CHLORHEXIDINE GLUCONATE- chlorhexidine gluconate rinse
Xttrium Laboratories, Inc.

Xttrium 0.12% CHG Oral Rinse

Chlorhexidine Gluconate 0.12%, Oral Rinse, USP
Rx Only, NDC 0116-2001-16, 0116-2001-04, 0116-2001-15

CLINICAL PHARMACOLOGY

Chlorhexidine gluconate oral rinse provides antimicrobial activity during oral rinsing. The clinical
significance of chlorhexidine gluconate oral rinse’s antimicrobial activities is not clear.
Microbiological sampling of plaque has shown a general reduction of counts of certain assayed
bacteria, both aerobic and anaerobic, ranging from 54-97% through six-months use.

Use of chlorhexidine gluconate oral rinse in a six-month clinical study did not result in any significant
changes in bacterial resistance, overgrowth of potentially opportunistic organisms or other adverse
changes in the oral microbial ecosystem. Three months after chlorhexidine gluconate oral rinse use
was discontinued, the number of bacteria in plaque had returned to baseline levels and resistance of
plaque bacteria to chlorhexidine gluconate was equal to that at baseline.

Pharmacokinetics : Pharmacokinetic studies with chlorhexidine gluconate oral rinse indicate
approximately 30% of the active ingredient, chlorhexidine gluconate, is retained in the oral cavity
following rinsing. This retained drug is slowly released into the oral fluids. Studies conducted on
human subjects and animals demonstrate chlorhexidine gluconate is poorly absorbed from the
gastrointestinal tract. The mean plasma level of chlorhexidine gluconate reached a peak of 0 .206 mcg/g
in humans 30 minutes after they ingested a 300-mg dose of the drug. Detectable levels of chlorhexidine
gluconate were not present in the plasma of these subjects 12 hours after the compound was
administered. Excretion of chlorhexidine gluconate occurred primarily through the feces (~90%). Less
than 1% of the chlorhexidine gluconate ingested by these subjects was excreted in the urine.

INDICATION

Chlorhexidine gluconate oral rinse is indicated for use between dental visits as part of a professional
program for the treatment of gingivitis as characterized by redness and swelling of the gingivae,
including gingival bleeding upon probing. Chlorhexidine gluconate oral rinse has not been tested among
patients with acute necrotizing ulcerative gingivitis (ANUG). For patients having coexisting gingivitis
and periodontitis, see PRECAUTIONS.

CONTRAINDICATIONS

Chlorhexidine gluconate oral rinse should not be used by persons who are known to be hypersensitive
to chlorhexidine gluconate or other formula ingredients.

WARNINGS

The effect of chlorhexidine gluconate oral rinse on periodontitis has not been determined. An increase
in supragingival calculus was noted in clinical testing in chlorhexidine gluconate oral rinse users
compared with control users. It is not known if chlorhexidine gluconate oral rinse use results in an
increase in subgingival calculus. Calculus deposits should be removed by a dental prophylaxis at
intervals not greater than six months. Anaphylaxis, as well serious allergic reactions, have been



reported during postmarketing use with dental products containing chlorhexidine. SEE
CONTRAINDICATIONS.

PRECAUTIONS

General

1. For patients having coexisting gingivitis and periodontitis, the presence or absence of gingival
inflammation following treatment with chlorhexidine gluconate oral rinse should not be used as a major
indicator of underlying periodontitis.

2. Chlorhexidine gluconate oral rinse can cause staining of oral surfaces, such as tooth surfaces,
restorations, and the dorsum of the tongue. Not all patients will experience a visually significant
increase intoothstaining. In clinical testing, 56% of chlorhexidine gluconate oral rinse users exhibited
a measurable increase infacial anterior stain, compared to 35% of control users after six months; 15%
of chlorhexidine gluconate oral rinse users developed what was judged to be heavy stain, compared to
1% of control users after six months. Stain will be more pronounced in patients who have heavier
accumulations of unremoved plaque.

Stainresulting from use of chlorhexidine gluconate oral rinse does not adversely affect health of the
gingivae or other oral tissues. Stain can be removed from most tooth surfaces by conventional
professional prophylactic techniques. Additional time may be required to complete the prophylaxis.

Discretion should be used when prescribing to patients with anterior facial restorations with rough
surfaces or margins. If natural stain cannot be removed from these surfaces by a dental prophylaxis,
patients should be excluded from chlorhexidine gluconate oral rinse treatment if permanent
discoloration is unacceptable. Stain in these areas may be difficult to remove by dental prophylaxis and
onrare occasions may necessitate replacement of these restorations.

3. Some patients may experience an alteration in taste perception while undergoing treatment with
chlorhexidine gluconate oral rinse. Rare instances of permanent taste alteration following chlorhexidine
gluconate oral rinse use have beenreported via post-marketing product surveillance.

Pregnancy

Teratogenic Effects

Pregnancy category B. Reproduction studies have been performed inrats and rabbits at chlorhexidine
gluconate doses up to 300 mg/kg/day and 40 mg/kg/day, respectively, and have not revealed evidence of
harm to the fetus. However, adequate and well-controlled studies in pregnant women have not been
done. Because animal reproduction studies are not always predictive of human response, this drug
should be used during pregnancy only if clearly needed.

Nursing Mothers

It is not known whether this drug is excreted in human milk. Because many drugs are excreted in human
milk, caution should be exercised when chlorhexidine gluconate oral rinse is administered to nursing
women.

In parturition and lactation studies with rats, no evidence of impaired parturition or of toxic effects to
suckling pups was observed when chlorhexidine gluconate was administered to dams at doses that were
over 100 times greater than that which would result from a person's ingesting 30 ml (2 capfuls) of
chlorhexidine gluconate oral rinse per day.

Pediatric Use

Clinical effectiveness and safety of chlorhexidine gluconate oral rinse have not been established in
children under the age of 18.



Carcinogenesis, Mutagenesis, and Impairment of Fertility

In a drinking water study in rats, carcinogenic effects were not observed at doses up to 38 mg/kg/day.
Mutagenic effects were not observed in two mammalian in vivo mutagenesis studies with chlorhexidine
gluconate. The highest doses of chlorhexidine used in a mouse dominant-lethal assay and a hamster
cytogenetics test were 1000 mg/kg/day and 250 mg/kg/day, respectively. No evidence of impaired
fertility was observed inrats at doses up to 100 mg/kg/day.

