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'WARNING: Respiratory Depression in Children

and Death Related to Ultra-Rapid Metabolism of

Codeine to Momhine

Reapirstory Depression in Children

Th -ombination of hlo-
© afion pf;mh'p:‘m

'lit.n WM mm has an assotiation
stion, and sometimes
4..."'.:".:7“

hu lhm"ul
{m‘m-m o
uﬁuhhl -

DESCRIPTION

EathSmL (o mpnnnﬂnth oral admin-

istration contains: Codeing pl ?nta 10 mg;

promethazine hydrechlonide 6.2 myl-

cnhmlllm loride 5 mg. Alud'n

ch Irlvnd';nh Mvnrhg:d um: ud’yml
ow araben, propylene

prwﬁ“ 5-:: sodum hn(ulh

sodium cm-m SUCT0S, 5UCTes syrup, angerine

is one of the naturaly occurring phenan-
brh of ndumm derived from tha cpium
poppy; it fiad pharmacologically as a nar-
cotic lrnlnnlc Cn‘hnl Shuphm may be chem-
ically designated as 7,8-Didehydro-4,5a-epoyy-3-
oy-17-1 mmﬁmnmhmn&rd phosphate
(1:1)(saltjhemi hydrats.
‘Ihl hosphate salt of codsine occurs as white,
la-shapsd l:vytillurvhu aryetaline pwtdlv
Cndlnn ph sokuble in watsr and
slightly scluble in lknhd hBl molecular
weight of 406.37, a molecular formula of
C‘QH}‘NO; « HyPOy » V:H;O andthe
folowing mam?

dlrrwnvs is chemica dnunmdus(x] -10-[2-
phencthiazina mono-

Promethazine h/\imlnndu occurs 8 8 white to
hmgdlw practicaly odorless, crysta line
Muxdmlmmlmuuomm onged
to air. Htis scluble in water and frea!
ln|uhl| inaloohol. It has a molecular weight
320.88,a mnhnnhrlnrmuhnf(ﬁ HaghoS « HCI
and the fo lowing structural formal:

CHzCH(CH:NCHz)z

0L0 =

Pha_nﬁ:yhnm rmimchlandu Ba mynﬁ-

natad as (-)- m nm-rmnn)
meﬂl)l] ben: I mh)J ochlorida. 1t oocurs &

white or near] crystals, having a b ttar
tfasta. klfrsal Lbh in mrnndnlcnhal
Phln)hnhnne rochloride is subject to cudda-

tion and must be protectad from light and air. It
has lmnhulllrvll of 208.67,a mokcular
formula of ch1 gnfo, * HCl and the following
structurd fom,

qu
|
C—CHNHCH; + HCI

h
OH
CLIIICM. PHARMACOLOGY

Codeine:
Mlum'.nl u inchuding codeine, ert their
uvT nervous system and
wmmnlmmmnmm
codeine are ds to its cantral action; howewer, the
precise s e of action have not been dstermined,
and the mechanisms involved appear to be quite
complex. Codeina rassmbles morphine both struc-
Arally and phamacclogically, but & actions at he

rrndmninm'nh‘liym ressurs, but
less fan morphine or meperiding, 8 less
constipafing then morphine.
Codeinz has good antitussive activity,
mnndn“uwmmwm lt‘:?n‘ndm
prefarancs to morphing, becauss side effects are
infrequent at the usual antitussive does of codeine.
Codsine in ord therapautic dnwos dn- not mlfy
mnnannﬁmmml iovascular
reotic nalgesics may cause nausea vnmmg
mnhnnumeuhmuwephu
(CTZ); howener, thay udquutmvumw
center, 50 that subesquent doses are unlikely to
mdmvﬂm;&l‘unlmmnldhuul
ordl doses of
Narcotic enalgesics cause histamine release, which
uwummbl rasponsible for wheals or urticaria
the site of injection
administration. Histamine rakease may also producs
lation of cutanaous blood vessels, with resu fant
Austing of the face and neck, purifus and sweating.
Codsine and its salts ara wel absorbed following
both oral and parertaral administration. Codsing is
mma;-;:fm nmlyg;mrmiiy mdu;lfu
is metabol in the liver by ercymes
ngnn:mlm whergitu
N-dametwlation and
enn].wmnvmulmrmnmﬂ Thaﬂn.uls
ncrated in the urire, u?al[umm
metabolites and whmllanmmt:h huuldd
can ine. Nagigible amecunts
MM hnit!lunfmnd in ta feces.
Folowing oral or subcutnecus administration of
codeing, the onset of al 38 ocours wihin 15 to
30 minutes and kasts for four to six hours.
The cough-dapressing action, in animal studies,
was cbservad to oceur 15 minutes after oral admin-
istration of codsina, psak action at 45 to 60 minutes
mmoanm The duration of acficn, which is
does-dependant, usualy did motexcesd 3 hours.
Promethazine

iazines by tha pmludl tranched side chain and
o ring substitution. It is thought that this wnfxn
mnnmﬂlfwmumu(ﬁml

