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WARNING

Pasudomembranous colitis has been reported with neacly all antibac-
terial agents, inciuding clindamycin, and may range in ssverity from miid
to life-threatening. Theretore, It I3 important to ider this diag is in
patlsnts who present with diarrhea subseq to the administration of
antibacterial agants,

Because clindamycin therapy has been associated with severe cofitis which
may end fatally, it should be reserved for serious infaciions where jess toxic
antimicrobial agents are inappropriate, as described in the INDICATIONS AND
USAGE section. It should not be ysed in s with bacterial inf
Such as most upper respiratory tract mlecuons Tr with antib ial
agents z{lers the normal flora of the colon and may permit overgrowth of
clostridia. Studies indicate that a toxin proquced by Clostridium difficila is one
primary cause of annbmhc-assoc:a\ed colitis”.

Anar lho diag of p anous colitis has been estabilished,

83 should be i Mild cases ol pseudomesmbranous
cnmla usuaily respond to drug disconnnuation aione. In moderats 0 severs
cases, cun:morahon should be given 10 management with ftuids and siec-
troiytes, p and tr n with an ib iai drug clin
icaily a“acuvo against C. dilficile colitis.

Diarrhea, colitis, and pseudomembranous colitis have besn observed to
begin up 10 saveral weeks tollowing cessation of therapy with clindamycin.

DESCRIPTION

CLEOCIN PHOSPHATE Sterile Solution in vials i lindamycin ph

Cleocin Phosphate

brand of clindamycin phosphate injectic
clindamycin phasphata injection in §% q

The chemical name of clindamycin phosg
pyranoside, methyi 7-chioro-8,7,8-1ndeoxy-6-
caroonyi] aming}-1-thia-, 2-(Gihydtogen phospn:

The molecuiar tormula is CygH3,CIN,0,PS an

The structuras formula is represented beiow:
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mg/mL. The pH has been adjusted with sodiur

The piastic container is tabticaled trom a sp-
2501. Solutions in contact with the plasuc ¢:
chemical components in very smaii amounts .
abiiity of the piastic has been confirmeq 1n 1€
biclogical tasts for plastic conlainers, as well .

CLINICAL PHARMACOLOGY

Biologicaily inactive clindamycin pnosp’
clingamycin,

By the end of short-term intravenous infus.
damycin are reached. Biologicaily inactive
rapidly from the serum; the average sliminau
ssrum glimination hait-lite of active chindamyc
hours in chiidran,

Atter intramuscular injection of clindamycin
damycin are reached within 3 hours 1 aduit:
curves may be constructed irom IV peak sar.
cation of elimination haif-lives listed above.

Serum iavels af clindamycin can bs ma:
inhibitory concentrations ior mast indicatee
damycin phosphate every 8 1o 12 hours in ac
Qf by continuous intravenous infusion. An ec
dose.

The elimination halt-iite ol clindamycin
markediy reduced renal ot hepatic function
are not elfective in removing chindamycin Irc
not be modilied in the presence of mild or m¢

No signiticant levets ot clingamycin are ait:
the presancs of inflamed meninges.

Pharmacokinetic studies in aiderly voiunie
{18-29 years) indicate that age aione does -
(ciearance, elimination haii-lite, volume of =
concentration-tima curve} alter 1V agmimsi:
oral agministration of clindamycin hygrochior
approximately 4.0 hours {range 3.4=51 h)
(range 2.1-4.2 1} in younger aculis. The ex
tarent between age groups and no odosage
with normal hepatic function and normal (agc

Serum assays for active clindamycin requit
sis of clingdamycin phosphate.

Tabie 1. Average Peak and Trough £
Clindamycin After Dosing w

Dasage Regimen

Hesithy Adult Males (Post equilibriymi
600 mg IV in 30 min g6h
600 mg 1V in 30 min gBh
900 mg 1V in 30 min q8h
600 mg 1M q12n°
Children (first dose)”

a waler soluble sster of clindamycin and phosphoric acid. Each mL conlmns the
equivalent of 150 mg ctindamycin, 0.5 mg disadium edetats and 9.45 mg benzyi
alcohol added as pressrvative in each mL. Clindamycin is a semisynihietic antibiotic
produced by a 7(S)-cnloro-substitulion of the 7(R)-Nydroxyl graup of the parent
compaund lincomycin.

$-7 mg/kg IV in 3 hour
5-7 mgikg IM
3-5 mg/kg IM

*Dala in this group {rom panents being tre
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Cleocin Phosphate

trand ot clindamycin phosphate injection, USP and
clindamyein phosphate injection in 5% dextross

The chemicai name of clindamycin phospnate is L-ihreo-a-D-gatacto-Ocio-
pyranosigs, methyl 7-chlaro-6,7.8-trideoxy-6-{1{1-meinyi-4.propyi-2-pyrtatiginyt)
carponyl] aminol-1-thio-, 2-(dihyaragen phosphate), (2S-trans)-.

The molecular farmula is C,3H;,CIN;04PS and the molecular waight is 504.96.

The structural tarmula is represeniad below:

CLEQCIN PHOSPHATE in the
Cry ADO-Vantagae Viai ia intended for
) ?“ {ntravenaus use only atter tur-
M el ther diiution with appropriats
o c_m’_": vatumne of ADD-Vantags dffuent
bt - base solutlon.

-] CLEQCIN PHOSPHATE IV
“a Solution in the Galaxy® plastic
ON  Agey cantainar tar intravenous uss (s
composed of clindamycin phas-
4 phate equivaieni 1o 300, 600 and
o—;-ou 900 mg of clindamycin premixed

| with 5% daxirose as a stenle solu-

on tion. Disodium sdstate has been
agded at a conceatration of 0.04

mg/mL. The pH has been adjusied win sodium hyaroxide and/ar hiydrachloric acid.

The plastic container is labricatea trom a speciaily designed multilayer plasnc, PL
2501. Soiutions 1n contact with the plastic contawner ¢an lsach aut ¢ertain of ils
chamicat components in very smail amounts wittun the expiration period. The suit-
ability ot the plastic has been confirmed in tests in animals accarding 1o the USP
biological tests lor plastic containers, as weil as by fissue cultuce toxicity studias.

CLINICAL PHARMACOLOGY

Bioiogicalfy inactive ctingdamycin phosphate is rapidiy convertaed {0 aclive
dlindamycin,

By the snd of short-term intravenous infusion, peak serum levels af active clin-
damycin ars rsached. Biotogicaily inactive clindamycin phosphate disappeass
rapidly from the serum: the average siimination haif-life 2 6 minutes: however, the
serum elisunation hail-lite of active chindamycin is about 3 hours in adults ang 2/,
hours in children.

After intramuscular injection at clinaamycin phosphate, peak leveis of active clin-
damycin are reached within 3 housrs n aduits and 1 hour in children. Serym levet
curvas may be construcied from IV peak serum leveis as given in Tabdie 1 by appli-
cation of elimination haif-lives listed above.

Serum lavels of clindamycin can be maintained abovs the in vitro minimum
inhibitory concentrations for most ingicaled argamsms by administration o'_t chin-
damycin phosphate every 8 10 12 houcs in aduils and every & to 8 haurs in children,
o by tONRtinuOUS intraveancus infusion. An squilibrum state is reached by the third
dose,

The siimination half-lits ot clindamycin is increased slightly in patiants with
markediy reduced renal or hepatic ! 1, Hemodiatysis and peritoneal dialysis
are not etiective removing clinaamycin from the serum. Dosage scheduies need
not be moditied in the pr o mid or maderate renal or hepalic disease.

Na sigaificant Jevais of clindamycin are attained in the cersdrospinal fluid sven in
the or of inth inges,

Pharmacokinstic studies in siderdy vatunteesrs (61-79 years) and younger aduits
(18-39 years) ingicate that age alone does not alter clindamycin pharmacokinetics
(ciearance, slimination hati-lita, volume of distribution, and area under the sarum
concantration-lime curve) after IV admunistration of clingamycin phosphate. Aftar
oral admi ation of clindamycin hydrachioride. elimination haif-lite is increased to
approximately 4.0 hours {range 3.4-5.1 h) in the elderly compared to 3.2 hours
{range 2.1-4.2 1) in younger aduits. The exient of absarption, howaever, is not dit-
facent betwaen 39e groups and no dosage alteration is necessary for the eiderty
with normal hepatic tunction and normai (age-adjusted) renal tunction®.

Serum assays for active clindamycin require an inhibitor 10 pravent in vitro hydroty-
sis of clindamyzin phosphate.