ADVERSE REACTIONS

The most common side effects associated with chlorhexidine gluconate oral rinses are; 1) an increase
in staining of teeth and other oral surfaces; 2) anincrease in calculus formation; and 3) an alteration in
taste perception; see WARNINGS and PRECAUTIONS. Oral irritation and local allergy-type symptoms
have been spontaneously reported as side effects associated with the use of chlorhexidine gluconate
rinse.

The following oral mucosal side effects were reported during placebo-controlled adult clinical trials:
aphthous ulcer, grossly obvious gingivitis, trauma, ulceration, erythema, desquamation, coated tongue,
keratinization, geographic tongue, mucocele, and short frenum. Each occurred at a frequency of less
than 1%.

Among post marketing reports, the most frequently reported oral mucosal symptoms associated with
chlorhexidine gluconate oral rinse are stomatitis, gingivitis, glossitis, ulcer, dry mouth, hypesthesia,
glossal edema, and paresthesia.

Minor irritation and superficial desquamation of the oral mucosa have been noted in patients using
chlorhexidine gluconate oral rinse.

There have been cases of parotid gland swelling and inflammation of the salivary glands (sialadenitis)
reported in patients using chlorhexidine gluconate oral rinse.

OVERDOSAGE

Ingestion of 1 or 2 ounces of chlorhexidine gluconate oral rinse by a small child (~10 kg body weight)
might result in gastric distress, including nausea, or signs of alcohol intoxication. Medical attention
should be sought if more than 4 ounces of chlorhexidine gluconate oral rinse is ingested by a small
child or if signs of alcohol intoxication develop.

DOSAGE AND ADMINISTRATION

Chlorhexidine gluconate oral rinse therapy should be initiated directly following a dental prophylaxis.
Patients using chlorhexidine gluconate oral rinse should be reevaluated and given a thorough
prophylaxis at intervals no longer than six months.

Recommended use is twice daily oral rinsing for 30 seconds, morning and evening after tooth brushing.
Usual dosage is 15 ml (marked in cap) of undiluted chlorhexidine gluconate oral rinse. Patients should
be instructed to not rinse with water, or other mouthwashes, brush teeth, or eat immediately after using
chlorhexidine gluconate oral rinse. Chlorhexidine gluconate oral rinse is not intended for ingestion and
should be expectorated after rinsing.

HOW SUPPLIED

Chlorhexidine gluconate oral rinse is supplied as a blue liquid in 0.5-ounce (15 ml), 4-ounce (118 ml)
and 1-pint (473 ml) amber plastic bottles with child-resistant dispensing closures.

NDC 0116-2001-16. Store at 20°C to 25°C (68°F-77°F), excursions permitted to 15°C to 30°C (59°F



to 86°F) [See USP controlled Room Temperature].
Rx Only.

Revised: September 2015

Distributed by:
Xttrium Laboratories, Inc.

1200 E. Business Center Dr.
Mount Prospect, IL 60056

DESCRIPTION

NDC 0116-2001-16

CHLORHEXIDINE
xl GLUCONATE 0.12%
=== ORAL RINSE, USP

0.12% chlorhexidine gluconate (CHG) is an oral rinse containing (1,1'-hexamethylene bis [5-(p-
chlorophenyl) biguanide Jdi-D-gluconate) in a base containing water, 11 .6% alcohol, glycerin, PEG-40
sorbitan diisostearate, flavor, sodium saccharin, and FD&C Blue No.1. Chlorhexidine gluconate
product is a near neutral solution (pH range 5-7). Chlorhexidine gluconate is a salt of chlorhexidine and
gluconic acid. Its chemical structure is:
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PRINCIPAL DISPLAY PANEL
NDC 0116-2001-16

CHLORHEXIDINE GLUCONATE 0.12% ORAL RINSE, USP

Direction for Use: Fill cap to the "fill line" (15ml). Swish in mouth undiluted for 30 seconds, then s pit
out. Use after breakfast and before bedtime. Or, use as prescribed.

Note: to minimize medicinal taste, do not rinse with water immediately after use.
Rx Only

KEEP OUT OF REACH OF CHILDREN

I PINT (473 ml)l

INGREDIENTS: 0.12% chlorhexidine gluconate in a base containing water, 11.6% alcohol, glycerin,
PEG-40 sorbitan diisostearate, flavor, sodium saccharin and FD&C Blue No.1.

To open, press in flat pannels while turning cap. To reseal, turn cap past "clicks" until tightly locked.
WHAT TO EXPECT WHEN USING CHLORHEXIDINE GLUCONATE ORAL RINSE

Your dentist has prescribed chlorhexidine gluconate oral rinse to treat your gingivitis, to help reduce
the redness and swelling of your gums, and also to help you control any gum bleeding. Use
chlorhexidine gluconate oral rinse regularly, as directed by your dentist, in addition to daily brushing.
Spit out after use, chlorhexidine gluconate oral rinse should not be swallowed.

If you develop allergic symptoms such as skinrash, itch, generalized swelling, breathing difficulties,



light headedness, rapid heart rate, upset stomach or diarrhea, seek medical attention immediately.
Chlorhexidine gluconate oral rinse should not be used by persons who have a sensitivity to it or its
components.

Chlorhexidine gluconate oral rinse may cause some tooth discoloration, or increase in tartar (calculus)
formation, particularly in areas where stain and tartar usually form. It is important to see your dentist for
removal of any stain or tartar at least every six months or more frequently if your dentist advises.

e Both stain and tartar can be removed by your dentist or hygienist. Chlorhexidine gluconate oral rinse
may cause permanent discoloration of some front-tooth fillings.

e To minimize discoloration, you should brush and floss daily, emphasizing areas which begin to
discolor.

e Chlorhexidine gluconate oral rinse may taste bitter to some patients and can affect how food and
beverages taste. This will become less noticeable in most cases with continued use of
chlorhexidine gluconate oral rinse.

e To avoid taste interference, rinse with chlorhexidine gluconate oral rinse after meals. Do not rinse
with water or other mouthwashes immediately after rinsing with chlorhexidine gluconate oral rinse.

If you have any questions or comments about Chlorhexidine gluconate oral rinse, contact your dentist,
pharmacist, or Xttrium Laboratories, Inc. toll free at 1-800-587-3721.

