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wz BACTRIM™

brand of suitamethoxazole and trimethoprim DS
g"—- {double strength} TABLETS ang TABLETS, UsP
N
N — DESCRIPTION
[ ee——— e ———— BACTRIM (sulfamethoxazole and trimethoprim} is a syn-
L — —— thetic antit ial bination product avai in DS
e — T {double strength} tablets, each conlaining 800 mg sul-
E e N EEE—— f and 160 mg tri prim; in tablets, each
T —— hov— ining 400 if and 80 mg trimetho-
(O somam—— —— prim for oral administration.
©, Sult; isN! .- (s hyl-3-i yl) sulfanil-

—_— amide; the molscular farmula is CigHy1NaO4S. it is almost

« white, odorlass, i g

Tri im is 2,4-di

v wil
weight of 263.28 and the following structural formula:

WN—@—SOQNH ]

5-(3.4,5-ri) pyrimidine: the ormuta is CyaHygNOy. It s

P | f
a white to light yellow, odoariess, bitter ccmpourlm with a molecular weight of 290.3. It has the following struc-

turat formuda;

N

OTNH,

CH0 OCHy

inactive Ingrediants: Docusate sodium 85%. sodium benzoate 15%, sodium starch glycolate, magnesium
h.

stearate and pregelatinz

2d starch,

CLINICAL PHARMACOLOGY

BACTRIM is rapidly ab:

blaod as unbound, protei
m of

bed following oral in: Both and trimeth
n-bound and

3 exist in the
forms; sul also exists as the conjugated form,

The m f

ion, although the glucuronide conjugate

accurs by N,
has been identified, The principal metaboiites of trimethaprim ar“e the 1- and 3-oxides and the 3~ and 4'-hydroxy
derivatives. The free forms of sulf: and trii toprim are I

to be the therapeuucally active

forms. Approxi

70% of and 44% of
presence of 10 mg percent

prim are bound to plasma proteins. The
he protein binding of trimethoprim by an

degres;
Peak blood levels for the in

in pla: d [(
prim does not influence the pratein binding of sulfamethaxazole.
dividual components occur 1 to 4 haurs after oral administration, The mean serum half-lives of

sulfamethnxazole and trimethoprim are 10 and 8 to 10 hours, respectively, However, patients with severely impaired renal

function exhibit an increase
ADMINISTRATION section).

in the half-lives of both components, requiring dosage regimen adjustment {see DOSAGE AND
Detectable amounts of sulfamethoxazole and trimethoprim are present in the blood 24 hours
. & ¢ 160 A -

after drug
state plasma concentration
famethoxazole were 5;

ring admi of 800 mg and biid, the mean steady-
of rimethopritn was 1,72 ug/mL. The steady-state mean Plasma tevels of free and tolal sul-

7.4 tg/ml, and 68.0 yg/ml, respectively. These steady-state levels were achieved after three days of
and tri i

! Excretion of

is primarily by the kidnays through both glomerular fil-
e Il s

rug
tration and tubular secretion, Urine of both and tr . y higher than
are the concentrations in the blood, The average percentage of the dose recovered in urine irom 0 to 72 hours after a single
oral dose of sulfamethoxazole and trimethoprim is 84.5% for total sullonamide and 66.8% for free trimethaprim, Thi;ty per-

i i N, ite.2 When

cent of the total suifonamid

& is excreted as free with the g as N

togethér as and tri im, neither nor tii ¥ affects the urinary
excration patiern of the other.
Both sulf; and tri im distribute to sputum, vaginal fluid and middle ear fluid; trimethoprim
also distri to by i ion, and both pass the placental barrier and are excreted in human mitk,

Geriatric Phar

har

0 mg and trh im 160 mg were

ics: The instics of sul 801 P
sludied in 6 geriatric subjects (mean age: 78.6 years) and 6 young healthy subjects (mean age: 29.3 years)
Us p Ph ineth it

using a non-

similar to those observed in young adult subjects. The mean renal ¢l

values for in geriatric subjects were

of tri P was y
lower in geriatric subjects compared with young adult subjects (19 mi/h/kg vs, 55 mb/h/kg). However, after
of trij i

normalizing by body weight, the PP total bady cl m was on average 19% lower in
geriatric subjects compared with young adult subjects,?