Promathazine is an H1 recaptor blocking agent. In
add fion to its anihistaminic action, it prowdes dini-
cally ussful sedative and anbiematic
Promathazing is well absorbed from the gastro-
intestinal tract. Ciinical effects are ap) mvmmzo
mnrﬂhknnlﬁmnmmhm a ol I/m
six hours, athou Dy rsict 83
a8 12 hours. Wl!gi p.nd
Immlvm!ydwmnuunkﬂunu sdm
ara the
predominant metabdites appearing in the urine.
I‘hmpin-

jonist with ittle effect on moﬂﬂah‘n

'P?myhnhnm has no dﬁnpm B-adranergi

receptors of the bronchi or peripheral bbod vessels.

Adirect action at receptors accounts for the greater
partofits effects, coly a smal part being dusto 5

nhlnymdm nmnnpmm

fancaand, to @ Ilnrmnl&m cape fancs

of blood vessals. Totdl ral resistance is

increasad, resulting in incraased systolic and dias-

tolic blood pressure.

Pnhmrml arterial pressure is usually incraased,

lood flow is usually decreased. Local

vasoconstricion and hemostasis cocur following

ical orinfltration of

into tissuzs.
Tha main tictoipﬁurryapnr‘m mthe tan's
mywudnm in duu N“l hln muw
therapeutically.

lelly ued
incraasa the iitabifty of the heart mmng nh/‘l
mias. Cardiac output is decreasad slighly. Phenyle-
phrine increases the work of the he trylru-nu
paripherdl artenial rasistanca. Phenylaphrine has a
mid central stimulant effact.
Folowing oral administration or topical application
of phenylephrine to the mucosa, constriction of
blood vessels in the nasal mucosa relisves nasal
uuvmtmnmnﬁwhllamyul!dw&
Folowing oral administration, nasal decongestion
may oceur within 15 or 20 mlmn- uld may persist
for up to dheurs.
Fhm phrine is iregulerty absorbed from and

[y metabo |d"7|?‘ﬂ:':mm il tract.
Ptmyhnhnm sm:bdm nh fvar mi

mdﬂurmmlndm of excretion have not

INDICATIONS AND USAGE
Pmnﬂminl HCI, Fhlrryldv'nl Hll and Codeine

oiunqisniu lnnmyvﬂnmuns indud-
ing nasal cong -?nn.umdwnhlhlw(rml
commen oold.

COIMI

TIONS

s contraindicated in pediatric patiants ks then 6
years of age, becausa the combination may cause
ﬁﬂ llvmmydqxulm inthis lal pwuhnm

mmmd\ldnnwnn have uncargone
mlb:m andbor ads o

Codeina is nummlduhd in mm with a known
hypersens frm/m the dnq

and i indviduds known tobe iwnlmm orto

have had an idios ic reaction o promethezine
utnm'phl nn-

for usein mw-tmntd lower ntumnvym
hding asthrma.

Phenylephring is contraindicated in patients w h

I'v,pn)‘mm or with peripheral vascular insuffi-

chancy (ischemia may reeuit with risk of gangrena or

frnmbnil of m{anbﬂv-ulhr bads). Phenyt

bttt L e
s e drug or in thoss receiving a

monoaming un‘hlarfnlf (MADI). g

WARNINGS

Respiratory Depression in Children

The combinefon of mrmhmu hydrochloride,

Is contraindicated mpaﬁm:mnilntm(im
of age. Dnmilhdmr-minn of promethazne

Postrmarketing casas of respiratory danmm
induding in!nau have bsen mh 82 of

of age. Awids range of waight-based
V‘"‘ agn Jnnﬂl&‘mm
in nurmrydmr-lnn nthese patints.
Hmmlyﬂunnnlsdnublmnmmd
daath has occured with the use of codeina artitus-
mu r\ywludlldrm mmwhlyn the ulinl~

unmwy developed. *
Codeine
Death Related to Ultra-Rapid Metabolism of
Coduiull Morphine