Tabie 1. Average Peak and Trough Sarum Concentrations of Active
Clindamycin Atter Dosing with Clindamycin Phosghate

Dosage Regimen Peak Trough
mcg/mt. megimi

Healthy Aduit Males (Post equilibrium)
600 mq IV in 30 min q6h 10.9
600 mg IV in 30 min q8h 10.8
900 mg 1V in 30 min q8n 141
600 mg IM qt2h°

Children (tirst dose)*
§-7 mg/kg IV in 1 hour 10
5-7 mg/kg IM 8
3-5 mg/kg IM 4

-
“-ao

*Data in this group 1rom patispty teing treated for intection.
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Cleocin Phosphate

brand of clindamycin phosphate iniectlon USP and
clindamycin phosphate injection in 5% dextrose

Microbiclogy: Although clindamycin phospnate is inactive in vitro, rapid in vivo
hyarotysis convaerts this compound 10 Ihe anubacteriatly active clindamycin.
Clinsamycin has been shown (o have in viiro activity against isolates of the (al-
lowing argamisms:
Aeropic gram posilive cocci, including:
Staphytococcus aureus {penicillinase and non-peniciliinase producing
Stapnylococcus strains). When tested by in vitro methods, some
epidermidis staphylococcal sirains onginally rasistant to srythro-
mycin rapidly develop resistance to clindamyein.
Streptococci (except Enterococcus faecalis)
Pneumoacocci
Anaerodic gram negative bacilli, including:
Bacieroides species (including Bacreroides fragilis group and Bacteroides
melaninogenicus group)
Fusobacterium species
Anaerobic gram positive nonsporelormmg dacilti, including:
Propionibacterium
Eubaciarium
Actinomyces species
Anaerobic and microasrophilic gram positive cocci. including:
Peptococcus specias
Peptostreptococcus species
Microaerophilic streptacocei
Ciostridia: Clostridia are more resistant than mos! anaerobes to clindamycin. Most
Clostndium pertringens ate s . but other sp . 8.9.. Clostridium sporo-
genes and Ciostndium terttum are lvequenuy r to clir ycin. S ility
testing should be done.
Cross resistance has been demonsirated between clindamycin and lincomycin.
Antagonism has been demonsirated between clindamycin and arythromycin.

in vitro Susceptibility Testing:

Disk diftusion technique-Quantitative methods that require measurament of zone
diametsrs give the most precise ssumates of anubiolic susceptibility. One such
nrocedure? has been recommended for use with disks to test susceptibility to

‘ndamycin.

leports from a taboratory using the standardiied single-disk susceptidility test!

-’n a 2 mcg clindamycin disk should be interpreted according to the Jollowing
.atena:

Susceptible organisms produce zones of 17 mm or greater, indicating that the

tested organism is likely to respond 1o therapy.

Organisms of intermediate susceptibility produce zones of 15-16 mm, indicating

that the tesied organism wouid be susceptible if a high dosage is used or il the

intection is contined to tissues and lluids (e.g.. urine), in which high antibiotic

levels are attaineq.

Resistant organisms produce zones of 14 mm or less. indicating that other therapy

should be seiected.

Slandardized procedures require the use of controi orgamisms. The 2 mcg clin-

damycin disk shouid give a zone diametar batween 24 ana 30 mm for S. aureus

ATCC 25923,

Oilution lechmgues—A bacterial isolate may be considered susceptibla it the

minwnum inhibitory concentration (MIC) for clingamycin is not more than 1.6

meg/mL. Organisms are considered modsralely susceptible if the MIC is greatar

than 1.6 mcg/mL and less than or equal 10 4.8 mcg/mL. Organisms ars consid-

ered rasisiant if the MIC is greater than 4.8 mcg per mi.

The range of MICs for the control strains are as follows;

S. aureus ATCC 29213, 0.06 —0.25 mcg/mL.
E. lascalis ATCC 29212, 4.0—16 rncglmL

For anaerabic bacteria the mi Jm ation {MIC) of clindamycin
can be determined by agar dilution and broth dulullon {including microdiiution) lech-
nigues.? If MICs are not determifed routinely, the disk broth method is recom-
mended lor routine use. THE KIRBY-BAUER DISK DIFFUSION METHOD AND ITS
INTERPRETIVE STANDARDS ARE NOT RECOMMENDED FOR ANAEROBES.

INCICATIONS AND USAGE

CLEOCIN PHOSFPHATE prod are indi d in the tr
tions caused by susceptible anaerobic bactena.

CLEOCIN PHOSPHATE products are aiso indicated in the treatment of sarious
intections due 10 susceptible strains of strep pr ci, and phylo
coccl. its use shouid be reserved for penicillin-aliergic patients aor other patients ior
whom, in the judgment of the physician, a penicillin 18 inappropriate. Because of the
risk of antibiotic-associated pseudomembranous colitis. as described in the WARN-
ING box, betore selecting clindamycin the physician shouid consider the nature of
the infection and the suitability of less toxic alternatives (e.g.., erythromycin).

Bacteriologic studies should be pertormed to determine the causativa organisms
ana their susceptibility to ciindamycin.

Indicated surgical procedures should be psrtormed in conjunction with antibiotic
therapy.

1t of sarious infec-

Cleocin Phosphate

brand of clindamycin phosphate injection, USP and
clindamycin phosphate injection in 5% dextrose

CLEOCIN PHOSPHATE is indicated in the lreatment of serious infections caused
by susceptible sirains of the designated organisms in 1he CORAILONS lislad beiow:

Lowar respiratory tract infections including pnesumoma, empyema, and lung
abscess caused by anaerobes, Streptococcus pneumomiae, other streptococci
(except £. faecalis). and Staphylococcus aureus.

Skin and skin structure infections caused by Sireptococcus pyogenes. Staphyio-
coccus aureus, and anaerobes.

Gynecological infections including endometr:lis, nongonococcal tubo-ovarian
absceas. pelvic ceflulitis, and postsurgical vaginal culf intection caused by suscept:-
bie anaerobes.

intra-abdominai infections including perntonitis and intra-abdominal abscess
caused by susceptible anaerobic organisms.

Sepucemna caused by Staphylococcus aureus, streptococct (except Enterococcus

iis), and susc ble anaerobas.

Bone and joint infections including acule hema'ogsnous osteomyelitis caused by
Staphyiococcus aureus and as adjunctive therapy in the surgical lreatment ot
chronic bone and joint intections duae to susceplible organisms.

CONTRAINDICATIONS
This drug 1s contraindicated in ingividuais with a history of hypersensitivity to
preparations contaiming clindamycin orf lincomycin.

WARNINGS

Ses WARNING box.

Pseudomembranous colitls has been reported with nearty ail antibacteriail
agents, including clindamycin, and may range in severity from mild to lite-
threatening. Theretore, it is important to consider this dlagnoais in patients
who present with diarrhes subsequent to the administration of antibacteriail
agants.

Treatment with antibacterial agents alters the normai flora of the colon and may
pernmut overgrowth of clostridia. Studies indicate that a toxin produced by clostna-
ium gifficile s one primary cause of “antibictic-assocated colitis”.

Alier the diagnosts ot pseudomembranous colitis has Deen established, thera-
peulic measures should de inrtiated. Mild cases of pseudomembranous coitis
usually respond (o drug discontinuation alone. In moderate {0 severe casas,
consideration should Ye given to management with fluids and elecirolyles, pro-
te:n suppiemaentation, and treatment with an antibacterial drug climicailly aftec-
tive agamnsy C. dilficile colitis.

A carelul inquiry shouid be made concerning previous sansitivitlas 1o drugs
and other allergens.

This product contains benzyl alcohol as a preservative, Benzyl aicoho! has
been associated with a fatali “Gasping Syndrome” in premature infants. (See
PRECAUTIONS~Pedlatric Use.)

Usage in Meningitis — Since clindamycin does not diffuse adequately into the cere-
brospinal fltuid. lhe drug should not be used in the treatment of MeniNgilis.

SERIOUS ANAPHYLACTOIO REACTIONS REQUIRE IMMEDIATE EMERGENCY
TREATMENT WITH EPINEPHRINE., OXYGEN AND INTRAVENOUS CORTICO-
STEROIDS SHOULD ALSO BE ADMINISTERED AS INDICATED.

PRECAUTIONS
General

Review ot experience 1o dale suggesis that a subgroup of oider patients with
assaciated severe iltness may toierale diarrhea less well. When clindamycin is
indicated in these patients, they should be carefully monitored 1or change in bowel
frequency.

CLEOCIN PHOSPHATE products should be prescribad with caution in individuais
with a history of gastrointestinal disease. particulariy colitis.

CLEOCIN PHOSPHATE should be prescribed with caution in atopic individuals.

Cartain infections may requirc incision and drainage or other indicated surgicai
pr ires in i biotic therapy.

The use ot CLEOCIN PHOSPHATE may result in overgrowth of nonsusceptible
organisms — particularly yeasts. Should supenntections occur, appropriate mea-
sures should be taken as indicated by the ctinical situation.

CLEOCIN PHOSPHATE should not be injscted intravenously undiluted as a
tolus, but shouid be infused over at least 10-60 minutes as directed in the
DOSAGE AND ADMINISTRATION section.

Clindamycin dosage modification may not be necessary in patients with renai dis-
ease. In patients with moderate io severe livar disease. protongation of clingamycin
hail-iife has been found. Howaever, it was postulated from studies that when given
every esight hours. accumutation should rarety occur. Theretore, dosage modifica-
tion in patients with liver disease may not be necessary. However. periodic tiver
enzyme determinations should be made when ireating patients with severe liver
disease.

