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HIGHLIGHTS OF PRESCRIBING INFORMATION
These highlights do not include all the information
needed to use QBREXZA® safely and effectively. See
full prescribing information for QBREXZA.

QBREXZA (glycopyrronium) cloth, 2.4%, for topical use
Initial U.S. Approval: 2018

INDICATIONS AND USAGE
Qbrexza is an anticholinergic indicated for topical
treatment of primary axillary hyperhidrosis in adults and
pediatric patients 9 years of age and older (1).
———— DOSAGE AND ADMINISTRATION
Fortopical use only. Apply Qbrexza once daily to both
axillae using a single cloth (2).
DOSAGE FORMS AND STRENGTHS

Cloth: A single-use cloth pre-moistened with 2.4%
glycopyrronium solution (3).

CONTRAINDICATIONS

Qbrexza is contraindicated in patients with
medical conditions that can be exacerbated by the
anticholinergic effect of Qbrexza (e.g., glaucoma,
paralytic ileus, unstable cardiovascular status in acute
hemorrhage, severe ulcerative colitis, toxic megacolon
complicating ulcerative colitis, myasthenia gravis,
Sjogren’s syndrome ) (4).

———— WARNINGS AND PRECAUTIONS

* Worsening of urinary retention: Use with caution in
patients with a history or presence of documented
urinary retention (5.1).

¢+ Control of body temperature: Inthe presence ofhigh
ambient temperature, heat iliness may occur; avoid
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use if patients develop generalized lack of sweating
when exposed to hot or very warm environmental
temperatures (5.2).

¢+ Operating machinery or an automobile: Transient
blurredvision mayoccurwithuse of Qbrexza. If
blurred vision occurs, discontinue use of Qbrexza until
symptoms resolve; avoid operating a motor vehicle or
othermachineryuntil symptomsresolve(5.3).

ADVERSE REACTIONS

Most common adverse reactions (incidence 22%) are
dry mouth, mydriasis, oropharyngeal pain, headache,
urinary hesitation, vision blurred, nasal dryness,
dry throat, dry eye, dry skin, constipation Local skin
reactions, including erythema, burning/stinging and
pruritus were also common (>5%) (6.1).

DRUG INTERACTIONS

Coadministration of Qbrexza with anticholinergic
medications may result in additive interaction leading
to an increase in anticholinergic adverse effects. Avoid
coadministration of Qbrexza with other anticholinergic-
containing drugs (7).

To report SUSPECTED ADVERSE REACTIONS,
contactJourneyMedical Corp.at1-855-531-1859 or
FDA at 1-800-FDA-1088 or www.fda.gov/imedwatch.

——— USE IN SPECIFIC POPULATIONS

¢+ Pediatric use: Safety and efficacy are not established
in patients under 9 years of age (8.4).

See17forPATIENT COUNSELING INFORMATION and
FDA-approved patient labeling.

Revised: 04/2021
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FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE

Qbrexza is indicated for topical treatment of primary axillary hyperhidrosis in adult and pediatric patients 9 years of
age and older.

2 DOSAGE AND ADMINISTRATION

For topical use only.

Qbrexza is for topical use in the underarm area only and not for use in other body areas.

Qbrexzais administered by a single-use pre-moistened cloth packaged inindividual pouches. Qbrexza should be
applied to clean dry skin on the underarm areas only. Qbrexza should not be used more frequently than once every
24 hours.

Tearopen the pouch and pull out the cloth, unfold the cloth, and wipe it across one entire underarm once. Using
the same cloth, wipe the otherunderarmonce. A single cloth should be used to apply Qbrexa to both underarms.

Wash hands immediately with soap and water after applying and discarding the Qbrexza cloth. Qbrexza may cause
temporarydilation of the pupils and blurred visionifit comes in contact with the eyes. Avoid transfer of Qbrexza to
the periocular area [see Warnings and Precautions (5.3)].

Do not apply Qbrexza to broken skin. Avoid using Qbrexza with occlusive dressings.

3 DOSAGE FORMS AND STRENGTHS
Cloth: A single-use cloth pre-moistened with 2.4% glycopyrronium solution

4  CONTRAINDICATIONS

Qbrexza is contraindicated in patients with medical conditions that can be exacerbated by the anticholinergic effect
of Qbrexza (e.g., glaucoma, paralytic ileus, unstable cardiovascular status in acute hemorrhage, severe ulcerative
colitis, toxic megacolon complicating ulcerative colitis, myastheniagravis, Sjogren’s syndrome).

5  WARNING AND PRECAUTIONS

51  Worsening of Urinary Retention

Qbrexza should be used with caution in patients with a history or presence of documented urinary retention.
Prescribers and patients should be alert for signs and symptoms of urinary retention (e.g., difficulty passing urine,
distended bladder), especially in patients with prostatic hypertrophy or bladder-neck obstruction. Instruct patients
to discontinue use immediately and consult a physician should any of these signs or symptoms develop.