Call your health care provider for medical advice about side effects. You may report side effects to
FDA at 1-800-FDA-1088.

STORE at 20°C to 25°C (68°F to 77°F), excursions permitted to 15°C to 30°C (59°F to 86°F) [See USP
controlled Room Temperature].
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CHLORHEXIDINE

GLUCONATE 0.12%

g%"ﬂhL RINSE, USF HOC 0118-2001-16
DESCRIPTION: 0.12% chiorhexiding gluconats (GHS ) is an oral rinse containing (1, 1'-hexamethyl-
enahis  [5-p-chlompheny) biguanide] di-D-gluconate) in a base containing watsr, 11.6% akohol, ghe-

erin, PEG-40 sorbitan dilsostearate, flavor, sodium saccharing and FOBC Blua Mot Chiorhedding glu-

conate product is a near neutral solution (pH range 5-7). Chlorhexidine gucorate is a salt of chiorhaxiding
and glucanic acid. Its chemical structure is:

e B
S s b S g Lok o v e
H H H H H H OH H OH OH

A PHARMACIST: PLEASE OPEN LEAFLET AND REMOVE.




CLINICAL PHARMACGOLOGY: Chiorhexidine ghucorats oral rinss provides amtimicrbial activity
during oral rinsing. The clinical significanca of chlorhexdine gluconate oral rinsa's antimicrobial actisi-
ties i not clear. Microbiological sampling of plaque has shown a general reduction of counts of cartain
azsayed bactariz, both asrobic and anaerobic, ranging from 54-97% through six momths use. Uss of
chlorhexidine gluconate oral inse in a s month clinical study did not result in any significant changes
in bacterial resistancs, overgrowth of potentially cpporfunistic organisms or other adverss changes in the
oral microbial ecosystem. Thres months after chlorhexidine gluconate oral rinse usa was discontinued,
tha number of bacteria in plagua had returned to basaling levels and resistanca of plague bacteria to
chlorhexiding gluconate was equal to that at basaling.

Pharmacokinetics: Pharmacokinetic studies with chlorhexidine gluconate oral rinsa ndicate appros-
mately 30% of the active ingredient, chiorhexidine gluconate, is retainad in the oral cavity following rins-
ing. This retained drug is skowly released in the ol fluids. Studies conductad on human subjects and
animals demonstrate chlorhexidine gluconate is poorly absorbed from the gastrointestinal tract The mean
plasma lewal of chlorhaxidine glcorate reached a paak of 0.206 meg'y in humans 30 minutes aftar
they ingestad a 300-mg dosa of the drug. Detectable lewals of chlorhexidine gluconate were not present
in the plasma of thase subjects 12 hours after the compound was administared. Excretion of chlorhasd-

dine gluconata occurred primarily through the faces (~20%). Less than 1% of tha chlorhexding gluconats
ingasted by thesa subjects was excretad in the urine.

INDICATIOMN: chiorhexiding gluconate cral rinsa is indicated for use between dental visits as part of
a professional program for the treatment of gingivitis as characterized by redness and swelling of the
gingivae, including gingival bleeding upon probing. Chlomexidine gluconats oral rinse has not bean test-
el among patients with acuts necrotizing uleerative gingivitis (ANUG). For patiants hawing eoaxigting gin-
givitis and periodontitis, ses PRECALITIONS.

CONTRAINDICATIONS: Chicrhexidine gluconate oral rinss should not be used by parsons who are
known to be hypersensitive to chlorhexdding gluconate or othar formula ingradients.

WARMNINGS: The sffact of chiorhexidine gluconate oral rinss on  pericdontitis has pot been deter-
minad. An increase in supragingival calculus was noted in clinical testing in chlorhexddine gluconate oral
rinse users compared with control usars. It is not known if chlorhexidine gluconats oral rinse usa results
in an increass in subgingival calculus, Caleulus deposits should be remowed by & dental prophylads at
intarvals not greater than six months. Anaphylaxds, as well as serious allargic reactions, have bean reported
during postmarkiting usa with dental products comtaining chiorhaxiding. SEE CONTRAINDICATIONS.

PRECAUTIONS:

Genarak

1. For patients having coexisting gingivitis and pericdontitis, the presance or absenca of gingival
inflammation foll wing treatment with chlorhexddine gluconats oral rinse should not be used as & major
indicator of underlying periodontitis,

2. Chlorhexidine gluconate oral rinse can cause staining of oral surfaces, such as tooth surfaces, restora-
tions, and the dorsum of the tongue. Mot all patients will experience a visually significant increase in
toothistaining. In clinical testing, 56% of chlorhexiding gluconate oral rinss usars exhibitad 2 measur-
able increase in facial amterior stain, compared to 35% of comtmol users after six months; 15% of
chlorhexiding gluconate oral rinse users developad what was judged to ba heavy stain, compared to
1% of control usars after six months. Stain will be more proncuncad in patients who have heavier
accumulations of unremoved plaqua. Stain resulting from use of chlorhexidine gluconata oral rinse
does not adversaly affect haaltth of the gingivas or other oral tissues, Stain can be removed from most
tooth surfaces by conventional professional prophylactic technigues. Additional time may be requinad
to complate the prophylais. Discretion should be used when prescribing to patients with anterior
facial restorations with rough surfaces or margins. f natural stain cannct be removed from these sur-
famas by a dental prophylaxis, patients should be excluded from chlorhexidine gluconate oral rinse
tregtment if permanant discoloration is unaceeptable. Stain in thesa areas may be difficult to remove
by demtal prophylaxis and on rare occasions may necassitate replacement of these restorations.

3. Some patients may experience an alteration in taste perception while undergoing treatment with
chlorhexiding gluconate oral rinss. Rare instances of permanant taste ateration following chlorhad-
dine gluconate oral rinse use have been raported via post-marketing product surveillanca.

Pregnancy: Teratogenic Effects Pregnancy Category B Reproduction studies hawe been performed in
rats and rabbits at chlorhexidine gluconate doses up to 300mg/kg'day and 40mgkg/day respectialy, and
hawe not revealed evidenca of harm to fetus. However, adequate and well-controlled studies in pregnant
women have not been done. Becausa animal reproduction studies are not always predictive of human
respores, this drug should be ussd during pregriancy only if clearly niesdad.

