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Description _.

Clindamycin Phosphate.
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Capsules for Vaginal Use

molecular formula is C H,.CIN,O,PS and the molecular weight is
C3-Zole

505. The chemical structure is as follows:

Clindamycin Phosphate 1. Generic Name
PR A Clindamycin, Clotrimazole & Tinidazole Soft Gelatin Capsules for
Elﬂh'iﬁmzmsihaliun s to the category of antifungal. The chemical Vaginal Use |
name ‘is 1-[{Zﬁhlgnmphanyll?:ﬁ;:inwmt:;i!-:;rng H-imidazole. 2. Qualitative and Quantitative Composition
its molecular formula is C,H,,CIN, and its molecular weight is Each soft gelatin capsule for vaginal use contains:
344 8. Its chemical structure is as follows: Clindamycin Phosphate IP
| equivalent to Clindamycin 100 mg
‘@ Clotrimazole IP 100 mg
? Tinidazole IP 160 mg
{:{? = 2 " Excipients: q.s.
Approved colours used in capsule shell.
Clotrimazole 3. Dosage Form and Strength
Tinidazole: Soft gelatin vaginal capsules.
Tinidazole belongs to the category of antiprotozoal. The chemical Clindamycin 100 mg, Clotrimazole 100 mg & Tinidazole 100 mg
name is 1-{2-(ethyisulphonyl)ethyl]-2-methyl-5-nitoimidazole. Its soft gelatin capsules for vaginal use.
molecular formula is CH,,N,0,S and its molecular weight is 4. Clinical Particulars
247.3. Its chemical structure is as follows: 4.1 Therapeutic Indications
NO, 0 O The fixed dose combination of Clindamycin, Clotrimazole and
' | S L Tinidazole soft gelatin capsules for vaginal use is indicated in the
("\\ N il s S “"'*-**"'CH 3 treatment of mixed vaginitis and recurrent vaginitis.
N ;{\ 4.2 Posology and Method of Administration
CH4 One soft gelatin capsule to be inserted deep in the vagina for 7
— e —— . CONnsecutive nights. preferably at bedtime.
Tinidazole Directions for use: |
7. Pharmaceutical Particulars 1. Wash hands thoroughly before and after insertion of C3-Zole*
7.1 Shelf-Life : 18 Months in the vagina.
7.2 Packaging Information 2. The vaginal capsule should be inserted as deep into the

vagina as possible. This Is best achieved when lying on the
back with legs pulled in a little towards the body:.

3. After insertion of C3-Zole*, no activity should be done such
as standing, walking, running etc. hence C3-Zole* should be

Available as a strip of 7 vaginal capsules.
7.3 Storage and Handling Instructions
Store in a cool, dry and dark place.

Protect from sunlight. inserted at bedtime.
Keep out of reach of children. 4. For best results, complete 7 days therapy.o not discontinue
In the middle of the therapy.
5. Discontinue if severe irritation is experienced, only after
consulting the doctor
6. If a particular dose is missed, administer immediately when
8. Detalls of Manufacturer g
Yo S 4.3 Contraindications

The fixed dose combination of Clindamycin, Clotrimazole and

3’1'2?3 Indljznﬂaﬁim] M LY. '!'Inlldaznla Soft Gelatin Capsules for Vaginal Use is contra-
Mahape, Navi Mumbal- 400703, indicated i the following conditions:

« Hypersensitivity to any component of the formulation.

e | < s e |Infirsttrimester of pregnancy.

“Trade Mark of Credanthro Blosciences Pvt. Ltd, * Inpatients with nﬂttvr:iwrﬂgrnglcal disorders.

4.4 Speclal Warnings and Precautions for Use

* The patient should be instructed not to engage in vaginal

Intercourse or use other vaginal products (such as tampons or
douches) during treatment with the fixed dose combination of
Clindamycin, Clotrimazole and Tinidazole Soft Gelatin

For further information please write to:

4y Capsules for Vaginal Use.

Wi e e Condoms, diaphragms and spermicides should not be used in
Credanthro Blosciences Pvt. Ltd. combination with the fixed dose combination of Clindamycin,
111A, B Wing, KUD Business Avenue, Clotrimazole and Tinidazole Soft Gelatin Capsules for Vaginal
Parasnath Complex, Val, Bhiwandi, Use as the contraceptive efficacy of these may be reduced.