Patients with a history of urinary retention were not included in the clinical studies.

52 Control of Body Temperature

In the presence of high ambient temperature, heat iliness (hyperpyrexia and heat stroke due to decreased
sweating) can occur with the use of anticholinergic drugs such as Qbrexza. Advise patients using Qbrexza to watch
for generalized lack of sweating when in hot or very warm environmental temperatures and to avoid use if not
sweating under these conditions.

53 Operating Machinery or an Automobile

Transientblurred vision may occurwith use of Qbrexza. Ifblurred vision occurs, the patient shoulddiscontinue
use until symptoms resolve. Patients should be warned not to engage in activities that require clear vision such as
operatingamotorvehicle orothermachinery, or performing hazardous work until the symptoms have resolved.
6 ADVERSE REACTIONS

The following adverse reactions are described in greater detail in other sections

* Worsening of Urinary Retention [see Warnings and Precautions (5.1)]

61  Clinical Trials Experience

Because clinical trials are conducted underwidely varying conditions, adversereactionrates observedin the
clinical trials of a drug cannot be directly compared to rates in the clinical trials of another drug and may not reflect
the rates observed in practice.

In two double-blind, vehicle-controlled clinical trials (Trial 1 [NCT02530281] and Trial 2 [NCT02530294]) of 459
subjects treated with Qbrexzaonce dailyand 232 treated with vehicle, subjectswere 9to 76 years ofage,47%
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male, and the percentages of White, Black (including African Americans), and Asian subjects were 82%, 12%, and

1%, respectively.

Table 1 summarizes the most frequent adverse reactions (22%) in subjects with primary axillary hyperhidrosis

treated with Qbrexza.

Table 1: Adverse Reactions Occurring in 22% of Subjects

Qbrexza Vehicle

Adverse Reactions (N=459) (N=232)
n (%) n (%)

Dry mouth 111 (24.2%) 13 (5.6%)
Mydriasis 31 (6.8%) 0
Oropharyngeal pain 26 (5.7%) 3 (1.3%)
Headache 23 (5.0%) 5 (2.2%)
Urinary hesitation 16 (3.5%) 0
Vision blurred 16 (3.5%) 0
Nasal dryness 12 (2.6%) 1 (0.4%)
Dry throat 12 (2.6%) 0
Dry eye 11 (2.4%) 1 (0.4%)
Dry skin 10 (2.2%) 0
Constipation 9 (2.0%) 0

Table 2 shows the most frequently reported local skin reactions, which were relatively common in both the Qbrexza

and vehicle groups.

Table 2: Local Skin Reactions

Qbrexza Vehicle
Local Skin Reactions (N=454)? (N=231)*
n (%) n (%)
Erythema 77 (17.0%) 39 (16.9%)
Burning/stinging 64 (14.1%) 39 (16.9%)
Pruritus 37 (8.1%) 14 (6.1%)

2Patients with a post-baseline local skin reaction assessment

Inanopen-label safety trial (NCT02553798), 564 subjects were treated forup to an additional 44 weeks after
completing Trial 1 or Trial 2. Adverse reactions occurring at a frequency 22.0% were: dry mouth (16.9%), vision
blurred (6.7%), nasopharyngitis (5.8%), mydriasis (5.3%), urinary hesitation (4.2%), nasal dryness (3.6%), dry eye
(2.9%), pharyngitis (2.2%), and application site reactions (pain [6.4%], dermatitis [3.8%)], pruritus [3.8%], rash [3.8%)],

erythema [2.4%)]).
7 DRUG INTERACTIONS

71 Anticholinergics

Coadministration of Qbrexza with anticholinergic medications may result in additive interaction leading to an
increase in anticholinergic adverse effects [see Warning and Precautions (5) and Adverse Reactions (6)]. Avoid
coadministration of Qbrexza with other anticholinergic-containing drugs.

8 USE IN SPECIFIC POPULATIONS

81 Pregnancy
Risk Summary

There are no available data on Qbrexza use in pregnant women to inform a drug-associated risk for adverse
developmental outcomes. In pregnant rats, daily oral administration of glycopyrrolate (glycopyrronium bromide)
during organogenesis did not resultin anincreased incidence of gross external or visceral defects [see Data].
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When glycopyrrolate was administered intravenously to pregnant rabbits during organogenesis, no adverse effects
on embryo-fetal development were seen. The available data do not supportrelevant comparisons of systemic
glycopyrronium exposures achieved in the animal studies to exposures observed in humans after topical use of
Qbrexza.

The estimated background risks of major birth defects and miscarriage for the indicated population are unknown.
In the U.S. general population, the estimated background risk of major birth defects and miscarriage in clinically
recognized pregnancies is 2-4% and 15-20%, respectively.

