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a1 CFRCN a-1-37 zdition)

PRoRte Lol o Te-

re-

men Of ¥eig2L ~aeductiol sased
sgrccicn. 19F -atiznts 12 woom -0esiiy 3
fractory 0 aeoer neasures.

[©))] Complete ‘apeling ,ruldelines Are
availapble Tom -ne Food and Drag Ad-
ministration.

() Regulataly proceedi:.gs w1ll e
initia.:ad witl -egard -0 any suca irg
within -he surisgicsiod af “he 3Ct Facd
is notC 2 accord =ith ais ~egriacion.
39 TR 11680, Marl. a9, 1974, 23 ymended 30 41
FR 10885. sMar. i5. -976; 33 TR L1878, Mar. 3
19901

EFFECTTE DaTe NoTE! Ata2 TR <0084, ar.
14, 1997, §310.304 was -amovea. sifective APL-
14, 1997,

Use of vinyt chloride as an

jent, inciuding oropeilant of
aerosol drug products-

(a) Vinyl splorde 128 Jeen 1sed 38 3

propeua.nr. in 2erosoi oreparss

tions. Zvidence

$310.506

:ndicates
chioride ippaiacion 3R sesult D acute
voxicity manifested wy dizziness. sead-
ache. disor.enm;xon. and Jpconscious-
pess woers inpaled 30 aigh 2oncentra-
ciops. Cardiac affects. dome caanges.,
and iegenemnve cnanges -he Drain.
r, and ywidneys 1ave seen -epored
i apimals. Spudies also jernonsicate
carcmogenic affects in apimals as a e
sult of inpalatiold exposure 0 7inyl
chloride. Recendly. vinyl snloride 1as
peen linked to 1iver disease. inciuding
1iver cancer. in workers angaged B he
polymeriza.:ion of vinyl chioride.

(o) The Commissioner that
there is & lack of zeneral -ecogaition
by qualiiied axperts of =ne safety or 2fi-
fectiveness of aerosol drag Pprepasy”
tions containing 7iny! chloride as an
ingredient. inciuding prcpen:mt..
Therefore. 307 guch product containirg
viny!l cnloride i3 2 aew irug and 1 new
drizg application 3pproved under sec-
tion 305 of she Tederal Food., Drag, at
Cosmertic Act 8 required ror market-

) Clinical invescigations designed
o 002l avidence -hat any aeroso
g prepam:‘;on sontainisg +iay! colo-
nde a8 ad ingredient. including orogpel-
jant. is safe and affective for ~ne pur-
pose intended. must somply with uhe
requirements 1nd procedurss zoverning
the 1s€ ot .:':es:‘.ga.:‘;onal qew druags
sec Jorth & 2art 312 of this chapter.
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(d) Azy sucz irmg -within -he sursdic-
-ion Of Qe L¢o wpich is 200 ia iccord
aith kis ~eg:ialion :g subject 0 TeF-
|azory Ccliok.

29 7R ~0830. »ug. 5. 1974, as imended 3t 33
TR 11573, Mar. 9. 19901

SFTECTIVE DATE Nors: AL TR 10084, Marl.
14, 1997, 1310.506 vas ~smoved. affeciive ADL.
14, 2997,

§$310.507 Aerosol drug products for
1.1.1-

(a) Tricniorcetlane nay Jeen ased o
aerssol ir:g oroducts as a 3olvent Jor
rhe active ‘pgradients and =0 reduce
che 7apor sressure of sbe ;ropella.n:s.
It s ;or.er.;:a.ll'j -oxic -0 she cardio-
rascular 3ysiem. i.2., can sensitize -ke
hears <0 apizeparile. AT 2 surficiently
large sopcentration. ig :s 1 potemt AR~
asthetic aganl. Deatls associated witz
aerosol jecongesiant oroducts intanded

To 2e innaied and conraizizg
ur'.c':'_lome:';:xr.e have bheen repor-ed.

Mcest of &e ieaths ~ssulted rom abuse
or 3TOSSs misuse of the prepara.r.';on:.

(o) The Focd and Drug Administa-
tion finds :hat ~here S 3 rack of Zen-

aral reccgTiiioR oy qualified sxperts dI

the sai2ly or erfecciveness of
cricMoroe:':.a:e in aerosol drag prod-
acts ‘nternded sor inhalation sither 1i-

rectly or indirectly. A2V aerosol drug
produc: coozaining ~riczloroe hane acd
laceled. :e;:resenr.ed. or advertised {oT
use by inralation is 3 new drug and
subject @ ~egulatdry proceedings an-
less it is the subject of 2 new dmg 3P
plicazion approved ourseant =0 secsion
505 of the Faderal Food, Drag. and Cos-
metic AcT.