Thane, Maharashtra - 421302. * Avoid wearing tight-fitting, synthetic clothing (e.g.. panty
hose) that does not allow alr circulation.
* Woear loose-fitting clothing made of cotte
fibers until the infection is healed.

1 and other natural




4.5

4.6

4.7

4.8

e« The fixed dose combination of Clindamycin, Clotrimazole
and Tinidazole Soft Gelatin Capsules for Vaginal Use is only
for vaginal insertion and not for oral use

« Pregnant, lactating women should strictly abide by the
Instructions of their doctor.

Drug Interactions
Clindamycin:
Clindamycin has been shown to have neuromuscular blocking
properties that may enhance the action of other neuromuscular
blocking agents. Therefore, it should be used with caution In
patients recelving such agents.
Concomitant medication with vaginal Clotrimazole and oral
tacrolimus/sirolimus (immunosuppressants) might lead to
increased tacrolimus/sirolimus plasma levels. Patients should
thus be thoroughly monitored for symptoms of tacrolimus/siroli-
mus overdosage
Vaginal Clotrimazole may reduce the effectiveness of some birth
control methods, such as condoms, diaphragms, or vaginal
spermicides. This effect Is temporary and occurs only during
treatment.
Tinidazole: ;
Oral Tinidazole has been reported to potentiate the anticoagulant
effect of coumarin and warfarin, resulting in a prolongation
of prothrombin time. When the drug is taken along with
alcohol, disufiram like reaction occurs. Enzyme inducers
(phenobarbitone, rifampicin) and cimetidine can reduce the
metabolism of Tinidazole. These drug interactions should be kept
in mind, for patients who are receiving concomitant treatment,
although they are less likely to occur with topical Tinidazole
administration because of low systemic absorption.

Use in Special Populations

Pregnancy

There are no adequate and well-controlled studies of

Clindamycin, Clotimazole and Tinidazole in pregnant women.

Animal studies have revealed no evidence of harm to the fetus

due to Clindamycin and Clotrimazole while animal studies have

revealed adverse effects with Tinidazole. Therefore the fixed dose
combination of Clindamycin, Clotrimazole and Tinidazole Soft

Gelatin Capsules for Vaginal Use should be used during

pregnancy only if the potential benefit justifies the potential risk to

the fetus.

Lactation

Clindamycin has been detected in human milk after oral or

parenteral administration. It is not known if Clindamycin is

excreted in human milk following the use of vaginally
administered Clindamycin phosphate Available pharma-
codynamics / toxicological studies in animals have shown
excretion of Clotrimazole / metabolites in milk. Breastfeeding
should be discontinued during treatment with Clotrimazole. It is
nol known whether Tinidazole is distributed into breast milk
following vaginal administration. Therefore the fixed dose
combination of Clindamycin, Clotrimazole and Tinidazole Soft

Gelatin Capsules for Vaginal Use should be used during lactation

only if the potential benefit justifies the potential risk to the fetus.

Pediatric Patients —
alety and efficacy have not been established in children up to 12

years of age.

Geriatric Patlents

Clindamycin:

Clinical studies of vaginal Clindamycin did not include sufficient
numbers of subjects aged 65 years and over to determine
whether they respond differently from younger subjects.
Clotrimazole. |

Clotrimazole is safe for use in the elderly population.

Tnidazole: Clinical studies of Tinidazole did not include sufficient
numbers of geriatric patients (65 years and older) to determine if
they respond differently from younger subjecits.

Effects on Ablility to Drive and Use Machines

The fixed dose combination of Clindamycin, Clotrimazole and

Tinidazole Soft Gelatin Capsules for Vaginal Use has no or

negligible influence on the abllity to drive and use machines.

Undesirable Effects

Clindamycin:

Following adverse reactions is observed in >1 % patients:

Urogenital system: Vulvovaginal disorder, vaginal pain and

vagingl moniliasis.

Body as a whole: Fungal infection,

Other events reported < 1% palients;

Urogenital system: Menstrual order, dysuria, pyelonephritis,

vaginal discharge, and vaginitis / vaginal infection |

Body as a whole; Abdominal cramps, localized abdominal pain,
fever, flank pain, generalized pain, headache, localized edema
and monlliasis.

Digestive system: Diarrhea, nausea, and vomiting.