\gspiratory depression and death have occurred in
d| Mm 0 recaived codeina in the postoperative
paricd fo lowing tonsilectomy and/or adencidec-
tormy and had evidence of being u tra-rapid metabo-
Imdcodlprzag .8, mumﬂugn:!'f‘wgur;lh
qw or/ mol ne
concantrations). Dm also nm?mdin
rursing infants who were exposad to high kvels of
‘morphing in breast milk because their mothers were.
ultra-rapid matebelizers of codeine [sze
Precautions, Nersing Mothers].
Some indi ltra-rapid n
because of a specific CYP2D6 genotype (gens
duplications danoted as *1/* Xl or *1/*2:N). The

cof this CYP206 d
s a e 1 1o 11 o

Japanees, 05 to 1% in Hispanics, 1 to 10%in
Caucasians, 3% in African Americans, and 16 to
28% in North Africans, Efiopians, and Arabs. Data
ara notaailable fmﬁrnmhm:& ps. Th-:
individuals corwert codeine into
morphing, mora mpdymdeunﬂm),ﬁndm
paople. This repid conversion results in higher than
@xpactad serum morphing levels. Even at beled
don% ragimans, indviduals who are u tra-rapid
metabolizers may have life-threatening or
respiratory daprassion or expanience signs of
overdose (such a8 exdreme skepiness, confusion,
o sha low breathing) [sze Overdosage).
Chidren with obstructive sleep apnea who are

post-tons y

ﬂ-ruqa vwmdfdx of codeine that
has been rapidy metabdized to morphine. Codeine-
wnhmmprdymmwhnduﬁlnr .

mm tonsilectomy and/or
ndmﬂnmnﬁ e Muﬁﬂy tions).
Vlhm mh codene-contining products,
rs should choose the lowest
cﬁnmdm for the shortest period of tme and
inform patients and caragivers about thees risks and
the signe of morphine overdoss [sse ).
Dosage of codeine SHOULD NOT BE INCREASED f
cough fails to respond; an unrasponsive cough
should be re-evaluated in 5 days or sooner for
ibla undzrlying pethdogy, such as foraign
mwlwn respiratory tract disaase.
(Codsine may causs or aggravets constipation.
L N

Adineirain o cotiemaybe czomparie
in aopic ch ldren.

Head injury and Increased infrecranisl Fressurer The
resprratory-depressant eflects of narcotic analgesics
mdﬁnvmmammmmm!nnd
pressure may be marked| Q?L jeraed inthe pres-
anca of head inj ions, or a pre-
@i nlmmmmnnlnmln Narcotics

m dinical course ofpmmx wih hsd qurm
Narcotic:
miq-u nrewnhsnwslm inchuding
codene, should not be usad in asthmatic patients
(53¢ CONTRAINDICATIONS). Meor should m be
usedin mmfd:nh linzss asscciated with

Mn’uwm ahility to clear tha tracheo-
h\mmi trae of sacretions would hawe a deletricus
affact on the petient’s respiratory funcicn.

mmnm i may pmdunl ortho-
hypotension in ambulatory patia

lg'csnttmn
Deprassion - Promathazine may impar the

mental and/or physicd ahilities m::,m the
parformanca of potantia by hazerdous tasks, such as
driving a vehick or operating machinery. The imj lr-
ment may be amp fied by concomitant use of
centrd-nervous-gysiam depressants such as

1]

by

alochol,
mlumu nnmmmlhnu. gunerd anesthetics,

antidepressants, and tranguifizers; ﬂlmfae
xm :hnuH sther be & iminatd or given n

di lmmmnmnfmaﬂmm
HCI (sze Information for Patients
mdl)w hllciul]

lead to

wimnll/fﬂn mpntmy&urunm

Usa of promethazine in patients with compromised

r-ni'ltmyfumﬁnn(w. COPD, skzp aprma)

should be avoided

Lower Seigura Thrashold — Promathezine may lower
ttshould be used with

parsons with sazure disorders or in persons who

are using concomiant medications, such as nar-

cotics of locdl anesthetics, which may also affact

seizure thrashold.

