug products.

(a) ¥inyl cnloride 223 neen 1sed 38 3
propeilant in aerosol drug Jreparn-
tions. 3Zvidence :ndicates -nac vinvl
chlormde inhaiatiln san cesuil D acute
soxicity :na.nifesr.ed ny dizziness. ead-
ache, disorientation. apd inconscious-
ness vhers inhaled 2C nigh concentra-
tions. Cardiac affects. bone changes.
and iegenemc‘;ve changes i -he »rain.
{iver, and widneys 1ave ween reported
im animals. Sgudies also dermonsisaie
carcinogenic affects in apircals as a e
sult of innpalation sxposure 0 7inyl
chloride. Recently. vinyl chioride has
peen linked =0 1jver disease. inciuding

§319.505

1jver cancer. in workers angaged B <he
polymer*’.za:ion of vinyl caioride.
(o) The Comrmissioner finds hat

there is & lacx of general ~ecogaition
by qualified axperss of -he safevy or 31~
fectiveness of aerosol dreg prepan-

tions containing rinyl chloride as an

{ngredient. inciuding propeilant.

Therefore. 30Y such preduct containing
vinyl chloride is 2 aew drug and 3 new
drag application :.pproved ander sec-

vion 305 of tbe wederal 7ood. Drug, an

Cosmetic ACt is required ‘or market-

ing.

(c) linical
o ootaiz avidence
drag prepal

pose
the 1se Of ‘.n-:es:‘.ga:*‘.onal
se¢ fornn in 2art 312 of whis chapeer.

FPoue)

42

inpvestigacions designed
shat an7’y aerosol
cion containing riny! chlo-
rnde is Al ingredient. inciudicg propel-
lant. is 3ale and effective for -he pur-
inranded. ostoe:t4 comply with the
requiremencts and proced' -es govemjng
qew drugs

tood and Drug Administration, HHS

(@) AnY sucna drug w1thin the surtsdic-
-sop Of -oe act ~aich ig 30T 2 iccord
&ith shis ~eguilalion is subject -0 r2gu-
latory 2ction.

29 TR 50830, aug. 5. 1974. as amended 2T 3
TR 11573, Mar. 3. .990])

TFTICTTE SaTI NOTE: AL 52 TR 12084, Mac.
14, 1997. $310.206 vas ~smoved. 2ifeclive APL.
14, 1997.

$310.307 Aerosol drug products  for
human  use containing  lL1.1-
trichloroethane.

@) T~caloroetiane nas deen ised =
aerosol irzg psroducts 3s 3 3olvent for
the active ingradients and o reduce
the vapor pressure of whe propeilants.
It is ;ocen::ally woxic %0 ibe cardio-
7ascular sysier. i.e., can semsitize tae
heart 0 spineporine. AL 3 suificiently
large soncentration. it i3 3 sotent an-
asthetic 1gent. Deaths assoctated w2
aerosol ipcongestant arcducts intended
%0 e iprajed and contaizing
tricaloroechane nave been repor-ed.
Most of ke Jeachs resulted rom abuse
or gross misuse of the preparations.

(p) The Food and Drug Administa-
tion =ads hal -here is 3 acK aof zezm-
erai ~eccgzmiiion oy qualified axperts I
the safety or esfectiveness of
tricnloroetnane in aerosol drug prod-
ucts intended for inhalation zither -
rectly or indirectly. ADY aerosol drzg
producs coptaizing sricaloroethane ard
latelad. ceprssented. of adversised or
use 9y incalationd is a new drug and
subjecs o regulatdry proceedings 1n-
less iz s the subject of 1 new drg ap-
plication ipproved sursuant <0 seczion
505 of she Faderal Tood, Drug, and Cos-
metic Act.

{c) Clinical investigations desigzed
to obtain evidence tbat any aerosol

drug product contaizing
trichioroetoane and lapeied, TeP-

resen-ad. or advertised for 1se 9y inha-
lation 2ither directly or ipdirectly 18
safe and 2ffective for ihe purposes :o-
tended must comply with -he require-
meass and procedures goveraizg he
use f invascigational 2ew drugs set
for<n”n pars 312 of this chapeer.

(d) Reguliatory procezdings »ill e
iniziated with -egard -0 3ZY such ir:g
Wiz tha curisdiction Af the acs woich

§310.508

i§ 010G i jccord with n2is regriiacion 22
Japuary 16. _378.
42 TR 33087, Sac. 16, 1977, 38 imended 3¢ 33
TR, 11573, Mar. 9. 1390}

EFFEcTIVE DATE NOTED AL 32 TR 12084, Mar.

14, 1997, j310.307 was -amoved, 2{fective 3
14, 1997.

$310.508 Use of certain halogenated
sqﬁcylam’lides as an inactive ingre-
dient in drug products.

