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Cleocin® Vaginal Ovules
clindamyctn phosphate vaglnal supposlitories

FOR INTRAVAGINAL USE ONLY

DESCRIPTION '
Clindamycln pghosghate is a water-solubte ester of the semisynthetic antidictic produced by a 7(S}-

. chloro-substitution of the 7{R)-hydraxyl group of the parent antibiatic lincomycin. The chemical name

for dindamycin phosphate Is methyl 7-chloro-6,7 8-trideoxy-6-(1-methyl-trans-4-pro pvi-L-2-pyrro-
[[dinecarbaxamido)-1-thlo-L- threo-a-D-galacto-octopyranaside 2-dihydrogen phosphate). The mono-
hydrate form has a molecular welght of $22.98, and the malecufar formula is C1gHyaCIN,OgPSeH,0. The

structural formula Is represented below:

0H10

OH

CLEOCIN Vaginal Ovules are semisolld, white to off-white suppositorles for |ntravaglnat administration.
€ach 2.5 g suppository contains clindamycin phasphate equlvalent to 100 mg clindamycin in a2 base
consisting of a mixture of glycerides of saturated fatty aclds.

CLINICAL PHARMACOLOGY

Systemic absarption of dindamycin was 'estimated following a once-a-day intravaginal dose of one.

clindamycin phosphate vaginal suppository (equlvalent to 100 mg dindamydn) administered to 11
healthy female volunteers for 3 days. Approxirately 30% {range 6% to 70%:) of the administered dose
was absorbed systemically on day 3 of dosing based on area under the concentration-time curve (AUC).
Systemic absorption was estimated using 2 subtherapeutic 100 mg lntravenous dose of clindamycin
phosphate as a comparator In the same volunteers. The mean AUC following day 3 of dosing with the
suppository was 3.2 pgehr/mt trange 0.42 to 11 ugehr/mL). The Gy abserved on day 3 of dosing with
the suppository averaged 0.27 pg/ml (range 0.03 to 0.67 pg/ml) and was observed about S hours after
dosing (range 1 to 10 hours!. (n contrast, the AUC and Crux after the single Intravenous dose averaged
41 pgehr/ml (range 5.1 to 26 pgehr/mu and 3.7 ug/mL (range 2.4 to 5.0 ug/mt), respectively. The mean
apparent ellmination half-life after dosing with the suppository was 11 hours {range 4 to 35 hours) and
Is considered to be |lmited by the absorption rate. .

The results from this study showed that systemic exposure to clindamycin t{based on-AUC] from the
eninmndbney wras an averaae. three-fold lower than that from a single subtherapeutic™100 mg Intra-
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OIRECTIONS FOR USE

How do t use CLEOCIN
vaginat Ovules?

for vaginal use only. 0o not
take by mouth.

Use one CLEOCIN vaginal
Ovule dally, preferably at bed-
time, for 3 days in a row.

Read the full directions befow
before using.

insertion with the applica-
tor:

1. Remove the vaginal ovule
from Its packaging. (See Figure
1)

Figure 1

2. Pull back the plunger about
an Inch and place the vaginal
avule In the wider end of the
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The rgsurts grom this study showed that systemic exposure to cli “Yin (based on AUC) from the
suppository was, on average, three-fald tower than that from a s btherapeutlc 100 mg |ntra-
venaus dose of _dlrldamvdn. tn addition, the recommended dally an. tal doses of Intravaginal clin-
damycln suppository are far iqwer than those typlcally administered in oral of parenterat clindamycin
therapy (100 mg of dindamycin per day for 3 days equivatent to about 30 mg absorbed per day from
the avule relative to 600 to 2700 mg/day for up to 10 days or more, orally ar parenterally). The over-
all systemic exposure to dindamycin from Cleodn Vaginal Ovutes is substantially lower than the sys-
temic exposure from therapeutic doses of oral dindamycin hydrochloride (¢wo-fold to 20-fold lower)
or parenteral ctindamyc(n phosphate (40-fold to SO-Fold lower.

