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Prometh w/ Codeine (Promethazine 
Hydrochloride and Codeine Phosphate 

Syrup, 6.25 mg and 10 mg/ 5 mL) 
and 

Promethazine HCI and Hydrocodone 
Bitartrate, 6.25 mg/ 2.5 mg per 5mL and 
for Promethazine HCI and Hydrocodone 
Bitartrate Syrup, 6.25 mg/ 1.67 mg per 

5mL 
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change,hydrocodone 

PROMETHAZtNE 
b~~~e S~m~~a 

I I I for codeine phosphate 6.25 mg and 1.67 mg I 5mL 
HYDROCHLORfDE ~ and 
AND CODEINE ~ s.2s mg and 2.5 mg I sm~ 
PHOSPHATE SYFiUP naan~i sve~n, Rx Only 

famulaUOn for 
hydrocodone bitartrate 

Additional sirength 
~ormu~ationtor DESCRIPTION 
hydrocodone bitartrate Each 5 mL (one teaspoonful), for oral administration 

contains : promethazine hydrochloride USP, 6.25 mg and 
hydrocodone bitartrate USP,1 .67 mg. 

DESCRIPTtON 
Each 5 mL (one teaspoonful), for oral administration Each 5 mL (one teaspoonful), for oral Aad~ao"~ Stre~n ~ntains: romethazine h drochloride USP, 6.25 m and administ~ation contains : Promethazine hydrochloride 6.25 famula6on for P Y 9 

hydracodone bitartrate hydrocodone bitartrate USP, 2.5 mg . mg ; codeine phosphate 10 mg . Alcohol 7% . 

Inactive Ingredients: Citric aad, com syrup, D&C Red #33, Change in inaclive ~~8 ~~~' ~°°~ ~ 
USP, FDSC red # 40, 

edetate c~sodium USP, glyce~n USP, purfied water, FD&C Blue #1, flavor, m~araben, propyler~e glycol, ~~s~~~e~~ ~~~~ ~;um USP, sodium benzoate, s~awbe propylparaben, purified water, saa~arin sodium, sodium flavor and sugar. benzoate, sodium citrate . 

Codeine is one of the naturally occurring phenanthrene 
Promethazine h drochloride, a henothiazine derivative, is " alkaloids of opium derived from the opium poppy; it is ~ ~~at°~"~a~W~a chemically designated as (t)-10-[2- Dimethylamino) classified pharmacologically as a narcotic analgesic. for codeine 

Codeine phosphate may be chemically designated as 7,8- Ph~Phate. o~ae~ or propyl] phenothiazine monohydrochloride . Promethazine 
Dideh dro-4,5a- e 3-metho 17-meth Imo hinan- ~~~e of actives hydrochlo~de occurs as a white to faint yellow, practically 

- y ~P ~,a~~a ~o tn~t ~n~r odorless, crystalline powder which slowly oxidizes and 6a-ol phosphate (1 :1)(salt) hemihydrate . The phosphate ~~~ ~ ~ ~~e tums blue on prolonged exposure to air. It is soluble in saft of codeine occurs as white, needle-shaped crystals or in the name of the water and freely soluble in alcohol . It has a molecular white crystalline powder . Codeine phosphate is freely ~W P~a~c . weight of 320.88, a molecular formula of C,~HzoNzS " HCI, soluble in water and slightly soluble in alcohol . It has a and the following structural formula : molecular weight of 406.37, a molecular formula of 
GaH2~N0~HsP0a" 'r~ H20, and the following structural t~H2~.H+;~~H3~N~;i~H.~~~ formula : 

N 
CH3 ~ ~1 

H N-CH2 ~ J " H~.~I 

~''~ Hydrocodone bitartrate is an opioid analgesic and 
[ ) CH~ " H3P~,~ " +,~H10 antitussive and occurs as fine, white crystals or as a 

crystalline powder. It is affected by light . The chemical 
name is 4,5a-epoxy-3-methoxy-l7- methylmorphinan- C H~d fJH Order of appearance 6-one tartrate (1 :1) hydrate (2 :5) . It has a molecular ot actives changed so Wei ht of 494.490, a molecular formula of C,eH2~N03 " that they would fdlow Promethazine hydrochloride, a phenothiazine derivative, is n,e ~�,e o~e~ ~ CaHsOs " 2 ~/z H 20, and the following structural 

chemically designated as (t)-10-[2-(Dimethylamino) ~eYappearinthe formula: 
propyl] phenothiazine monohydrochloride. ~me of the new 

. 
Promethazine hydrochloride occurs as a white to faint 
yellow, practically odorless, crystalline powder which 

" slowly oxidizes and turns blue on prolonged exposure to 
air . It is soluble in water and freely soluble in alcohol . It 



- has a molecular weight of 320.88, a molecular formula of 
C,~H2oN2S "HCI, and the following 
structural formula: 

~ H~+~H~~;~H3;~~Ji~H3t2 
N 

+ H~I 
,:,, 

CLINICAL PHARMACOLOGY 
Codeine : Narcotic analgesics, including codeine, exert 
their primary effects on the central nervous system and 
gastrointestinal t~act . The analgesic effects of codeine 
are due to its central action ; however, the precise sites of 
action have not been determined, and the mechanisms 
involved appear to be quite complex. 
Codeine resembles morphine both structurally and 
pharmacologically, but its actions at the doses of codeine 
used therapeutically are milder, with less sedation, 
respiratory depression and gastrointestinal, urinary, and 
pupillary effects . Codeine produces an increase in biliary 
tract pressure, but less than mo~phine or meperidine . 
Codeine is less constipating than morphine . Codeine has 
good antitussive activity, although less than that of 
morphine at equal doses . It is used in preference to 

" morphine, because side effects are infrequent at the usual 
antitussive dose of codeine . 
Codeine in oral therapeutic dosage does not usually exert 
major effects on the cardiovascular system. Narcotic 
analgesics may cause nausea and vomiting by stimulating 
the chemoreceptor trigger zone (CTZ) ; however, they also 
depress the vomiting center, so that subsequent doses a~e 
unlikely to produce vomiting . Nausea is minimal after usual 
oral doses of codeine . Narcotic analgesics cause 
histamine release, which appears to be responsible for 
wheals o~ urticaria sometimes seen at the site of injection 
on parenteral administration . Histamine release may also 
produce dilation of cutaneous blood vessels, with resultant 
flushing of the face and neck, pruritus, and sweating . 
Codeine and its salts are well absorbed following both oral 
and parenteral administration . 
Codeine is about 2/3 as effective orally as parenterally . 
Codeine is metabolized primarily in the liver by enrymes of 
the endoplasmic reticulum, where it undergoes 0-
demethylation, N-demethylation, and partial conjugation 
with glucuronic acid . The d~ug is excreted primarily in the 
urine, largely as inactive metabolites and small amounts 
of free and conjugated morphine . Negligible amounts of 
codeine and its metabolites are found in the feces . 
Following oral or subcutaneous administration of codeine, 
the onset of analgesia occurs within 15 to 30 minutes and 