Laboratory Tests

Ouring proionged therapy periodic liver and kidney function tests and blood

counts snould be performed.
Drug interactions
Clindamycin has been shown to have neuromuscular dlocking properties that may
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enhance the action of other neuromuscuiar blocking agents. Therefore, it shouid be
used with caution in patiants receving such agents.

Aatagonism has baen demonsirated batween clindamycin and erythromycin in
vitro. Because of possible clinical signiticance, the two drugs shoutd not be admin-
istered concurrentty.

Carcinog is, Mutag is, Impairment of Fertility

Long term studies in animats have not been pertormed with clindamycin to evaiu-
ata carcinogemic potenual. Genotoxicity 1ssis pertormed included 2 rat micronu-
cleus test ang an Ames Saimoneila reversion test. Both tests were negative.

Ferntity studies in rats treated arally with up (o 300 mgrkg/day (approximately 1.1
times the highest recommendes adull human dose Dased on mg/m2) revealed no
eflacts an fertility or mating ability.

Pregnancy: Teratogenic sffects
Pregnancy category 8

Reproquction studies performed in rats and mice uysing orat doses of clindamycin
up 10 600 mgrkgsday {2.1 and 1.1 times the highes! recommendaed aduit human
dose based on mg/m2, ¢ ty) or subcut doses of clindamycin up 10
250 mg/kg/day (0.9 and 0.5 limes the highest recommended adult human dose
basad on mg/m2, respectvely) reveated no evidence of teratogenicity.

There are. however. no adequats and weil-controlled studies in pregnant women.
Because animal reproduction studies are not always predictive of the human
respanse. this drug should be used duning pregnancy only if clearly needed.
Nursing Mothers

Clindamycin has been reparted to appear in breast milk in the range of 0.7 1o 3.8
mcg/mL at dosages of 150 mg orally to 600 mg intravenously. Because of the
potential for adverse 1| ions due to ¢ ycin in nacnates (sae Pedistric Use),

the ¢ 1o the drug should be made, laking inlo account the impor-
fance of the drug 1o the mother.

Pediatric Use
When CLEOCIN PHOSPHATE Sterile Salution is administered {0 the pediatric
popuiation (birth to 16 years) appropriate monitoring of organ system func-
tions 1s desirabie.
Usage in Newborns and Infants

This product contains benzyi alcohol as a preservative. Benzyl aicohol has
been associated with a fatal *Gasping Syndrome* in premature infants.

The potentiat for the toxic effect in the pediatric papuiation from chemicals
that may leach Irom the single dose premixed IV preparation in plastic has
not been evaiuated.

Geriatric Use

Clinicat studies of cli yoin did not include sulticient numbers of palients

age 65 and over 1o gelermine whether they respond differsntly from younger

patients. Howevaer, other reporied clinical experience indicales that antibiotic-asso-

cialed coliis and diarrhea (due to Clastridium difficile) seen in association wilh

most antibiotics occur more frequently in the siderly (>60 years) and may be more

severe. These patienis should be carefuily monitared for the devaiopment of
diarrhea.

Pharmacokinetic stugies with clindamycin have shown no clinically important
differences bsiween young and siderly subjects with normal hepatic function and
normal (age-adiusted) renat lunction after oral or intravenous administration.
AOVERSE REACTIONS

The toflowing reactions have been reported with the use of clindamycin,

Gastrointestinal: Antibiotic-associated colitis (see WARNINGS). pseudomembra-
naus colitis, aboominal pan. nausea, and vomiting. The onsst of pseudomembra-
nous colitis symptoms may occur during or after antibacterial treatment (see
WARNINGS). An unpleasant or metaliic taste octasionally has been reportad after
intravenous adminisiration of the higher doses of clindamycin phosphata.

Hypersensitivity Reactions: Maculopapular rash and urticana have been observed
during drug therapy. Generalized miid to moderats morbilliform-like skin rashes are
the most frequently reported of all auverse reactions. Rare instances of erythema
muitiforme. some resemoling Slavens-Johnson syndrome. have been associated
with clindamycin. A few cases of anaphylacioid reactions have been reported. If a
hypersensitivity reaction occurs, the drug should be discontinued. The usual agents
(epinephrine, corticosieroids. antihistamines) should be available for emargency
treatment of serious reactions.

Skin and Mucous Membranes: Pruntus, vaginitis, and rare instances of exfoliative
dermautis have been reported (see Hypersansitivity Reactions).

Liver: Jaundice and abnormaiities in liver function tests have been observed dur-
ing clindamycin therapy.

Renal: Although no direct relationship of clindamycin to renal damage has been
established, renal dysfunction as evidenced by azotemia. oliguria, and/or protein-
una has been abserved in rare instances.

Hematopoietic: Transient neutrooema (ieukop ) and philia have been
reported. Reports of agranylocytosis and thrompocytopenia have been made. No
direct sliologic reiationsmip 1o congurrent clindamycin tharapy could be made in any
of the foregoing.

Local Reactions: Pain, induration and sterile abscess have been reponed after

Cleocin Phosphate

brand of clindamycin phosphate injection, US
clindamycin phosphate injection in 5% dextro-

intramuscular injection and thrambophiebitis atter ins
can be mimimized or avoided by Qiving deep iniramys
prolonged use of indwelling intravenous catheters.
Musculoskeietal: Rare instances of potyarthritis have
Cargiovascular: Rare instances of cargigpuimonary
been reported lollowing too rapid intravenous admini-
ADMINISTRATION section.)

OVERDOSAGE
Signtlicant mortality was observed in mice at an in1
and in rats at an oral or subcutaneous dose o' apprr
mice, convulsions and deprassion were observad.
Hemodialysis and paritoneai diaiysis are not eflec:
trom the serumn.

ANIMAL TOXICOLOGY

Onae year oral toxicity studies in Spartan Sprague-Oa
dose ieveis ug to 300 mg/kg/day (approximately 1.1 ar
ommended adult human dosa based on mg/m2, res.
damycin to be well tolarated. No appreciatie dilference
been obsarved between groups of arumals treated with
control groups. Rats receiving clindamycin hydrochioric
imatety 2.1 imes the highest recommended aduit hum:
8 montns tolerated the drug well. howsver, dogs dosec
7.2 times the highest recommended aduit human dos<
would not eal, and last weight.

DOSAGE AND ADMINISTRATION

it diarrnea occurs guring therapy, thus antibonc s

WARNING bax).
Aduits: Parenteral (1M or IV Administration): Senou
gram-posdive ¢occ1 and the more susceptible anasrop
Bacteroides fragilis, Peptococcus species and Clos
Closinidium periringens):

600-1200 mg/day in 2, 3 or 4 equat doses.

More severe infections, panticularly those due 10 prov:
fragiiis, Peptococcus species, of Closiridium spec
partringens:

1200-2700 mg/day in 2, 3 or 4 equal doses.

For more serious infections, these doses may have i
eaning situations due to either aerobas or anaerobes ine
Doses of as much as 4800 mg daily have been given
Dlution and Infusion Aates section below.

Singte intramuscular injections of greater than 600 mc

Alternatively, drug may be administerad in the form
the tirst dose followed by continuous IV intusion as folic

To maintan serum

clingamycin leveis Rapid infusion rate

Abave 4 mcg/mL
Above 5 mcg/miL
Abave 6§ mcg/mL

10 mg/min tor 30 min
15 mg/min for 30 min
20 mg/men for 3Q min

Neonates (less than t month):

15 to 20 mg/kg/day in 3 to 4 equal doses. The lowe
for smalf prematures.

Pediainc pauents 1 month of age to 16 years: Paren’
tion: 20 to 40 mgskg/day in 3 or 4 equal doses. The hign
more severe infections. As an aiternative to dosing on a
may be dosad on the basis of square meters body surta.
ous infections and 450 mg/m2/day for mora severe infect

Parenteral therapy may be changed 1o oral CLEQC
Granules (ctindamycin palmitate hydrochioride) or CLE.
damycin hydrochionde) when the condition warrants a
physician.

In cases of f-hemoiytic streptococcal infections. trea:
for at leasi 10 days.

Dltution and Infusion Rates: Clindamycin phosphate
IV administration. The concentration of clindamyci:
shouid not exceed 18 mg per mi. Infusion rates shou
minute. The usuail intusion dilutions and rates are as tol!

Oose Diluant
300 mg 50 mL
] 600 mg 50 mL
300 mg 50-100 mt.
1200 mg 100 mL
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Cleocin Phosphate

brand of clindamycin phosghate injection, USP and
clindamycin phosphate injection in 5% dextrose

intramuscular injection and 1t hlebitis after mtravenous infusion. Reactions
can be minimized or avoided by Qiving deep intr. | i and dl
prolonged use of indweiling intravenous catneters.

Musculoskeletal: Rare instances of polyarthritis have been reparted.

Cardiovascular: Rare instances of cardiopulmonary arrest and hypotansion have
been reponea following too rapid intravenous adminisiration. {(See DOSAGE AND
ADMINISTRATION saction.)