Data
Animal Data

Glycopyrrolate was orally administered to pregnant rats at dosages of 50, 200, and 400 mg/kg/day during the
period of organogenesis. Glycopyrrolate had no effect on maternal survival, but significantly reduced mean
maternalbodyweightgainoverthe period of dosingatall dosages evaluated. Meanfetal weight was significantly
reduced in the 200 and 400 mg/kg/day dose groups. There were two litters with all resorbed fetuses in the 400
mg/kg/day dose group. There were no effects of treatment on theincidence of gross external orvisceral defects.
Minor treatment-related skeletal effects included reduced ossification of various hones in the 200 and 400 mg/kg/
day dose groups; these skeletal effects were likely secondary to maternal toxicity.

Glycopyrrolate was intravenously administered to pregnant rabbits at dosages of 0.1, 0.5, and 1.0 mg/kg/day during
the period of organogenesis. Glycopyrrolate did not affect maternal survival under the conditions of this study.
Mean maternal body weight gain and mean food consumption over the period of dosing were lower than the
corresponding controlvalueinthe 0.5and 1.0 mg/kg/day treatment groups. There were no effects of treatment

on fetal parameters, including fetal survival, mean fetal weight, and the incidence of external visceral, or skeletal
defects.

Femalerats that were pregnant or nursing were orally dosed with glycopyrrolate daily at dosages of 0,50, 200,

or 400 mg/kg/day, beginning on day 7 of gestation, and continuing until day 20 of lactation. Mean body weight

of pups in all treatment groups was reduced compared to the control group during the period of nursing, but
eventuallyrecovered to be comparable to the control group, post-weaning. No other notable delivery or litter
parameterswere affected by treatmentinanygroup,includingno effects onmeandurationofgestationormean
numbersoflive pups perlitter. No treatment-related effects on survival oradverse clinical signs were observedin
pups. There were no effects of maternal treatment on behavior, learning, memory, or reproductive function of pups.

82 Lactation

Risk Summary

Therearenodataonthe presence ofglycopyrrolate orits metabolites inhuman milk, the effects onthe breastfed
infant, or the effects on milk production. The developmental and health benefits of breastfeeding should be
considered along with the mother’s clinical needfor Qbrexza and any potential adverse effects onthe breastfed
infant from Qbrexza or from the underlying maternal condition.

8.4 Pediatric Use

The safety, effectiveness and pharmacokinetics of Qbrexza have been established in pediatric patients age 9 years
and older for topical treatment of primary axillary hyperhidrosis [see Clinical Pharmacology (12.3)]. Use of Qbrexza
in this age group is supported by evidence from two multicenter, randomized, double-blind, parallel-group, vehicle-
controlled4-week trials whichincluded 34 pediatric subjects 9 years and older [see Adverse Reactions (6.1) and
Clinical Studies (14)]. The safety and effectiveness of Qbrexza have not been established in pediatric patients under
9 years of age.

8.5 Geriatric Use

Clinicaltrials of Qbrexzadid notinclude sufficientnumbers of subjects age 65 years and oldertodetermine
whether they respond differently from younger subjects.

8.6 Renal Impairment

The elimination of glycopyrroniumis severely impaired in patients with renal failure [see Clinical Pharmacology (12.3)].

10 OVERDOSAGE

Becauseglycopyrroniumis aquaternaryamine whichdoesnoteasily cross the blood-brainbarrier,symptoms

of glycopyrroniumoverdosage are generally more peripheral in nature rather than central compared to other
anticholinergic agents. Associated signs and symptoms related to excessive anticholinergic activity may include
flushing, hyperthermia, tachycardia, ileus, urinary retention, loss of ocular accommodation and light sensitivity due
to mydriasis.
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In the case of overdose when symptoms are severe or life threatening, therapy may include:

* Managingperstandard of care anyacute conditions suchas hypertermia,coma, and/orseizures, as applicable,
and managing any myoclonic or choreoathetoid movements which may lead to rhabdomyolysis in some cases of
anticholinergic overdosage

* Managing severe urinary retention with catheterization if not spontaneously reversed within several hours
* Providing cardiovascular support and/or controlling arrhythmias
* Maintaining an open airway, providing ventilation as necessary

* Administering a quaternary ammonium anticholinesterase such as neostigmine to help alleviate severe and or life
threatening peripheral anticholinergiceffects.

Topicaloverdosing of Qbrexzacouldresultinanincreasedincidence orseverityoflocal skinreactions.
Administration of Qbrexza under occlusive conditions may result in an increase in anticholinergic effects, including
dry mouth and urinary hesitation.

11 DESCRIPTION

Qbrexza (glycopyrronium) cloth, 2.4% is an anticholinergic drug available as a clear, colorless to pale yellow
solutionon a single-use pre-moistened cloth (an absorbent polypropylene pad) packagedin a pouch for topical
administration. Each pouch contains 105 mg glycopyrronium tosylate, equivalent to 66 mg of glycopyrronium. The
inactive ingredients are citric acid, dehydrated alcohol, purified water, and sodium citrate.