" lasts for four to six hours. The cough-depressing action, in 
animal studies, was observed to occur 15 minutes after 
oral administration of codeine, peak action at 45 to 60 
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CLINICAL PHARMACOLOGY 
Hydrocodone Promethazine : Promethazine is a phenothiazine 
bitartrate subs6tuted derivative which differs structurally from the antipsychotic 
forcodeine 
phosphate. Orderof phenothiazines by the presence of a branched side chain 
~~~~8 m ~;~~ and no ring substitution . lt is thought that this configuration 
would fdlow the same 

is ~esponsible for its relative lack (1/10 that of order as they appear chlo romazine of do amine anta onist ro e~ties. rP ~ P 9 P P 
in the name of the Promethazine is an H~ receptor blocking agent . In addition new product . to its antihistaminic action, it provides clinically useful 

sedative and antiemetic effects. Promethazine is well 
absorbed from the gast~ointestinal tract . Clinical effects are 
apparent within 20 minutes after oral administration and 
generally last four to six hours, although they may persist 
as long as 12 hours . Promethazine is metabolized by the 
liver to a variety of compounds; the sulfoxides of 
promethazine and N-demethylpromethazine are the 
predominant metabolites appearing in the urine . 



" minutes afte~ ingestion . The duration of action, which 
is dose-dependent, usually did not exceed 3 hours . 

Promethazine : Promethazine is a phenothiazine 
derivative which differs structurally from the antipsychotic 
phenothiazines by the presence of a branched side chain 
and no ring substitution . It is thought that this configuration 
is responsible for its relative lack (1/10 that of 
chlorpromazine) of dopamine antagonist properties . 
Promethazine is an H, receptor blocking agent . In addition 
to its antihistaminic action, it provides clinically useful 
sedative and antiemetic effects . 
Promethazine is well absorbed f~om the gastrointestinal 
tract . Clinical effects are apparent within 20 minutes after 
oral administration and generally last four to six hours, 
although they may persist as long as 12 hours . 
Promethazine is metabolized by the liver to a variety of 
compounds; the sulfoxides of promethazine and N-
demethylpromethazine are the predominant metabolites 
appearing in the urine . 

oroe~ or e~~~ Hydrocodone bitartrate: Hydrocodone bitartrate is a 
o~ ~~ves ~n~,~d So semisynthetic narcotic analgesic and antitussive with 
me~m~y~iaraioW multiple actions qualitativel similar to those of me same order as 
they appear in the codeine. Most of these involve the central nervous 
~e or cne ~W system and smooth muscle . The p~ecise mechanism 

of action of hydrocodone and other opiates is not 
known, although it is believed to relate to the 
existence of opiate recepto~s in the central nervous 
system . In addition to analgesia, narcotics may 
produce drowsiness, changes in mood and mental 
clouding . 

INDICATIONS AND USAGE INDICATIONS AND USAGE 
Promethazine hydrochloride and codeine phosphate syruP Product name Promethaane HCL and Hydrocodone &tartrate Syrup is 
is indicated for the temporary relief of coughs and upper ~a~ye, nyd~~«b~ indicated for the temporary relief of coughs and upper 
respiratory symptoms associated with allergy or the subsGtuted for respiratory symptoms associated with allergy or the codeine. common cold . common cold . 

" CONTRAINDICATIONS 
Codeine is contraindicated in patients with a known 
hypersensitivity to the drug . Promefhazine is 
contraindicated in comatose states, and in individuals 
known to be hypersensitive or to have had an idiosyncratic 
~eaction to p~omethazine or to other phenothiazines. 
The combination of promethazine hydrochloride and 
codeine phosphate is contraindicated in pediatric patients 
less than 16 yea~s of age, because the combination may 
cause fatal respiratory depression in this age population. 
Antihistamines and codeine are both contraindicated for 
use in the treatment of lower respiratory tract symptoms, 
including asthma . 

WARNINGS 
WARNING : 
THE COMBINATION OF PROMETHAZINE 
HYDROCHLORIDE AND C0~ pHOSPHATE 
IS CONTRAINDICATED IN PEDIATRIC PATIENTS 
LESS THAN 16 YEARS OF AGE. CONCOMITANT 
ADMINISTRATION OF PROMETHAZINE 
PRODUCTS WITH OTHER RESPIRATORY 
DEPRESSANTS HAS AN ASSOCIATION WITH 
RESPIRATORY DEPRESSION, AND SOMETIMES 
DEATH, IN PEDIATRIC PATIENTS . 
POSTMARKETING CASES OF RESPIRATORY 
DEPRESSION, INCLUDING FATALITIES, HAVE 
BEEN REPORTED WITH USE OF 
PROMETHAZINE HYDROCHLORIDE IN 

CONTRAINDICATIONS 
Promethaz~ne is contraindicated in comatose states and Hydrocodone 

~c~ma,e S~n~ti~~n~a 
, 

in individuals known to be hypersensitive or to have had 
for codeine an idiosyncratic reaction to promethaiine or to other ~nos~neie. orde~ ~ 
appearance of ac6ves henathiazines . P Hydrocodone bitartrate is contraindicated 
~r~~y~d~on,~ccney in patients with a known hypersensitivity to the drug . The 
would fdlow the same 
order as they appear combination of romethazine h drochloride and p Y 
in the name d the hydrocodone bitartrate is cont~aindicated in pediatric 
new product . patients less than 16 years of age, because the 

combination may cause fatal respiratory depression in this 
age population . Antihistamines and hydrocodone are both 
contraindicated fo~ use in the treatment of lower 
respiratory tract symptoms, including asthma. 

WARNINGS 

Hydrocodone 
bitartrate substituted 
for codeme phosphate 

WARNING : 
THE COMBINATION OF PROMETHAZINE 
HYDROCHLORIDE AND HYDROCODONE 
BiTART'RATE IS CONTRAINDICATED IN 
PEDIATRIC PATIENTS LESS THAN 16 YEARS OF 
AGE. CONCOMITANT ADMINISTRATION OF 
PROMETHAZINE PRODUCTS WITH OTHER 
RESPIRATORY DEPRESSANTS HAS AN 
ASSOCIATION WITH RESPIRATORY 
DEPRESSION, AND SOMETIMES DEATH, IN 
PEDIATRIC PATIENTS. POSTMARKETING CASES 
OF RESPIRATORY DEPRESSION, INCLUDING 
FATALITIES, HAVE BEEN REPORTED WITH USE 
OF PROMETHAZINE HYDROCHLORIDE IN 



" PEDIATRIC PATIENTS LESS THAN 2 YEARS OF 
AGE . A WIDE RANGE OF WEIGHT-BASED 
DOSES OF PROMETHAZINE HYDROCHLORIDE 
HAVE RESULTED IN RESPIRATORY 
DEPRESSION IN THESE PATIENTS . 

Codeine : Dosage of codeine SHOULD NOT BE 
INCREASED if cough fails to respond ; an unresponsive 
cough should be reevaluated in 5 days or sooner for 
possible underlying pathology, such as foreign body or 
lower respiratory tract disease . Codeine may cause or 
aggravate constipation . Respiratory depression leading to 
arrest, coma, and death has occurred with the use of 
codeine antitussives in young children, particularly in the 
under-one year infants whose ability to deactivate the drug 
is not fully developed . 
Administration of codeine may be accompanied by 
histamine release and should be used with caution in 
atopic children . 
Head Injury and Increased Intracranial Pressure: The 
respiratory-depressant effects of narcotic analgesics and 
their capaciry to elevate cerebrospinal fluid pressure may 
be markedly exaggerated in the presence of head injury, 
intracranial lesions or a preexisting increase in intracranial 
pressure. Narcotics may produce adverse reactions which 
may obscure the clinical course of patients with head 
injuries . 
Asthma and Other Respiratory Conditions: Narcotic 
analgesics or cough suppressants, including codeine, 
should not be used in asthmatic patients (see 
CONTRAINDICATIONS) . Nor should they be used in 
acute febrile illness associated with productive cough or in 
chronic respiratory disease where interference with ability 