Skin: Non application - site pruritus, rash, application-site pain,
pruritus.

Clotrimazole:

Irritation, burning, cramping, itching, redness, abdominal bioating,
bleeding and rash.

Tinidazole:

Fixed Drug Eruption (FDE), local reactions such as vaginal
discharge or vaginal irritation may occur.

4.9 Overdose

5.2

5.3

In case of drug overdose, contact a healthcare practitioner or a
hospital emergency department even if there are no symptoms.
Pharmacological Properties
Mechanism of Action:
Clindamycin:
Clindamycin inhibits bacterial protein synthesis by its action at the
bacterial ribosome. The antibiotic binds preferentially to the 50S
ribosomal subunit and affects the process of protein synthesis.
Clotrimazole.
Clotrimazole is an imidazole which inhibits fungal cell wall
synthesis by inhibiting biosynthesis of ergosterol, an important
component of cell wall. Inhibition of ergosterol synthesis alters the
permeability of the cell membrane of sensitive fungi and leads lo
structural and functional impairment of the cytoplasmic
membrane.
Tinidazole:
Tinidazole causes DNA damage resulting in inhibition of nucleic
acid synthesis and cell death.
Pharmacodynamic Properties
Clindamyecin:
Clindamycin is a lincosamide antibiotic pnimarily acting against
Gram positive and a wide range of anaerobic bactena. It is
congener of lincomycin. Clindamycin has antimicrobial activity
against Bacteroides spp, Gardnerella vaginalis, Mobiluncus spp,
Mycoplasma hominis, Peptostreptococcus spp, Haemophilus
spp, and Corynebactenum.
Clotrimazole:
Clotrimazole is a broad - spectrum antifungal agent and is highly
effective against Candlida albicans and Trichomonas vaginalis.
Tinidazole:
Tinidazole is a nitroimidazole derivative that has antibacterial and
antiprotozoal activity. It is active against most obligate anaerobic
bacteria and protozoa Tinidazole Is active in vitro against most
strains like Bacteroides spp., Gardnerella vaginalis, Mobiluncus
spp. and Peptostreptococcus spp. which are causative agents for
bacterial vaginosis.
Pharmacokinetic Properties
Clindamycin:
Systemic absorption of Clindamycin has been estimated following
a once-a-day intravaginal dose of one Clindamycin phosphate
vaginal suppository (equivalent to 100 mg Clindamycin)
administered to 11 healthy female volunteers for 3 days.
Approximately 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). The mean AUC
following day 3 of dosing with the suppository was 3.2
microgram.hr/mL (range 0.42 to 11 microgram.hr/mL). The C__
observed on day 3 of dosing with the suppository averaged 0.27
microgram/ mL (range 0.03 to 0.67 microgram/ mL) and was
observed about 5 hours after dosing (range 1-10 hours). The
mean apparent elimination half-life after dosing with the
suppository was 11 hours (range 4-35 hours) and is considered to
be limited by the absorption rate. The results from this study
showed that systemic exposure to Clindamycin (based on AUC)
from the suppository was, on average, three fold lower than that
from a single subtherapeutic 100 mg intravenous dose of
Clindamycin. In addition, the recommended daily and total dose
of intravaginal Clindamycin suppository are far lower than that
those typically administered in oral or parenteral Clindamycin
therapy (100 mg of Clindamycin per day for 3 days equivalent to
about 30 mg absorbed per day from the ovule relative to 600 to
<700 mg / day for up to 10 days or more, orally or parenterally).
Th-a overall systemic exposure to Clindamycin is aubsi;mﬂmhp
m than th: a;yatamlc exposure from therapeutic doses of oral
lindamycin hydrochloride or parenteral Clir in phosphal
nben ;m ¥ parenteral Clindamycin phosphate
Intravaginal application of “C-labelled Clotrimazole vaainal
lablets containing 100 mg of active substance in human subjects
has shown that the amount absorbed is less than 1/200 of that
absorbed after the oral administration of 1.5 g of Clotrimazole.
The maximum serum concentration values were between 0.016
md_ 0.05 pg/mL from one to three days after intravaginal
application /
ﬁﬂfﬂ:ﬂ;mﬂ
Vaginal bioavailability of Tinidazole Is approximately 10%. The
Cou Was 1,0 (£0.2) pg/ml and t was 8.7 (1.2) hours after
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