QGVERDOSAGE

Significant mortality was observed in mice at an intravenous dose of 855 mg/kg
and in rats at an oral or subcutaneous dose of approximately 2618 mg/kg. In the
mica, convuisions and deprassion were observed.

ialysis ang per | dialysis are not effective in removing clindamycin
trorn the serum.
ANIMAL TOXICOLOGY

Qne year oral toxicity studies in Spartan Spraque-Dawley rats and beagle dogs at
dose levels up to 300 mg/kg/day (approximately 1.1 and 3.6 limes the highest rec-
ommended adult human dose based on mg/m2, respectivaly) have shown cfin-
damycin 10 be weil lolerated. No appreciabie dilferance in pathological findings hns
been observed b groups of I treated with chi ycin and [
controf groups. Rats receving ctindamycin hydrochloride at 600 mg/kg/day (approx-
imately 2.1 times the highast recommended aduit human dose based on mg/m?) for
6 montns tolerated the drug weil; however, dogs dosed at thia lsvel (approximatety
7.2 times the highest recommended adult human dose based on mg/m?) vomiled,
would not eat, and lost weight.

DOSAGE AND ADMINISTHATION

It diarrnea occurs during therapy, 1his antibiotic shouid be discontinued (see

WARNING box).
Adults: Parenteral (IM or IV Admenistration): Serious infections due to aerobic
gram-positive cocci and the more susceptible anaerobes (NOT generaily inctuding
Bacteroides Iragilis, Pepiococcus species and Clostridium speciss other than
Ciostnidium periringans):

600-1200 mg/day in 2. 3 or 4 equai doses.

More severe infections, particularly those due 1o proven or suspacied Sacteroides
fragilis, Peptococcus species, or Clostridium species other than Clostridium
pertringans:

1200-2700 mgsday in 2, 3 or 4 equal doses.

For more serious infections, these goses may have to be increased. In life-threat-
ening situations due 1o either aerobes or anaerobes thess doses may bs increased.
Dases of as much as 4800 mg daily have been given intravenously to aduits. See
Dilutlon and Infusion Rates section below.

Single intramuscular injections ot greater than 600 mg are not recommended.

Alternarively, drug may be admimisierad in the form of a single rapid infusion of
the tirst dose tollowed by continuous 1V infusion as follows:

To maintain serum
clindamycin levels

Maintenance

Rapid infusion rate intusion rate

Above 4 mcg/mL 10 mg/min for 30 min 0.75 mg/min
Above 5 mcg/mL 15 mg/rmin tor 30 min 1.00 mg/min
Above 6 mcg/mL 20 mg/min for 30 min 1.25 mg/min

Neonates (less than 1 month);

15 1o 20 mg/kg/day in 3 to 4 egual doses. The lower d may be ad
for smail premarures.

Pediatric patients 1 month ot age to 16 years: Parenteral (IM or IV) administra-
tion: 20 to 40 mg/kg/day in 3 or 4 equal doses. The higher doses wouid be used far
moce severe infections. As an alternative to dosing on a body weight basis, children
may be dosed on the basis of square meters body surtace: 350 mg/m2/day for sern-
ous infections and 450 mg/m/day lor mare severe infactions.

Paranteral therapy may be changed to orai CLEQCIN PEDIATRIC® Flavored
Granules (clingamycin paimitate hydrochioride) or CLEOCIN HCI® Capsules (clin-
damycin hydrochlonde) when 1he condition warrants and at the discretion of the
physician.

in cases of B-hemolytic streg i ions, tr 1" id be cor
for at least 10 days.

Dilution and Infusion Rates: Clindamycin phosphate must be dlluted prior to
IV administration. The concantration of clindamycin In diluent tar infusion
should not exceed 18 mg per mL Infusion rates should not exceed 30 mg per
minute. The usual infusion dilutions and rates ars as follows:

q

Dose Diluent Time
300 mg 50 mL 10 min
600 mg 50 mL 20 min
900 mg §Q-100 mL 30 min
1200 mg 100 miL 40 min

Cleocin Phosphate

brand of clindamycin phosphate injection, USP and
clindamycin phosphate injection in 5% dextrose

Admnistration of more than 1200 mg in a singie 1-hour infusior

Parenteral drug products should be inspected visually for =
discoloration prior to administration, whenever solufion and co:

Dilution and Compabbility: Physical angd biological compatt)
for 24 hours af room lemperatuse have demonsirated no inac:
bility with the use of CLEOCIN PHOSPHATE Sterile Solutior
phate} in IV solutions containing sodium chionde, giucose. <:
and solutions containing vitamin B compiex in concentralior
cally. No incompatibility has been demonsiraied with the an-
kanamycin, gentamicin, penicitlin or cardenicillin.

The foitowing drugs are physically incompatible with chn
ampicitlin socium, phenytomn sadium, barbilurates. aminop:
conate, and magnesium suifate.

The compatibility and duration of stability of drug admixture:
on concentralion and ather conditions. For current intormation
ities of clindamycin phosphate under specific conditions, please
ana Drug Information Unit, Pharmacia & Upjohn Company.

Physico-Chemical Stabllity ot diluted soiutions of CLEOCIN

Room temparature: 6, 9 and 12 mg/mL (equivatent 1o ¢
dextrose injection 5%, sodium chioride injection 0.9%, or Lacta
in glass bottles or minibags. demonstrated physical and che:
least 16 gays at 25° C. Aisao. 18 mg/mt (equivalent 10 clindamy.
injection %, in mMinibags. demonstrated physical and chemica.
16 days at 25° C.

Refrigeration: 6, 9 and 12 mg/mbL (equivalent 10 clindamyc:
injsction $%, sodium chloride injection 0.9%. or Lactated Ringe
bottles or minibags. demonstrated physical and chemical stat
days at 4* C
IMPORTANT: This chemucal stability information in ng way ¢
be acceptable practice 10 use this product well after the prepara

al practice sugg that compounded admixtures shouic
soon after preparation as is feasible.

Frozen: 6, 9 and 12 mg/mL {equivaient to clindamycin base|
5%. sodium chionde injection 0.9%, or Lactated Ringers In
demonstrated physical and chemical stability for at 1east eght «

Frozen solutions shouid be thawed at room temperature and r

DIRECTIONS FOR DISPENSING
Pharmacy Bulk Package — Not tor Direct intus

The Pharmacy Bulk Package is lor use in a Pharmacy Adr
under a taminar tlow hood. Entry into Ihe vial should be made w
stenile transter set or ather smail diamater stenie dispensing
dispensed in aliquots using aseplic techmque. Muiliple enines
syringe are not recommended. AFTER ENTRY USE ENTIRE C
PROMPTLY. ANY UNUSED PORTION MUST BE DISCARDED
AFTER INITIAL ENTRY.

DIRECTIONS FOR USE
CLEOCIN PHOSPHATE IV Solution in Galaxy Plastic Conta:
Premixed CLEOCIN PHOSPHATE IV Soiution is for intrave:
using stenle squipmant. Check for minute leaks prior (0 use
firmly. If leaks are laund, discard solution as stenlitly may be v
supplementary medication. Parenteral drug products shouid be
for particulate mattar and discoloration prior to administration
and container permit. Do not use uniess solution is clear ana se:
Caution: Do not use ptastic containers in sanes connecuor
resuit in air emboiism due io rasidual 3ir being drawn from the
bejore administration ot the Huid tfrom the secondary container i
Preparation for Administration:
1. Suspend coniainer trom syeiel support,
2. Remove protacior from outlet port at bottom of container.
3. Attach aaministration set. Reles to complete directions accom:
Preparation of CLEOCIN PHOSPHATE In ADD-Vantage Sy:
Only. CLEOCIN PHQSPHATE 600 mg ang 900 mg may be recon
100 mt, respectively, of Dextrose Injaction 5% or Sodium Chion::
the ADD-giluent comainer. Retfar to separate instructions tor ADC

HOW SUPPLIED
Each miL of CLEOCIN PHOSPHATE Sierile Solution contains
phate equivaient to 150 mg cf nycin: 0.5 mg 1 egeta
aicohol added as preservalive. Whan necessary. pH s adi.
hydroxide and/or hydrochioric acid. CLEQCIN PHOSPHATE
following packages:
25-2 mi vials N
25-4 mi_ vials d
25-6 mL vials ¢
1-80 mL Pharmacy Bulk Package N




leocin Phosphate

ind of clindamycin phosphate injection, USP and
jndamycin phosphate injection in 5% dextrose

Admnistration of more than 1200 mg in a singie 1-hour inf is not r ded.

Parenterat drug products shouid be inspected visually for particulate matter and
#scotoratan gnor to administration. whenever solution ang container permit.

Duunion and Compatibility: Physical and biolog ility di tored
for 24 hours at room temperature have demonstrated no inactivation or incompati-
bitity with the use of CLEOCIN PHOSPHATE Slerite Solution (clindamycin phos-
phate} in [V solutions containing sodium cn'onge. giucose. caicium or potassium,
ana solutions containing vitamin B compiex in concentrations usually used clini-
caily. No incompatibility has been demonstrated with the antibiotics cephaiothin,
kanamycin, gentamicin, penicillin or carbenicillin.