to clear the tracheobronchial tree of secretions would have 
a deleterious effect on the patient's respi~atory function . 
Hypotensive Effect: Codeine may produce orthostatic 
hypotension in ambulatory patients . 
Promgthazine: 
CNS Depression - Promethazine may impair the mental 
and/or physical abilities required for the perfo~mance of 
potentially hazardous tasks, such as driving a vehicle or 
operating machinery . The impairment may be amplified by 
concomitant use of other central nervous- system 
depressants such as alcohol, sedatives/hypnotics 
(including barbiturates), narcotics, narcotic analgesics, 
general anesthetics, tricylic antidepressants, and 
tranquilizers ; therefore such agents should either be 
eliminated or given in reduced dosage in the presence 
of promethazine HCI (see PRECAUTIONS- Information 
for Patients and Drug Interactions) . 
Respiratory Depression - Promethazine may lead to 
potentially fatal respiratory depression . 
Use of Promethazine in patients with compromised 

" respiratory function (e .g ., COPD, sleep apnea) should be 
avoided . 

PEDIATRIC PATIENTS LESS THAN 2 YEARS OF 
AGE. A WIDE RANGE OF WEIGHT-BASED DOSES 
OF PROMETHAZINE HYDROCHLORIDE HAVE 
RESULTED IN RESPIRATORY DEPRESSION IN 
THESE PATIENTS. 

Hydrocodone ~~: 
bitartrate subsdtuted 
for codeine CNS Depression - P~omethazine may impair the mental ~no~nate . ome~ o+ 
~u~~~e ~ e~a~ and/or h sical abilities re uired for the erformance of p y ~ q ~ p 
~n~~9ed ~o ~r~~ ~ney potentially hazardous tasks, such as driving a vehicle or 
would fdlow the same 
wder as they appear 

operating machinery . The 
in the name of the impairment may be amplified by concomitant use of other 
new product. central-nervous-system depressants such as alcohol, 

sedatives/hypnotics (including barbiturates), narcotics, 
Spelling correc6on na~cotic analgesics, general anesthetics, tricyclic 

antidepressants, and tranquilizers ; therefore such agents 
should either be eliminated or given in reduced dosage in 
the presence of promethazine HCI (see PRECAUTIONS- 
Information for Patients and Drug Interactions) . 
Respiratory Depression - Promethazine may lead to 
potentially fatal respiratory depression . 
Use of Promethazine in patients with compromised 
respiratory function (e .g ., COPD, sleep apnea) should be 
avoided. 
Lower Seizure Threshold - Promethazine may lower 
seizure threshold . It should be used with caution in 
persons with seizure disorders or in persons who are using 
concomitant medications, such as narcotics or local 
anesthetics, which may also affect seizure threshold . 
Bone-Marrow Depression - Promethazine should be used 
with caution in patients with bone-marrow depression . 
Leukopenia and agranulocytosis have been reported, 
usually when promethazine HCI has been used in 
association with other known marrow-toxic agents . 
Neuroleptic Malignant Syndrome - A potentially fatal 
symptom complex sometimes referred to as Neuroleptic 
Malignant Syndrome (NMS) has been reported in 
association with promethazine HCI alone or in combination 
with antipsychotic drugs . Clinical manifestations of NMS 
are hyperpyrexia, muscle rigidity, alte~ed mental status 
and evidence of autonomic instability (irregular pulse or 
blood pressure, tachycardia, diaphoresis and cardiac 
dysrhythmias) . 
The diagnostic evaluation of patients with this syndrome is 
complicated . In arriving at a diagnosis, it is important to 
identify cases where the clinical presentation includes both 
serious medical illness (e.g . pneumonia, systemic 
infection, etc .) and untreated or inadequately treated 
extrapyramidal signs and symptoms (EPS) . Other 
important considerations in the differential diagnosis 
include central anticholinergic toxicity, heat stroke, drug 
fever and primary central nervous system 
(CNS) pathology . 
The management of NMS should include 1) immediate 
discontinuation of promethazine HCI, antipsychotic drugs, 



" Lower Seizure Threshold - Promethazine may lower 
seizure threshold . It should be used with caution in 
persons with seizure disorders or in persons who are 
using concomitant medications, such as narcotics or local 
anesthetics, which may also affect seizure threshold. 
Bone-Marrow Depression - Promethazine should be used 
with caution in patients with bone-marrow depression . 
Leukopenia and agranulocytosis have been reported, 
usually when promethazine HCI has been used in 
association with other known marrow-toxic agents . 
Neuroleptic Malignant Syndrome - A potentially fatal 
symptom complex sometimes refer~ed to as Neuroleptic 
Malignant Syndrome (NMS) has been reported in 
association with promethazine HCI alone or in combination 
with antipsychotic drugs . Clinical manifestations of NMS 
are hyperpyrexia, muscle rigidity, altered mental status 
and evidence of autonomic instability (irregular pulse or 
blood pressure, tachycardia, diaphoresis and cardiac 
dysrhythmias) . 
The diagnostic evaluation of patients with this syndrome is 
complicated . In arriving at a diagnosis, it is important to 
identify cases where the clinical presentation includes both 
serious medical illness (e .g . pneumonia, systemic 
infection, etc .) and untreated o~ inadequately treated 
extrapyramidal signs and symptoms (EPS) . Other 
important considerations in the differential diagnosis 
include central anticholinergic toxicity, heat stroke, drug 
fever and primary central nervous system (CNS) 

- pathology . 
The management of NMS should include 1) immediate 
discontinuation of promethazine HCI, antipsychotic drugs, 
if any, and other drugs not essential to concurrent therapy, 
2) intensive symptomatic treatment and medical 
monitoring, and 3) treatment of any concomitant serious 
medical problems for which specific treatments are 
available. There is no general agreement about specific 
pharmacological treatment regimens for uncomplicated 
NMS . Since recurrences of NMS have been reported with 
phenothiazines, the reintroduction of promethazine HCI 
should be carefully considered . 

Use in Pediatric Patients 
THE COMBINATION OF PROMETHAZINE 
HYDROCHLORIDE AND CODEINE PHOSPHATE IS 
CONTRAINDICATED IN PEDIATRIC PATIENTS LESS 
THAN 16 YEARS OF AGE . CONCOMITANT 
ADMINISTRATION OF PROMETHAZINE PRODUCTS 
WITH OTHER RESPIRATORY DEPRESSANTS HAS AN 
ASSOCIATION WITH RESPIRATORY DEPRESSION, 
AND SOMETIMES DEATH, IN PEDIATRIC PATIENTS . 
THE ASSOCIATION DOES NOT DIRECTLY RELATE TO 
INDIVIDUALIZED WEIGHT-BASED DOSING, WHICH 
MIGHT OTHERWISE PERMIT SAFE ADMINISTRATION . 

" Excessively large dosages of antihistamines, including 
promethazine hyd~ochloride, in pediatric patients may 

if any, and other drugs not essential to concurrent the~apy 
2) intensive symptomatic treatment and medical 
monitoring, and 3) treatment of any concomitant serious 
medical problems for which specific treatments are 
available . There is no general agreement about specific 
pharmacological treatment regimens for uncomplicated 
NMS. Since recurrences of NMS have been reported with 
phenothiazines, the reintroduction of promethazine HCI 
should be carefully considered . 

Hydracodone ~~ ~~; Dosage of hydrocodone 
bitartratesubstituted 
for codeine SHOULD NOT BE INCREASED if cough fails to respond ; 
phosphate. o~ae~ or an unresponsive cough should be reevaluated in 5 days or 
~~~~8 or ea"'es 
cnar~ed so cna~ cney sooner for possible underlying pathology, such as foreign 
would fdlow the same body or lower respiratory tract disease . Hydrocodone may 
order as they appear 
in the name of the 