Bone- o should be

used with cautionin patients with bone-marrow

daprassion. Leukopenia and agranulocytosis have

been reporied, usua ly whan promathazine HOl has

blnuud in association with other known mamow

mmmmmsmm Apatartialy

Neurcleptic lhloum Syntnmo (NMS) has baen
reported in assock n?n HCI done
o ncnmhmnn wh lmuyuhmdmua Cinical
manifestafions of NMS are hyperpyrexia, mu
rigidity, akarad mental status and evidenca of auto-
namic instabi ity (imeguler pulbs or blood pressure,
tachyearda, disphoresis and cardiac dyerhythmias).
‘The diagnostic evdluation of pafents with this
syndrome is comp icated. hlmnra at adiagnosis,
itis important to dlmfyummu the cinical
presentationindudes both serious medical lnass
(8.9 pneurnaeia, systemic infiction, atc.) and
mnmd mhu treated

mi
v‘:\ J . Other important consid-
mnursm d fierential diagnosis includs cantral
mmmmy Il'lmh rhmbauld
(0S) pathicgy.
Tha maregement of IMS mm nchuds 1) immed-
ate discontiuation of prometazing HOL, anfipey-
chatic drugs, if any, and vﬂw dnmrmuuml to
concurrent therapy, g} ptnm
treatmantand medi mummvu and 3) treatment
ohrnhy:mmm szrious medical problems for
traaiments ara h.l:h. Thereis no
wui qrummubnmwdwh:muhuul
nummm ragimens for nnnrd
of NS have
nothizzines, the rummdlmnn Mpmmaltum
| should be urﬂnly considered.
%l'l: in Pediatric ;-mm
ride, phenylephrine Mmmhui coﬁ-u
phosphate is contraindicated in pediatric
patients less than 6 years of age. Concomitant

&-nﬁl- l;m_-

assotiation does not direr nm to
individual zed weight-b osing, which
might otherwise permit safe li-mim

contraindicated for post-operative pain manage-
mant in thass patisnts [ses WARNINGS - Death
Related to Ultra-Rapid Metabolism of Codeine
1o Morphine and C MWmIﬂ].
Indudlng pmhlrvl:tnjm hydmd!loﬂds. In pedi-

death (see

owxm{ulmm and convulsions

huc necumdwlm therapsutic dosss and over-
rmmolhzim hydrochborids in pediatric

ediatric patisnts who are acutely ill

nsetdand 'hh dration, thers is an

increased ﬂuuni lity to dystonias with ths use

of promsthazine HC,

omcmmm

whmpnmlmohnnpnndu
rum.:mm ad nt, it
s an adrenergic ager

thnnhblqmnwﬂmmmwm:‘an with thyroid
disaaszs, disbetes melitus and haart diszases or
tmmmqtn/dc prassants.

ic, berign b
mn::nnnmmmnnwﬁmuimml
nasal rwtm

ul and extreme caufion should be used when

administering ﬂudg parentally o nrunl{‘

patients erceis, to d"yi iduds

uﬂurwpnmwnhmmlypow

coronary credefon.

Phenylephring should be used with caution in

patiants taking diet preparations, such as ampheta-

mns nrphrmnun hmnm. becausa synergistic
affects could

nsve rwmn and nrnhh stoke.
I’IECAUIIOIS

Nlmiumblnm mdu‘lnu endlm mmh be
administered wih caution and

reducad in ;un-ns wih v:lmi:dummlcnvdmm.
comwisive disorders, significant hepefc or reral
impaimment, fever, idsm, Addison's
dioaass, dumm itis, mdmh/pnnplv
patiants with recent gastroimestingl or urinary tract
luruly andin the very young or elderly or debifitaled

gx having wm:lnlmgcpnmri- imuH be
ﬂlclmanm vm

|lur wlmu!lxﬂn:?p chstruction, and uqu
cbetruchon.

Pmrmhun should be usad cautiously in pnm
with cardiovescular disaess or with impairment of
liver function.

Phemylephrine should ba used with caufon in
petients with cardiovascular disease.
Information for Patients