MlQROGIOLpGY
Clindamycin m_hibits bacterial prateln synthesis at the level of the bacterial ribosome. The antiblotic
::‘t}ld: ur:ﬂlzlregnallv'to ttli'ze Sg;strl?o'somal subunit and affects the process of peptide chain Initlation.
ugh clindamycin phosphate is nactive In vitro, rapld In vivo hydeolysis converts this compo
the antibacterially gct_ive clindamyclin. drolvs! pound to
Culture and ser)SItiwty testing of bacterfa are not routinely performed to establish the diagnosls of
bacterial vaglr)os|s. (See INDICATIONS AND USAGE.) Standard methodolagy for the susceptibliity testing
of the potenﬂat bacterial gaglnosls pathogens, Gardnerelia vaginalis, Mobituncus Spp. OF Mycoplasma
hominis, has not been deﬂngd. Nonet{xeless. clindamycin (s an antimicroblal agent active in vitro agalnst
Lr;% Os:irams of the following organisms that have been reported ta be assodlated with bacterial
S:
Bacteroides spp
Gardnerella vaginalis
Mobiuncus SPP
Mycoplasma hominis
Peplost. eptococcus SpR
INDICATIONS AND USAGE
CLEOCIN Vaginal Ovules are indicated for 3-day treatment of bacterlal vaginosls in non-pregnant
women. There are no adequate and well-contralled studles of CLEQCIN Vaginal Ovules in pregnant.

women.

NOTE: For purposes af this indlcation, a clinlcal dlagnosis of bacterial vaglnosis s usually defined by the
presence of a2 homogeneous vaginal discharge that (@) has 2 pH of greater than 4.5, (b) emits a “fishy"
arine odor when mixed vith a 10% KOH solution, and (¢} contains due cells on microscoplc examina-
tion. Gram’s stain results conslstent with a diagnosis of bacterlal vaginosls include {a) markedly reduced
or absent Lactobacitius morphology, (bl predominance of Gardnerella morphatype, and (c} absent of
few white blood cells.

Other pathogens common
rachomatis, Neisseria gonorrhaeae, Cand
CONTRAINDICATIONS ‘ .

CLEOCIN vaginal Ovules are oontraindicated (n indlviduals with a history of hypeesensitivity to clinda-
mycin, lincomydhn, or any of the companents of this vaginal suppository. CLEOCIN Vaglnal Ovules are
also contralndlcated In individ uals with a history of reglonal enteritis, ulcerative colitls, or a history of

*antibiotic-associated” colitis.

WARNINGS
Pseudomembranous colitls ha

ly assoclated with vulvovaginitis, €9, Trichomonas vaginalis, Chiamydia
ida albicans. and herpes simplex virus, shouid be ruled out.

s peen reported with nearly all antibacterlal agents, Inciud-
ing clindamycin, and may range In severity from miid to life-threatening. Orally and par-
enterally administered clindamycin has been assoctated with severe colitls, which may end
¢atally. Dlasrhea, bloody diarrhea, and colltis (nc! uding pseudomembranous colitis) have been
reported with the use of orally and parenterally administered clindamycin, 2 wel} as with
toplcal (dermal) formulations of clindamycin. Therefore, it is important to consider this dlag-
nosls [n patients who present with dlarrhea subsequenttothe administration af CLEOCINVa gtl-
nal Ovules, because approximately 30% of the clindamycin dose ts systemtcally absaorbed from

the vagina.
Treatment with anti
of clostridia. Studies Indicate t

blotic-assodated” colitis. .
After the diagnaosis of pseudomembranous colitls has been established, therapeutic measures should

pe [nitiated. Mlld cases of pseudomembrancus colitls usually respond to discontinuation of the drug
alane In moderate ta severe Cases, ¢o nsideration shqt_lld be glven to management with flulds and elec-

bacterial agents alters the normal flora of the coton and may permit overgrowth
fiat a toxin produced by Clostridium dilficite |s a primary cause of cantl-

s atmsial Aeiim Allmicalle atfortiua analnct

an inch and place the vaginal
ovule in the wider end of the
applicator barrel. (See Figure 2.)

Vaginal
Ovule

Applicator
Barvel

Plunget

Flgure 2

3. Hald the applicator as shown
and gently insert the end of the
applicator Into the vagina as far
as It will go comfortably. This
can be done while lying on your
back with your knees bent (as
shown In Figure 3), or while
standing with your feet apart
and your knees bent.