~use or aggravate constipation . Respiratory depression 
leading to arrest, coma, and death may occu~ with the use 
of hydrocodone antitussives in young children, particularly 
in the under-one year infants whose ability to deactivate 
the drug is not fully developed . Administration of 
hydrocodone may be accompanied by histamine release 
and should be used with caution in atopic children . 
Head Injury and lncreased lntracranial Pressure: The 
respiratory-depressant effects of narcotic analgesics and 
their capaciry to elevate cereb~ospinal fluid pressure may 
be markedly exaggerated in the presence of head injury, 
intracranial lesions or a preexisting increase in intrac~anial 
pressure . Narcotics may produce adverse reactions which 
may obscure the clinical course of patients with head 
injuries . 
Asthma and Other Respiratory Conditions: Narcotic 
analgesics or cough suppressants, including hydrocodone, 
should not be used in asthmatic patients (see 
CONTRAINDICATIONS) . Nor should they be used in 
acute febrile illness associated with productive cough or in 
chronic respiratory disease where interference with ability 
to clear the tracheobronchial tree of secretions would have 
a deleterious effect on the patienYs respiratory function . 
Hypotensive Effect Hydrocodone may produce orthostatic 
hypotension in ambulatory patients . 

Use in Pediatric Patients 
THE COMBINATION OF PROMETHAZINE 

Hydrocodone 
bitanrate sutst~tuted HYDROCHIORIDE AND HYDROC~DONE 
for codeine Bn"ARTRATE ~S CONTRAINDICATED IN PEDIATRIC 
pnosphace. PATIENTS LESS THAN 16 YEARS OF AGE. 

CONCOMITANT ADMINISTRATION OF 
PROMETHAZINE PRODUCTS WITH OTHER 
RESPIRATORY DEPRESSANTS HAS AN 
ASSOCIATION WITH RESPIRATORY DEPRESSION, 
AND SOMETIMES DEATH, IN PEDIATRIC PATIENTS . 
THE ASSOCIATION DOES NOT DIRECTLY RELATE TO 
INDIVIDUALIZED WEIGHT-BASED DOSING, WHICH 
MIGHT OTHERWISE PERMIT SAFE ADMINISTRATION . 

Excessively large dosages of antihistamines, including 
promethazine hydrochloride, in pediatric patients may 



" cause sudden death (see OVERDOSAGE). 
Hallucinations and convulsions have occur~ed with 
therapeutic doses and overdoses of promethazine 
hydrochloride in pediatric patients. In pediatric patients 
who are acutely ill associated with dehydration, there is an 
increased susceptibiliry to dystonias with the use of 
promethazine HCI . 
Other Considerations 
Administration of promethazine has been associated with 
reported cholestatic jaundice. 
PRECAUTIONS 
Animal reproduction studies have not been conducted with 
the drug combination- promethazine and codeine . It is not 
known whether this drug combination can cause fetal 
harm when administered to a pregnant woman or can 
affect reproduction capacity . Promethazine hydrochlo~de 
and codeine phosphate should be given to a pregnant 
woman only if clea~ly needed . 
General : Na~cotic analgesics, including codeine, should 
be administered with caution and the initial dose reduced 
in patients with acute abdominal conditions, convulsive 
disorders, significant hepatic or renal impairment, fever, 
hypothyroidism, Addison's disease, ulcerative colitis, 
prostatic hypertrophy, in patients with recent 
gastrointestinal or urinary tract surgery, and in the very 
young or elderly or debilitated patients . 
Drugs having anticholinergic properties should be used 

" with caution in patients with narrow-angle glaucoma, 
prostatic hypertrophy, stenosing peptic ulce~, 
pyloroduodenal obstruction, and bladder neck obstruction . 
Promethazine should be used cautiously in persons with 
cardiovascular disease or with impairment of liver function . 
Information for Patients : Promethazine and codeine may 
cause marked drowsiness or may impair the mental and/or 
physical abilities required for the perfonnance of 
potentially hazardous tasks, such as driving a vehicle or 
operating machinery . Ambulatory patients should be told 
to avoid engaging in such activities until it is known that 
they do not become drowsy or dizzy from promethazine 
and codeine therapy. 
The concomitant use of alcohol or other central nervous 
system depressants, including narcotic analgesics, 
sedatives, hypnotics and tranquilizers, may have an 
additive effect and should be avoided or their dosage 
reduced . 

WARNING: 
THE COMBINATION OF PROMETHAZINE 
HYDROCHLORIDE AND CODEII~ PHOSPHATE IS 
CONTRAINDICATED IN PEDIATRIC PATIENTS LESS 
THAN 16 YEARS OF AGE. 
CONCOMITANT ADMINISTRATION OF 
PROMETHAZINE PRODUCTS WITH OTHER 
RESPIRATORY DEPRESSANTS HAS AN 
ASSOCIATION WITH RESPIRATORY DEPRESSION, 

cause sudden death (see OVERDOSAGE). 
Haliucinations and convulsions have occurred with 
therapeutic doses and overdoses of promethazine 
hydrochloride in pediatric patients . In pediatric patients 
who are acutely ill associated with dehyd~ation, there is an 
increased susceptibility to dystonias with the use of 
p~omethazine HCI . 
Other Considerations 
Administration of promethazine has been associated with 
reported cholestatic jaundice. 
PRECAUTIONS 
Animal reproduction studies have not been conducted with 

Hydrawdone 
bitaRrate subs6tuted the drug combination- promethazine and hydrocodone . It 
forcodeine is not known whether this drug combination can cause 
phosphate . fetal harm when administered to a pregnant woman or can 
Praduct name affect reproduction capacity . Promethazine HCI and 
on~~~. Hydrocodone ~r~~e Bitartrate Syrup should be given to a n~r~~vate S"~m~n~a 
for codeine re nant woman onl if clearl needed . P 9 Y Y 
phosphate . General : Promethazine should be used cautiously in 

persons with cardiovascular disease or with impairment of 
liver function . 

Hydrocodone Narcotic analgesics, including hydrocodone, should be bitartrate substituted 
forcodeine administered with caution and the initial dose reduced in 
phosphate. Order of patients with acute abdominal conditions, convulsive 
~°~~`~e °~ ~"~ changed so mat they disorders, si rnficant he atic or renal im airment fever, 9 ~ ~ P 
would follow the same hypothyroidism, Addison's disease, ulcerative colitis, 
order as they appear 
in the name of the prostatic hypertrophy, in patients with recent 
new product . gastrointestinal or urinary tract surgery, and in the very 

young or elderly o~ debilitated patients . 
Drugs having anticholinergic properties should be used 
with caution in patients with na~row-angle glaucoma, 
prostatic hypertrophy, stenosing peptic ulcer, 
pyloroduodenal obstruction, and bladder neck obstruction . 
Information for Patients : Promethazine and hydrocodone 
may cause marked drowsiness or may impair the mental 

Hydrocodone and/or physical abilities requi~ed for the performance of bitartrate subs~tuted 
forcodeine potentially hazardous tasks, such as driving a vehicle or 
phosphate . operating machinery. Ambulatory patients should be told to 

avoid engaging in such activities until it is known that they 
do not become drowsy or dizzy from promethazine and 
hydrocodone therapy . 
The concomitant use of alcohol or other central neroous 
system depressants, including narcotic analgesics, 
sedatives, hypnotics and tranquilizers, may have an 
additive effect and should be avoided or their dosage 
reduced . 

WARNING : 
THE COMBINATION OF PROMETHAZINE 

Hydrocodone HYDROCHLORIDE AND HYDROCO~ONE bitamate substituted gRARTRATE IS CONTRAINDICATED IN PEDIATRIC for codeine 
Pno~Pnate . PATIENTS LESS THAN 16 YEARS OF AGE . 

CONCOMITANT ADMINISTRATION OF 
PROMETHAZINE PRODUCTS WITH OTHER 
RESPIRATORY DEPRESSANTS HAS AN 
ASSOCIATION WITH RESPIRATORY DEPRESSION, 



AND SOMETIMES DEATH, IN PEDIATRIC PATIENTS. 
POSTMARKETING CASES OF RESPIRATORY 
DEPRESSION, INCLUDING FATALITIES, HAVE BEEN 
REPORTED WITH USE OF PROMETHAZINE 
HYDROCHLORIDE IN PEDIATRIC PATIENTS LESS 
THAN 2 YEARS OF AGE . A WIDE RANGE OF WEIGHT-
BASED DOSES OF PROMETHAZINE 
HYDROCHLORIDE HAVE RESULTED IN 
RESPIRATORY DEPRESSION IN THESE PATIENTS . 
Patients should be advised to report any involuntary 
muscle movements. Avoid prolonged exposure to the sun. Hydrocodone 
Codeine, like other narcotic analgesics, may produce b~c~n~ate s~~snmcaa 
orthostatic hypotension in some ambulatory patients . for codeine 
Patients should be cautioned accordingly . 