Microbiology

Sulfamethoxazole inhibits bacterial is of dihy ic acid by g with pi ic acid (PABA),
Trir im blocks the ion of tetrah ic acid from dih acid by binding to and reversibly inhibiting
the required enzyme, i If im blacks two ive steps in

the biosynthesis of nucleic

A an
acids and protsina essential to many bacteria.

In vitra studiss have shown that bacterial resistance develops more slowly with both sulfamethoxazole and
b hoori

trimathoprim in combination than with either sulf le o

im alone.

le and t

im have been shown to be active against most strains of the following microor-

ganisms, both in vitro and in cﬁnicul infections as described in the INDIGATIONS AND USAGE saction.

Aerobic

Straptococcus pneumoniae

i

Aerobic g

i coli
Kiebsiella spscies
Entarabacter species
Haemophilus influsnzae
Morganelia morganii
Proteus mirabilis
Proteus vulgaris
Shigella fexnerid
Shigalta sonnei?

strains impli in traveler's di ]




Other Grganisms;
Pneumor‘ystl: carinii

y Testing Meth.
Ditution Tschnlques
Cuantitative methods are used to determine anlimicrobial i inhibilor:
y MICs). These
MICs provide eslimates of the susceptibility of bacteria to antimicrobial compounds, The MICs shéuld be deter-

:;:z:)d \:smg a : $ ¥ are based on a dilution method* (broth or

alions and standardized concentrations of sul-
farvwlhoxmole/trlmalhopnm powdar The MIC values should be interpreled according to the lollowing criteria:
For testing Enterobacteriacaae;

MIC (pg/miL) Interpretation
s2/38 Susceptible (S}
=4/76 Resistant (R}
When testing either H: philus it @ Or iaeb:
MIC (ug/mL} Inlerpretationt
%0.6/9.5 Susceptible (S)
1/19—2/30 Intermediate (I
Resistant (R)
a, These m(erpretat:va standards are applicable oniyto broth mi it ibility tests with ¢
influanzae using Haemophilus Test Medium (HTM). 4
b. These interpretative standards are applicable only te broth mi iluti ibility tests using cat

Mueller-Hinton broth with 2% to 5% lysed horse blood®,
A report of "Susceptible® indicated that the pathogen is fikely to be inhibited if the antimicrobial compound in

the blood reaches the é usually . A report of 'Inlermedlme mdncates that the result should
be d, if the ism is not fritly y feasible drugs,
the test should be repaated Thls category Implws possible clinical apphcablllly in bcdy sites where the drug is

ated or i where high dosage of drug can be used. This category also pro-

wdes a buffer zone which pi factors from causing major discrepancies in inter-
pretation. A report of Resmunt" |nd|ca(e.. lhal the palhogev\ is not likely to be inhibited if the antimicrobial
compound in the blood reaches the usually + other therapy should be selected.
Quallly Contml

test requure the use of laborator control microorgai ki
technical aspects of the fat 4 tr .g, 35\14":3705?;;:(!:10;2?
vide the (ollowing range of values
Microorganism MIC (ug/mi)
Escherichia coli ATCC 25922 =0.5/9.5
Haemophilus influenzae® ATCC 49247 0.03/0.59 - 0.25/4.75
Streptacoccus pnaumoniaed ATCC 49619 0.12/2.4 — 1/19

. This quality contral range is
procedure using Haemaphilus Test Med|um (HTM)"

d.This quality control range is applicable to tests perfarmed by the broth microdilution method only using
calion-adjusied Mueller-Hinton broth with 2% to 5% lysed horss blood®,

lefus:on Tachmques'

ATCC 49247 tested by broth microdilution

that require of zone di also provide i of the sus-

of bacteria to s One such S requires the use of stan-

[l ations. This uges paper disks :mpregnated with 1.25/23.75 pg of
im to test the ibility of

Reports from the labaratory providing results of the standard smgle dlsk suscepubuhly test with a 1.26/23.75
ug of su"amalhoxazole/lnmethnpnm disk should be |nterpretad accordlng to the following criteria:

For testing either € ar Jo!