Patients should be advisad to measura Promethezine
HCL Premylephrine HO and Dcdma Fhmwn

oywuw

mienu lead to cverdosage, especill vlelhi
a teaspoon & measured. A?hnmlt:!:nnmm-
mend an eppropriate measuring devios and can
provide instructions for maasuning the correct dose.
mehlzinlglu\yhplnm and codeine may
caus marked drowsinass or may impair the mantdl
uﬂnrmulhmurmudlnr e performancs

ntaly h Iﬂldllilb.ildul inga
mdmw-mm Ambulatery pafents
should hlhidmmdul ql muhmﬁm-
until it is known thet they do not bcorne d

henyle; d coder
r?y Paditric patients should b supervisad to
avoid potential harmin b ke riding o in cther
hezardous activ fes.
‘The concomitantuss of aloohdl or other centrdl
nevous vp-mdem-m |ndudru narcofc
ics, sedatives, and ¥enquiizers,
may have an add the' Inillmul‘l be avoidd
or their dosage reduced.
Patients should be advised to report any involun-
iry muscle movements.
id prolonged exposure to the sun.
Cnﬂ-nl Ike other narcofc analgesics, may pro-
orthostatic sion in some ambulatos
patients. Patients should bs cautionsd lewdnu
Advise patients that some l havea g
\ariation that rasudts in
morphing more rapidy ud '?[&n other
peopke. Most pecple are unawara of
aman ultnmdcu!lnumnhdlln Thu
higher-tan-normal kel of morphinein the blood
may lead to ife-threatening or fatal lmmmy
depression or signs of overdoss as eirema
slminlls m,ulhllw hruihnq Chldrul

codsine atisr mmlmmymdlm |knodammi
for obstructive dn!p apnea. mth_e at gum

due o res, mrry pression As a result, t, codeina i
nnmnniiuhd inall d\ldnn who undargo ons |-
lectomy and/or adenoids . Advse caregivers
of childran receiving codaine rdnrrmmb
menitor for signs of resprratory depression.




Nursing mothers taking cof can also have
higher mwphrll ll\:b n thlr hmm mik if they
ara u tra-apid mateboli gll Imh of
mnrphlmm breast mllkmrylnd o ﬂ\mmru
o fatal side affects in nursing babies. Instruct
rursing mathars t watch for signs of morphine

in therr infants mlud increasad sleepi-
nees (more than usual), difficulty breastfeeding,

ing dfcultss, of i impness. Instruct rursing
mothers to talk to the hb{'sdnmnmmdmz
ey nofios these signs and, nfhlyumt
doctor right away, o fake the baby toan ency
room of call 911 (or kocal emergency servios,
D H:nﬁ‘l-

g
Codaine In L 5 recaiving MAO inhikitors, an
initial small test dos is adwsable to allow &ur-
vation of any excessive narcotic effects or MADI
intaraction.

Promethazine

CHS Deprassants- Promethazine may
prolong, or intensify the sedative u:hynn of other
central- nts, such as

-nervous-system depressa
M lﬂﬂuﬁlwnmu (including hllhm-
rcotic analgesics, ganaral

ol e : and trancui-
mr& hﬁm. should uvnldu! o

administered in reduced dosags to patients recaiv-
m"h 2 HCI. When gue
the doss
ba reduced by at least one-half, and the dose of
narcotics sheuld be udumdb/nna-q.mrb
-Mf Dotns mldbl indivdualized. Excassive
18 HO! relative to a narcotic
m hdmmﬂmn-umdmm r hyparactivity

patient with pain; these Pﬂnlllllll
\imuxlrvnﬂ\ lﬁlqumwmgm d
Ennwﬁm» causs of the potential for promet-
mamrrrgnnnmu ms‘:tmn
lpmq;fnmdml NOT be usad to fraat hypoten-
tlun-lwmdwnhpmmm:zncurdm

Antichofinergics- Co tant uss of other agents
:kﬂ:lmmmmmnmm- should be under-
with

Monoamine Oidzse Infiibéors (MAD)- Drug
mtlnmun, mcldmumruusadlnudnu of

effacts, have bean reporied when
soma Ilml phlnuhnnsml.-d con-
comitantly.

eheld

P rine

[Drug Effect

Phenylephrine w th prior | Cardiac pressor

administration responsa potanti-

of mencaming ated. May causs

mdn inhibitors acute hypertensive
crisis.

Fmanhrmwm Pressor response
increasad.

|antidepressants.

Fhln){npmnew(h Excessive risein

argot alkaloids. blood prassus

Fﬁnﬁanﬁrmwﬁ Tuﬁc&ﬂ o

bronchodilator

sympathomimetic may 0oLy,

_anm;r_dwim

apinephrina or

v%\'p‘ patho-

mim

7 o —

prior administration affacts blocked.

of propranclol o

oﬂ\' l!runargr.

g an e w X )

atropine sulfats. blocked; pressor
response
enhancad.

Phemylephrin w th Pressor response

priol :M rmnmmmn dacragsad.

of phentolamine or

other a-adranergic

blockers.