PhosPhate. 

Drug Interactions : 
Codeine : 
In patients receiving MAO inhibitors, an initial small test 
dose is advisable to allow obseroation of any excessive 
narcotic effects or MA01 interaction . 
Promethazine : 
CNS Depressants - Promethazine may increase, prolong, 
or intensify the sedative action of other central-nervous 
system depressants, such as alcohol, sedatives/hypnotics 
(including barbiturates), narcotics, narcotic analgesics, 
general anesthetics, tricylic antidepressants, and 
tranquilizers ; therefore, such agents should be avoided or 

" administered in reduced dosage to patients receiving 
promethazine HCI . When given concomitantly with 
promethazine, the dose of barbiturates should be reduced 
by at least one-half, and the dose of narcotics should be 
reduced by one-quarter to one-half . Dosage must be 
individualized . 
Excessive amounts of promethazine HCI relative to a 
narcotic may lead to restlessness and motor hyperactivity 
in the patient with pain ; these symptoms usually disappear 
with adequate control of the pain. 
Epinephrine - Because of the potential for p~omethazine 
to reverse epinephrine's vasopressor effect, epinephrine 
should NOT be used to treat hypotension associated with 
promethazine overdose . 
Anticholinergics - Concomitant use of other agents with 
anticholinergics properties should be undertaken with 
caution . 
Monoamine Oxidase Inhibitors (MA01) - Drug interactions, 
including an increased incidence of extrapyramidal effects, 
have been reported when some MA01 and phenothiazines 
are used concomitantly. 

Drug/laboratory Test Interactions : 
Because narcotic analgesics may increase biliary t~act 
pressure with resultant increases in plasma amylase or 
lipase levels, determination of these enryme levels may 
be unreliable for 24 hours after a narcotic analgesic has 

" been given . 
The following labo~atory tests may be affected in patients 

AND SOMETIMES DEATH, IN PEDIATRIC PATIENTS. 
POSTMARKETING CASES OF RESPIRATORY 
DEPRESSION, INCLUDING FATALRIES, HAVE BEEN 
REPORTED WITH USE OF PROMETHAZINE 
HYDROCHLORIDE IN PEDIATRIC PATIENTS LESS 
THAN 2 YEARS OF AGE . A WIDE RANGE OF WEIGHT-
BASED DOSES OF PROMETHAZINE 
HYDROCHLORIDE HAVE RESULTED IN 
RESPIRATORY DEPRESSION IN THESE PATIENTS. 
Patients should be advised to report any involuntary 
muscle movements. Avoid p~olonged exposure to the sun . 
Hydrocodone, like other narcotic analgesics, may produce 
orthostatic hypotension in some ambulatory patients . 
Patients should be cautioned accordingty . 

Drug Interactions : 
Hydrocodone P~e(hgtj~: 
bitartrate substituted 
for codeine CNS De ressants - Promethazine ma inc~ease, rolon , P Y P 
phosphate . oroer or or intensify the sedative action of other central-nervous 
appearance of actives 
~nar~ed so ~nat cney system depressants, such as alcohol, sedatives/h notics YP 
wouldfolbwthesame (including barbiturates), narcotics, narcoticanalgesics, 
order as they appear 
in the name of the 

general anesthetics, tricyclic antidepressants, and 
new product. tranquilizers ; therefore, such agents should be avoided or 

administered in reduced dosage to patients receiving 
Spelling cortection promethazine HCI . When given concomitantly with 

promethazine, the dose of barbiturates should be reduced 
by at least one-half, and the dose of narcotics should be 
reduced by one-quarter to one-half . Dosage must be 
individualized . Excessive amounts of promethazine HCI 
relative to a narcotic may lead to restlessness and moto~ 
hyperactivity in the patient with pain ; these symptoms 
usually disappear with adequate control of the pain . 
Epinephrine - Because of the potential for promethazine to 
reverse epinephrine's vasopressor effect, epinephrine 
should NOT be used to treat hypotension associated with 
promethazine ove~dose . 
Anticholinergics - Concomitant use of other agents with 
anticholinergics properties should be undertaken with 
caution . 
Monoamine Oxidase Inhibitors (MA01) - Drug interactions, 
including an increased incidence of extrapyramidal effects, 
have been reported when some MA01 and phenothiazines 
are used concomitantly . 
Hydrocodone: 
In patients receiving MAO inhibitors, an initial small test 
dose is advisable to allow observation of any excessive 
narcotic effects or MA01 interaction . 

Drug/Laboratory Test Interactions : 
Because narcotic analgesics may increase biliary tract 
pressure with resultant increases in plasma amylase or 
lipase levels, determination of these enzyme levels may be 
unreliable for 24 hours after a narcotic analgesic has been 
given . 
The following laboratory tests may be affected in patients 



" who are receiving therapy with p~omethazine 
hydrochloride . 
Pregnancy Tests : Diagnostic pregnancy tests based on 
immunological reactions between HCG and anti-HCG may 
result in false-negative or false-positive interpretations . 

Glucose Tolerance Test: An increase in blood glucose has 
been reported in patients receiving promethazine . 

Carcinogenesis, Mutagenesis, Impairment of Fertility : 
Long-term animal studies have not been performed to 
assess the carcinogenic potential of c~deine or of 
promethazine, nor are there other animal or human data 
concerning carcinogenicity, mutageniciry, or impairment of 
fertility with these agents. 
Codeine has been reported to show no evidence of 
carcinogenicity or mutagenicity in a variery of test systems, 
including the micronucleus and sperm abnormality assays 
and the Salmonella assay . Promethazine was 
nonmutagenic in the Salmonella test system of Ames . 
P~egnancy : Teratogenic Effects- 
Pregnancy Category C . 
Codeine: A study in rats and rabbits reported no 
teratogenic effect of codeine administered during the 
period of organogenesis in doses ranging from 5 to 120 
mg/kg . In the rat, doses at the 120-mg/kg level, in the toxic 
range for the adult animal, were associated with an 

" increase in embryo resorption at the time of implantation . 
In another study a single 100-mg/kg dose of codeine 
administered to pregnant mice reportedly resulted in 
delayed ossification in the offspring. There are no studies 
in humans, and the significance of these findings to 
humans, if any, is not known . 
Promethazine: Teratogenic effects have not been 
demonstrated in rat feeding studies at doses of 6.25 and 
12.5 mg/kg of promethazine HCI . These doses are from 
approximately 2 .1 to 4 .2 times the maximum 
recommended total daily dose of promethazine for a 50-kg 
subject, depending upon the indication for which the drug 
is prescribed. Daily doses of 25 mg/kg intraperitoneally 
have been found to produce fetal mortality in rats . Specific 
studies to test the action of the drug on partu~ition, 
lactation, and development of the animal neonate were not 
done, but a general preliminary study in rats indicated no 
effect on these parameters. Although antihistamines have 
been found to produce fetal mortality in rodents, the 
pharmacological effects of histamine in the rodent do not 
parallel those in man . There are no adequate and well-
controlled studies of promethazine in pregnant women . 
Promethazine and codeine should be used during 
pregnancy only if the potential benefit justifies the potential 
risk to the fetus . 
Nonteratogenic Effects: Dependence has been reported in 
newborns whose mothers took opiates regularly during 

" pregnancy . Withdrawal signs include irritability, excessive 
crying, tremors, hyperreflexia, fever, vomiting, and 

who are receiving therapy with p~omethazine 
hydrochloride . 
Pregnancy Tests: Diagnostic pregnancy tests based on 
immunological ~eactions between HCG and anti-HCG may 
result in false-negative or false-positive interpretations. 