Zone Diametsr {mm) Interpretation
*16 Suscaeptible (S)
11 - 15 Intermediate (1)
=10 Resistant (R}
e, These zone li only for disk ditfusion testing with M. itus infl
and MHaemophilus Test Mednum (HTM)‘s
When testing Streptococcus pneumoniae’
Zone Diameter (mm) {nterpretation
=19 Susceptible (S)
16 - 18 Intermediate (1)
s15 Resistant (R)
f. These zone d il i only to tests per!ormq_‘d using Muslier-Hinton

agar supplemented wlth 5% defibrinated sheep blond when incubated in 5% CO,
Interpretation should be as stated above for results using dilution techniques. Interpretation Involves correlation
of the diameter obtained in the disk test with the MIC for sulfamethoxazole/trimethoprim.
Quality Control
As with i dilution i requira the use of Y ¢ cumml i rg
that are used to control the technical aspects of the the
1.25/23.75 pg sulfamethoxazole/trimethoprim disk* should provnde the follcwmg zons diameters in these labora-
tory test quality control strains:

Microorganism Zone Diameter Ranges (mm)
Escharichia coli ATCC 25922 24-32
Haamophilus influenzaed ATGC 49247 24-32
Streptococcus pneumoniagh ATCC 49619 20-28

*Muslter-Hinton agar should be for i Ievels of thymidine or thymine. To determine whether
Mueller-Hinton medium has ici low levels of and thymina, an Enterococcus faacalis (ATCC
28212 or ATCC 33188) may he tested with sulfarnathoxnzo!e/(rlmethopnm disks, A zone of inhibition 220 mm
that is y free of fine col y low level of thy and thymine.

g. This quality vonlrcl range is ATCC 49247 tested by a disk diffusion
procedure using Haemophilus Test Medlum (HTM)5

h. This quality control range is applicable only to tests performed by disk dllfusmn using Muelier-Hinton agar
supplemented with 5% defibrinated sheep blood when incubated in 5% CO,8

INDICATIONS AND USAGE

Unnary Tract Infeclmns. For the treatment ol vrinary lract infeclions due to susceptible sirains of the following

off, species, species, norganii, Proleus mirabilis and

Proteus vulgaris. (L is that initial epi urinary tract i { be treated with

a single effective antibacterial agent rather than the comnmaluon

Acute Otitis Media: For the treatment of ~acute otitis media in pedlamc patlents‘dﬁa to suscaptlb!e strains of

o

niae or when in i
zule and tri im offers some over the use of other antimicrobial agents. To date, there are
hml(ed data on the safety of repeated use of BACTRIM in pedlamc patients under two years of age, BACTRIM
is not i for prophylactic ar prolanged in otitis media at any age.
Acute oi Chronic in Adults: Fm the t of acute ions of chronic itis dus
s of i when in the j of the i

strain
BACTRIM oﬂers some advantage over the use of a smgla antimicrobial agent.
Shlgellos:s For the treatment of enteritis caused by susceptible strains of Shigella flexneri and Shigelia sonnei
ial therapy is
Pnaumocysus Carinii Pneumoma For the treatment of is carinil ia and for
agai inst cann in ivi s who are i and cons
to be at an i risk of d ping carinit i
Traveler's Diarrhea in Adults: For (he treatment ol traveler's diarrhea due to ible strains of
genic £, coli.
CONTRAINDICATIONS
BACTRIM is contraindicated in patients wilh a known hy i and in
patients with documented megaloblastic anamia due to folate deflc:ency BACTRIM is also con(ralndlcmed in preg-
nant patients and nursing mothers, becnuse sulfonamides pass the placenta and are excreled in the milk and may
cause . BACTRIM is in pediatric patients less than 2 months of age. BACTRIM is also
contraindicated in patients with marked hepatic damage or with severe renal insufficiency when renal function
status cannot be monitored.




WARNINGS

FATALITIES ASSOCIATED WITH THE ADMINISTRATION OF SULFONAMIDES, ALTHOUGH RARE, HAVE

ggRC,le::liDEcDRUOEL'ngSSEFY]EI-R”AE'NFXENQI_CTIEOPNS,I INCLUDING STEVENS-JOHNSOI\i SYNDROME, TOXI‘C ER}-
3 HEPATIC NECROSIS, AGRA| ULOCYTOSIS, AP T

OTHER BLOOD DYSCRASIAS. N S APLASTIC ANEMIA AND

SULFONAMIDES, INCLUDING SULFONAMIDE-CONTAINING PRODUCTS SUCH AS SULFAMETHOXA-

ZOLE/TRIMETHOPRIM, SHOULD BE DISCONTINUED AT THE FIHS”I?APPEARANCE OF SKIN RASH OR ANY

SIGN OF ADVERSE REACTION. In rare instances, a skin rash may be: foliowed by a more severs reaction, such

as Stevens-Johnson.s.yndro.me. toxic epidermat necrolysis, hepatic ngcrosis, and serious blood disorders (see

PRECAQTIQNS). Clinival signs, such as rash, sore throat, fever, arthtalgia, nallor, purpura or jaundice may be

early indications of serious reactions.