Urinary
Opaening

Uterus

Flgure 3

4. While hoiding the barrel of
the applicator In place. push the
plunger in untll it stops to
release the vaginal avule.
Remove the appilcator from the
vagina.

5. Clean the applicator after
each use. Pull the two pleces
apart and wash them with soap
and warm water. Rinse well and
dry. Put the two pieces back
together and store in a clean,
dry place.

6. Once inside the vagina, the
avule melts. Lie down as soon
as possible, This will keep leak-
age to 2 minimum.

7. Repeat steps 1 through 6,
before bedtime. for the next 2

days.

nsertion without the appli-

cator:
1. Remove the vaginal ovule

LRV
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nosts In patients whao present with dlarthea subsequenttothe . A.f)nlstratton of CLEOCIN vagl
nal Ovutes, because approximately 30% of the ciindamycin dose Is systemically absorhed from
the vagina.

Treatment with antibacterial agents aiters the normat flora of the colon and may permit overgrawth
of clostridia. Studies Indicate that a toxin produced by Clostridium difficile |s a primary cause of ‘and-
biatic-associated® oolltis. .

After the diagnosis of pseudomembranous colitls has been established, therapeutic measures should
be Initiated. Mild cases of pseudomembranous colltls usually respond to discontinuation of the drug
alone. (n moderate to severe cases, consideration should be glven to rnanagement with flulds and elec-
tralytes, protein supplementation, and treatment with an antibacterial drug cfinically effective agalnst
Clostridium difficite colitls. ,

Onset of pseudomembranous colitis symptoms may occur during or after antimicroblal treatment.

PRECAUTIONS
ceneral

The use of CLEOCIN vaginal Ovules may result in the overgrowth of nonsusceptibte arganisms (n the
vagina. In clinlcal studies using CLEOCIN vaginal Ovules, treatment-related monlllasls was reported in
2.7% and vaginitis in 3.6% of 589 nonpregnant women. Manillasls, as reported here, (ncludes the terms:
vaginal or nonvaginal monlliasis and fungal (nfectlon. Vaglnitis includes the terms: vulvovaginal disarder,
vaginal discharge, and vaginitis/vaginat infection.

tnfarmation for the Patient

The patlent should be instructed not ta engage In vaginal [ntercourse or use other vaginal products
tsuch as tampons or douches) during treatment with this product.

The patlent should also be advised that these suppositories use an oleagingous base thatmay
weaken [atex or rubber praoducts such as condoms of vaginal contraceptive dlaphragms.
Therefore, the use of such products within 72 haurs fo llow!ng treatment with CLEOCIN Vagl-
nat Gvules [s not recommended.

Orug interactions

clindamycin has been shown to have neuromuscular blocking properties that may enhance the action
of other neuromuscular blacking agents. Therefore, it should be used with caution In patients receiv-
ing such agents.

carcinogenesls, Mutagenesls, impairment of Fertlity

Long-term studies in animals have not been perfarmed with clindamycin to evaluate carcinogenic
potentfal. Genotoxiclty tests performed Included a rat micronucleus test and an Ames test. Both tests
were negative. Fertility studies In rats treated orally with up to 300 mg/kg/day (31 times the human
exposure based on mg/m?) revealed no effects on fertility or mating ability.
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ovuie melcs. Lie Quwn 4s soun
as possitle. This will keep leak-
age to a mintmum.

7. Repeat steps 1 through 6,
before tedtime, for the next 2
days.

insertion without the applt-
cator:

1. Remove the vaginal avule
from Its packaging. {See Figure
1)

2. Holding the ovule with your
thumb and a finger, Insert it
Into the vagina.

3. Using your finger, gently
push the ovule Into the vagina
as far as It will comfortably go.
4. once Inside the vagina, the
owle melts. Lie dawn as soon
as possible. This will keep leak-
age to 2 minlmum.