Glycopyrronium tosylate is chemically described as pyrrolidinium, 3-[(2-cyclopentyl-2-hydroxy-2-phenylacetyl)oxy]-1,
1-dimethyl-, 4-methylbenzensulfonate, hydrate (1:1:1) with an empirical formula of C,;H,,NO,S and a molecular weight
of 507.6. The structural formula is represented below:

o) \N+/
R/S R
SO,
H,0

12 CLINICAL PHARMACOLOGY

121 Mechanism of Action

Glycopyrronium is a competitive inhibitor of acetylcholine receptors that are located on certain peripheral tissues,
including sweatglands. Inhyperhidrosis, glycopyrroniuminhibits the action ofacetylcholine onsweatglands,
reducing sweating.

122 Pharmacodynamics
The pharmacodynamics of Qbrexza are not known.

123 Pharmacokinetics

Absorption

The pharmacokinetics of glycopyrronium were evaluated in adult and pediatric patients with primary axillary
hyperhidrosis following Qbrexza once daily applied to the axillae for 5 days. The mean t SD exposures of
glycopyrronium are presented in Tables 3 and 4. There was no evidence of accumulation.
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Table3:Mean+SDPlasmaExposures of Glycopyrroniumin Adults Following QbrexzaOnce Daily

for 5 days
Parameter Adult Patients
C...x (ng/mL) 0.08 * 0.04
AUC, ;. (h*ng/mL) 0.2 £0.14
AUC, ., (h*ng/mL) 0.88 * 0.57
Median T,,., (Range) (h) 1(0, 10)

Abbreviations: Maximum concentration (C,_,), Area under the time concentration curve (AUC) between 0 and 6
hours following administration of Qbrexza (AUC,,..), AUC between 0 and 24 hours following administration of
Qbrexza (AUC,,,,)

Distribution
After IV administration, glycopyrronium has a mean volume of distribution in children aged 1 to 14 years of

approximately 1.3 to 1.8 L/kg, with arange from 0.7 to 3.9 L/kg. In adults aged 60-75 years, the volume of
distribution was lower (0.42 L/kg * 0.22).

Elimination

Metabolism

A small proportion of glycopyrronium is metabolized following IV administration. The metabolic pathway for
glycopyrronium is notcharacterized.

Excretion

Following administration of a single radiolabeled IV glycopyrronium dose to adult subjects who underwent surgery

for cholelithiasis, approximately 85% of total radioactivity was excreted in urine and < 5% was present in bile
drainage. Greater than 80% of the radioactivity in both urine and bile was unchanged drug.

Specific Populations

The pharmacokinetics of glycopyrronium were not evaluated in pregnant women or patients with hepatic impairment.
Pediatric Subjects

The mean t SD exposures of glycopyrroniumin pediatric subjects following Qbrexza once dailyfor5 days are
presented in Table 4. There was no evidence of accumulation.

Table4: Mean*SDPlasmaExposures of Glycopyrroniumin Pediatric Subjects Aged 10to 17 years Following
Qbrexza Once Daily for 5days

Parameter Pediatric Subjects
C...x (ng/mL) 0.07 £ 0.06
AUC, . (h*ng/mL) 0.18 £ 0.13
AUC,,,, (h*ng/mL) Not calculated
Median T,,., (Range) (h) 1.5 (0, 6)

Patients with Renal Impairment

Followingad mcg/kglVdose ofaglycopyrroniumformulationforlVuse,meanglycopyrroniumAUC(10.6 mcgeh/L),
CL (0.43 L/h/kg) and 3-hour urinary excretion (0.7%) were significantly different in uremic subjects undergoing renal
transplantation surgery than those of healthy subjects (3.73 mcgeh/L, 1.14 L/h/kg, and 50%, respectively)

Pharmacokinetics of Qbrexza in subjects with renal impairment has not been studied.
In Vitro Studies

Invitrostudiesindicated thatunderthe conditions of clinical use, Qbrexzais notexpected toinduce cytochrome
P450 (CYP) enzymes 1A2, 2B6 and 3A4; or inhibit 1A2,2B6,2C8,2C9, 2C19, 2D6 and 3A4.
13 NONCLINICAL TOXICOLOGY

131 Carcinogenesis, Mutagenesis, Impairment of Fertility

Glycopyrronium tosylate was not carcinogenic when topically applied to rats daily for up to 24 months in solution at
concentrations of 1%, 2%, and 4% w/w.
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When glycopyrrolate was administered via oral gavage to mice for up to 24 months at dosages of 2.5, 7,and 20
mg/kg/dayinbothgenders,nosignificantchangesintumorincidence were observed whencomparedto control.