Phemyephrina w th §) istc

det preparations, such renargic

as amphetaminzs or response.

ﬂn&mﬂwmu,

Drug/Laboratory Test Interactions
Becauss narcotic andgesics may increass bilis
tract pressura, with resultant incraases in plsma
amylase or ipass levals, determination of these
anzyme levels may be nnnlnﬂl for 24 hours
aftara mnnnmnh-ln bezn given.
Tha fol a lboratory tests may be affected
in pmma 0 re recaiving ﬂlmnyvmh
ina hydrochloride.
FPragnancy Tests Diagnostic pragnancy sts
basad on mlmmb-gac ml% betwaen HCG
md lnhHCB may result in false-negative or falss-
interpretations.

thu Tolerance Tol An increase in blood glu-
092 has bean reported in patients recaiving
promethazine

Clm Mutagenesis, Impairment of

Codane and Prome thazine: Long-farm animal shad-
ies have not been parformad to assess the carcino-
genic potential of codeine or of promathazine, nor
ara there cther animal o human data wwunnu
mutag of impaimant
irﬂtyvaﬁl?ﬁwmm %wn‘hm h':j haln

of st nclud
e e e ey s
and the Saimonalls ass2y. Prnm'hmlw- nnn
mutagenicii in msdrmndhmt wu of Ames.

cancar in 143b43mm owera fnur 3

period indicated thet in 11,981 patients who recaived

dum{dlmu [muuu]) , thera was no

udaunnyoul stes.

Long-ferm animal studies have net been performed

bmummnnwlcwmdﬂl myle-

phring, nor are thare other animal or human data

cancaming mutageniciy.

Astudy of ha efacts ohdranvmc drugs on ovum

‘fansportin rabb & indicated aiment with
phemylephring did not alter m:duux of p mm:{

tn number of mplantations

reduced when high doses. nﬂhl dnu were uud

ooers i

(b&mﬂxmdym rats and rabbits raportad no
imuumc cﬁnu d codeine administered duning

1w period of 'ain dnmrnginufmm
5to 120 my Inhrll the 120-ma'ly
level, in ﬂlﬁcn for the aduit animal, ware

associald mlmnnmhryn rasorption at
tl time of implantation. In -nmmﬂn angle

rlmmu reportadly resulted in delayed

in the offspring.

Thers are no studies in buman

twﬁwu of thees findings tn hunlnl. ifany, is
natkn

me ratogenic affcts have not besn
damonstrated in rat-Reding stades atdoess 0f625
and 125 mg/iy of pi jazine HCI. Thees doses
ul hwnuwmmlilvz 11042 fmmh mm

urn recommended total daily dose of pror
rnnl for 2 50-kg subject, dapending on thamiu-
im for vmr)l ﬂll dnq ;r'ymnbad Dl!y dnm of

pmmm mrmity nmts.
Smlnmdnmmmmnndmdmm
parkrition, lactation, n‘ld lopmant of the animal

mﬂym rats indicated no effacton hnmﬂ
-lBa Mﬁmﬂ antihistamines have bzen

ortal
mdfm:n mﬂ'mm nthe rafam:nrﬂ lu.lwl'
se in man. ‘Ihamm no adequate and wel-con-

dy n uhhm indicatad ht
continuzd m

g e 0o Pl g
ﬁn“Ei(? Qflmm.;::n
contnl

rmnm Inhnr m pessibl

nyw iven to rebbits

b fnlg‘ll' of mun (Sni diyu'bv

rlltlu r saven days), a number gave

birth to itters nflw birth vmnm. Mmhlrm

thowed ﬂlt phll)l lephrine was associatad wit

umh and with ventricular

nmxl ddm in tha chick embryo.

Animal raproduction studies have not besn con-

ductad w th the drug combination —

aane, phm)hphrm and codeins. Itis not hwn
er this drug combination can causs

harm when admristersd to a pragnant woman or

can affect reproduction upwty 'romethazine

HCI, Phanylepbrine HCl and Codzine Phe

Oral Solution sheuld be given to apragnant

woman caly fdearly neaded.