5. Repeat steps 1 through 4,
before bedtime, for the next 2
days.

STORAGE CONDITIONS:

Store at 25°C (77°F); excur-
slons permitted ta 15 - 30°C (59
- 86°F] {see USP Controlied
Room Temperaturel. Cautton:
Avoid heat aver 30°C (86°F).
Avoid high humidity. See end of
carton for the lot number and
expiration date.
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Cleocin® Vaginal Ovules
brand of clindamycin phosphate vaginal suppositortes

Pregnancy: Teratogenic effects
Pregnancy Category 8

There are no adequate and well-controlled studies of CLECCIN Vaginal Ovules in pregnant worren,

CLEOCIN vaginal Cream. 2%. has been studled (n pregnant women during the second trimester. In
women treated for 7 days, abnormat (abor was reported more frequently in patients who received
CLEQCIN Vaglnal Cream compared to those receiving plaocebo {1.1% vs. 0.5% of patients, respectively).

Reproduction studles have been performed in rats and mice using oral and parenteral doses of din-
damycin up to 600 mg/ka/day (62 and 25 times, respectively, the maximum human dose based on
mg/m?2} and have revealed no evidence of harm to the fetus due to dindamyctn. Cleft palates were
observed in fetuses from one mouse strain treated intraperitoneally with ciindamydn at 200 mg/kg/day
(about 10 times the reoommended dose based an body surface area converslons. Since this effect was
not observed In other mouse strains or (n other spedes, the effect may be straln spedfic.

CLEOQCIN Vaginal Ovules should be used during pregnancy only If the patentlal benefit justifles the
potential risk to the fetus.
Nursing Mothers

Clindamycin has been detected In human milk after oral or parenteral administration. It is not known
i clindamycin is excreted In human milk Following the use of vaginally adminlistered clindamycin phas-
phate.

Because of the potential far serlous adverse reactions in nursing Infants from clindamycin phosphate,
a decision should be made whether to discontinue nursing or to discontinue the drug. taking into

acoount the importance of the drug to the mother.

Pediatric Use
The safety and efficecy of CLEOCIN vaginal Ovules in the treatment of bacterial vaginosis in past-

menarchal females have been established on the extrapolatian of clinical trial data from adulit women.
When a post-menarchal adolescent presents to a health professlonal with bacterial vaginosis symp-
toms, a careful evaluation for sexually transmitted diseases and other risk factors for bacterial vagi-
nosls should be considered. The safety and efficacy of CLEQCIN Vaglnal Ovules n pre-me narchal females
have not been established.

Gerfatric Use
Ciinical studies of CLEOCIN Vaglnal Ovules did not Include sufficlent numbers of subjects aged 65 and

over to determine whether they respond differently from younger subjects.

ADVERSE REACTIONS

Ctintcal Trals
In clinical trials, 3 (0.5%} of 589 nonpregnant women who recelved treatment with CLEOCIN Vaginal

Ovules discontinued therapy due to drug-retated adverse events. Adverse events judged to have a
reasonable possibility of having been caused by clindamycin phosphate vaginal suppositories were
reparted for 10.5% of patients. Events reported by 1% or more of pattents recelving CLEOCIN Vaginal
Ovules were 3s fallows:

Urogenital system: Vulvovaginal disorder (3 4%}, vaginal paln (1.9%), and vagiral monitlasis (1.5%).
Body as & whole: Fungal Infection (1.0%). :

Other events reported by <1% of patients included:

e olr mcentmnmmbetbia snmleal dirabarsa and icinitie Aeanlaal
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ADVERSE REACTIONS )
Clinlcas Trials

In clnical trials, 3 (0.5%) of S89 nonpregnant women who recelved treatrment with CLEOCIN Vaginal
Owles discontinued therapy due to drug-related adverse events. Adverse events judged to have a
reasonable possibility of having been caused by dindamycin phosphate vaginal suppositories were
reported for 10.5% of patients. Events reparted by 1% or mare of patients recelving CLEOCIN Vaginal
Ovules were as fallows:
Uragenital system: Vulvovaglnat disorder (3.4%), vaginal pain ¢1.9%), and vaginal moniliasis {1 5%).
Body as a whofe: Fungal infection 1 0%}

Other events reported by <1% of patients included:

Urogﬁnr'ra! system: Menstrual disorder, dysuria, pyelonephritis, vaginal discharge, and yaginitls/vaginal
infectlon.

Body as a whole: Abdominal cramps, locallzed abdominal pain, fever, flank pain, generalized pain.
headache, locallzed edema, and monlilasls.

Digestive system: Blarrhea, nausea, and vomiting.