(¢) Clinical investigations desigzed
to obtain avidence that any aerosol
drag product containing
trichioroechane and labeled, rep-
resentad. JT 1dversised Jor 1s€ 2y inha-
lation 2i-her directly O indireculy (8
safe acd 2ifective for ~he purposes ‘3-
tended must comply xith he require-
ments and procedures goveraizg the
use of i:vemig:.r.ional qew drugs 3et
forzh in part 312 of shis chapter.

(d) Raguialory proceedings xill ze
lnvx'.‘xa.ted xith regard 0 ABY such irmg
withiz -ba ;urisdiction sf Ioe 2Ct wgica

§310.308

ig 306 2 iccerd with -nis regulacion 23
January 6. w¥e.

47 TR 8T Cec.

s 5. .9T7. 18 ymended 3% 13
oR L1578, sar. 2.

19901
FoeeTIVE DATT NOTE! g 52 TR 10084, niaT.

14, 1997, §310.07 ~as -emoved. 2(fective o
14. .997.

§310.508 Use of certain halogenated
sglicylnnilides as an inactive ingre-
dient in drug nroducts.

salicylaniiiZes

(a) Halcgenated
i R

(tmbrcmsa.ian T
-:nbromosa.iicyla.nilide).
(DBS. &, %iibrcm.csalicyla:.;'_‘.
meradromsaian (M3S. 3.
dibrcmosa‘xic:r‘.amlide).
zec:a.c’::.‘.omsalicyla.n'.‘.ide
have teen ased as active or inacwmTe -
gredients iw a2 Dumoer af over-t2e-
couznzer (CTT) drug oredacts. 1argely
an::‘:a.c:ar:a.‘-. s0aps. OT Lﬂ-sé_m'.:.—'::‘.ai.
prese':'ra.:‘."'e. and ot2er susposes. T-ese
‘nalcgena:ac‘. sakicyla.:'.‘.ides jre zct2nl
phoccsensi:izers apd can cause dig-
apling skiz disorders. n sorm2 D-
stacces Loe pnocosensi:i:a.:icr. =AYy
persist for ;rolonged seriods as 3 3e-
qere reaclion withous martber axpcsure
tc chese snemicals. Sarer alter=aiv
an:i::uc:o‘cia.l agents are availacis.

(o) These ':3lcgena.:ed salic::‘.a.:.:‘_‘.c'.es
are 20¢€ ;enerany :ecog:.i:ed. 13 3al2
and affecsi? for use S jcnive Jr L2ac-
give ingredients ip any dmg orodacts.
Therefore. aRY drug product conIaLDing
suclh 2 ':.a.’.cgenar.ed salicy‘.anilir‘.e 13 an
ingredisz® 3o any 1avel for ARY sTpcse

= .2 .

dibromsa.aa
ay

is a new dirmig witbin ke meazZ.Z% of
section 201(D) of ke Tederai Tood.
Drag. and Cosmetic ACT sor WDt A
apprcved ~ew dAmig Lpplicac‘.on sursu-

ang o section 505 of cae aco ani part
314 of shis shapter s -equired a2 Tar-
keting. .

()] Clinical investigacions Assigzmed
to ootain agidence -hat any 4r.g prod-
acs containing a balcge:a:ad
salicyla.n:!ide as Al ingredient 12 any
level for ALY surgose :
vive for che purzose
comply Wit -pe requireme
cedures goveraing -ha 188
tional zew drugs ser Joril -
shis crapter.

@y Azy secn irg nroduact
introduced 1in%0 in-arsiate
after Decsmber 1, 1973, *hal is 20
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§310.509

compliance with this section |s 3ubject
o fegulacory action.

0 FR 30520, Oct. 20,

[ 19735, as amended at 35
FR 1578, Mar 29. 1950)

ZFrECTIVE DATE NoTz: ag 82 FR 12084, Mar.
14, 397, 3310.508 was femoveq, affective Apr
14, 1997,

§310.509 Parenterja)
plastic containers.

(a) Any parenters]
Packaged in g plastic immediace con-
tainer is aot generally fecognized a5
safe and 2ffective, ig 2 new drug within
the meaning of section 201(p) of the
acet, and Tequires ap approved new drug
application as a condition for market-
ing. An “Invescigacional New Drug ip-
plication’* set forth ipg Part 312 of shis
Cchapter is “equired for clinical inves-
tigations designed to Obtain evidence
of safety ang effectiveness,

(b) As used ip this section, the term
“large volume Parentera}
ucte” terminally Sterilized
aqueous drug product Packaged jp
single-dose container with 4 capacity
of 100 milliliters op more and intended
Lo be administereq Or used intra-
venously in a duman.

(¢) Until the results of compatibility
Studies are evaluated, a large volume
Darentera] drug product for intra-
venous use in Qumans thag is Dackaged
‘n a plastic immedijate container on op
ifter Apri] 16, 1879, is misbranded un-

less its Iabeling contains g warning
that includes the following informa-
tion:

Q) A Statement thag additives may
be incompatible, .