Promethazine HCI, Phenylephrine

Codeine Phosphae Synp shoud ba uuddung

munnm; onl mmm-l benafit justifies the

prmml

Dlpundm hn‘::n reportad in newborns

mr:g;u thmeclgl’l'uy include unhbblﬁy

dnnar’n ?ajun-; ﬁan uwnly sppear

Promethazine anmud hu pregnant woman
w thin 2 wallu ddelmry mlymlnmdmln
aggregation in the newborl

Labor and Ihﬁlq
Narcotic analgasics cross the placental barrier.
The closar to delivery and the largar the doss
used, the greatar the possibil ty of respiratory
dapession in the newboen. Narcat reotic analgesics
should be aveided during labor if delivery of a
premature infant is anticipated. If the mother has
recaived narcotic andgesics dnn:T laber, new-
born infants should ha observed nndyfnr 8
of raspil mnrydgnnul Resuscitation may
required (sze 0!
Limited data suggest that uae 01 promethazine
hydrochloride during kabor and delivery does not

ve an appreciable effect on the duration of labor
o dclmvy lnd does not incraase tha risk of need
’ur lnivcnnn in the newbomn.

3m and/or codeina cn later

M lnd jevalopment of the newborn is

E: nllﬂnrhhwm y cause Md ancida of

Syu ia by increasing contractli nftha

uterus and decreasing uterine blood

Sea also Nonteratogenic Effects.

Narsing Mothers

Codeine is secreted info human mi k. In womean

w i normal codeine metabolism (normal CYP206

acfvity), the amount of codaing sacreted into

human mi kis low and dur-dundm Desgits the

commen uss of codeing products to manage post-

plnummn,nnnriofdlna events in nfants are
Howaver, some wumnn ue ultra- mpld metab-

dmdwdl Thess highar-
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mmhmt- maorphine, leading to higher-t \ﬁln
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jon should bs exarcised whul cudsrn is
ndmmlmmd 10 a nursing wnmln If acodsine
containing product is sal 8 kowest dose
should be pmalbd forthe d\m ﬂmud of time
‘0 achieve the desired clinical lﬁn others mlv
wdlm should ba informed abeut when
immadiats medical cara lﬂrxlutnldlmfyﬁ;‘n
‘naonatal toicity, such as
dgv'nn-mn:\ g‘:man dfficulty hm:lx’nﬂnn
breathing difficuttias, and dacreased tone, in mar
baby. Nursing mothérs vmnumlm -rapid metab
Izers may aleo experience 82 symptoms
suchas muhnnm cnnfunm or shallow
erg Pfsw M doesly moritor

mothernfa
about the use dmd-mdn tnmm"q(&l
ath Related to
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ot known Mnr laphrine or prometh-
azne are excreted n nuﬁ"’* f e
Pediatric Us:
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e A
years of age,
se fatal

ard gt J
inchldran Wi oberucivsshep agesa who
":d o o) ve

ived codains in the pn—qn
hllwh tonsilectormy and/or m
and had wldeneo of being u tra-rapid -

phata syrup did not induds sufficient numbers of
subjects aged 65 and over to datarmine whether
they respond dvmnﬂyfmm younger sub cm
Other reporied clinical experience has not id
f-: dnﬂannnn n mplnnnas hmmnmddarll
and younger patiants. dose sslection

yn Hgl‘iﬁy" illtl'lm cautious, usually
mmngn aln\nnd of the dosi nngl

ecting the (}"nq of sad

hlpwc ranal nruniu: nction, lndwwn-
comitant disease or other drug any
Sedating drugs may cause confusion and over-
sedation in the elderly; elderly mnm generally
T s e

rochionde, phemyephnne rochlonde a
codeine phosphata syrup mdm ly.
ADVERSE REACTIONS
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crodaory Tu Iness, dizaness,
ldltm euphor dyugn. hlddu tmlun

comulsions.

Cardivascuter— Tachytandis, bradycardia, papita-
fon, hlmnil, mctu orthostatic ypoension
oomman to narcoti analgesics ).

(@
Mnnwnnd Nausza, vorniting, constipation and
bulyma:-m mmm ronic ul

n
koerative cofiie, toic dilstion has

Ean npum
umu'h.‘thl hm mmll {commen h mrwm
analgesics).