Mursing Mothers: It is not known whether this drug is excreted in human mik. Bacauss many drugs are
excreted in human milk, caution should be exercised when chlorhexidine gluconate oral rinse is admin-
igterad tonursing woman.

In parturition and kctation studies with rats, no evidence of impaired parturition or of toxic effects to
suckling pups was obsarved when chiorhexddine gluconate was administerad to dams at desas that were
over 100 timas graater than that which would result from a person's ngesting 30 ml (2 capfuls) of
chlorhexiding gluconate oral rinse per day.




Padiatric Use: Clinical effactivensss and safety of chlorhexidine gluconate oral rinse have not bean
astablished in children under the age of 18

Carcinogenesis, Mutagenesis, and lmpaiment of Fertility: In a drinking water study in rats, canino-
genic effects wera not observed at doses up to 38mgkg/day. Mutagenic effects ware not observed in
two mammalian n vivo mutagenesis studiss with chiorhexiding glconate, The highest doses of
chlorhexding usad in a mouse dominant-lethal assay and a hamster cytogenstics test were
1000mykg/day and 250mg/kg’day, respectively. No evidenca of impaired fartility was observed in rats
at doses up to 100my'ka'day.

ADVERSE REACTIONS: The mast common side effacts associated with chlorhesiding gconats
oral rinsas are: 1) an increasa in staining of tacth and other oral surfaces; 2) an increase in caloulus for-
mation; and 3) an afteration in tasts percaption; see WARNINGS and PRECALMIONS. Oral irritation and
local allergy-type symptoms have been spontaneously reported as side effects associated with usa of
chlorhexddine gliconata rinsa.

The following oral mucosal side effects wera reported during placebo-controlled adult clinical frials:
apithous ulcer, grossly cbvious gingivitis, trauma, ulcaration, erythema, desquamation, coated tongue,
karatinization, geographic tongue, mucocals, and short frenum. Each occurmed at a frequancy of lass
than 1%.

Among post marketing reports, the most frequently reported oral mucosal symptoms associated with
chlorhexdding gluconate oral rinse are stomatitis, gingivitis, glossitis, ulcer, dry mouth, hypesthesia, glos-
sal edema, and paresthasia.

Minor irritation and superficial desquamation of the oral mucosa have been noted in patients using
chlorhadding gluconate oral rinse.

Thare hawe been casas of pamtid gland swelling and inflammation of the salivary glands (sialadenitis)
repartad in patients using chlorhadding gluconata oral rinse.

OVERDOSAGE: Ingestion of 1 or 2 ounces of chierhexidine gluconate oral rinsa by a small child
{~10kg body weight) might result in gastric distress, including naussa, or signs of alcohol intoxication.
Madical attention should be sought if more than 4 ounces of chlorhadding gluconate oral rinse is ngest-
ed by a small child or if signs of alcohol intowcation dewelop.

DOSAGE AND ADMINISTRATION: chiorhexidine gluconate oral rinse therapy shoul be nitiat-
i directly following & dental prophylaxis. Patients using chiorhexidine gluconate oral rinsa should be

resvaluated and given a thorough prophylasds at intervals no longer than six months.

Racommandad uss is twica daily rinsing for 30 seconds, moming and evening aftar tooth brushing. Usual
dosage is 15 ml (marked in cap) of undiluted chlorhexidine gluconate oral rinse. Patients should be
instructed to not rinse with water, or other mouthwashas, brush teeth, or eat immediately after using
chlorhadding gluconats oral rinss, Chiorhexiding gluconate oral rings is not intended for ingastion and
should be expectorated after rinsing.

HOW SUPPLIED: chiorhexidine gluconate oral rinsa is supplied a5 a blue liquid in 0.5-ounce (15 mij,
4-ounce (118 mi) and 1-pint (473 ml) amber plastic bottkes with child-resistant dispareng dosures.

MOC o1 16-2001-16 Store at 20°0 to 25°C (68°F fo 77°F, excursions permitted o 15°C to 30°C (5°F
o &&°F) [See USP controlled Room Temperaturs].

Ry, Only.

Revised: Movember 2018

Distriburbesd by:

trium Laboratories, Inc.

1200 E. Business Cantar Dr.

Mourt Prespad, IL 60056

PRINCIPLE DISPLAY PANEL
NDC 0116-2001-04

CHLORHEXIDINE GLUCONATE 0.12% ORAL RINSE, USP

Direction for Use: Fill cap to the "fill line" (15ml). Swish in mouth undiluted for 30 seconds, then spit
out. Use after breakfast and before bedtime. Or, use as prescribed.

Note: to minimize medicinal taste, do not rinse with water immediately after use.
Rx Only

KEEP OUT OF REACH OF CHILDREN

4 oz. (118 mL)

INGREDIENTS: 0.12% chlorhexidine gluconate in a base containing water, 11.6% alcohol, glycerin,
PEG-40 sorbitan diisostearate, flavor, sodium saccharin and FD&C Blue No.1.



To open, press in flat pannels while turning cap. To reseal, turn cap past "clicks" until tightly locked.
WHAT TO EXPECT WHEN USING CHLORHEXIDINE GLUCONATE ORAL RINSE

Your dentist has prescribed chlorhexidine gluconate oral rinse to treat your gingivitis, to help reduce
the redness and swelling of your gums, and also to help you control any gum bleeding. Use
chlorhexidine gluconate oral rinse regularly, as directed by your dentist, in addition to daily brushing.
Spit out after use, chlorhexidine gluconate oral rinse should not be swallowed.

If you develop allergic symptoms such as skinrash, itch, generalized swelling, breathing difficulties,
light headedness, rapid heart rate, upset stomach or diarrhea, seek medical attention immediately.
Chlorhexidine gluconate oral rinse should not be used by persons who have a sensitivity to it or its
components.

Chlorhexidine gluconate oral rinse may cause some tooth discoloration, or increase in tartar (calculus)
formation, particularly in areas where stain and tartar usually form. It is important to see your dentist for
removal of any stain or tartar at least every six months or more frequently if your dentist advises.

Both stain and tartar can be removed by your dentist or hygienist. Chlorhexidine gluconate oral rinse
may cause permanent discoloration of some front-tooth fillings.

To minimize discoloration, you should brush and floss daily, emphasizing areas which begin to
discolor.