(a) Halcgenated salicylanilides
(tribromsaian T3S, 3.4
tnbromcsa.licyla.nilide). dibromsaian
(DBS. 3 s—iibrcmosaiicyla.:i‘.‘.ie‘».
mecaoromsalan (M3E. 3. 3
dibromosalicyla.mlide). and 3.2 43—
cectach‘.orosalicylan de (TC-3AD
have ceen uised 23S active or inacwmve -
gredients in a3 3umeer af aver-ile-
counzaer (CTC) drag producis. rarzely
apnzibaczerial 30aps. s3r anzimicredial.
prsse-:'racive. acd ntzer surtoses. These
nalogenated saiicylazilides are sotent
phoccsansx:izers acd cap cause iis-
apling 3k=2 disorders. o 350122 in-
stances he p'nocasensici:a.:ion may
persist for prolonged certods 28 3 2e-
vers reaction withous ‘urther axposure
tc these snemicals. 3aier alterzative
aptimicrobial agents are available.

(o) Txese nalogerazed saiicvlanilides
are 120t zenerally ~ecognized as EVRE]
and 2{fecuive for 1se 15 active Or inac-
tive ingredient3 ip any dreg sreduces.
Thereicre, 3Ry drig sroduct containin
such 3 nalogenated salicylanilide as an
ingrediani 3L any level for any puryose
is a zew drug xizhiz the meazing Of
section 201(p) of -ne Faderal Food,
Drug. and Cosmertic ACT or wkich an
approved 2ew Az ipplication oursu-
ant %o section 305 of the acT and pars
314 of -his chapter ig required oT mar-
keting. .

(c) Clinical ipvescigations designed
to obtain avidence ibat any iz orod-
ucst containing a nalogenated
salicylacilide 3s 3k ingredient it ARy
level for any purrzoie :g safz azd 2(fec-
wive for the purpose inreandad must
comply vith <he ~equiremensts aznd pro-
cedures Foverzitg -na 152 f ipvastigd-
=ional zew drigs ser fortl i cars 312 of
wnis chapter.

(d) Any suck irug prod=ct snisially
intooduced {0t incarstate sommerce
after December +. 1975, =Bal ‘s 20t in




S inistration, HHS
§310.509 21 CRCN 1 (4197 Eetion, s Food and Drug Administrat

o Walver is granted under paragraph
compliance wity °his section jg Subject  5310.509 Parenteryj drug products in plas. 5. apiess a stlc»ion for a specific arug product:
t0 regulacory action tic containers. © () of ais secs

) ADY parent : - nophylline
PR [0 Oct 30 1gng g o at 55 m‘i’;?a?;;ia”if;fé?ici?fnf.iﬁfé’f;”:ﬁé‘ R Ampaotericia
TR 11578, Mar. g, 2990] erally “2CogMized a5 safe ang effective, g a Ampicillin
SFFECTIVE Dapr NOTE: At 62 FR 12084, Mar  new drug witnin ope Meaning o S€ction +. Caicium .%{?fonane
141997 5310 508 AS removed. sffacyiye Apr. 20MD) of spe Federal 7ooq. Drug. ang g, 7 Cardenie: orins
4. 1997 Metiec ies ang Tequires ip 4DDroved ngy - Cepaziospo nicol
drug appiication ag 3 condition fop Marker. - C‘:§°73m’§:;;§gl sodium succinage
§310.509 Parentera] drug prodycs in  ing. 4 JRUestizgationa) vew OTg Applica. C,:.;O;:Tﬁcm ohosphate
plastic containery, tion™ ser -OT2a in par: 319 Of this chaprep is C:_‘:m “‘ospha.mlde'
required op clinical mvesngacions designeq - c-’“‘“pn‘
(@) Any parenters] drug Produc: to obtain 2Vidence of Safety ang effective. C?:_arao‘r,le ine
Packaged in 5 Plastic Immediate cop. aess. D:ptennydramin
tainer ig 20t generally TeCognized a5 (5 It :s COMmon megjcy) Practice to agq