When glycopyrrolate was administered via oral gavage to rats for up to 24 months at dosages of 5,15, and 40 mg/
kg/day in both genders, no significant changes in tumorincidence were ohserved when compared to control.

Glycopyrrolate was negative in a battery of genetic toxicology studies that included a bacterial reverse mutation
(Ames) assay, a mouse lymphoma assay conducted with L5178Y/TK*" cells, and an in vivo micronucleus assay with
mice. Glycopyrronium tosylate was negative in an Ames assay.

Glycopyrrolate was assessedforeffects onfertility orgeneral reproductive functioninrats. Rats ofbothgenders
received glycopyrrolate at dosages up to 100 mg/kg/day via oral gavage. No treatment-related effects on fertility or
reproductive parameters were observed in either gender.

14 CLINICAL STUDIES

141 Efficacy and Safety Trials

Tworandomized, vehicle-controlled multicentertrials. Trial 1 (NCT02530281) and Trial2(NCT02530294), were
conducted in subjects with primary axillary hyperhidrosis and enrolled a total of 697 subjects 9 years of age or
older. Inclusion criteria required that prior to the start of treatment, all subjects produce at least 50 mg of sweat in
each axillaover a 5-minute period and rate the severity of their sweating daily over aweek with amean score of
4orhigheronthe ASDDitem#2, apatientreported outcome instrument scored from 0 (no sweating) to10 (worst
possible sweating). The median sweat productionover 5 minutes atbaseline was 122mgin the Qbrexzaarmand
113 mginthe vehiclearminTrial1,and 127 mg in the Qbrexza arm and 117 mgin the vehicle armin Trial 2. The
average weeklymeanscoreonthe ASDDitem#2 atbaseline was approximately7.2acrosshoth trials.

Subjects wererandomized toreceive either Qbrexza orvehicle applied once daily to each axilla. The co-primary
endpointswere the proportionof subjects havingatleast a4-pointimprovementfrombaselineintheweeklymean
ASDD item #2 score at Week 4 and the mean absolute change from baseline in gravimetrically measured sweat
production at Week4.

Clinical Response

The results of Trial 1 and Trial 2 are presented in Table 5 below.

Table 5: Primary Efficacy Outcomes in Subjects with Primary Axillary Hyperhidrosis

Trial 1 Trial 2
Qbrexza, Qbrexza,
2.4% Vehicle 2.4% Vehicle
N =229 N =115 N =234 N=119

ASDD Item #2 Response at Week 4:

Proportion of subjects with at least a 4-point
improvement from baseline in the weekly 53% 28% 66% 27%
mean ASDD item #2 at Week 4

Change from Baseline in Sweat Production
at Week 4: (mg/5 minutes):

Median -81 -66 -79 -58
25" percentile, 75" percentile -149, -40 -106, -28 -144, -45 122, -21

16 HOW SUPPLIED/STORAGE AND HANDLING

161  How Supplied

Qbrexza is supplied as:

A single-use cloth pre-moistened with a 2.4% glycopyrronium solution in apouch
Cartonof30pouches NDC 70428-011-12

162 Storage and Handling

Store atroom temperature 20°-25°C (68°- 77°F); excursions permitted to15°-30°C (59°-86°F) [See USP
Controlled Room Temperature].

Qbrexza is flammable; keep away from heat or flame.
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17 PATIENT COUNSELING INFORMATION

Advise the patient to read the FDA- approved patient labeling (Patient Information).
Worsening of Urinary Retention

Instruct patients to be alert for signs and symptoms of urinary retention (e.g., difficulty passing urine, distended
bladder). Instruct patients to discontinue use and consult a physician immediately should any of these signs or
symptoms develop.

Control of Body Temperature (Risk of Overheating or Heat lliness)

Inthe presence of high ambient temperature, heatillness due to decreased sweating can occur with the use of
anticholinergic drugs such as Qbrexza. Advise patients using Qbrexza to watch for generalized lack of sweating
wheninhot orverywarm environmental temperatures and toavoid useifnotsweatingunderthese conditions.

Operating Machinery or an Automobile

Transient blurred vision may occur with Qbrexza. If this occurs, instruct patients to contact their healthcare provider,
discontinue use of Qbrexza and avoid operatingamotorvehicle orothermachinery, orperforming hazardous work
until symptoms resolve.

Instructions for Administering Qbrexza
It is important for patients to understand how to correctly apply Qbrexza (see Patient Information).

¢ Instructpatientstouseoneclothtoapply Qbrexzatobothaxillaebywipingtheclothacrossoneunderarm,
ONE TIME.

* Using the same cloth, apply the medication to the other underarm, ONE TIME.

¢ Inform patients that Qbrexza can cause temporary dilation of the pupils and blurred vision if it comes in contact
with the eyes.