The foliowing drugs are physicaily incompatible with clindamycin phosphate:
ampiciilin sodium, phenytoin sodium, bardbiturates, aminophyltine, caicium giu-
conafe, and magnesium sultate.

The p y ang d. ion ol y of drug admixtures will vary depending
on concentration and other conditions. For cusrent information regarding compatibil-
ities of chindamycin phasphate under specific conditians, pieass contact the Medical
ana Drug Infarmation Unmit, Pharmacia & Upjohn Company.

Physico-Chemical Stability of diluted solutions ot CLEQCIN PHOSPHATE

RAoom temperature: 6, 9 and 12 mg/mt (equivalent 1o ctindamycin baso) in
gaxtrose injection 5%, sodium chionde injection 0.9%, or L Ringers inj
in glass botlles or mmibags, demonsirated physical and chemical stability for at
least 16 days at 25* C. Also, 18 mg/mL (equivaient to clindamycin base) in dextrose
injaction 5%, in mintbags. demonsiraled physical and chemical stability for at least
16 days at 25° C.

Relngeration: 6. 9 and 12 mg/mL (equivaient to clindamycin base) in dextrose
imection 5%, sodium chlande injection 0.9%. or Lactated Ringers Injection in glass
botiles or minibags. demonstrated physical and chermcat stability tor at least 32
days at 4° C.

IMPORTANT: This chemical stability intor in no way i that it would
bo acceptable pracnuca to use this proguct welt after the proparanon llma Good pto-
practice sug that compoundsd as d be istered as

soon after ntoparanon as is leasible.

Frozen: 6, 9 and 12 mg/mL (equivaient to clindamycin base) in dextrose injection
£%. sodium chionde injection 0.9%, or Lactated Ringers Injection in minibags
-astrated physical and chemical stability for at least eight weeks at -10* C.

en salutions should be thawed at room temperature and not refrozen.

.CTIONS FOR DISPENSING
Pharmacy Bulk Package — Not far Direct Infusion

The Pharmacy Butk Package is for use in a Pharmacy Admixture Service only
under a laminar tlow hood. Entry 1010 the wial shouid be mads with a smail diameter
stenle transfar set or other small diameter steris dispensing daevice, and contents
dispensed in aliquots using aseptic lechmique. Multipie entnes with a needie and
synnge are not recommended. AFTER ENTRY USE ENTIRE CONTENTS OF VIAL
PRAOMPTLY. ANY UNUSED PORTION MUST 8E DISCARDED WITHIN 24 HOURS
AFTER INITIAL ENTRY,

DIRECTIONS FOR USE

CLEOCIN PHOSPHATE IV Solutlon in Galaxy Plastic Container

Premixed CLEQCIN PHOSPHATE IV Sowtion is for intravenous administration
using sterile equipment. Check tor minute leaks pnor to use by squeezing bag
Iirmly If leaks are found. discard solution as stenlity may be impaired. Do not add

tary m n. Parentsral drug products should be inspected visually
Ior pamculala matter and discoloration prior to administration whenever soiution
andg container permit. Do not use uniess solution 1s clear and seal is intact,

Caution: Do not use plastic containers in sertes connections. Such use could
resuit in air emdolism due 10 residual air being drawn irom the pnmary container
before administration oi the Huid from the ary is
Preparation for Administration:

1. Suspend container from eyelel support.

2. Remavs protector from outiet port al bottom of container,

3. Attach agminisiration set. Refer 1o complete directions accompanying set.
Preparation of CLEOCIN PHOSPHATE in ADD-Vantage System—~For {V Use
Only. CLEOCIN PHOSPHATE 600 mq and 300 mg may be reconstituted in 50 mL or
100 mL. respectively, of Dextrose Inj 5% or Sod Chionde injection 0.9% in
the ADD-diluent container. Refer to separate instruyctions for ADD-Vantage? System.

HOW SUPPLIED

Each mbL ot CLEOCIN PHOSPHATE Slerile Soluti t clindamycin phos-
phate equivalent 1o 150 mg clindamycin: 0.5 mg disodium edetate: 3.45 mg benzyl
aicohol added as pressrvative. When necessary, pH is adjusted with sodium

hydroxide and/or hydrochioric acid. CLEOCIN PHOSPHATE is available in the
following packages:

25-2 mL vials NDC 0009-0870-21
25-4 mi_ viats NOC 0009-0775-26
25-6 mL viais

NDC 0009-0902-11

1-60 mL Pharmacy Bulk Package NOC 0008-0728-05

Cleocin Phosphate

brand of clindamycin phosphate injection, USP and
clindamycin phosphate injection in 5% dextrose

CLEQCIN PHOSPHATE is supplisd in ADD-Vant: vials as foll

Total Amount

NDC Vial Size Clindamycin of
Phosphate/vial Olluent
0009-3124-01 4 miL 800 mg 50 mL
0009-3447-01 6 mL 900 mg 100 mL

Store at controiled room temparature 20° to 25° C (68° 1o 77° F) (see USP).

{continued balow)

CLEOCIN PHOSPHATE |V Solution in Galaxy plastic containers is a stenis soiution
of clindamycin phosphate with % dextrose. The single doss Galaxy plastic contain-
ors ars availabie as follows:
24-300 mg/50 mtL containers
24-600 mg/50 mL containers NOC 0009-3375-01
24-900 mg/S50 mi containers NOC 0009-3382-01

Exposure of pharmaceutical products to heat should de minimized. It is recom-
mended that Galaxy plastic containers be stored at room temperature (25° C).
Avoid tamperatures above 30° C

Caution: Federal law prohibits dispensing without prescription.
Pharmacia & Upjohn Company * Kalamazoo, Ml 49001, USA
Revised December 1997

NDC 0008-3381-01

810 020 033
691273

REFERENCES

1. Smith RAB, Phillips JP: Evaivation of CLEOCIN HC! and CLEQOCIN Phasphate in an
Aged Popuiation. Upjohn TR 8147-82-9122-021, Oecember 1982,

2. Bauer AW, Kirby WMM, Sherris JC, Turck M: A i ibility ing by a
standardized singie disk method. Am. J. Clin. Pain., AS: 493-495 1966. Stand-
ardized Disk Susceptibility Test, Federal Register, 37 20527-29. 1972.

3. National Committee for Clinical Lab Slandlrds Metnods lor Antimicrobial Sus-
ceptibility Testing ot Anaerobic B : Tentative Standard.
NCCLS publication M11-T2, Villanova, PA NCCLS: t1988.

$ ADD-Vantage is a registared trademark of Abbott Laboratories.

CLEOCIN PHOSPHATE IV Soiutlon in the Galaxy plastic containers is manutac-
tured for Pharmacia & Upjohn Company by Baxtar Healthcare Corporation,
Deertiald, IL 60015,

Galaxy?® is a registered trademark of Baxter international, Inc.
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El 50mL 12 Single-dose containers NDC 0074-9621-13

in 5% Dextrose

300 mg*/50 mL
For LV. Use

" Clindamycin Injection
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=) 50 mL 12 Single-dose containers

Clindamycin Injection
I' in 5% Dextrose

300 mg*/50 mL
For LV. Use

ABBOTT LABORATORIES, NORTH CHICAGO, IL 60064, USA

—nmm——

E£1-1296-£00 JON

NOC 0074-9621-13

inale- ; *Each 50 mL contains: cling
E] 50mL 1 Single-dose containers dextrose hydrous, USP with

wvonano || Clindamyein - L
| Injection fecommntadsge 0
~ in 5% Dextrose B any

- 300 mg*/50 mL
For LV. Use

— ) ABBOTT LABORATORIES, NORT!




&) 50

) 50 mL 12 Single-dose containers NDC 0074-9622-13 “ ﬁ
Clindamycin Injection i

I! in 5% Dextrose [
600 mg*/50 mL ~ '|=

)]

For L.V. Use j—
ABBOTT LABORATORIES, NORTH CHICAGO, IL 60064, USA —
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£1-2296-1L00 IN
&) 50 mL 12 Single-dose containers NDC 0074-9622-13

Clindamycin Injection
in 5% Dextrose

600 mg*/50 mL
For L.V. Use
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NDC 0074-9622-13

lindamycin phosphate equivalent to 600 mg clindamycin and 25 g . .
vith 2 mg edetate disodium, USP added. May contain sodium hydroxide ©J 50 mL 12 ingle-dose contaners
pH adjustment.

t. Sterile, nonpyrogenic. Do not add supplementary medication.

and solution clatity. Must not be used in series connections.

Room temperature (25°C). Avoid temperatures above 30°C.

;omplete produét information. Protect from freezing.