safe and 2ffective, js a new drug Within various drugs pq “Ontainers of ‘arge 7olume 1
the Meaning of Séction 201(p) of the  parentera; drug produces rop sing.
aplicatiop oo 22 aBbroved Ao 4. Ly LA
: ; ~ i 43 <. S e 11 .
gppllcac}‘on as a'. "’O?dlmon for market- Practice nag 0t been demons::‘a:ed. Accorg-
ing. 4n ”anesmga.t‘o'nal New Drug AP‘ ingly :he Sommissioner of Food ang Dry
Plication" gy forth in part 312 of this conciudes that repopeg of a fu; ‘avestigagion
Chapter g “equired jor clinical ipves. of the COmpatidilizy of -pe ‘Mmediate cop.
tigations designeqd S0 obtaip evidence tainer of Seriain jarge volume Parentera}
of safery and effec:x’veness. drugs wigy ceriain other drugs thag may hHe
(b) As used ip this section, the term addeg regularly o :he_parenzgral delivery
‘la.rge volume parentera.l drug prod- System 1S ::ecessa.r:,' inder Seclion 3035¢
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uct” meang terminajly sterilized If:f ;‘;“u;f_’,f:‘f;ﬁ;‘;’sn”;eE;:r:;iif&; ?Zo;;g st
a9“e°“§ drug perUCE packaged m_ a vide for safer gge of the larga 70lume paren- gf
Single-dose container with , Capacity “eral drug sroguets Or groung rop Vithdraw. -
of 100 milliliters or more and {ntended ing approvaj, inder section 303, of the act, ?n
to be a.d.ministered Or used intra- orany of the 4pproved pew drug applications Potassium chloride .
venously in 4 Qumar for the Producss. is ygeq n this Section, the Sod:um vicarbonate lar
(©) Unzti] the results of Compartibilisy, erm large “olume D;Pm:er%! da"'dg prod- Sodizm zzloride ar
i aet* Means 3z :errmna. ¥ steri 1Ze aqueous Taz lines ) wirs ita.
;;gg;iir25e evséua;igauacéa%i v?g:?: drug Producs packag_ed ina sx‘ng.’_e-;pse con- v 5 .single-2ntity anc multiple vita Z:
: . ; Qiner witp 5 capacity of 100 MNilliliters op min produces) X
venous use jn humans that is Packaged more ang intended o se admInistereq or an
in a plastic Immediace Container op op - Nons

: ) - used m:ravenously inahumap,
after Apri) 16, 1979, :3 Misbrandeq un-

The required submission of a report of the
(¢) Each Dolder of ap 4PProved new drug

Tralibility study of a arge volume par-

X pre
‘- d ;
Carg: dew iC packaged iz plastic an tio:
€  applicatjon (NDA) for 5 iarge voiume paren- enf_e“‘_.‘;_‘:,‘\’f"e pc;.?dd;uszed in paragraph fd) of U
that includes the following Informa- terq drug produc: fop ntravenous yse ip hu- any deentiv may be waived upon a showing cal
ion: o Mmans t:):{a: Is packfged na ;_;la..?uc Container e TePOrt is unnecessary or :echmql:zf Ser
() A statemen; that additiveg may  shall submic ¢pe oLOMIE 20 the Fooq and are ac® available for conducting a comp »
be incompatible. Drug Adminiserazion. Dilie < 2dy that would produce Teaningful 43
2 a t i i+ (1) The protoes) hat the Np4 Qolder pro. data 5 eerect T2 waiver shail be submit- pg
Statement that, jf additive [ : o Sihilipe data. 2 raquest fo ! o f Sur- g9
re ; boses 0 follow in conducting compa“blmy ed 5 e Director of the Division o ur
o are mcroduqed L0 the parep. Studies for jgg iarge vojume sarentera] dryg “?‘a:.uaa'—cal Drug Products :HFD-i60), Cen.
bera.l ss‘riscem. aseptic tecaniques shoy)g product ang Fact additive ‘grug listed i §c cor o 3§ Evaluation and Research, F°°‘§ §31
hey usema.n € solution should be Paragrapp (4) o this section, on or befpre ;;‘d Drg Administration, Department o
oroug. ¥ Mixed, April 16, 1979, eE - 3600 Fishers ~
N : : " Health and Human Services. (a
A Statement gy, , 2 solution ¢op. 2 £ stazus repory of the ongoing spugyes g ;'i::le ol fcl_d,_,mg_ MD 20857 L con
U an additjve drug Should not be months afper the applicant has recejveq writ- "m '..‘;t;.L the results of the compatibility cou
stored. - . ten accepcancg of the Protocol from the Food studievs“ 2 2valuated. a large volume ;?aren- ant:
(D This Sectiop does noy apply to 5 2nd Drug Administragion. teral 4 sroduct for intravenous 1se in hu- :
uet (3) The fina] TePOrt at the Completion of g tnat s Packaged in a plastic imme- toxi
th rvji:ien:gg ourm}f;; cl;e the compa:ibxlicy Studies withjp 24 monghs dxi?es :oh-xtbavner On or after April 16. 1979 is lish
< ¥ 1, following AcCeptance of the Protocol ny :he o d.unless its labeling contains a bene
- 21, Food and Dryg Administragioy, ;‘;fbff‘g‘“_za: includes the following ‘nforma. acts
4 % Mar. 14 1997 (d) Reports of SOmpatibility spygjeg with a0 T ) cons
e 'DATRN . . €ach of the following drugs sha)] e submjt- ; d?ln)' 1 Statement that additives Tay de in- for 1
l‘:"m ..'011 At 62 pp 12984. Mar. ted under Paragraph (c) of this Seciion for "C__p;..“va' . from
&“h %1 . effec:xve Apr. cach large volume Darenteral drug Product ‘ . l2) A:;::;:emen: that, if additive drugs are
o, M’f‘:"{gﬁhe User. the rqop Intravenons yga in humang that jg ! Dot 110 the parenteral sysiem. asep.
ows: ; : . o
- Packaged ‘N a piastie Immedijate contamer.