Cough, shortness of breath, and pulmonary infiltrates are h ersenjitivity reactions of th 1

that have been reparted in ' with sulf troa ‘ v ©1 the resplratory tract

The sulfcnarpldes should not be used for treatment of group A § “F y t i i In an

established infection, they will not eradicate the streptococcus and, therefore, will not prevent sequelae such

as rheumatic fever. j

Pseudomembranocus colitis has been reported with nearly all|antib. tat agents, i

1amathnx-zol-/lrlmelhoprlm, and may range in saverity from mil

important to this di in who present wit

tration of antibacterlal agents,

Trea!mept with anlibacterin! agents allers the normal fiora of the colon nd may permit overgrowth of clostridia,

f(l’\l{:{lsas_ indicate that a toxin produced by Clostridium difficile is one primary cause of “antibiotic-associated

colilis,

Sul
d to {ife-threatening. Therefors, it is
dlarrhea subsequent to the adminis-

Al}sr the diagnosis of pseudomembranous colitis has been i th i should be initiated.
Mild cases of pseudomembranous colitis usually respond to drug di \rati alone. In to severe cases,
consideration should be given to management with fluids and el y .‘,, protein ion, and

with an anti-bacterial drug effective against C. aifficile.

PRECAUTIONS

Ganqral: BACTHIM should be given with caution to patients with impaired renal or hepatic function, to those with
possible folate deficiency (e.g., the eiderly, chronic al ics, patients ivil i therapy, patients

with malabsarption iyngroma. and patients in malnutrition sla’tas) and tg |hose~with severs allergies or bronchial
asthma. In gi p dehydrog deficient indivi , b is may occur. This reaction is fre-
quently dose-related. (see CLINICAL PHARMACOLOGY and DOSAGE AND ADMINISTRATION).

Cases of hypoglycemia in non-diabetic patients treated with BACTRIM|are seen rarely, usually occurring after
a few days of therapy: Patients with renal dysfunction, liver disease, mainutrition or those receiving high doses
of BACTRIM are particularly at risk,

Hematological changes indicalive af folic acid deficlency may oceur in elder patients or in patients with preexisting

folic acid deficiency or kidney failure. These eifects ars reversible by folini¢ ‘acid therapy.
Trimgthoprim has been noted to impair phenylalanine metabolism but|this is of no significance in phenylke-
tonuric patients on app: opriate dietary restriction.
As with ali drugs ining i caution is advisable in patients with porphyria ar thyroid dysfunction,
Use in the T of and P for P Carinii B in Patients with Acquired
Immunodaficisncy Synqmml (AIDS}: AIDS patients may not tolerate or respond to BACTRIM in the same
manner as non-AlDS patients. The incidence of side offects, particularly rash, fever, leukopenia and elevated
amlnotrans!grase .(t.ransammnse) values, with BACTRIM therapy in AIDS patients who are being treated for
F’naumacysqs carinii pneumonia has been reported ta be greatly i d p with the inci nor-
ma!ly assocua.ted with thp use of BACTRIM in non-AIDS patients. The|incidence of hyperkalemia appears to
be increased in AIDS patients receiving BACTFIM, Adverse effects are ganerally less severa in patients receiving
BACTRIM for prophylexls‘ A history of mild intoleranpa to BACTRIM in AIDS patients does not appear {o pre-
ct of ¥ ¥ prophylaxis.8 Howaver, if a patient develops skin rash or any sign
of adverse reaction, therapy with BACTRIM should be reevaluated (seé WARNINGS),
High dosage of trimethaprim, as used in patients with P, carfnif ia, induces a prog
but reversible increase of serum i ina number of patients. Even treat-
ment with recomimendecd dasng may cause hyperkalemia when trimethoprim is administered to patients with
underlying of 0 with renal i fici or if drugs known to induce hyper-
kalemla are given y. Close toring of serum potassium is warranted in these patlents.
During treatment, adequate fluid intake and urinary output should be ensurgd to prevent crystailuria. Patients who

are “stow acetylators® may be more prone to idi i to sulf

Information for Patients: Patients should be i to intain an t“ fluid intake in order to pre-