" in 5% Dextrose

IR 600 mg’/50

(01) 1 030074 962213 4
For L.V. Use

08-9309-2/R1-4/00 Printed in USA

1QTU PUIAAAA 11 pAnca HIOA



(=

: . NDC 0074-9623-13
) 50 mL 12 Single-dose containers |I|

l Clindamycin Injection
- In 5% Dextrose
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ABBOTT LABORATORIES, NORTH CHICAGO, IL 60064, USA —
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= 50mL 1 Single-dose containers NDC 0074-9623-13

Clmdamycin Injection
N 5% Dextrose

For L.V. Use
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asphate equivalent to 900 mg clindamycin and 2.5 g

ate disodium, USP added. May contain sodium hydroxide
t.

wrogenic. Do not add supplementary medication.

arity. Must not be used in series connections.

‘ iture (25°C). Avoid temperatures above 30°C.

sct information. Protect from freezing.

L

(01) 1 030074 962313 1

08-9311-2/R1-4/00 Printed in USA
10064, USA

NDC 0074-9623-13
a 50 mL 12 Single-dose containers

Clindamycin
! Injection
g, o

For L.V. Use
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NDC 0074-9623-13
a 50 mL 12 Single-dose containers

' Clindamycin
" Injection
~in 5% Dextrose

NDC 0074-9623-13
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For L.V. Use
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a 50 mL Single-dose container NDC 0074-9623-13 . .
) L Clmdamycm ,% %8%&

Clindamycin Injection in 5% Dex ros

m zgln bflo DextrosePrivED TSI

*Each 50 mL contains: clindamycin phosphate equivalent to 900 mg
clindamycin and 25 g dextrose hydrous, USP with 2 mg edetate
disodium, USP added. May contain sodium hydroxide or hydrochloric
acid for pH adjustment.

For LV. use only.

Usual dosage: See insert. Sterite, nonpyrogenic. Do not add
supplementary medication. Check for minute leaks and solution clarity.
Must not be used in series connections.

Recommended storage: Room temperature {25°C). Avoid temperatures

above 30°C. Protect from freezing. A ' ‘
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a 50 mL single-dose container NDC 0074-8622-13

Clindamycin Injection

JuN 29 2 5% DextrosenayeD
600 mg*/50 mL

*Each 50 mL contains: clindamycin phosphate equivalent to 600 mg
clindamycin and 2.5 g dextrose hydrous, USP with 2 mg edetate
disodium, USP added. May contain sodium hydroxide or hydrochloric
acid for pH adjustment.

For LV. use only.

Usua! dosage: See insert. Sterile, nonpyrogenic. Do not add
supplementary medication. Check for minute leaks and solution clarity.
Must not be used in series connections.

Recommended storage: Room temperature (25°C). Avoid temperatures
above 30°C. Protect from freezing.
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Clindamycin Injection
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*Each 50 mL contains: clindamycin phosphate equivalent to 600 mg
clindamycin and 2.5 g dextrose hydrous, USP with 2 mg edetate
disodium, USP added. May contain sodium hydroxide or hydrochloric
acid for pH adjustment.

For LV. use only.

Usual dosage: See insert. Sterile, nonpyrogenic. Do not add
supplementary medication, Check for minute leaks and solution clarity.
Must not be used in series connections,

Recommended storage: Room temperature (25°C). Avoid temperatures
above 30°C. Protect from freezing.
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a 50 mL Single-dose container NDC 0074-3621-13 c"ndamycin INWVEP
Clindamycin Injection B in 5% Dextrose g
JUN 29 Af5% Dextrose, AOMEL: A 300 mg 150 mL |

L2

300 mg*/50 mL

*Each 50 mL contains: clindamycin phosphate equivalent to 300 mg
clindamycin and 2.5 g dextrose hydrous, USP with 2 mg edetate
disodium, USP added. May contain sodium hydroxide or hydrachloric
acid for pH adjustment.

For LV. use only.

Usual dosage: See insert. Sterile, nonpyrogenic. Do not add
supplementary medication. Check for minute leaks and solution clarity.
Must not be used in series connections.

Recommended storage: Room temperature (25°C). Avoid temperatures
above 30°C. Protect from freezing.

B ony & @D g

OTHER

©Abbott 2000 50-3982-2/R1-4/00 Printed in USA
Abbott Laboratories, North Chicago, IL 60064, USA

(01) 0 030074 962113 0O



& Clindamycin Injection N

For Intravenous Use Only

!I! in 5% Dextrose

WARNING
Pseudomembranous colitis has been reported with neary all
antibacterial agests, including clindamycin, and may range in
severity from mild to life-threatening. Therefore, it is important to
consider this diagnosis in patients who present with diarrhea
subsequent to the administration of antibacterial agents.

Because clindamycin therapy has been associated with severe
colitis which may end fatally, it should be reserved for serious
infections where less toxic antimicrobial agents are inappropriate,
as described in the INDICATIONS AND USAGE section. it should not
be used in patients with nonbacterial infections such as most upper
respiratory tract infections. Treatment with antibacterial agents
alters the normal flora of the colon and may permit overgrowth of
clostridia. Studies indicate that a toxin produced by Clostridium
difficile is one primary cause of “antibiotic-associated colitis.”

After the diagnosis of pseudomembranous colitis has been
established, therapeutic measures should be initiated. Mild cases of
pseudomembranous colitis usually respond to drug discontinuation
alone. In moderate to severe cases, consideration should be given to
management with fluids and electrolytes, protein supplementation,
and treatment with an antibacterial drug clinically effective against
C. difficile cofitis.

Diarrhea, colitis, and pseudomembranaus colitis have been
observed to begin up to several weeks following cessation of
therapy with clindamycin.

DESCRIPTION

Clindamycin Injection in 5% Dextrose cantains clindamycin phosphate, a
water soluble ester of clindamycin and phosphoric acid. Each 50 mL
contains:  clindamycin  phosphate  equivalent to 300, mg,
600 mg, or 900 mg clindamycin and 2.5 g dextrose hydrous, USP with
2 myg edetate disodium, USP added. May contain sodium hydroxide and/or
hydrochloric acid for pH adjustment. pH is 5.8 range 5.9 to 7.0. Clindamycin
is a semisynthetic antibiotic produced by a 7(S)-chloro-substtution of the
7 {R)-hydroxyl group of the parent compound lincomycin. Clindamycin
Injection in 5% Dextrose is for intravenous use only.

The chemical name of clindamycin phosphate is L-threo-a-D-galacto-
Gctopyranoside, methyl 7-chloro-6.7,8-trideoxy-6-{((1-methyf-4-propyl-2-
pyrrolidinyt) carbonyl| amino|-1-thia-, 2-(dihydragen phosphatel, (25-trans}-.

The molecular formula is CgH3CIN20gPS and the molecular weight is
504.97.

The structural formula is represented below:

CH,

N H_;; JUN 29 2001°
9 o OHO SO{']APPROVED

The plastic container is fabricated from a specially designed form fill
seal multilayer plastic. Solutions in contact with the plastic container
can leach out certain of its chemical components in very small amounts
within the expiration period. The suitability or the plastic has been
confirmed in tests in animals according to the USP biological tests for
plastic containers, as well as by tissue culture toxicity studies.

CLINICAL PHARMACOLOGY
Biologically inactive clindamycin phosphate is rapidly converted to
active clindamycin.

By the end of short-term intravenous infusion, peak serum levels of
active clindamycin are reached. Biologically inactive cfindamycin
phosphate disappears rapidly from the serumy the average elimination
half-life is 6 minutes; however, the serum elimination half-life of active
clindamycin is about 3 hours in adults and 2% hours in pediatric patients.

After intramuscular injection of clindamycin phosphate, peak levels
of active clindamycin are reached within 3 hours in adults and 1 hour in
pediatric patients. Serum level curves may be constructed from {V peak
serum levels as given in Table 1 by application of elimination ha!f-lives
listed above.

Serum levels of clindamycin can be maintained above the in vitro
minimum inhibitory concentrations for most indicated organisms by
administration of clindamycin phosphate every 8 to 12 hours in adults
and every 6 to 8 hours in pediatric patients, or by continucus
intravenous infusion. An equilibrium state is reached by the third dose.

The elimination half-life of clindamycin is increased slightly in
patients with markedly reduced renal or hepatic function. Hemodialysis
and peritoneal dialysis are not effective in removing clindamycin from
the serum. Dasage schedules need not be modified in the presence of
mild or moderate renal or hepatic disease.

No significant levels of clindamycin are attained in the cerebrospinal
fluid even in the presence of inflamed meninges.

Pharmacokinetic studies in elderly volunteers (61 to 79 years) and
younger adults (18 to 39 years) indicate that age alone does not alter
clindamycin pharmacokinetics {clearance, elimination half-life, volume
of distribution, and area under the serum concentration-time curve)
after IV administration of clindamycin phosphate. After orai
administration of clindamycin hydrochloride, elimination half-life is
increased to approximately 4 hours {range 3.4 to 5.1 h) in the eldery
compared to 3.2 hours {range 2.1 to 4.2 h) in younger adults. The extent
of absorption, however, is not different between the age groups and no
dosage alteration is necessary for the elderly with normal hepatic
function and normal {age-adjusted) renal function®.

Serum assays for active clindamycin require an inhibitor to prevent
in vitro hydrolysis of clindamycin phosphate.