Chlorhexidine gluconate oral rinse may taste bitter to some patients and can affect how food and
beverages taste. This will become less noticeable in most cases with continued use of chlorhexidine
gluconate oral rinse.

To avoid taste interference, rinse with chlorhexidine gluconate oral rinse after meals. Do not rinse with
water or other mouthwashes immediately after rinsing with chlorhexidine gluconate oral rinse.

If you have any questions or comments about Chlorhexidine gluconate oral rinse, contact your dentist,
pharmacist, or Xttrium Laboratories, Inc. toll free at 1-800-587-3721.

Call your health care provider for medical advice about side effects. You may report side effects to
FDA at 1-800-FDA-1088.

STORE at 20°C to 25°C (68°F to 77°F), excursions permitted to 15°C to 30°C (59°F to 86°F) [See USP
controlled Room Temperature].
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Carcinogenesis, Mutagenesis, and Impairment 0F
Fertility: In a drinking water study in rate, carcinogenic
cffects wers not oheensd at doses up to 38 mgfhg/day.
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ADVERSE REAGTIONS: The most common sida
affects sesociated with chlorhexidine gluconate oral
riress are: 1) anincreass in staining of tecth and other
oral surfaces; 2) an ncreass in caloulus formation; and

) an sheration in tasts panception; 2ee WARNINGS and
PRECALITIOMS. Oral irritation and local allerngytyps
symptoms Fave bean spontaneously repored &= sida
aifects assoeiated with use of chiorheaiding gluconats
rinss.

The folkowing oral mucosal sids effects wers reported
durirg placsto-conrollsd adult clinical triaks: aphthous
ulcer, grossly obwious ginghitis, trauma, ulcsratian,
arythema, desquamation, coated tongue, keratinization,
geographic tongue, mucocels, and short franum. Each
occurmed gt a frequency of lees then 1%,

Armang post marketing reports, tha most frequently
reported oral mucosal sympbonmes sssociabed with
chlorheidine gluconats oral rinss ane stomalitis,
gingiitis, glnssitis, ukesr, dry mouth, ypesthesia,
gheasal adema, and paresthesia.

Minor iritation and superficial desquamation of the oral
muecsa s bean notsd in patients using chlohexiding

ghuconate ord rinsa,

There hawa been cases of parotid gland swelling and

inflammation of the salivary glands (sialaderitis) reported
in paitisnits: weing chiorhexiding gluconsds oral rires.

OVERD OSAGE: Ingestion of 1 or 2 sunces of
chiorhexiding gluconats omal rinss by a small chid
{110 by boschy wmiggh) might result in gerstric: distress,
ncluding naussa, or sigre of slcohol imtoecation.
Madical attention should be sought if mome than 4
ouncss of chlorhendding ghuconate oral rinsa is ingested
by & srnall child or if signs of akeobol inoeication
develop.

DOSAGE AND ADMINISTRATION: Chirhexidina
gluconata oral rinsa therapy should ba inftiated decty
fullowing a dental prophyless. Patients using
chiorhexiding gluconsts oral rinss should be reewaluated

and ghvan a thorough prophyytacs at imervals no lngar
ﬂlang‘htﬂrnurrﬂ'& e

Recornmended use is twica daily rinsing for 30 ascends,
morming and ewening after tooth bnushing. Usual dosaga
ia 15 ml {1 tableapoon) of undilwted chiorhexiding
gluconata oral rinsa. Patisrs should be instructed to not
rirea with waber, or other moutheashes, bnsh testh, or
agt immediataly after using chiorhexiding gluconats oral
rirea, Chiomexiding glueonate oral rirea is not intendad
for ingestion and should be sxpectorated sftar insing.

HOW SUPPLIED: Chierheaiding gluconate oral inse ks
suppled a8 a blus liquidin 0.5-ounca (15 mL, 4-ounca
(118 mLj and 1-pint (473 mL) ambsr plastic botles with
chid-resistant dispansing closures, NDC 0116-2001-04.
STORE at 20°C to 25°C (88°F to T7°F), eocursions
pamnithed to 15°C 10 30°C (B0°F to 86°F) [Sea ISP
conitrellad Room Temparstuns].

Fex Only
Revised: September 2018

Distributed by:
Xrium Laboratories, Ine
1200 E. Busineza Camer D,

Muourt Prospect, IL 60055 O 12CHG04BLIL

WHAT TO EXFECT 'WHEN USING
CHLCRHEXIDINE SLUCONATE ORAL RINSE

Yeur denitist hes preseribed chiorhesidng glocorsts el
rines i et your gingiitis, to help reduce the rednees
and swelling of your quire, and alaoto halp you control
any gum blsading. Uss chlorhesdding gluconate oral rinse
reqularly, as directed by your dentist, in addition to daily
brushing. Spit out after usa, chiorhenidine gluconate oral
rinss should ot be swalowsd.

If wou dewalop allergic sym swich s skin ragh, itch,
peneralized saaling, bresthing difficuitiss, light
hestedness, rapid heart rate, upest stomach or diarhaa,
seak medcal attertion immediataly.

Ghiarhexiding gluconats oral inss should rot be used by
persore whi hase 5 sensitivity to it or fts componants,

Chiorheiding glucenats oral finss may causa somes tooth
chiscoloration, or ineressa in tartar jeakubs] fomnatien,
particulary in-aress whers stain and tartar usually fom,
It iz important 10 sea your dentist for remoesl of any stain
or tartar at least every six months or mors frequantly i
your dantist advises,

+ Both stain end tartar can be removed by your dentist
or hygianist. Chlorhexiding gluconate oral rinsa may
caisa permanent discoloration of some front-tooth
filinga.

+ T minirmize discodoratinn, you should brush and floss
daily, amphasizing areas which begin to discolar.

# Chlorheciding gluconats oral rinss may tasts biter o
some patisnts and can afect how foods and
bewarages tast, This wil becoma lees noticaabls in
et casss with continued uss of chiorhexidine
pluconata aral rinsa,

+ To awoid taste interfarenca, irea with chlarhexiding
gluconats anal rivss after meaks. Do not rirss with
water o ather moutherashes immediately after rirsing
with chlorhaxidine gliconats oral rines,

If wou bea any questions or comments shout
chlorhesiding gluconats oral rivss, contact your dentist,

st or Mtirium Laboratories, Ine. toll free at
1-800-567-3721,

PRINCIPLE DISPLAY PANEL

NDC 0116-2001-15

Call your haslth cars provider for medical advice about side
affects, You may report side effects 1o FOA at
1-800-FOA- 1083,

STORE at 20°C to 2570 (B8°F 10 77°F), eocursions
pammitted to 15°C to 30°C (50°F o 86°F) [Bea USP
controdled Room Temperature].