¢ Instructpatientstowashtheirhands withsoap and waterimmediatelyafterdiscarding the used cloth.

* Remindpatientsnottoapply Qbrexzatootherbodyareasortobrokenskin. Instructpatientstoavoidusing
Qbrexza with occlusive dressings.

* Qbrexza is flammable; avoid use near heat or flame.

Manufactured for:

Journey Medical Corporation
9237 ViaDe Ventura Suite 105

Scottsdale, AZ 85258
Version 1, April 2021
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PATIENT INFORMATION
Qbrexza® (kew brex’ zah)
(glycopyrronium)
cloth, 2.4%

Important Information: Qbrexza is for use on the skin in the underarm area only.

What is Qbrexza?

Qbrexza is a prescription anticholinergic medicine used on the skin (topical) to treat excessive underarm
sweating (primary axillary hyperhidrosis) in adults and children 9 years of age and older.

It is not known if Qbrexza is safe and effective in children under 9 years of age.

Who should not use Qbrexza?

Do not use Qbrexza if you have certain medical conditions that can be made worse by taking an
anticholinergic medicine such as glaucoma, severe ulcerative colitis or certain other serious bowel problems
associated with severe ulcerative colitis, myasthenia gravis, and Sjogren’s syndrome.

Talkto your healthcare provider if you are not sure if you have a medical condition that can be made worse by
taking an anticholinergic medicine.

Before using Qbrexza, tell your healthcare provider about all of your medical conditions, including if you:
* have prostate or bladder problems, or problems passing urine

* have kidney problems

¢+ are pregnantor plan to become pregnant. Itis not known if Qbrexza will harm your unborn baby.

+ arebreastfeedingorplantobreastfeed.Itisnotknownif Qbrexzapassesintoyourbreastmilk. Talktoyour
healthcare provider about the best way to feed your baby during treatment with Qbrexza.

Tell your healthcare provider about all the medicines you take, including prescription medicines, over-the-
counter medicines, vitamins, and herbal supplements.

Qbrexza may affect the way other medicines work causing side effects. Especially tell your healthcare
provider if you take anticholinergic medicines.

Know the medicinesyoutake.Keep alist of your medicines with youand showit toyourhealthcare provider
and pharmacist when you get a new medicine.

How should | use Qbrexza?
+ Use Qbrexza exactly as your healthcare provider tells you to use it.
* Qbrexza comes as a single-use pre-moistened cloth in individual pouches.

* Qbrexza should be applied to the clean, dry, intact skin, of your underarm areas only. Do not apply
Qbrexza tobroken skin. Do not cover the treated area with aplastic (occlusive) dressing.

* Apply Qbrexzatobothunderarmareasusing1 cloth1timeevery24hours.
Applying Qbrexza:
+ Carefully tear open the pouch to avoid tearing the Qbrexza cloth.

¢+ Unfold the Qbrexzaclothand apply Qbrexzabywiping across 1 entireunderarm1 time. Using the same
Qbrexza cloth, wipe across the other underarm 1 time.

* Throw away (discard) the used Qbrexza cloth in the trash.

* Wash your hands right away after you apply Qbrexza and have thrown away the cloth. It is important that
youwash your hands because the Qbrexza that is still on your hands can cause you to have blurred vision if
you touch youreyes.

* Do not reuse the Qbrexza cloth.

What should | avoid while using Qbrexza?

+ Qbrexzamay cause you to have blurred vision thatis temporary. If you develop blurred vision, call your
healthcare provider, stop using Qbrexza and do not drive, operate machinery, or do hazardous work until
your vision isclear.

* Qbrexza is flammable. Avoid heat and flame while applying Qbrexza to your skin.
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What are the possible side effects of Qbrexza?
Qbrexza can cause serious side effects, including:

* Neworworsenedurinaryretention. People who use Qbrexzamaydevelop new orworse urinaryretention.
Urinary retention can be caused by a blockage in your bladder. Urinary retention can also happeninmen
who have alarger than normal prostate. Symptoms of urinary retention may include:

o difficulty urinating
° urinating frequently
o urination in a weak stream or drips

o full bladder or difficulty emptying your bladder (distended bladder)
If you have these symptoms, stop using Qbrexza and call your healthcare provider right away.

¢+ Problems with control of your body temperature. Qbrexza can cause you to have decreased sweating
inareas other than the underarm areawhich could cause you tobecome overheated and to develop heat
iliness.Wheninhotorverywarmtemperatures, watchforlack of sweatingonyourbody(generalized) and
stop using Qbrexza if you develop lack of sweating on your body.

Stopusing Qbrexzaand call yourhealthcare providerright away ifyou develop any of these symptoms of
heat illness:

° hot, red skin

o decreased alertness or passing out (unconsciousness)
o fast, weak pulse

o fast, shallow breathing

o increased body temperature (fever)

¢ Blurredvision. If you develop blurred vision during treatment with Qbrexza, call your healthcare provider,
stop using Qbrexza and do notdrive, oroperate machinery, or do hazardous work until yourvisionis clear.