Glucose Tolerance Test: An increase in blood glucose has 
been reported in patients receiving promethazine . 

Carcinogenesis, Mutagenesis, Impairment of Fertility: 
Long-term animal studies have not been performed to 
assess the carcinogenic potential of hydrocodone or of 

Hydrocodone promethazine, nor are there other animal or human data 
S~~c~~~a fo~ concerning carcinogenicity, mutageniciry, or impairment of 
codeine. fertility with these agents . 

Hydrocodone has been reported to show no evidence of 
carcinogenicity or mutagenicity in a variety of test systems, 
including the micronucleus and sperm abnormality assays 
and the Salmonella assay. Promethazine was 
nonmutagenic in the Salmonella test system of Ames . 
Pregnancy : Teratogenic Effects- 
Pregnancy Category C . 
Promethazine: Teratogenic effects have not been 
demonstrated in rat feeding studies at doses of 6.25 and 
12.5 mg/kg of promethazine HCI . These doses are from 

Hydrocodone approximately 2 .1 to 4.2 times the maximum 
b'r~ma~e S°n~tit~~a 
ta codeine recommended total dail dose of romethazine for a 50-k y P 9 
phosphate. order ot Subje~t, depending upon the indication for which the drug 
appearance ot actives 
changedsothatthey 

is prescribed . Daily doses of 25 mg/kg intraperitoneally 
would fdlow the same have been found to roduce fetal mortali m rats . S ecific P ty ~ p 
~~~ ~ «r ~a~ studies to test the action of the drug on partu~ition, 
in Me name of the 
new product . lactation, and develo ment of the animal neonate were not 

done, but a general preliminary study in rats indicated no 
effect on these parameters . Although antihistamines have 
been found to produce fetal mortaliry in rodents, the 
pharmacological effects of histamine in the rodent do not 
parallel those in man . There a~e no adequate and well- 
controlled studies of promethazine in pregnant women . 
H~drocodone: There are no adequate and well-controlled 
studies in pregnant women to assess the teratogenic 
effects of hydrocodone . 
Promethazine and hydroc~done should be used during 
pregnancy only if the potential benefit justifies the potential 
risk to the fetus . 
Nonteratogenic Effects : Dependence has been reported in 
newborns whose mothers took opiates regularly during 
p~egnancy . Withdrawal signs include irritability, excessive 
crying, tremors, hyperreflexia, fever, vomiting, and 
diarrhea . Signs usually appear during the first few days of 
life . 
Promethazine administered to a pregnant woman within 
two weeks of delivery may inhibit platelet aggregation in 
the newborn . 



diarrhea. Signs usually appear during the first few days of 
life. 
Promethazine administered to a pregnant woman within 
two weeks of delivery may inhibit platelet aggregation in 
the newborn . 
Labor and Delivery : Narcotic analgesics cross the Labor and Delivery : Limited data suggest that use of 
placental barrier . The closer to delivery and the larger the promethazine hydrochbride during labor and delivery does 
dose used, the greater the possibility of respi~atory not have an appreciable effect on the duration of labor or 
depression in the newborn . Narcotic analgesics should be delivery and does not increase the risk of need for 
avoided during labor if delivery of a premature infant IS Order of appearance intervention in the newborn . The effect of promethazine 
anticipated . If the mother has received na~cotic analgesics °~ ~"~ °ha"9~a S° that they woukl follow and/or h drocodone on later rowth and develo ment of 
during labo~, newborn infants should be observed closely n,e ~e oraa~ ~ the newbom is unknown . 
for signs of respiratory depression . Resuscitation may be ~me of the newe Narcotic analgesics cross the placental barrier . The closer 
required (see OVERDOSAGE) . P~o~,~c . to delivery and the larger the dose used, the greater the 
Limited data suggest that use of promethazine possibility of respiratory depression in the newbom . 
hydrochloride during labor and delivery does not have an Narcotic analgesics should be avoided during labor if 
appreciable effect on the duration of labor or delivery and delivery of a premature infant is anticipated . If the mother 
does not increase the risk of need for intervention in the has received narcotic analgesics during labor, newborn 
newborn . The effect of promethazine and/or codeine on infants should be observed closely for signs of respi~atory 
later growth and development of the newborn is unknown . depression . Resuscitation may be required (see 
Nursing Mothers : Some studies, but not others, have Hydrocodone OVERDOSAGE) . 
reported detectable amounts of codeine in breast milk. ~~rtrate subsmuted Nursing Mothers : It is not known whether promethazine 
The levels are probably not clinically significant after usual for codeine 

phosphate . Order of is excreted in human milk . 
therapeutic dosage . The possibility of clinically important ePpearance of actives The possibility of clinically important amounts of 
amounts being excreted in breast milk in individuals `~"~~ ~°'~t ~~y wou~a fa~ow the same h drocodone bein excreted in breast milk in individuals Y 9 
abusing codeine should be considered. o~der as they appear abusing hydrocodone should be considered . 
It is not known whether p~omethazine is excreted in in ~e name of the 

new product. Caution should be exercised when Promethazine HCI and 
human milk . Caution should be exe~cised when Hydrocodone Bitartrate Syrup is administered to a nursing . 
promethazine hydrochloride and codeine phosphate syrup ~ 9 ~me woman . 
is administered to a nursing woman . Pediatric Use : THE COMBINATION OF 
Pediatric Use : THE COMBINATION OF PROMETHAZINE HYDROCHLORIDE AND 
PROMETHAZINE HYDROCHLORIDE AND CODEINE HYDROCODONE BRI4RTRATE IS CONTRAINDICATED 
PHOSPHATE IS CONTRAINDICATED IN PEDIATRIC IN PEDIATRIC PATIENTS LESS THAN 16 YEARS OF 
PATIENTS LESS THAN 16 YEARS OF AGE, BECAUSE AGE, BECAUSE THE COMBINATION MAY CAUSE 
THE COMBINATION MAY CAUSE FATAL FATAL RESPIRATORY DEPRESSION IN THIS AGE 
RESPIRATORY DEPRESSION IN THIS AGE POPULATION (see WARNINGS - Black Box Warning 
POPULATION (see WARNINGS - Black Box Warning and Use in Pediatric Patients) . 
and Use in Pediatric Patients) . 

Geriatric Use: In general, dose selection for an elderly 
Geriatric Use : Clinical studies of promethazine aeP~e y~m~ patient should be cautious, usually starting at the low end 
hydrochloride and codeine phosphate syrup did not intormation for 

codeine with of the dosin ran e reflectin the reater fre uen of 9 9 ~ 9 9 q ~Y include sufficient numbers of subjects aged 65 and over to informa6on for decreased hepatic, renal or cardiac function, and of 
determine whether they respond differently from y0U1192f hydrocodone concomitant disease or other drug therapy . Sedating drugs 
subjects . Other reported clinical experience has not may cause confusion and over-sedation in the elderly ; 
identified differences in responses between the elderly and elderly patients generally should be started on low doses 
younger patients. In general, dose selection for an elderly of Promethazine HCI and Hydrocodone Bitartrate Syrup 
patient should be cautious, usually starting at the low end and observed closely . 
of the dosing range, reflecting the greater frequency of 
decreased hepatic, renal o~ cardiac function, and of 

product name change 

concomitant disease or other drug therapy. Sedating drugs 
may cause confusion and over-sedation in the elderly ; 
elderly patients generally should be started on low doses 
of Promethazine Hydrochloride and Codeine Phosphate 
Syrup and observed closely . 

" ADVERSE REACTIONS ADVERSE REACTIONS 
Codeine: Promethazine : 



