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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 in toothstaining. In clinical testing, 56% of chlorhexidine
gluconate oral rinse users exhibited a measurable increase in facial 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 plague.

Stain resulting 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 on rare 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 been reported via post-
marketing product surveillance.

Pregnancy



Teratogenic Effects

Pregnancy category B. Reproduction studies have been performed in rats 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 in rats 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) an increase in calculus
formation; and 3) an alteration in taste perception; see WARNINGS and PRECAUTIONS.
Oralirritation 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 4-0z (118 mL) and 1-pint
(473 ml) amber plastic bottles with child-resistant dispensing closures.

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: August 2023
Distributed by:

Benco Dental
800.GO.BENCO ¢ benco.com
295 CenterPoint Blvd., Pittston, PA 18640, Made in USA
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0.12% chlorhexidine gluconate (CHG) is an oral rinse containing (1,1'-hexamethylene bis
[5-(p-chlorophenyl) biguanide] di-D-gluconate) in a base containing water, 11 .6%
alcohol, glycerin, PEG-40 sorbitan disostearate, 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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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 shohuld not be swallowed.

If you develop allergic symptoms such as skin rash, 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
tarter (calculus) formation, particularly in areas where stain and tarter usually form. It is
important to see your dentist for removal of any stain or tarter at least every six months
or more frequently if your dentist advises.

* Both stain and tarter 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 foods 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 Benco Dental, toll free at 1-800-462-3626.

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].

Distributed by



Benco Dental

800.GO.BENCO ¢ benco.com

295 CenterPoint Blvd, Pittston, PA 18640

NDC: 66975-600-04

Benco Dental

GIBSON HEALTHCARE

Chlorhexdine Gluconate 0.12% Oral Rinse, USP

DIRECTIONS FOR USE: Swish 1 tablespoon (15 ml) 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

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

To open, press down while turing cap. To reseal, turn cap past "clicks" until tightly
locked.
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NDC #66975-600-16
GIBSON HEALTHCARE
CHLORHEXIDINE GLUCONATE 0.12% ORAL RINSE, USP

DIRECTIONS FOR USE: Fill cap to the "fill ine" (15 ml). Swish in mouth undiluted for 30
seconds, then spit out. Use after breakfast and before bedtime. Or, use as prescribed.
NOTE: Do not rinse with water immediately after use.

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

To open, press down while turing cap. To reseal, turn cap past "clicks" until tightly
locked.

Rx Only

KEEP OUT OF REACH OF CHILDREN
1 Pint (473 mL)
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CLINICAL PHARMAGOLOGY: Chioexiding glucona® oral rinss provides antimicrobial activity
during oral rinsing. The dirical sigrificanca of chlorhexiding ghconats oral ines's antimicrobial activities
ia not clear. Microbiological sampling of plague hes shown a genaral reduction of counts of cartain asssyed
bescimria, both asrobic and ansancbiz, ranging from 54-07% through sic manthe usa, Ues of chiotheddins
gluconate oral rires in a six month dirical sbudy did not result in any significant changes in bacterial
resistance, overgrowth of poentially opporturistic onganisms or other adverse changes in the oral
microbidl ecceystern. Thres monthe after chlorhesidine gluconate ordl rines uss was discontinued, the
rumber of bacteria in plague had retumed 1o hassling levels and msistance of plaque bacteria to
chlorheadding gluconate was squal o that st basaline,

Pharmacokinetics: Pharmacokinetic studies with chlorhesddine gluconate ord rinss indicats
approzimately 30% of the active ingrediant, chlorhesidine gluconate, is retained in the oral caity following
ringing. This retaired drug i slowly releassd in the oral fluids. Studies conducted on human subjects and
arimals demonstrate chlorbesidine gluconate iz poorly absorbed from the gestrointestiral tract. The mean
plazma lewal of chlorhexiding glconate resched a peak of 0.208 mogfy in humars 30 minutes after they
ingessted a 300-rog doas of the dnug. Deectabla lewels of chlorhemdine glconats wans not presant in the
plazma of thess subjects 12 hours after the compound was sdministersd. Excration of chiorhedding
gluconate oocumed primerily through the feces (~90%), Lees thean 1% of the chlorhesidine gluzonats
ingested by these subjects wes excreted in the urine,

INDIGATION: Chiohexiding gluconats oral rins is indicated for uss botwesn dertal viits s part of a
profissaional program for the treatment of gingivitis &= characterized by rednees and swalling of the
gingives, including gingival bleeding upon probing. Chlorhexiding gluconate oral rinss haz not been teated
amung patisnts with acute necrotiing ularstive gingivits (ANUE). For patients hewing cosesting gingivitis
ard periodoritis, ses PRECALTIONS,

CONTRAINDICATIONS: Chiorhaxiding pluconate oral rinss should not bs used by poraore who ars
krvcvem to be hypersanaitive to chiothexidine glucorste or other formula ingredierts,

WARNINGS: The effectof chlarhaxidin glucoree orsl rinsson pariodontitis bes not been desmined,
An increasa in supragingival calculus wes noted in dinical testing in chlorhexidine guconate oral rinss
users comparsd with cortral users. 11 is not known if chlorhenddine glucorsts oral inss uss results in an
inzraass in aubgingival calzulus. Caleulus deposits should be remowad by a dental prophylaxis st intanals
ot greatar than six morths, Anaphylaxis, as well as serious allergic reactions, hewe bean reported during
peestmarketing use with deral products containing chlorhesidine, SEE CONTRAIN DICATIONS.