Manufachred by
Xitriurn Laboratories, Inc.
1200 E. Buginags Canter Dr.
Mourt Prespesct, 1L 60058

CHLORHEXIDINE GLUCONATE 0.12% ORAL RINSE, USP

Direction for Use: Swish in mouth undiluted for 30 seconds, then spit out. Use after breakfast and
before bedtime. Or, use as prescribed. NOTE: To minimize medicinal taste, do not rinse with water

immediately after use.

Note: to minimize medicinal taste, do not rinse with water immediately after use.

Rx Only

KEEP OUT OF REACH OF CHILDREN

1 0z.(15mL)

INGREDIENTS: 0.12% chlorhexidine gluconate in a base containing water, 11.6% alcohol, glycerin,
PEG-40 sorbitan diisostearate, flavor, sodium saccharin and FD&C Blue No.1.




To open, press in flat pannels while turning cap. To reseal, turn cap past "clicks" until tightly locked.
WHAT TO EXPECT WHEN USING CHLORHEXIDINE GLUCONATE ORAL RINSE

Your dentist has prescribed chlorhexidine gluconate oral rinse to treat your gingivitis, to help reduce
the redness and swelling of your gums, and also to help you control any gum bleeding. Use
chlorhexidine gluconate oral rinse regularly, as directed by your dentist, in addition to daily brushing.
Spit out after use, chlorhexidine gluconate oral rinse should not be swallowed.

If you develop allergic symptoms such as skinrash, itch, generalized swelling, breathing difficulties,
light headedness, rapid heart rate, upset stomach or diarrhea, seek medical attention immediately.
Chlorhexidine gluconate oral rinse should not be used by persons who have a sensitivity to it or its
components.

Chlorhexidine gluconate oral rinse may cause some tooth discoloration, or increase in tartar (calculus)
formation, particularly in areas where stain and tartar usually form. It is important to see your dentist for
removal of any stain or tartar at least every six months or more frequently if your dentist advises.

Both stain and tartar can be removed by your dentist or hygienist. Chlorhexidine gluconate oral rinse
may cause permanent discoloration of some front-tooth fillings.

To minimize discoloration, you should brush and floss daily, emphasizing areas which begin to
discolor.

Chlorhexidine gluconate oral rinse may taste bitter to some patients and can affect how food and
beverages taste. This will become less noticeable in most cases with continued use of chlorhexidine
gluconate oral rinse.

To avoid taste interference, rinse with chlorhexidine gluconate oral rinse after meals. Do not rinse with
water or other mouthwashes immediately after rinsing with chlorhexidine gluconate oral rinse.

If you have any questions or comments about Chlorhexidine gluconate oral rinse, contact your dentist,
pharmacist, or Xttrium Laboratories, Inc. toll free at 1-800-587-3721.

Call your health care provider for medical advice about side effects. You may report side effects to
FDA at 1-800-FDA-1088.

STORE at 20°C to 25°C (68°F to 77°F), excursions permitted to 15°C to 30°C (59°F to 86°F) [See USP
controlled Room Temperature].
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Chlorhexidine Gluconate
0.12% Oral Rinse, USP

RaOnly  NDCO116-2001-15

DESCRIPTION: Chlorhexidine Gluconate is an oral
rinsrgI containing 0.12% chlomexdding gluconats
(1,1'-hesamethilene bis[&-{p-chlorophem)
biguanide] di-C-gluconate) in a basa containing
water, 11.6% alcohol, glyoarin, PEG-40 sorbitan
dilsostearate, flavor, sodium saccharin, and FO&C
Blue No. 1. Chlorhexidine Gluconate is a
near-neutral solution (pH range 5-7).
Chlorhexidine Glucorate is a salt of chiormexidine
and gluconic acid. Its chemical structurs is:
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CLINICAL PHARMACOLOGY: Chiorhexidine
Gluconate Oral Rinse provides antimicrobial
activity during oral rinsing. The clinical
significance of Chlorhexidine Gluconate Oral
Rinza's animicrobial acthities is not clear
Microbiological sampling of plague has shown a
geneml eduction of counts of certain assayed
actaria, both aerobic and anasrobic, ranging fram
54-97% through six months use.

Use of Chiorhexidine Gluzonate Oral Rinse in a six
manth clinical study did not result in amy
significant changes in bacterial resistanca,
overgrowth of potentially opportunistic organisms
orother adverse changes in the oral microbial
aoosystem. Three months after Chlorhexddine
Gluconate Oral Rinsa was discontinued, the
number of bacteria in plaqua had retumed to
basaline levels and resistance of plaque bacteria to
Ehlu wemdlne gluconate was equal tothat at
azaline.

PHARMACOKINETICS: Pharmacokinetic studies
with Chlorhexidine Gluconate Oral Rinse indicate
approximately 30% of the active ingrediant,
chiorhexidine gluconate, is retained in the oral
cavity fallowing rinsing. This retained drug is
slowly released in the oral fluids. Studies
conducted on human subjects and animals
demaonstrate chlorhedding gluc_nrate is poorty
absorbed from the gastrointestingl tract. The mean
plasma level of chlorhexidine gluconate reached a
peak of 0.206 mog/g in humans 20 minutes after
theet;.r ingested a 300 mF doze of the drug.
Detectable levels of chiorhexidine gluconate were
not present in the plasma of these subjects

12 hours after the compound was administarad.
Excretion of chlorhexiding gluconate oocurrad
primarily through the feces (~20%). Less than 1%
of the chiomexidine gluconate ingested by thesa
subjects was excreted in the urine.