ver crystalluria and stons formation,

Laborstory Tests: Complete biood counts should be dons frequently in batiants receiving BACTRIM: if a sig-

nificant reduction in the count of any formed blood element is noted, BACTRIM should be discontinued. Uri-

nalyses with careful microscopic examination and renal function tests should be performed during therapy,

particularly for those patients with impaired renal function. i

Drug interactions: In elderly patients y lving certain di ics, primarily thiazi an increased

incidence of thrombocytopenia with purpura has been reported, i

It has been reported that BACTRIM may prolong the prothrombin time in; patients who are receiving the anti-

coagulant warfarin. This interaction should be kept in mind when BACTRIM is given to patients already on anti-

coagulant therapy, and the coagulation time should be raassegssed.

BACTRIM may inhibit the hepalic metabolism of phenytoin. BACTRIM, given 4t a common clinfcal dosage, increased

the phenytoin hall-life by 39% and the I raie by 27%. When adminlstering

these drugs concurrently, one shouid be alert for possible excessive phenytoih effect,

Sulfonamides can aiso displace methotrexate from plasma protein binding |sites and can compete with the renai

transpart of methotrexate, thus increasing free methotrexate concentrations.

There have been reporis of marked but reversible nep icity with| inistration of BACTRIM and
yelosporine in renat ipi .

increased digoxin blood levels can occur with concomitant BACTRIM thérapy, especially in elderly patients.

Serum digoxin levels should be monitored.

Increased sulfamethoxazole blood levels may occur in patients wha are rf ceiving indomethacin,

Occasional reports suggest that patients ing pyri ine as maiaria prophylaxis in doses ing 25

mg weekly may develop megaloblastic anemia if BACTRIM Is prescribed.

The efficacy of tricyclic idep! can d when i with BACTRIM.
Like other suffonamide-containing drugs, BACTRIM potentiates the effect|of oral hypoglycemics.
In the literature, a single case of toxic delirium has been reported after i intake of tri imfsul-

famethoxazole and amantadine,

Drug/Laboratory Tast Interactions: BACTRIM, y the im can interfere with a serum
methotrexale assay as determined by the competitive binding protein tachnique (CBPA) when a bacterial dihy-~
drofolate reductase is used as the binding protein. No interference oceurs, however, if methotrexate is measured
by a radivimmunoassay (RIA),
The p of sulf; h and tri im may also interfere wgh the Jaffé alkaline picrate reaction
assay for inine, ing in imati of about 10% in the rangq of normal values.

Carcinogenesis, Mutagenesis, Impairment of Fertility;
Carcinogenesis: Long-term studies in animals to evaluate carcinogenic potgntial have nat been conductsd with
BACTRIM.

M is: Bacterial ic studies have not been performad with and tri M in
combination. Trimethoprim was d o be L. ic in the Aes assay, No chromosomal damage
1 s @ o

was observed in buman leukocyles in vitro with and I atona or in i

congentrations used exceeded blood levels of these cempaunds following therapy with sulfamelhoxazole and

trimethoprim, Observations of leukocyles obtained from palients treated with suil le and tri pri

fevealsd no chromosomai abnormalities.

impairment of Fartility: No adverse sffects on fertility or general reproductive p?ﬂrmance were observed in rats given
us

orat dosages as high as 350 mg/kg/day plus 70 mg/kg/day ttimethoprim.

Pragnancy: Teratogeme Ellects: Pregnancy Calegory C. In rals, oral dosds of 533 mg/kg or 200 my/ky pro-
duced teratologic effects manifested mainly as cleft palates.
The highest dose which did not cause cleft palates in rats was 51 2 mg/kg or 192 mg/kg trimethoprim when admin-
istered separately. In two studies in rats, no teratology was observed when 512 mg/kg of sullamethoxazale was
used in combination with 128 mg/kg of trimethoprim. In one study, however, cloft palates were abserved in one
littar out of 9 when 355 mg/kg of sulf was used in with 88 mg/kg of trimethoprim.

fn some rabbil studies, an overall increase in fetal loss (dead and resorbed ang malformed conceptuses) was asso-
ciated with doses of trimethoprim 6 times the human therapeutic dose. .