Table 1
Average Peak and Trough Serum Concentrations of Active
Clindamycin After Dosing with Clindamycin Phasphate
Peak Trough
Dosage Regimen meg/mlL meg/ml
Healthy Adult Males
(Past equilibrium)
600 mg [V in 30 min q6h 10.9 20
600 mg 1V in 30 min g8h 108 11
900 mg IV in 30 min g8h 14.1 1.7
600 mg IM q12* 9
Childrea (first dose)*
5-7 mg/kg IV in 1 hour 10
5-7 mg/kg IM 8
3-5 mg/kg IM 4

*Data in this group from patients being treated for infection.



Microbiology: Although clindamycin phosphate is inactive in vitro,
rapid in vivo hydrolysis converts this compound to the annbactenally
active clindamycin.

Clindamycin has been shown to have in vitro activity agamst isolates
of the following organisms:

Aerobic gram positive cocci, including:

Staphylococcus aureus (penicillinase and non-

Staphylococcus epidermidis penicillinase producing strains).
When tested by in vitro methaods,
some staphylococcal strains
originally resistant to
erythromycin rapidly develop
resistance to clindamycin.

Streptococci {except Enterococcus faecalis)

Pneumococct
Anaerobic gram negative bacilli, including:

Bacteroides species {including Bacteroides fragilis group and
Bacteroides melaninogenicus group)

Fusobacterium species
Anaerobic gram positive nonsporeforming bacilli, including:

Propionibacterium

Eubacterium

Actinomyces species
Anaerobic and microaerophilic gram positive cacci, including:

Peptocaccus species

Peptostreptococcus species

Microaerophilic streptococci
Clostridia: Clostridia are more resistant than most anaerobes to
clindamycin. Most Clestridium perfringens are susceptibie, but other
species, e.g., Clostridium sporogenes and Clostridium tertium are
frequently resistant to clindamycin. Susceptibility testing should be
done.

Cross resistance has been demanstrated between clindamycin and
lincomycin.

Antagonism has been demonstrated between clindamycin and
erythromyein.

In Vitro Susceptibility Testing:

Disk diffusion technique-Quantitative methods that require
measurement of zone diameters give the most precise estimates of
antibiotic susceptibifity. One such procedure? has been recommended
for use with disks to test susceptibility to clindamycin.

Reports from a laboratory using the standardized single-disk
susceptibility test! with a 2 meg clindamycin disk should be interpreted
according ta the following criteria:

Susceptible arganisms produce zones of 17 mm or greater, indicating

that the tested organism is likely to respond to therapy.

Organisms of intermediate susceptibility produce zones of
15 ~ 16 mm, indicating that the tested organism would be suscegtible
if a high dosage is used or if the infection is confined to tissues and
fluids {e.g., urine), in which high antibiotic levels are attained.

Resistant organisms produce zones of 14 mm or less, indicating
that other therapy should be selected.

Standardized procedures require the use of control organisms. The
2 mcg clindamycin disk should give a zone diameter between 24 and
30 mm for S. aureus ATCC 25923.

Dilution techniques — A bacterial isolate may be considered
susceptible if the minimum inhibitory concentration {MIC) for
clindamycin is not more than 1.6 mcg/mL Organisms are considered
moderately susceptibie if the MIC is greater than 1.6 mcg/mL and less
than or equal to 4.8 mcg/mL Organisms are considered resistant if
the MIC is greater than 4.8 mcg per mL.

The range of MICs for the control strains are as follows:

S. aureus ATCC 29213, 0.06 to 0.25 mecg/ml

£ faecalis ATCC 29212, 4.0 to 16 mcg/mL.

o

For anaerobic bacteria the minimum inhibitory concentration {MIC) of
clindamycin can be determined by agar dilution and broth dilution
(including microditution) techniques3 If_MICs are not determined

routinely, the disk broth method is recommended far routine use. THE - -

KIRBY-BAUER DISK DIFFUSION METHOD AND (TS INTERPRETIVE
STANDARDS ARE NOT RECOMMENDED FOR ANAEROBES.
INDICATIONS AND USAGE

Clindamycin Injection is indicated in the treatment of serious infections
caused by susceptible anaerobic bacteria.

Clindamycin Injection is also indicated in the treatment of serious
infections due to susceptible strains of streptococci, pneumocacci, ard
staphylococci. Its use should be reserved for penicillin-allergic patients
or other patients for whom, in the judgment of the physician, a penicillin
is inappropriate. Because of the risk of antibiotic-associated
pseudomembranous colitis, as described in the WARNING box, before
selecting clindamycin the physician should consider the nature of the
infection and the suitability of less toxic alternatives (e.g.
erythromycin).

Bacteriologic studies should be performed to determine the
causative organisms and their susceptibility to clindamycin.

Indicated surgical procedures should be performed in conjunction
with antibiotic therapy.

Clindamycin Injection is indicated in the treatment of serious
infections caused by susceptible strains of the designated organisms in
the conditions listed below:

Lower respiratory tract infections including pneumonia, empyema,
and lung abscess caused by anaerobes, Streptococcus pneumoniae,
other streptococci {except E. faecalis), and Staphylococcus aureus.

Skin and skin structure infections caused by Streptococcus
pyogenes, Staphylococcus aureus, and anaerobes.

Gynecalogical infections including endometritis, nongonococcal

tubo-ovarian abscess, pelvic cellulitis, and postsurgical vaginal cuff
infection caused by susceptibie anaerobes.

Intra-abdominal infections including peritonitis and intra-abdominal
abscess caused by susceptible anaerobic organisms.

Septicemia caused by Staphylocaccus aureus, streptococci {except
Enteracoccus faecalis), and susceptible anaerobes.

Bone and joint infections including acute hematogenous
osteomyelitis caused by Staphylococcus aureus and as adjunctive
therapy in the surgical treatment of chronic bone and joint infections
due to susceptible arganisms.

CONTRAINDICATIONS

This drug is contraindicated in individuals with a history of
hypersensitivity to preparations containing clindamycin or lincomycin.
WARNINGS

See WARNING hax.

Pseudomembranous colitis has heen reparted with nearly all
antibacterial ageats, including clindamycin, and may range in severity
from mild to lite-threatening. Therefore, it is impertant to consider this
diagnosis in patients who present with diarrhea subsequent to the
administration of antibacterial agents.

Treatment with antibacterial agents alters the normal flora of the
colon and may permit overgrowth of clostridia. Studies indicate that a
toxin produced by Clostridium difficile is one primary cause of
“antibiotic-associated colitis.”

After the diagnosis of pseudomembranous cofitis has been
established, therapeutic measures should be initiated. Mild cases of
pseudomembranous colitis usually respond to drug discontinuation
alone. In moderate to severe cases, consideration should be given to
management with fiuids and electrolytes, protein supplementation, and
treatment with an antibacterial drug clinically effective against
C. difficile colitis.

A careful inquiry should be made concerning previous sensitivities to
drugs and other allergens.

Usage in Meningitis — Since clindamycin does not diffuse



adequately into the cerebrospinal fluid, the drug should not be used in
the treatment of meningitis.

SERIQUS ANAPHYLACTOID REACTIONS REQUIRE IMMEDIATE
EMERGENCY TREATMENT WITH EPINEPHRINE. OXYGEN AND
INTRAVENOUS CORTICOSTEROIDS SHOULD ALSO BE ADMINISTERED
AS INDICATED.

PRECAUTIONS

General

Review of experience to date suggests that a subgroup of older patients
with associated severe illness may tolerate diarrhea less well. When
clindamycin is indicated in these patients, they should be carefully
monitored for change in bowe! frequency.

Clindamycin Injection should be prescribed with caution in
individuals with a history of gastrointestinal disease, particularly colitis.

Clindamycin Injection should be prescribed with caution in atopic
individuals.

Certain infections may require incision and drainage or other
indicated surgical procedures in addition to antibiotic therapy.

The use of Clindamycin Injection may result in overgrowth of
nonsusceptible organisms — particularly yeasts. Should
superinfections occur, appropriate measures should be taken as
indicated by the clinical situation.

Clindamycin Injection should not be injected intravenously undiluted
as a bolus, but should be infused over at least 10 — 60 minutes as
directed in the DOSAGE AND ADMINISTRATION section.

Clindamycin dosage modification may not be necessary in patients
with renal disease. in patients with moderate to severe liver disease,
prolongation of clindamycin half-life has been found. However, it was
postulated from studies that when given every eight hours,
accumulation should rarely occur. Therefore, dosage madification in
patients with liver disease may not be necessary. However, periadic
liver enzyme determinations should be made when treating patients
with severe liver disease.

Laboratory Tests

During prolonged therapy periodic liver and kidney function tests and
blood counts should be performed.

Orug Interactions

Clindamycin has been shawn to have neuramuscular blocking
properties that may enhance the action of other meuramuscular
blacking agents. Therefore, it should be used with caution in patients
receiving such agents.

Antagonism has been demonstrated between clindamycin and
erythromycin jn vitro. Because of possible clinical significance, the two
drugs should not be administered concurrently.