2 A Statement thaz, if addizive

are introduced into the paren-
teral System, aseptic techniques should
the solution should be
ixed

drug products in

drug Droducsy

1L that a solution c¢op-
! an additijve drug should not be

(D This section does 5

under the
Act of July 1,

Note: 4, 82 FR 12084, Mar.
Was re - effective Apr.
ence of the user, :

a2 follows:
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§310.509 Parentera] drug Products in plas.
tic containers.

ta)y Any Parentera] drug sroducs
N 2 piastic ‘mmadiate container is not gen-
Sraily recognized as safe anqg 2ffective, 15 a
aew druz within the Meaning of Section
201p) of -xe Federa| Food, Ddrug. and Cos-
melic Aci. and ‘equires an approved new
drug appiicacion for Market.
ing. A "I.m'esmga:lonal New Drug Applica-
tion™ set fprey iR part 312 of this chapter jg
required ‘or clinical investigations designeq
to obtain 2vidence of safety and effective.
Qess.

(by It :s commor medical Praciice to adq
various 4rugs o coniainers of large volume
Parencera! drug Products for single adminis-
tration o the Dalient, although ipn many
Cases :he safety and effectiveness of :hat
Practice has not been demonstraced.
ingly :xe Commissioner of Food ang Drugs
concludes thag reports of a )] -3vestigation
of the sompatibilicy of the iMmediage con-
tainer of cerzaip .arge volume Parentera]
drugs with cerain other drugs thag may de
addeg Tegularly o the Parenteral delivery
System s aecessary ander section 305(k) of
the ac: o determine whether shere :$ ground
for requiring Tevision of :he labeling :o oro-
vide for sasar ase of the largse 7olume paren.
teral drug Products or zroung for witkdraw.
ing approval, under section 505(e) of the acg.
ol any of :he approved new drug applications
for the Sroducts. As used in this Sectiorn. the
erm “‘jarge volume Parentera] drug prod-
uct” means a3 ‘erminally sterilized aqueous
drug produc: Packaged in 3 Single-dose gop.
tainer wita a capacity of ipg millilitars gp
more anc -nt2nded o pe administered or
used intrav enously in a humap,

() Each nolden of an approveq AQew drug
application (NDA) for a iarge voiume paren.
teral drug Jsroduc: for intravenous use in hy-
mans that s Packaged in 4 plastic container
shall submjz the {ollowing o the Food ang
Drug ad inistration:

(1) The protocol that she NDA holder pro-
Poses o foliow in conducting compac:’bility
studies for itg iarge voiume barentera] drug
product apnd 2ach additive drug listed in
Paragrapn (d) o this sectien, on or before
April 16. 1979, N

(2) & Status repors of the Ongoing studjes 9
months after the applicant has received wrig.
ten acceptance of the Protocol from the Food
and Drug Administration.

(3) The fina] report at the completion of
the compactibiijty studies within 24 months
following acceptance of ;he protocol by :he
Food and Drug Admxmstram’on.

(d) Reports of compatibilicy
each of the following drugs shal] be submijt-

Packageq

Yse in humansg that g

Food and Drug Administration, HHS

gnless 2 walver is granted under paragraph

" (e) of his section for a specific drug product:

:nopiylline
':_,Igpno:encm
ampcillin
é‘ﬁfmm gluconate

. st i
Caroeniciilin

palosporins
gé‘.:‘l)ors.m,:nemcol

. Ctloramphenicol sodium succinate

liadamycin shosphate
onosphamide

" Crharabine

Diptenaydramine
tromicins
sorouracii
nlamicin

2
epar:n

and multiple vita-

Tmar 22 walved upoz a sho_wing
*2port is annecessary or :echmqus;s
are 2o available for conducting a comp?.ui
ibi udy that would prodgc:j.mea..m;lgn-
data. & request for a wajver scail e su gl -
led 1o the Director of the wa._smf: of ngl;-
gical-Dental Drug Products tHEFD-160), o
ter or Drug Evalcation and Resea.z:ch. :O "
and Druyg .A.dmmis:ra.niorg. Der_:g.rumgph of
Healiz and Human Services. 3600 Fishe
Lane. Rockwville. MD 20857, .
“TBE‘L:;.O:?IA :géeresults of the compatibxl;;:,-
studies irs avaluazed. a large volm.'ne ?arhu-
teral irug produce for intravenous :}se in v
mans that is packaged in a plastic i;%nxs
diate zontainer on or after .-_\pr'.l 16, s
Misbranded unless its la?elxng co?c?.xns 2
warnizg -hat :ncludes the following inform
tion:
1) A

Statement that additives may be in-

compaztizle. ) o .
(2) A statement that, if additiv e_drugs a;r
Introduced nto the paranteral sysiem, asep-

1troduced :no
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