Al hhmam ritus, giant urticaria,
m e an hm%alhdlml

ﬂ!n n-_sn ace, weating and prur fus
(duato nnlbminul hnmm- ralasz); wuimus

'.2:‘ mnmnﬂ\lmm
rnmimntms ofthis dnug. Sadafen,
blurred vmm. dnnu cunhann d

rcu.m : l ;l:gm n'anann
ssitude, nnmqb;un ination, un.nm

—Incraased or dacreasad blood

Cordiovasular
pressurs, nywdl bradycarda, faintness.

urticaria
Hematoibgic - Leukopania, thrombocytopenia;
trombocytopenic mm agranukeytosis.
!ilrm-mll- Dry mouth, nausea, vorniing,

danmm meﬁm;}ﬂ &m"ﬁq

(t'y::imml !ﬁususm'ilymn hp lla'nbnn m;llhq-

Reactions - Hyperexcitabiity and abnor-
rmal movements have besn mng pefents
lenrulalthdmnm n of promethazine
uld be given fothad
mdmd’nummwmuidtﬂm
reactions occur. Respratory day
s, n ~ rium, an i
ightmeres, dsli d.qmuw.
portad in sorma of

Phanylaphrins
manwusness and
Candibvascufar— Hyperiension (s3e WARNINGS).
(Other— Primordial pain, respiratory distress,
tramer and weakmass.

DRUG »uaz M) DEPENDENCE

Pmmnhnnl H:I P%hnm HCland Codeine
mn S/mpsl ule V Controled Sub-

Ah

rhn:ﬁﬂamnms , anxsty,

Ihmﬁm
Pran:hnlnglul dlpwdana physical ﬂlpm

octur with codeine.
WEIDOW(

Snzmu overdoss with m}lm is characterized by
respiratory deprassion (a decraase in respirato
o i i su."" im,
mmm] extrame somnokince 83N
pnlormml skalatdl muscle lwdty coldand
dmlrdlnmoimnhulpd
The triad of

r-nnhrydlpmm “msfy sty 01 opk
e nfavens MMI— uﬂmrywlh;u,

add fve to the depressant ofnontnl

Itis difficuit to detemnine what constitutes a stan-
dard tovo or lethal does. Howener, the lethal oral
does of codsima n an adultis reported to be in the
renge of 0.5 to 1.0 gram. Infants and chidran are
h},':é;d b'lnr:‘! mlxinwlamon
a W . nts are
uzmnni&y rant to opiates.

Si d symptoms of overdosags with promath-
ans ms
u?:Hﬂ ;’n’;ﬂmm mild dunruzm nftx
mi lar system m pro-

hni vym-m uncon-
:::.":m;";’m‘"““““‘"
M ) etsis, and edensor-| nm refieves (Babnski

mi natric mcnmhmnm raraly ooeur.
’ ur'h 4 in children
nuvmuln hduviﬁm 10 125 my orally,
and nightmaras.
Am:m—lh mn ~dry mouth,
dlnhipunh ﬁu ng, nvdlnumn-
innllsyvrmrl may occur.

"Mll
Si ptoms ufovmi m
aphrine uﬂudahypu -
m carabral hem lrhgvl'ldvanmq \entricu-
ramature beats and paroxysms of

uk hnu: l miyuh nmﬁh

miy r/m rinsion. ia
n lw/ied\nnnwrdme

mngh wmuhn nr;f ﬂ'

Treatme
The v-!mnt vfwnniongnwh prnmdfnnl.

‘matic and supportive. Er-

Pt ] s'ma A

ing ﬁhﬂnn mh de w—un, | e
itored. Activated

ai!ynrw mly hl given, or nnmunI\nur

hgvm':‘m:“MMMum adequete espra-
:73 A B conb st
The narcatic antagonist, naloxone hydrochkorids,
nnybudmnmmivmm Innfuntmpmwy
ﬁ'“‘."uﬂ'-! s
fing a
g’uﬂd wit rakiona.
nmrm mly h \udw control convugicns.
Aveid andey Jm may causs convuksions, Ad-
dosi mm»lusxhnnldhtfm A
fl'v\ cati
rum 'y::mm or Rllmw;y campka u'rarmy

sigal e
hypoension milym mmmmn.

Severs hypotes
I"‘E“!H!Mdnm uf"""'“ﬁ 'xunu muu n

d adrenergic blockads
hrlnvm m.%'“n umumm emay br

not helpful.
DOSAGE AND ADMINISTRATION
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HOW SUPPLIED )
Each 5 mL of yellow- fruit-flavored syrup
containe promethazine hydrochloride 6.25 mg,

srapkgirne e g oo
w" ’u'"dwllﬂﬂngl % lm Bcn 'n

4 ﬁud nunu (116 mL), 8 ﬁuﬂ ounce (237 ml)

and caa pint L) ot

smnzozs‘c [ss.n-r) [s-o USP Controled

Room Temperature].

Protect from light.

Dispense in a light-resistant container as
ined in the %h!} g
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