PRECAUTIONS:

General:

1. For patients hawing coexisting ginghitis and pericdontitia, the presence or sbesnca of ginghal
inflarnmation following trestment with chiaheddine glucenate aral rinse showld not be weed = a major
indicator of undarying parodontitis.

2. Chlorhesiding gluconats oral rinse can causs staining of oral surfaces, such as teoth surfaces,
resstorations, and the dorsum of the tongue. Mot all patients wil esperience a visualy significant
increasa in toothetaining. In clinical testing, 56% of chlorhexiding ghuconats oral rinsa users exhibited
& messurable increass in facid anterior stain, cormpared to 35% of control users after six months; 15%
of chlorhexidine gluconate oral rires users developsd what wees judged to be heary stain, compared to
1% of control users after six months. Stain will ks more pronounced in patients who hase heasier
accumulations of unremoved plaque. Stain resulting from use of chlorhexiding gluconats ordl rinse does
not advarzsly affect haalth of the gingivas or other oral tiksues. Stain can ks ramoved from most woth
surfaces by comentiorsl professional prophylactic echniques, Additional tims may be requirsd to
complete the prophylacie. Discretion should b usesd whean prescribing to patients with anterior facial
resstorations with rough surfaces or marging. f natural stain cannot be removed from these surfaces by
a dental prophylasds, patients should be excludad from chlohexidine gluconate oral rinss treatment if
parmanant diszoloration i unacceptabla. 5tain in thees areas may be difficult to remove by dental
prophylaxiz and on rare occasions may necessitte replacement of thess restorations,

3. Some patients may expariencs sn alteration in teste percaption whie undergoing treatmeant with
chlohexidine gluconate oral rinse. Aane instances of pammanent tasts aleration following chiorhesidins
gluconate oral ries usa have bean mported via post-marketing product sureeillance.

Pregmancy: Teratogenic Effects Reproduction studies hewe bean peromed inorats and rabbits at
chlorheadding gluconate doses up to 300mgikg/day and 40mgfhygiday reapectiealy, and hase not revesled
evidence of ham to fetus. Howeser, adequate and well-controlled shudies in pregnant woman hese not
tesan dane. Becsuss animal reproduction shudies are not ahwsys predictive of human responsa, this drug
ghiould be used during pregnancy only if clearly nesdad.

Murzing Mothers: It is not known whether this drug is excreted in human milk. Becauss many drugs ars
eacreted in human milk, caution should be emamised when chlorbesidine gluconate oral rnes is
administerad to nursing women,

In parturition and lectation studies with rats, no evidencs of impaired parturition or of tosdc effects to
suchling pups wes absarved when chiorhexiding glucorate wes administered to dames at desss that wers
owar 100 times graater than that which would result fom a parson's ingesting 20 ml (2 caphuls) of
chlorheadding gluconate aral rines parday.

Pediatric Use: Clinical effectivenses and safety of chlorhexidine gluconate oral rinss have not been
eatablizhed in children under the age of 18.

Carcinogemesis, Mutagenesis, and Impairment of Ferfility: In a drinking water study in s,
carcinogeric effects wers not obsareed at doses up to 38mgikgiday. Mutagenic effiects wers not obaaned
in t#o mammalian in wivo mutagenssiz studies with chlorhesidine gluconate. The highest doess of
chlorheaiding ussad in 8 mouss dominant-lethal asaay and a hareer cylogenstics test wers




1000mghgiday and 250mg/kg/day, reepectivaly, Mo evidance of impaired fertilitywas obeerved in rats at
deessa up o 100mghkgiday.

ADVERSE REACTIONS: The mest commeon side sffects associated with chiohexiding gluzonate
oral rinsss are: 1) an incrasss in staining of testh and other oral surfaces; 2) an increass in caleulus
formation; ard 3} an alteration in taste percaption; see WARNINGS and PRECAUTIONS. Oral iritation ared
lncal allergy-type symptoms hewe been spontanecusly repoted as side effects associated with use of
chlorheadding gluconate riresa,

Thea following oral mucceal side affects wers reporied during placebo-controlled adult dinical trials:

aphthous ulcer, grossly obwious gingivitis, trauma, ulcerstion, ergthema, desquameation, costed tongus,
keratinkzation, geographic tongus, mucocels, snd short frenum. Each occurmed at a frequency of less than 1%.