INDICATION AND USAGE: Chlorhexidine
Gluconate Oral Rinsa is indicated for use between
dental visits as ofxart of a professional program for
the treatment of gingivitis as charactarizad by
redness and swelling of the gingivae, including
gingival bleeding upon probing. Chiorhexiding
Gluconate Oral Rinsa has not been tested aman
patients with acute necrotizing uleerative gingivitis
(ANUG). For patients hawn&ll:nemstmg gingivitis
and pariodontitis, see PRECAUTIONS

CONTRAMDICGATIONS: Chlorhexidine Gluconate
Oral Rinse should not be wsed by persons who are
known to be h%ersensmvetu chlorhexddine
gluconate or other formula ingredients.

WARNINGS: The effect of Chlorhexidine Gluconate
Oral Rinsa on periodontitis has not been
determined. An increase in supragingival calculus
was noted in clinical testing in Chlorhexidine
Gluconate Oral Rinsa users compared with control
users. Itis not known if Chlorhexidine Gluconats
Oral Rinse usa results in an increase in subgingival
calculus. Calculus deposits should be removed by
a dental prophylaxis at imervals not greater than
six months. Anaphyiaxs, as well as serious
allergic: reactions, have been reported during
postrmarketing usa with dental products containing
chiorhexiding, sea CONTRAINDICATIONS.

PRECAUTIONS:

GENERAL:

1. For patients having coexisting gingivitis and
periodontitis, the presence orabsenceof
gmgwalmﬂamm ion following treatrment with

hlomexidine Gluconate Oral Rinse should not
[e uzed as a major indicator of underfying
perindontitis.

2. Chlorhexidine Gluconate Cral Rinse can
cause staining of oral surfaces, such as tooth
surfaces, rastorations, and the dorsum of the
tongue. Nat all patients will experience a visually
significant increasa in toothstaining. In clinical
testing, 56% of Chlorhexidine Gluconate Oral
Rinse usars exhibited a measurable increase in
facial anterior stain, compared to 35% of
control users after six months; 15% of
Chlorhexidine Gluconate Oral Rinse usars
developed what was judged to be heawvy stain,
cum red to 1% of control users after six

hs. Stain will be more pronounced in
patuarrts who have heavier accumulations of
unrarnoved plaque. Stain resufting from use of
Chlorhexidine Gluconate Oral Rinse does not
adwersely affect health of the gingivae or other
oral issues. Stain can be removed from most
tooth surfaces by comventional professional
prophylactic techniques. Additional time may be
required to complete the prophylaxis. Discretion
should be used when prescribing to patisnts
with anterior facial restorations with rough
surfaces or margins. If natural stain cannot be
removed from these surfaces by a dental
prophylaxs, patients should be excluded from
Chlorhexidine Gluconate Oral Rinse treatment if
permanent discoloration is unacceptable. Stain
in thase areas may be difficutt to remove by
dentl grqphyﬂepts and On rare occasions may




necessitate replacement of these restorations.
3. Some patients may experience an alteration
in fasta parception while undeEgnin treatment
with Chlorhexidine Gluconate Oral Rinse. Rare
instances of permanent taste alteration
following Chiorhexidine Gluconate Oral Rinse
use have been reported via post-marketing
product surveillance.

PREGHANCY: TERATOGENIC EFFECTS
Pregnancy Category B. Reproduction Studies
have.been.performed.inrats and rabbits.at
g&?mmdugleglu%nggte duses&gp to o

m ay and 40 m respectively,
and ra%rfeﬁﬁilut r}é‘maled Ew%gf?n:e n¥ hanl% to fetllljs.
However, adequate and well-controlled studies in
pregnanf'mmﬂn have not been done. Because
animal reproduction studies are not always
predictive of human response, this drug should be
used during pregnancy only if clearly neaded.

HURSING MOTHERS: It i= not known whether this
drug is excreted in human milk. Becausa many
drugs are excreted in human milk, caution should
b exercizad when Chiorhexidine Gluconats Oral
Rinse is administe red to nursing women. In
parturition and lactation studies with rats, no
evidence of impaired parturition or of tmde effects
to suckling pups was obsarved when chiorhexiding
gluconate was administered to dams at doses that
were over 100 times greater than that which would
result from a parson's ingesting 30 mL of
Chlorhexidine Gluconate Oral Rinse per day.

PEDIATRIC USE: Clinical effectivensss and safaty
of Chlorhexidine Gluconate Oral Rinse have not

been established in children underthe age of 18.

CARCINOGENESIS, MUTAGENESIS, AND
IMPAIRMENT OF FERTILITY: In a drinking water
study in rats, cacinogenic effects wera not
nbeerved at doses up to 38 makgiday.
Mutagenic effects were not observed in fwo
mammalian fim Wi mutagenesis studies with
chiorhexidine gluconate. The highest doses of
chlorhexiding used in a mouse dominant-lethal
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and 250 m ay, respectivaly.
Ho evidence nfm‘irmpairad fa %was obsarved in
rats at doses up to 100 mgko'day.

ADVERSE REACTIONS: The maost commaon side
effects associated with chlorhesddine gluconate
oral rinsas are: 1) anincrease in staining of teeth
and other oral surfaces; 2) an increase in calculus
formation; and 2) an alteration in tasts perce ption;
see WARNINGS and PRECAUTIONS. Cral irritation
and local allergy-4ype symptoms have bean
spontanecusly reported as side effects associated
with use of chlorhexidine gluconate rinsa. The
fullm'fingr oral mucosal side effects were rel;uurted
during placebo-controlled adutt clinical trials:

hthous ulcar, grossly obvious gingivitis, trauma,
ulcaration, er)rﬂmrrﬂ. asquamation, coated
tongue, keratinization gengraEhic tongue,
mucocele, and short frenum. Each occurred at a
frequency of less than 1%%. Among post marketing
reports, the most frequently reported oral mucosal
symptoms associated with Chiorhexidine
Gluconate Oral Rinse are stometitis, ginghitis,
lossitis, ulcer, dry mouth, hypesthasia, glossal
edema, and paresthesia. Minor irritation and
superficial desquamation of the oral mucosa have
[een noted in Fat_ients using Chlorhexidine
Gluconate Oral Rinse. There have been cases of
parotid gland swelling and inflammation of the
salivary glands (sialadenitis) repaorted in patients
using Chiorhexiding Gluconate Oral Rinsa.