Carcinog is, Mutag is, impairment of Fertility

Long term studies in animals have not been performed with clindamycin
to evaluate carcinogenic potential. Genotoxicity tests performed
included a rat micronucleus test and an Ames Salmonella reversion
test. Both tests were negative.

Fertility studies in rats treated orally with up to 300 mg/kg/day
{approximately 1.1 times the highest recommended adult human dose
based on mg/m?) revealed no effects on fertility or mating ability.
Pregnancy: Teratogenic Effects
Pregnancy Category B
Reproduction studies performed in rats and mice using oral doses of
clindamycin up to 600 mg/kg/day (2.1 and 1.1 times the highest
recammended adult human dose based on mg/m? respectively) or
subcutaneous doses of clindamycin up to 250 mg/kg/day (0.9 and 0.5
times the highest recommended adult human dose based on mg/m?,
respectively) revealed no evidence of teratogenicity.

There are, however, no adequate and well-controlled studies in
pregnant women. Because animal reproduction studies are not always
predictive of the human response, this drug should be used during
pregnancy anly if itis clearly needed.

Nursing Mothers

Clindamycin has heen reported to appear in breast milk in the range of
0.7 to 3.8 mco/mL at dosages of 150 mg orally to 600 mg intravencusty.
Because of the potential for adverse reactions due to ciindamycin in
neonates (see Pediatric Use), the decision to discontinue the drug
shoutd be made, taking into account the importance of the drug to the
mother. -

Pediatric Use’

When Clindamycin Injection is administered to the pediatric population
(birth to 16 years) appropriate monitoring of argan system functions is
desirable.

Usage in Newborns and Infants

The potential for the toxic effect in pediatric patients from chemicats
that may leach from the single dose premixed IV preparation in plastic
has not been evaluated. -

Geriatric Use

Clinical studies of clindamycin did not include sufficient numbers of
patients age 65 and over to determine whether they respond differently
from younger patients. However, other reported clinical experience
indicates that antibiotic-associated colitis and diarchea (due to
Clostridium difficile} seen in assaciation with most antibiotics occur
more frequently in the elderly (>60 years) and may be more severe.
These patients should be carefully monitored for the development of
diarrhea.

Pharmacokinetic studies with clindamycin have shown no clinically
important differences between young and elderly subjects with normal
hepatic function and normal (age-adjusted] renal function after oral or
intravengus administration.

ADVERSE REACTIONS

The following reactions have been reported with the use of
clindamycin.

Gastrointestinal: Antibiotic-associated colitis {see WARNINGS),
pseudomembranous colitis, abdominal pain, nausea and vomiting. The
onset of pseudomembranous colitis symptoms may eccur during or
after antibacterial treatment (see WARNINGS). An unpleasant or
metallic taste occasionally has been reported after intravenous
administration of the higher doses of clindamycin phosphate.
Hypersensitivity Reactions: Maculopapular rash and urticaria have
been observed during drug therapy. Generalized mild te moderate
morbilliform-like skin rashes are the most frequently reported of all
adverse reactions. Rare instances of erythema multiforme, some
resembling Stevens-Johnson syndrome, have been associated with
clindamycin. A few cases of anaphylactoid reactions have been
reported. If a hypersensitivity reaction occurs, the drug should be
discontinued. The usual agents ({epinephrine, corticosteroids,
antihistamines) should be available for emergency treatment of serious
reactions.

Skin and Mucous Membranes: Pruritus, vaginitis, and rare instances of
exfoliative dermatitis have been reported. {See Hypersensitivity
Reactions).

Liver: Jaundice and abnormalities in liver function tests have been
observed during clindamycin therapy.

Renal: Although no direct relationship of clindamycia to renal damage
has been established, renal dysfunction as evidenced by azotemia,
oliguria, and/for proteinuria has been observed in rare instances.
Hematopoietic: Transient neutropenia (leukopenia) and eosinophilia
have been reported. Reports of agranulocytosis and thrombocytopenia
have been made. No direct etiologic relationship to concurrent
clindamycin therapy could be made in any of the foregoing.

Lacal Reactions: Pain, induration and sterile abscess have been
reported after intramuscular injection and thrombophlebitis after
intravenous infusion. Reactions can be minimized or avoided by giving
deep intramuscular injections and avoiding-prolonged use of indwelling
intravenous catheters.

Musculoskeletal: Rare instances of palyarthritis have been reparted.



Cardiovascular: Rare instances of cardiopulmonary arrest and
hypotension have been reported following too rapid intravenous
administration. {See DOSAGE AND ADMINISTRATION section).
OVERDOSAGE -
Significant mortality was observed in mice at an intravenous dese of
855 mg/kg and in rats at an oral or subcutaneous dose of approximately
2618 mg/kg. In the mice, convulsions and depression were observed.

Hemodialysis and peritoneal dialysis are not effective in removing
clindamycin from the serum.

DOSAGE AND ADMINISTRATION
Dosing references to the intramuscular route of administration are for
informational purposes oaly.

if diarrhea occurs during therapy, this antibiotic should be
discontinued. {See WARNING box.) :
Adults: Parenteral (IM or IV Administration): Serious infections due to
aerobic gram-positive cocci and the more susceptible anaerobes
(NOT generally including Bacteroides fragilis, Peptocaccus species
and Clostridium species other than Clostridium perfringens):

600 — 1200 mg/day in 2, 3 or 4 equal doses.

More severe infections, particularly those due to proven or
suspected Bacteroides fragilis, Peptacoccus species, or Clostridium
species other than Clostridium perfringens:

1200 - 2700 mg/day in 2, 3 or 4 equal doses.

Far more serious infections, these doses may have to be increased.
In life-threatening situations due to either aerobes or anaerobes, these
doses may be increased. Doses of as much as 4800 mg daily have been
given intravenously to adults. See Infusion Rates section below.

Single intramuscular injections of greater than 600 mg are not
recommended.

Alternatively, drug may be administered in the form of a single rapid
infusion of the first dose followed by continuous IV infusion as follows:

To maintain serum Rapid Maintenance
clindamycin levels infusion rate infusion tate
Above 4 mcg/mlL 10 mg/min for 30 min 0.75 mg/min
Above 5 meg/mbL 15 ma/min for 30 min 1.00 mg/min
Abave 6 mcg/mL 20 mg/min for 30 min 1.25 mg/min

Neonates (less than 1 month): 15 to 20 mg/kg/day in 3 to 4 equal
doses. The lower dosage may be adequate for small prematures.

Pediatric patients (1 month of age to 16 years): Parenteral {IM or IV)
administration: 20 to 40 mg/kg/day in 3 or 4 equal doses. The higher doses
would be used for mare severa infections. As an alternative to dosing on a
body weight basis, children may be dosed on the basis of square meters
body surface: 350 mg/m¥/day for serious infections and 450 mg/m¥day for
more severe infections.

Parenteral therapy may be changed to oral clindamycin paimitate
hydrochloride or clindamycin hydrochloride capsules when the condition
warcants and at the discretion of the physician.

In cases of B-hemolytic streptococcal infections, treatment should be
continued for at feast 10 days.

Infusion Rates: Infusion rates should not exceed 30 mg per minute.
The usual infusion rates are as follows:

Dose Time
300 mg 10 min
600 mg 20 min
900 mg 30 min

©Abbott 2000
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Administration of more than 1200 mg in a single 1-hour infusion is not
recommended. .

Parenteral drug products should be inspected visually for particulate
matter and discoloration prior to administration, whenever solution and
container permit.

No incompatibility has been demonstrated with the antibiotics
cephalothin, kanamycin, gentamicin, penicillin or carbenicillin.

The following drugs are physically incompatible with clindamycin
phosphate: ampicilfin sodium, phenytoin sodium, barbiturates,
aminophylline, calcium gluconate, and magnesium sulfate.

Directions For Use

Clindamycin Injection in 5% Dextrose in form fill seal plastic container ~

is for intravenous administration using sterile equipment. Check for
minute leaks prior to use by squeezing bag firmly. If leaks are found,
discard solution as sterility may be imgaired. Do not add supplementary
medication. Parenteral drug products should be inspected visually for
particuiate matter and discoforatian prior to administration whenever
solution and container permit. Do not use unless solution is clear and
seal is intact.

Caution: Do not use plastic containers in series connections. Such
use could result in air embolism due to residual air being drawn from
the primary container before administration of the fluid from the
secondary container is complete.

Preparation for Admiaistration:
1. Suspend container from eyelet support.
2. Remove protector from outlet port at bottam of container.
3. Attach administration set. Refer to camplete directions of
accompanying set.
HOW SUPPLIED
Clindamycin {njection in 5% Dextrose is supplied in single-dose form fil§
seal plastic flexible containers as follows:
Concentration equivalent

List Quantity per carton ta Clindamycin
9621 12-50mL 300 mg/50 mL
9622 12-50mL 600 mg/50 mL
9623 12-50mL 900 mg/50 mL

Expasure of pharmaceutical products to heat should be minimized. It
is recommended that plastic containers be stared at room temperature
{25°C). Avaid temperatures above 30°C.
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