Skin: Nonapplication-site pruritis, rash, application-site pain, and application-site pruritis.

other clindamycin formutations:

The overalt systemic exposure to clindamycin from CLEOCIN Vaginal Ovules is substantially lower than
the systemic exposure from therapeutic doses of oral cindamydn hydrachtoride (two-fold to 20-fold
[ower’ or parenteral cllndamydin phosphate (40-fold to 50-Fold lower) (see CUNICAL PHARMACOLOGY).
Although these lawer levels of exposure are less |kely to produce the common reactions seen with oralt
or parenteral clindamycin, the passibiiity of these and other reactions cannot be excluded.

The following adverse reactians and altered faboratory tests have been reported with the oral or par-
enteral use of dindamycin and may also accur following administration of CLEOCIN Vaginal Ovules:
Gastrointestinal: Abdominal pain, esophagitis, nausez, vomiting, and diarrhea. (See WARNINGS.)
Hematopoietic: Translent neutrapenia teukopenla), eosinophllia, agranulocytosis, and thrombocy-
topenia have been reported. No direct etiologic relationship to concurrent clindamycin therapy could
be made In any of these reports.

Hypersensitivity Reactions: Maculopapular rash and urticaria have been observed during drug therapy.
Cenerallzed mild to moderate morcbilliform-like skin rashes are the maost frequently reported of all
adverse reactions. Rare instances of erythema multiforme, some resembling Stevens-Johnson syn-
drome, have been assoclated with clindamycin. A few cases of anaphylactold reactions have been
reparted. If 2 hypersensitivity reaction occurs, the drug shoutd be discontinued.

Liver: Jaundice and abnormalitfes in liver functiontests have been observed during clindamydin therapy.
Musculoskeletal: Rare instanoes of polyarthritls have been reported.

Renal: Although no direct refatlonship of dindamycin to renal damage has been established, renal dys-
function as evidenced by azotemia, oliguria, and/or protelnuria has been observed in rare instances.

OVERDQSAGE : ) )
vaginally apptied clindamycin phosphate contalned In CLEOCIN Vaginal Gvules could be absorbed in

sufficient amounts to produce systemic effects {see WARNINGS and ADVERSE REACTIONS).

DOSAGE AND ATMINISTRATION : ] .

The recommended dase is one CLEOCIN vaginal ovule {containing clindamycin phaosphate equivalent
to 100 mg clindamycin per 25 g suppository) Intravaginally per day, preferably at bedtime, for 3 con-
secutive days.

HOW SUPPLIED

CLEOCIN Vaginal Ovules are supplied as follows:
Cacton of three suppasitories with one applicator ... NDC 0009-7667-01

important information: Store at 25°C (77°F% excursions permitted 0 15-§O‘C t59_- 86°F) [see USP
Controlted Room Temperaturel. cautlon: Avold heat over 30°C (86°F). Avold high humidity. See end of

carton for the lot number and expiration date.
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Cleocin®Vaginal Ovules

100 mg

f
|
|
.
" clindamycin phosphate vaginal suppositories
_
_
_
_
|
|

[
i

N
<

\®
il

m
P
oW
M l“lll
0009-7667-01 ¢

m
ueC
$O
liifan

_“_fjf

equivalent to 100 mg clindamycin wy
armacla & Upjohn Pharmacia & Upjohn
Jmpany For i company
| ~3amaz00, M S Suoniany Ure Onlv Pharmacia CSamarao, i
_ 49001, USA with one applicator &Upjohn _ 43001, USA

Y CODE ¢ COWPOSITION ORDER ¢

17 572 000E | 6924

\] TYPERRY Y
\Ik:oo L. Amos




LOT & EXP Bw Q0L
IMPRINT AREA I_I
POSITION ONLY $3(40350ddns jeuiBea aieudsoud UDAWERRUND
45%x24.5mm S3INAQ |eujbea ,UI0810

10-£99{-6000 DON

Hw. only

See package insett for complete product information,

important information:

$tore at 25°C (77°F); excursions permitted to 15 - 30°C (59 - 86*F)
[see USP Controlled Room Temparature).

Caution: Avoid heat over 30°C (86°F). Avold high humidity.

Active Ingredient: Clindamyeln phosphate (equivalont to 100 mg ciindamycin).
Inactive Ingredient: A mixture of glycerides of saturated fatty aclds thard fat).
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