While there are no large, well-controfled studies on the use of X and tri o In pregi
women. Brumfitt and Pursell,” in a ratrospective study, reported the outcoere of 186 pregnancies during which
the mother received either placebo or and tri prim. | The ingi of abnor-
maiities was 4.5% (3 of 86) in those who received placebo and 3.3% (4 of 120) in those receiving sulfsmeth_ox-
azole and trimethoprim. There were no abnormalities in the 10 children whoge mothers received the drug during
the first trimester. In a separate survey, Brumfitt and Pursell also found no, congenital abnormalities in 35 chil-

dren whose mothers had orat and tr P t the time of conception or shortly
thereatter. !

B and tri im may interfere with folic acid m«itabulism, BACTRIM should be used
during pregnancy only if the polential benefit justifies the potential risk to (he letus.

Nonteratogenic Effects: See CONTRAINDICATIONS section,

Nursing Mothers: See CONTRAINDICATIONS section.

Pediatric Use: BACTRIM is not recommended for infants younger than 2 -months of age (see INDICATIONS
and CONTRAINDICATIONS sectionsi

In the literature, two cases of
Hyperkalemia in elderly patients
have been reported after
concomitant intake of
trimethopriny/sulfamethoxazole
and an angiotensin converting
zyme inhibitor.

|




Geriatric Use: Clinical studies of BACTRIM did not include sufficient numbers of subjects aged 65 and over
to determine whether they respond differently from younger subjects.

There may be an increased risk of severs adverse reactions in eIderIy panents parucularly when comphcahng

conditions exist, e.g., impaired kidney and/or liver function, ibla folal
other drugs. Severe skin reactions, genernluzed bone marrow suppresslon {see WARN!NGS and ADVERSE
REACTIONS sections), @f a specific decrease in platefets {with or without purpura) 8 mast irequently

reported severe udverse reacuons in elderly patients. In those concurrently receiving cer(am diuretics, primariiy
of ti ia with purpura has been reported. Increased digoxin blood

levels can occur with concomitant BACTRIM tharapy. especially in elderly patients, Serum digoxin levela should
be changes i of folic acid deficiency may occur in elderly patients, These
effects are reversxble by folinic acid therapy. Appropriate dosage adjustments should be made for patients with
impaired kidney function and duration of use should be as short as possible to minimize risks of undesired
reactions {(see DOSAGE AND ADMINISTRATION section). The trimethoprim component of BACTRIM may cause
hyperkalemia when administerad to patients with underlying disarders of potassiy

i or when given with drugs known to induce hyperkalema ose momtonng of serum
potassium is warranted in these patients. Di of BACTRIM 0 help lower
potassium serum levels. Bactrim Tablets contain 1.8 mg sodium (0.08 mEq} of sodlum per lablel Bactrim DS
Tablets contain 3.6 mg {0.16 mEq) of sodium per tablet.
Pharmacokinetics parnmeters for sullamemoxazam were sumlar for geriatric subjects and younger aduft sub-
jects. The mean serum t ation was higher and mean renal clearance of trimetho-
prim was lowser in geriatric sub)ecls compared with younger subjects (see CLINICAL PHARMACOLOGY:
Gerlatric Pharmacokinetics),
ADVERSE REACTIONS
The most comimon adverse effects are gastroiniestinal disturbances (nausea, vomiting, anorexia) and aflergic
skin reaclions (such as rash and urlicaria). FATALITIES ASSOCIATED WITH THE ADMINISTRATION OF SUL-
FONAMIDES, ALTHOUGH RARE, HAVE OCCURRED DUE TO SEVERE REACTIONS, INCLUDING STEVENS-
JOHNSON SYNDHOME TOXIC EPIDERMAL NECROLYSIS, FULMINANT HEPATIC NECROSIS,
AGRANULOCYTOSIS, APLASTIC ANEMIA AND OTHER ELOOD DYSCRASIAS {SEE WARNINGS SECTION).

Hamatologic: Agranuiacytosns aplasuc anemna. thr ytop: 3 P ytic anemia,
anemn hypaproth i i i ilh
Altergic lohns: y (t)xlc epidermal nacrolysis, is, allergic it
erylrmna i , axlollallve iti; drug lever, chills, Henoch—Schoanleln burpura, semm
ik yndrome, allergic i generalized skin

tival and sclsral injection, pruritus, urticaria and rash. In addition, penarlenhs nodosa and systemxc Iupus ery-
lhema\osus have been reported.

i Hepatms i i ic jaundice and hepatic is), ion of serum ami:
mse and bilirubin, itis, itis, glossitis, nausea, emesis, abdom-
inal pain, diarrhea, anorexia.