The most common side effects of Qbrexza include:

¢+ drymouth ¢ headache e nasaldryness

¢ dilationof the pupils of youreyes (mydriasis) ¢ problems withurination ¢ throat, eye, and skin dryness
¢ sore throat ¢ blurred vision * constipation

¢ skin redness, burning/stingingor itching
in underarm area

These are not all of the possible side effects of Qbrexza.
Call your doctor for medical advice about side effects. Youmay report side effects to FDA at 1-800-FDA-1088.

How should | store Qbrexza?

¢+ Store Qbrexza at room temperature between 68°F and 77° F (20°C and 25°C)
* Qbrexza is flammable. Keep Qbrexza away from heat and flame.

Keep Qbrexza and all medicines out of the reach of children.

General information about the safe and effective use of Qbrexza.

Medicines are sometimes prescribed for purposes other than those listed in a Patient Information leaflet. Do
not use Qbrexza for a condition for which it was not prescribed. Do not give Qbrexza to other people, even
ifthey have the same symptoms you have. It may harm them. Youcan ask your pharmacist or healthcare
provider for information about Qbrexza that is written for health professionals.

What are the ingredients in Qbrexza?

Active Ingredient: glycopyrronium tosylate

Inactive Ingredients: citric acid, dehydrated alcohol, purified water, and sodium citrate
Manufactured for: Journey Medical Corporation, Scottsdale, AZ 85258

For more information, go to www.Qbrexza.com or call 1-855-531-1859

This Patient Information hasbheen approved by the U.S. Food and Drug Administration. Revised: 04/2021

PM-US-QBR-0002 06/2018
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QbrexzaZ ¢ 5 U 72 R MR ZTIERE 2B 5 EREIER QWL E) ofEIRIO LB
Th b,

F1: PR O2%LL FIZHE U BIER

I VE Qbrexza #f (459%1) n (%) | 77 &AREE 23261 n (%)
N Rz 111 (24.2%) 13 (5.6%)
e 31 (6.8%) 0

1 e nE SE I 26 (5.7%) 3 (1.3%)
SHJA 23 (5.0%) 5 (22%)
PEIR B 16  (3.5%) 0

Pt 16 (3.5%) 0

e R fh 12 (2.6%) 1 (0.4%)
NjE W iz e 12 (2.6%) 0
K474 11 (2.4%) 1 (0.4%)
B I W 10 (2.2%) 0

i AK 9 (2.0%) 0

2T, I bR SN RETEE OG22 7R3, i, Qbrexzaftf & 77T B ARREDM 7 Tl
WL RO b,

K2 JRPTEEROS

JRIFIT R i s Qbrexza #f (454451]) * 5l (%) | 77 &BAE (23141) * ] (%)
FLBE 77 (17.0%) 39 (16.9%)
SO « Al IS 64 (14.1%) 39 (16.9%)
% 9 FEIE 37 (8.1%) 14 (6.1%)

a 1 IRl R 2R AR G- U 7 B3 O R FT B RO REA



IEEMLAMERER (NCT02553798) T, BRI F - ITRB2AK T L TD X HICM4BEME T
5645 DYERE IR G- H 1T - 7=,

2.0%LL EORBRORIERIL, 0B (16.9%). T (6.7%) . SHHTEZE (5.8%) . #l#E (5.3%) .
PERBERE (4.2%) . B (3.6%) . RT A 7 A (2.9%) . WHEEZ (2.2%) | 6 FHERALE S (&9 [6.4%).
TG J[3.8%]. % O FENE[3.8%]. J892[3.8%]. ALEE[2.4%]) ThH -7,

7 HWEER

7.1 br= ) 8K

Qbrexzal Hia U VL OPFAIC LY | MR EMERNET, Jia ) VEOREWERHIN
LHRENNGHH[ S - EoFEE (51 KO TRIEH (6) ] ©HEZM], Qbrexzal iD=
U MEENERE AR L ORISR 5130 D 2 &,

8 BEDOEHICHIT5FEHA

8.1  HEIE

U 27 DK

it ~DQbrexzaffi FHICEA L T, FHI DV A7 Zfat L2 7 — X 3G 6Ty, R Z v b
T, WmBEEERMCZYateL—F (Y ave=v sl 2EAROFEEGELTH, WIR
B2 R KIBCNIR KB O RAER O EFIZA LN ho T[T — % 2], 2B R OLTIE 7 4
Xz Vave b— FEFEIRNEG LGE, B RIERE~OREIR oo T2, ATHA
REAR T — 21T, BB CE LN ) atn =7 A0 HIEHEE L | Qbrexzad JHFTH % D b
b CEISR SN IRGEE & OO H B ik A BT B B O TIER Y,