Nervous System - CNS depression, particularly respiratory Hydrocodone 
e ubstituted 

Central Nervous System - Drowsiness is the most 
depression, and to a lesser extent circulatory depression ; e fo~~e prominent CNS effect of this drug . Sedation, somnolence, 
light-headedness, diuiness, sedation, euphoria, phosphate . Order of blurred vision, dizziness ; confusion, disorientation, and 
dyspho~ia, headache, transient hallucination, appearance of acGves 

changed so that they extrapyramidal symptoms such as oculogyric crisis, 
diso~ientation, visual disturbances, and convulsions . wouldfollowthesame torticollis, and tongue protrusion ; lassitude, tinnitus, 
Cardiovascular- Tachycardia, bradycardia, palpitation, ~ ~e ~~' ~ ~a~ incoordination, fatigue, euphoria, nervousness, diplopia, 
faintness, syncope, orthostatic hypotension (common to new product. insomnia, tremors, convulsive seizures, excitation, 
narcotic analgesics) . catatonic-like states, hysteria . Hallucinations have also 
Gastrointestinal - Nausea, vomiting, constipation, and been reported . 
biliary tract spasm . Cardiovascular- Increased or decreased blood pressure, 
Patients with chronic ulcerative colitis may experience tachycardia, bradycardia, faintness . 
increased colonic motility; in patients with acute ulcerative Dermafologic- Dermatitis, photosensitiviry, u~ticaria . 
colitis, toxic dilation has been reported . Hematologic- Leukopenia, thrombocytopenia, 
Genitourinary- Oliguria, urinary retention ; antidiuretic thrombocytopenic purpura, agranulocytosis . 
effect has been reported (common to narcotic analgesics) . Gastrointestinal - Dry mouth, nausea, vomiting, jaundice . 
Allergic- Infrequent pruritus, giant urticaria, angioneurotic Respiratory- Asthma, nasal stuffiness, respiratory 
edema, and laryngeal edema . depression (potentially fatal) and apnea (potentially fatal) . 
Other- Flushing of the face, sweating and p~uritus (due to (See WARNINGS - Promethazine ; Respiratory 
opiate-induced histamine release) ; weakness . Depression) . 
P~omethazine: Other- Angioneurotic edema . Neuroleptic malignant 
Central Nervous System - Drowsiness is the most syndrome (potentially fatal) has also been reported. (See 
p~ominent CNS effect of this drug . Sedation, somnolence, WARNINGS - Promethazine ; Neuroleptic Malignant 
blur~ed vision, dizziness; confusion, disorientation, and Syndrome) . 
ext~apyramidal symptoms such as oculogyric crisis, Paradoxical Reactions- Hyperexcitability and abnormal 
torticollis, and tongue protrusion ; lassitude, tinnitus, movements have been reported in patients following a 
incoordination, fatigue, euphoria, nervousness, diplopia, single administration of promethazine HCI . Consideration 
insomnia, tremo~s, convulsive seizures, excitation, should be given to the discontinuation of promethazine 
catatonic like states, hysteria . Hallucinations have also HCI and to the use of other drugs if these reactions occur . " 
been reported . Respiratory depression, nightmares, delirium, and agitated 
Cardiovascular- Increased or decreased blood pressure, behavior have also been reported in some of these 
tachycardia, bradycardia, faintness . patients . 
Dermatologic - Dermatitis, photosensitivity, urticaria . Hydtoc~done : 
Hematologic - Leukopenia, thrombocytopenia, Nervous System - CNS depression, particularly respi~atory 
thrombocytopenic purpura, agranulocytosis . depression, and to a lesser extent circulatory depression ; 
Gastrointestinal - Dry mouth, nausea, vomiting, jaundice . light-headedness, diuiness, sedation, euphoria, 
Respiratory- Asthma, nasal stuffiness, respiratory dysphoria, headache, transient hallucination, 
depression (potentially fatal) and apnea (potentially fatal) . disorientation, visual disturbances, and convulsions . 
(See WARNINGS - Promethazine ; Respiratory Cardiovascular- Tachycardia, bradycardia, palpitation, 
Depression) . faintness, syncope, orthostatic hypotension (common to 
Other- Angioneurotic edema . Neuroleptic malignant narcotic analgesics) . 
syndrome (potentially fatal) has also been reported . (See Gastrointestinal - Nausea, vomiting, constipation, and 
WARNINGS - Promethazine ; Neuroleptic Malignant biliary tract spasm . Patients with chronic ulcerative colitis 
Syndrome) . may experience increased colonic motility; in patients with 
Paradoxical Reactions- Hyperexcitability and abnormal acute ulcerative colitis, 
movements have been reported in patients following a toxic dilation has been reported . 
single administration of p~omethazine HCI . Consideration Genitourinary- Oliguria, urinary retention ; antidiuretic 
should be given to the discontinuation of promethazine effect has been reported (common to narcotic analgesics) . 
HCI and to the use of other drugs if these reactions occur. Allergic- Infrequent pruritus, giant urticaria, angioneurotic 
Respiratory depression, nightmares, delirium, and agitated edema, and laryngeal edema . 
behavior have also been reported in some of these Other- Flushing of the face, sweating and pruritus (due to 
patients . opiate-induced histamine release) ; weakness . 

DRUG ABUSE AND DEPENDENCE DRUG ABUSE AND DEPENDENCE 
Controlled Substance: Promethazine hydrochloride and Pioduct name Controlled Substance : Prometfiazine HCI and 

" codeine phosphate syrup is a Schedule V Controlled change . 
Schedule change 

Hyd~~~e Bitartrate Syrup is a Schedule III Controlled 
Substance . Substance . 



Abuse: Codeine is known to be subject to abuse ; Abuse : Hydrocodone is known to be subject to abuse; 
" however, the abuse potential of oral cadeine appears to be Hydrocodone however, the abuse potential of oral hydrocodone appears 

quite low. Even parenteral c~deine does not appear t0 bitartrate substituted to be quite low. Even parenteral hydrocodone does not 
offer the psychic effects sought by addicts to the same for codeine 

~asphate . appear to offer the psychic effects sought by addicts to the 
degree as heroin or morphine . However, codeine must be same deg~ee as heroin or morphine . However, 
administered only under close supervision to patients with hydrocodone must be administered only under close 
a history of drug abuse or dependence . supervision to patients with a history of drug abuse or 
Dependence : Psychological dependence, physical dependence . 
dependence, and tolerance are known to occur with Dependence : Psychological dependence, physical 
c~deine. dependence, and tolerance are known to occur with 

hydrocodone . 

OVERDOSAGE 
Codeine : Serious overdose with ~deine is characterized 

Hydrocodone 
bitartrate subsbtuted 

OVERDOSAGE 
Prome~hazine: Signs and symptoms of overdosage with 

by respiratory depression (a decrease in respiratory rate fo«~e~~e promethazine HCI ran e from mild de ~ession of the 
and/or tidal volume, Cheyne-Stokes respiration, cyanosis), ~°SPhate . ome~ or 

appearance of actives central nervous s stem and cardiovascular s stem to 
extreme somnolence progressing to stupor or coma, ~ha~ed ~o tn~< <n~r profound hypotension, respiratory depression, 
skeletal muscle flaccidity, cold and clammy skin, and `~'ould fdlow the same 

order as they appear unconsciousness, and sudden death . Other re orted P sometimes bradycardia and hypotension . The triad of in the name of the reactions include hyperreflexia, hypertonia, ataxia, 
coma, pinpoint pupils, and respiratory depression is ~eW P~~~~ athetosis, and extensor-plantar reflexes (Babinski reflex) . 
strongly suggestive of opiate poisoning . In severe Stimulation may be evident, especially in children and 
overdosage, particularly by the intravenous route, apnea, geriatric patients . Convulsions may rarely occur . A 