G’enllaunnary Renat failure, interstitial nephrms. BUN and serum crealinine elevallon toxic nephrosis with olig-

uria and anuria, crystaituria and nepl with porine.

Metabolic and Nmrmonal Hyperkalemia (see PRECAUTIONS Uu in the 7rntmont of and Prophylaxls
C in {AIDS).

for Py artnil

i Aseptic ingitis i panpheral neurlhs, ataxia, verligo, tinnitus, heudacha
i i , apathy, ner
Endncnne The sulfnnamldss bear cer(am chemical snmllamles to some goitrogens, diuretics (acetazotamide
and the thi and oral hypogly agents, C may exist with these agents. Diuresis and

hypoglycemia have occurred rarely in patients receiving sulfonamides.
Musculoskeletal: Arthraigia and myalgia. Isolated cases of rhabdomyolysis have been reported with BACTRIM,
mainly in AIDS patients.
Resplmrory Cough shortness of breath and pulmanary infiltrates (see WARNINGS).
' fatigue, i

OVERDOSAGE
Acute: The amount af a single dose of BACTRIM that is either ris
iikely 1o be life-threatening has not been repmted Signs and sympmms of overdosaga reported with sulfonamldes

include anorexia, colic, nausea, vomiting, di. and Pyrexia, hema-
turia and crystalluria may be noted. Blood dyscrasias and Jaundnce are polenual lata manifestations of overdosage.
Signs of acute overdosage with trimethoprim include nausea, vomiting, d| mantal depi ion,

confusion and bone marrow depression,

General principles of lreatment include the institution of gastric lavage or emesis, forcing oral fluids, and the admin-
istration of intravenous fluids if urine output is iow and renal function is normal, Acidification of the urine will
increase renal elimination of trimethoprim. The patient should be monitored with blood counts and appro-

priate blood chemistries, | ing ytes, If a jaundice ocours, specmc
therapy should be i d for these i Pemoneal dlalysls is not eﬂsctlve and hemodialysis is
anly ive in i and t im.

Chronm Use of BACTRIM at high doses and/or for extended penods of time may cause hone marrow repres-
siol as and/or anemia, Il signs of bone marrow depres-

smn accur, the patient should ba gwen leucovorm 5 to 156 mg daily untit normal hemalopoiesis is restored.

DOSAGE AND ADMINISTRATION

Not for use in i less than 2 months of age.

Urinary Tract Infectlans and Shigellosis in Aduits and Pediatric Patients, and Acute Otitis Media in Chifdren:

Adults: The usual adult dosage in the treatment of urinary tract infections is 1 BACTRIM DS {double strength)

tabiet, 2 BACTRIM tablets every 12 hours for 10 to 14 days. An identical daily dosage is used for 5 days in

the treatment of shigelloais.

Children: The recommended dose for children with urinary lracl infections or acute otitis media is 40 mg/kg
and 8 mg/kg tr im per 24 hours, given in two divided doses every 12 hours far 10

days, An identical daily dosage is used for 5 days in the treatment of shigsllosis. The following table is a guide-

fine for the attainment of this dosage:

Children 2 months of age or oider.

Weight Doge--avery 12 hours
Ib kg Tablets
22 10 -
44 20 1
66 30 11/2
a8 40 2 or 1 DS tablet
For h ired Renal When renal function is impaired, a reduced dosage should be
employed using tha folh:wlng table:
Creatinine Recommended
Clearance {mt./min) Dosage Regimen
Above 30 Usual standard regimen
15-30 1/2 the usual ragimen
Below 15 Use not recommendad
Acute of Chronic In Adults:

The usual adult dosage in the treatment of acute exacerbations of chronic bronchitis is 1 BACTRIM DS (doubie
strength) tablet, 2 BACTRIM tablets every 12 hours for 14 days.

Carinii
Trealmant Adults and Childran:
The recommended dasage for patients with P is carinii is 75 to 100 mg/kg sul-
famathoxazole and 15 to 20 ma/kg trimethoprim per 24 hours given in equally divided doses every 6 hours for 14
t0 21 days.® The following table is a guideline for the upper limit of this dosage.

Weight
b kg
18 8 -
35 16
53 24 11/2
70 32 2 or 1 DS tablet
a8 40 21/2
106 48 3 or 1 1/2 DS tablets
141 84 4 or 2 DS fablets
176 80 5 or 2 1/2 DS tablets

For the lower limil dose (75 mg/kg sulfamethoxazole and 15 mg/kg trimethoprim per 24 hours) administer 75%
of the dose in the above table.