OVERDOSAGE: Ingestion of 1 or 2 ounces of
Chlorfiexiding Gluconate Oral Rinse by 3 small
child (=10 qu body weight) might result in gastric
distrazs, including nausea, or signs of alcohol
imtoication. Medical attantion should be sought if
mare than 4 ounces of Chlorhexidine G luconate
(Oral Rinse is ingested by a small child orif signs
of alcohol imodzation develap.

DOSAGE AND ADMINISTRATION: Chlorhexiding
Gluconate Oral Rinse therapy should be initiated
direct leu'm'r_lg a dental prophylaxis. Patients
using Chiorhexidine Gluconate Cral Ringe should
be resvaluated and given a thorough prophylacis
at imtervals no longer than six months .
Recommended use is twice daily oral rinsing for
30 seconds, moming and evening after
toothbrushing. Usual dosage is 15 mL of undiluted
Chlorhexidine Gluconate Oral Rinse. Patients
should be instructed to not rinse with water, or
other mouthwashas, brush teeth, or eat
immediately after using Chlorhexidine Gluconate
(Oral Rinse. Chlorhexidine Gluconate Oral Rinsa is
not intended foringestion and should be
expectorated after insing.

HOW SUPPLIED: Chlorhexidine Gluconate Oral
Rinsa is supplied as a blue liquid in single dose
0.5 fluid ounce |j(_15 mL) amber plastic botes with
child-resistant dispansing dosures. NDG
(0116-2001-15. STORE at 20°C to 25°C (68°F fo
TT°F), excursions permitted to 15°C to 30°C
59°F to 86°F) [See USP controlled Room
emperatura].




Rx only. KEEP OUT OF THE REACH OF
CHILDREN.

Revized: Fabriary 2019

Manutactwred by:
Aitrium Laboratories, Inc.
Mount Prospect, IL 60056
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WHAT TO EXPECT WHEN LISING
CHLORHEXIDMNE GLUCOMATE ORAL RINSE

Your dentist has prescribed Chiorhexidine
Gluconate Oral Rinse to treat your gingivitis, o
help reduce the redness, and swelling of your
gumsg. and also o help you control any t%um .
Ieeding. Use Chlorhexidine Gluconate Oral Rinse
reqularty, as directad by your dentist, in addition to
dally brushing. Spit out after use. Chlorhexidine
Gluconate Oral Rinse should not be swallowed.

if you develop allergic symptoms such as skin
rash, itch, generalized swelling, breathing
difficulties, light headednass, rapid heart rate,
upset stomach or diarhea, seek medical attention
immediately. Chlorhexidine Gluconate Oral Rinsa
should not be used by parsons who have 2
semsitivity to it orits components.

Chlorhexddine Gluconate Oral Rinse may causa
some tooth discoloration, or increass in tartar
(calculus) formation, particularly in areas where
stain and tartar usmﬁly form. It is impaortant o see
your dentist for removal of any stain or tartar at
least every six months or more frequentty if your
dentist advizas.

« Both stain and tartar can be remaonved by your
dentist or hygienist. Chlomexiding Gluconate
Oral Rinsa may cause permanent discoloration of
somefront-tonth fillings. ’

= To minimiza discoloration, you should brush
and floss daily, emphasizing areas which begin
to diszolor,

+ Chlorhexidine Gluconate Oral Rins: ma
taste bitter to some patients and can affect how
foods and beverages taste. This will become less
noticeable in most cases with continued use of
Chlorhexidine Gluconate Oral Rinsa,

« To avoid taste imterference, rinse with
Chlorhexidine Gluconate Oral Rinss affar meals.
Do not rinse with water or other mouthwashas
immediately after rinsing with Chlorhexidine
Gluconate Oral Rinse.

if you have any questions or comments about
Chlorhexidine Gluconate Oral Rinse, contact your
dentist, pharmacist or Xttrium Laboratoriss ol
free at 1-800-587-3721.

Call your healtheare provider for medical advice
about side effects. You may report side affects o
FOA at 1-B00-FDA-1028,

INGREDIENTS: 0.129% chlorhexiding gluzonate in
a base comtaining water, 11.69% alcohal, ghycerin,
PEC-40 sorbitan diisostaarate, flavor, sodium
saccharin, and FO&C Blue No. 1.

STORE at 20°C to 25°C (68°F to 77°F),
excursions permitted to 15°C to 30°C (59°F to
86°F) [$ee USP controlled Room Temperature].

‘Manufacturad by:
Xttrium Laboratories, Inc.
1200 E. Business Genter Dr.
Mount Prospect, [L 60086 LISA

CHLORHEXIDINE GLUCONATE

chlorhexidine gluconate rinse




Product Information
Product Type HUMAN PRESCRIPTION DRUG Item Code (Source) NDC:0116-2001

Route of Administration ORAL

Active Ingredient/Active Moiety

Ingredient Name Basis of Strength Strength
CHL O RHEXIDINE GLUCONATE (UNI: MOR84MUDSE) (CHLORHEXIDINE - CHLORHEXIDINE 1.2 mg
UNIER4KO0DY52L) GLUCONATE in 1mL
Inactive Ingredients
Ingredient Name Strength

GLYCERIN (UNI: PDC6A3C00X)
PEG-40 SORBITAN DIISO STEARATE (UNIL: JL4CCU7IIG)
ALCOHOL (UNIE: 3K9958 V90 M)

SACCHARIN SODIUM (UNI: SB8ZUX40TY)

FD&C BLUE NO. 1 (UNI: H3R47K3TBD)

WATER (UNIE: 059 QFOKOOR)

Packaging

# Item Code Package Description Marketing Start Date Marketing End Date
1 NDC:0116-2001-16 473 mL in 1 BOTTLE; Type 0: Nota Combination Product 06/01/2010

2 NDC:0116-2001-04 118 mL in 1 BOTTLE; Type 0: Not a Combination Product 06/01/2010

3 NDC:0116-2001-15 15 mL in 1 BOTTLE; Type 0: Nota Combination Product 06/01/2010

Marketing Information
Marketing Category Application Number or Monograph Citation Marketing Start Date  Marketing End Date
ANDA ANDAO077789 06/01/2010

Labeler - Xttrium Laboratories, Inc. (007470579)

Registrant - Xttrium Laboratories, Inc. (007470579)

Establishment
Name Address ID/FEI Business Operations
Xttrium Laboratories, Inc. 007470579 manufacture(0116-2001)

Revised: 4/2019 Xttrium Laboratories, Inc.
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