Among poet marksting reports, the meoet frequently reported oral mucosal sympioms sssociated with
chlorheadding guconate oral fres are storatitis, gingiitis, gossitis, ulear, dry mouth, by pesthesia, glossal
edama, ani paresthasia,

Minor irritation and superficial desquamation of the ordl mucosa have been noted in patients wsing
chlorheaiding gluconate oral rires,

There have besn cases of parotid gland sweling and inflammation of the sslivary glande (sialadenitis)
raported in patiants using chlorhexidine gluconate arl rinsa.

OVERDOSAGE: Ingsstion of 1 or 2 ounces of chiohexiding gluconate oral rinss by a small child
10k body weight) might result in gastric distress, induding nauses, or sigre of alcohal intoedeation,
Medizal attantion should be sought if more than 4 ounces of chlorhesiding gluconate oral rinsa is ingested
by & small child or if signs of slcobol intoxdcation devalop.

DOSAGE AND ADMINISTRATION: CHorhesidine glucorste ordl rinss therapy should be
initiated directy following a dental prophy ks, Patiants using chiorhexidine glucenats oral rinss should be
resvaluated and givan a thorough prophylacis st imtareals no longer than six months.

Racommendad wss i twica daily rinsing for 30 ssconds, maming and evening after tooth brushing. Usual
dezage Iz 15 ml {marked in cap) of undiluted chiohesddine gluconats oral rnes. Patierds should ba
instructed to not rives with water, or other mouthresshes, brush testh, or eat immediately after using
chlorheadding gluconats oral drea. Chiorthesidine glucorste oral rives s not intended for ingestion and

ghiould be expeciorated after rinsing.

HOW SUPPLIED: chiorhexidine gluconats oral ines is supplied as & blus liguid in 1-pint (473 mi)
amber plastic botties with child-resktant clsures, NDC BE075-800-18

Store at 20°C to 2570 (BR°F to TTF), mxcursiors pamitied to 15°C to 3070 (S8°F to B6°F) [Sea USP
conirolled Room Tamparatura].

Revised: August 2023
Distributed by:

W delver success smile after smile”
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- L] CHLORHEXIDEINE GLUCOMNATE 0.12%
(7] =4 o], B ORAL RINSE, USP
HEALTHCARE Bowsy NDC 56075-600-16

DESCRIPTION: 0.12% chlorhexidine guconate {CHE) is an oral rinss containing (1,1 1-heeamethylans
biz [5-(p-chioropheryl) biguanide] di-D-gluconsts) in a bass cortaining water, 11 8% alcohal, glyearin,
PEG-40 sorbitan dilscstearats, flavor, scdium saceharin, and FO&C Blue No.1. Chlorhesidine gluconate
product is & near neutral sodution (pH range 5-T). Chlorhexiding guconats is & salt of chlorhexidine and
glucoric acid. s chemical structurs is:
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i PHARMACIST: PLEASE OPEN LEAFLET AND REMOVE.
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CHLORHEXIDINE GLUCONATE
chlorhexidine gluconate rinse
Product Information
Product Type HUMAN PRESCRIPTION DRUG Item Code (Source) NDC:0116-6000
Route of Administration ORAL
Active Ingredient/Active Moiety
Ingredient Name Basis of Strength Strength
CHLORHEXIDINE GLUCONATE (UNIl: MOR84MUDS8E) (CHLORHEXIDINE - CHLORHEXIDINE 1.2 mg
UNII:R4KOODY52L) GLUCONATE in 1 mL
Inactive Ingredients
Ingredient Name Strength

PEG-40 SORBITAN DIISOSTEARATE (UNII: JL4CCU7I1G)
GLYCERIN (UNIl: PDC6A3C00OX)

ALCOHOL (UNII: 3K9958V90M)

SACCHARIN SODIUM (UNIl: SB8ZUX40TY)

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

WATER (UNIl: 059QFOKOOR)

Packaging

Marketing Start Marketing End

# Item Code Package Description Date Date



1 NDC:0116-6000- 473 mL in 1 BOTTLE; Type 0: Not a Combination 04/18/2012

16 Product
2 NDC:0116-6000- 118 mL in 1 BOTTLE; Type 0: Not a Combination 11/01/2019
04 Product

Marketing Information

Marketing Application Number or Monograph Marketing Start Marketing End
Category Citation Date Date
ANDA ANDAQ77789 04/18/2012

Labeler - xtrium Laboratories, Inc. (007470579)

Registrant = Xttrium Laboratories, Inc. (007470579)

Establishment
Name Address ID/FEI Business Operations
Xttrium Laboratories, Inc. 007470579 manufacture(0116-6000)

Revised: 5/2025 Xttrium Laboratories, Inc.
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