Prophylaxis:

Aduits:

The dosage for pi is in adults is 1 BACTRIM DS (double strength) tablet daily.?
Chiidren:

For children, the recommended dose is 750 mg/m? /day sullamethoxazole with 150 mg/m2/day Wrimethoprin
given orally in equatly divided doses twice a day, on 3 cansecutive days per week, The tolal daily dqse should
not exceed 1800 mg sulfamethoxazole and 320 g tr im.2 The ing table is a for the
attainment of this dosage in children:

Dosa--every 12 hours
Tablets

172
1

, and hyperkalemia

, such as angiotensin
converung enzyme inhibitors.




Traveler's Dfarrhea in Adults:

Far the treatment of travelar's diarrhea, the usual adull dosage is 1 BAGTRIM DS (double strength} tablet; 2
BACTRIM iablels avery 12 hours for § days,

HOW SUPPLIED

BACTRIM™ TABLETS are supplied as follows:

BACTRIM™ DS {double strength) TABLETS {white, oval shaped, scored) Containing 1680 mg trimethoprim and
800 mg sulfamethoxazole - bottles of 100 (NDC 64248-117-10) and 500 {NDC 64248-117-50). Imprint on tablets
(debossed): (front) BACTRIM DS; (back) WFHC.

BACTRIM™ TABLETS (white, round, scored) contalning 80 mg trimethoprim and 400 mg suifamethoxazole -
bottles of 100 (NDC 64248-00440)4 Imprint on tablets (debossed): {front) BACTRIM; ({back) WFHG,

Store at controlled room lemperature 15°-30°C {69°-86°F),

DISPENSE N TIGHT, LIGHT-RESISTANT CONTAINER.

REFERENCES:

1. Kremers P, Duvivier J, Heusghem C. Pharmacokinetic Studies of Co-Trimoxazole In Man after Single and
Repeated Doses. J Clin Pharmacol. Feb-Mar 1974; 14:112-117,

2. Kaplan SA, et al. Pharmacokinetic Proflle of Trime(hoprim~sulfamamoxazo?e in Man. J infect Dis. Noy 1973;
128 (Suppl): 8547-8555,

3. Varog Q, et al Ph ics of the tri pril I ination in the elderly 8r J
Clin Pharmacol 1885;20,575.581

4. Rudoy RC, Nelson JD, Haitalin KC. Antimicrobial Agents Chemother, May 1974;5:439-443,

§. National Committee for Clinical Laboratory Standards. Mathods for Ditution Antimicrobial Susceptibility Tests
for Bacteria that Grow Aerobically; Aoproved Standard ~ Fourth Edition. NCCLS document M7-Ad, Voi.17 No.
2 NCCLS, Wayne, PA, January, 1997,

6. National Committee for Clinical Lab: y Si . Pe St for Antimic ial Disk Sus-
ceptibility Tests, Approved Standard - Sixth Edition, NCCLS Document M2-A6, Vol.1 7. No.1, NCCLS, Wayna,
PA, January, 1997,

7. Hardy DW, et al, A controlted trial of trij he if: or lized idine for sec-
ondary prophylaxis of Py is carinii in patients with the acquired immunodeﬂciency syn-
drome. N Engl J Med. 1992; 327:1842-1848.

8. Brumfitt W, Purseil R, Trimethoprimlsullamathoxazola in the Treatment of Bacteriuria in Women. J Infect
Dis. Nov 1973; 128 (Suppl):S657-5663.

8. Masur H. Prevention and treatment of Pneumocystis pneumonia, N Engl J Mad. 1992; 327:1853-1880.

10. R i or hylaxis against P is carinii ia for adults and adolescents
infected with human lmmunodellciency virus. MMWR, 1992; 41(RR-4):1-11,

11. CDC Guidslines for prophylaxis against Pneumocystis carinii prieumonia for children infected with human
immunodeﬁciency virus. MMWR. 1991; 40(RR-2):1-13.

Manutactured for:

WOMEN FIRST HEALTHCARE, INC.

San Diego, CA 92130

by:

MUTUAL PHARMAGEUTICAL COMPANY, INC.
Philadelphla, PA 19124

&
WOMEN FIRST
BA-02-04-# EaLTNCARE
Revised: “Jrty-foesen t_), " €