circulatory collapse, cardiac arrest, and death may occur. paradoxical reaction has been reported in children 
Promethazine is additive to the depressant effects of receiving single doses of 75 mg to 125 mg orally, 
codeine. It is difficult to determine what COf1StItUt2S d Statement applicable characterized by hyperexcitability and nightmares . 
standard toxic or lethal dose . However, the led~al oral dose ~o ooae~~e, a~ie~~a ~~ Atropine-like signs and symptoms - dry mouth, fixed 
of codeine in an adutt is reported to be in the range of 0.5 "~"' ~°~'~'~ dilated pupils, flushing, as well as gastrointestinal 
to 1 .0 gram . Infants and children are believed to be symptoms may occur. 
relatively more sensitive to opiates on a body-weight Hydrocodone : Serious overdose with hyd~ocodone is 
basis. Elderly patients are also comparatively intolerant to characterized by respiratory depression (a decrease in 
opiates . respi~atory rate and/or tidal volume, Cheyne-Stokes 
Promethazine : Signs and symptoms of overdosage with respiration, cyanosis), extreme somnolence progressing to 
promethazine HCI range from mild depression of the stupor or coma, skeletal muscle flaccidity, cold and 
central nenrous system and cardiovascular system to clammy skin, and sometimes bradycardia and 
profound hypotension, respiratory depression, hypotension . The triad of coma, pinpoint pupils, and 
unconsciousness, and sudden death . Other reported respiratory depression is strongly suggestive of opiate 
reactions include hyperreflexia, hypertonia, ataxia, poisoning . In severe overdosage, particularly by the 
athetosis, and extensor-plantar reflexes (Babinski reflex) . intravenous route, apnea, circulatory collapse, cardiac 
Stimulation may be evident, especially in children and arrest, and death may occur. Promethazine is additive to 
geriatric patients . Convulsions may ~arely occur. A the depressant effects of hydroc~done. It is difficult to 
paradoxical reaction has been reported in children determine what constitutes a standard toxic or lethal dose . 
receiving single doses of 75 mg to 125 mg orally, Infants and children are believed to be relatively more 
characterized by hyperexcitability and nightmares . sensitive to opiates on a body-weight basis than are 
At~opine-like signs and symptoms - dry mouth, fixed adults. Elderly patients are also comparatively intolerant to 
dilated pupils, flushing, as well as gastrointestinal opiates . 
symptoms may occur . 
Treatment : The treatment of overdosage with ~yaro~oao~e Treatment : The treatment of overdosage with 
promethazine and codeine is essentially symptomatic and S~e~ne~for promethazine and hydrocodone is essentially symptomatic 
supportive . Only in cases of extreme overdosage or and supportive . Only in cases of extreme overdosage or 
individual sensitivity do vital signs including respiration, individual sensitivity do vital signs including respiration, 
pulse, blood pressure, temperature, and EKG need to be pulse, blood pressure, temperature, and EKG need to be 
monitored . Activated charcoal orally or by lavage may be monitored. Activated charcoal orally or by lavage may be 
given, or sodium or magnesium sulfate orally as a given, or sodium or magnesium sulfate orally as a 
cathartic. Attention should be given to the reestablishment cathartic . Attention should be given to the reestablishment 

" of adequate respiratory exchange through provision of a of adequate respiratory exchange through provision of a 
patent airway and institution of assisted or controlled patent airway and institution of assisted or controlled 



ventilation . The narcotic antagonist, naloxone ventilation . The narcotic antagonist, naloxone 
" hydrochloride, may be administered when significant hydrochloride, may be administered when significant 

respiratory depression occurs with promethazine and ~rd~~~e respiratory dep~ession occurs with promethazine and 
codeine; any depressant effects of promethazine are not S°~m~n~a ro` 

codeine . h drocodone; an de ressant effects of romethazine Y Y P P 
reversed with naloxone. Diazepam may be used to control are not reversed with naloxone. Diazepam may be used to 
convulsions . Avoid analeptics, which may cause cont~ol convulsions . Avoid analeptics, which may cause 
convulsions . Acidosis and electrolyte losses should be convulsions . Acidosis and electrolyte losses should be 
corrected . A rise in temperature or pulmonary corrected. A rise in temperature or pulmonary 
complications may signal the need for institution of complications may signal the need for institution of 
antibiotic therapy . antibiotic therapy . 
Severe hypotension usually responds to the administration Seve~e hypotension usually responds to the administration 
of norepinephrine or phenylephrine . EPINEPHRINE of norepinephrine or phenylephrine . EPINEPHRINE 
SHOULD NOT BE USED, since its use in a patient with SHOULD NOT BE USED, since its use in a patient with 
partial adrenergic blockade may further lower the blood partial adrenergic blockade may further lower the blood 
pressure . Limited experience with dialysis indicates that it pressure . Limited experience with dialysis indicates that it 
is not helpful . is not helpful . 

DOSAGE AND ADMINISTRATION DOSAGE AND ADMINISTRATION 
The combination of promethazine hydrochloride and Hydrocodone The combination of promethazine hydrochloride and 
codan~ phosphate is contraindicated in ~(I18t~IC ~rtrate substituted 

forcodeine 
h~~~ ~~ ~$ contraindicated in pediatric 

atients less than 16 ears of a e, because the P Y 9 phosphate . patients less than 16 years of age, because the 
combination may cause fatal respiratory depression in combination may cause fatal respiratory depression in 
this age population. this age population . 
The average effective dose for adults (16 years of age and The average effective dose for adults (16 years of age and 
over) is :1 teaspoonful (5 mL) every 4 to 6 hours, not to over) is :1 teaspoonful (5 mL) every 4 to 6 hours, not to 
exceed 30 mL in 24 hours . exceed 30 mL in 24 hours . 

" 
HOW SUPPLIED 
Promethazine Hydrochbrn~ and Codeine Phosphate 
Syrup contains promethazine hydroc;hb~de 6.25 mgl5 mL, 
codeine phosphate 10 mg15 ml and alcohol 7 percent, 
and is available in 4 fluid ounce (118 mL), 8 fluid ounce 
(237 mL), pint (473 mL) and gallon (3785 mL) bottles. 

Store at 20-25°C (68-77°F) [see USP Controlled Room 
Temperature] . 

Dispense in a tight, light-resistant container as defined in 
the USP . 

Manufactured by : 
Actavis MidAtIaMic LLC 
7205 Windsor Blvd . 
Bammore, MD 21244 USA 
FORM N0.1627 Rev. 6/06 
VC2852 

Product name 
change,hydrocodone 
substituted for 
codeine. 

NDC numbers added. 

Additionat strength P~~ ~ ~ ~~ ~~~ ~Np' 
formulation for 
hydrocodone bitartrate 6,25111~ ~It1d 2.5 ~/ ~ ~IIL 

c~ntains promethazine hydrochloride USP, 625 mgl5 mL, 
hydrocodone bitartrate USP, 2.5 mgl5 mL, and is available 

NDC numbers added . ~n botdes of 4 fluid ounce (118 mL), IdQC 66992-XXX-XX 
and i6 fluid ounce (473 mL), NDC 66992-XXX-XX . 

Store at 20-25°C (68-77°F) [see USP Controlled Room 
Temperature] . 

Dispense in a tight, light-resistant container as defined in 
Change in the U$P. Manufactured for. 
ir~ormation . 

Manufactured for : 
WraSer PharmaceuUcals 
Madison, MS 39110 Change in intemal 500XXX ReV . Ol /U7 inventory number and 

revision date . 

HOW SUPPLIED 
Promethszine HCI and Hydrocodone Bitartrate 3YNP~ 
6.25 ~ and 1.67 mg I 5mL 
contains promethazine hydrochb~de USP, 625 mgl5 mL, 
hydrocodone bitartrate USP,1 .67 mgl5 mL, and is 
availabte in botdes of 4 fluid ounce (118 mL), NDC 66992-
XXX-XX and 16 fluid ounce (473 mL), NDC 66992-XXX-
XX. 

" 