WISENICB I A ERRERBEEE L OEORES S ) A7 IIARHTH S, KEHO—RERH
IZBWT, BRRMICERD LITIEIRICE T 2 EE R RBEE B LOWMEOHENT Y 271X, £
NEN2~4%F L TN5~20%Th 5,

=%

;YT — X

IR Z > M7 Y aem L— K50, 200, 400mg/kg/ H Z# #BETEAIICRE N#& G- Lic, 77U a2
L— M, BEWOAEFERICEEZ RIFE R o120, fHMiL72d_XCoHET, HE5HMT o
FEV) O ¥R E RN B2 A B IS S 'z,

IR IR BB 13200 K (M00mg/ke/ B ¥ 58 CH B LT,

400mg/kg/ A & G-HETlL, T X TOWNGIRZ AT 5 FMERA2ILRD Hivic, AR ETZITWE
DO RAIRAI KRB DOFARIZRTT DIRREOREBITFRO LR o7z, F5ICEE U728 Bk ~0
WL LT, 200K (M400mg/kg/ H & 57 TER 4 708 O'BALDOD D580 bz, 2L OF#~
DR, FHREMEICHOR LIz rTREMED E VN,

R/ Y 2 e L— 0.1, 0.5, 1.0mgkeg/ H Z BRI EIRNES- Lz, 7)o
7 L— b, RKREBROSLME T CII A EFRIEL RIS o1z,
B GHARI T ORMA O LR EIE I & OVEEE AT &L, 0.5 ON.0mg/kg/ HEEGRETlEa > b



—HEL VKD o T, RRIBDOAAFER, FRRIRKRE, SR Pl B OREOFRERR EDN
RN T A=215F 2%G O BITRD b o iz,

IR ETZIIHEFROMEZ » M7 U avr L— F&0, 50, 200, 400mg/ke/H O FH& T HFED
BH U AERTH B 52806 U 1R H.20 0 H &£ THkle L 72, 2% 58O B ORI,
WE IR, xHRREE & bl U Ol L7ed, BRIk BREE C o D HEILE & RIFRE & ClRIFE L
7o MOFEH T RE U ETIIFRE /ST A —&2 1%, FERIE E 723X FEEF o 7= © OB 4
FAFBICRBEE RIZS /o1 2 L2 ED . WTHLORIZBWTHRGICE 2EETRD bk
MoTo, (FEMTIX, AFEE~OBRGIZEE L 2 BCH E T B SN o 7o, BHEE
HAZ X 2fro 78, FE, R, AR~ BIIRD bivkhroT,

82 2L

U A7 DBEH

v MAHFOZ7Y ave b— N ERIZEORBOFE, BILREBIRA~OFE, JLHtEE~D
WAEICET 57 — 2130, BRI L A AR A~OEFLITREH O QbrexzalZ X D 1HE O MEM, LY
H IR ~DQbrexzaD B F I-RE O T 4 v a L DHEBEEETDHZ L,

84  /NRFE~OFEE

Qbrexza®D 72 VE, A 2MET X OSEME B, MR ZTTIE O /TR D121, 9kl o
INREEEE IR WD THENL S LT W AR EEER (12.3) &R, & OF BRI 1T 5 Qbrexzadf# F I,
95k LA oD/ N ARIERE 34 & 5t G & U T2 20 D 2 Jiaak JE R MEVE 2 (b BRI TR 777 & A R
SEMRBRENEM (6.1) B LIOBKRER (14) 2Z2RNOOTET AL > TEMIT LT
%o AT D /N3 % QbrexzadD 22 M K OV Zh RIS L T,

85  miinE ~D&E

QbrexzaD FFRFAER TlE, Bt E L ITR R A IEZRTNE I DNEHLNT HT2DIT+57
BIEL D657 LA DR 2 Z D TR o T2,

8.6  EMEE

BAEBETIEIZ Y 2 n =0 AOJHENE L HE SHD MRS (12.3) EZMR],

10 BEERS
7V avna =y AMIMEMBEM 2 RS @il LR WEINRT > Thdd, Z)atve=y
L OB G L DIERIT, o=V VEIZHA T IICHEL D LR TH D, EE
DHL A Y AR BIE T 2 ffpeds L OYERIIE, AL, SR, SR, 4 Lo X IREAL BROFRE
JIOFEIEFS FOHIIEIZ X 2 eRdEn & 5.,
HEFIITEMEENT L REMEEDT L O RMERGOLE, LTO X S RIGRIENS
ZBbivh:
o BRI, BiE, B L OVELITEEEELR EOMERICERE L, BE Lz & S 3yl Za
& & i3, B ARIE 2 5| S 2RO H 5 I 47 n— X AMEE) F 71T T T
k—BHEENCOWT HIEET D,
o FUREMLANIC BARICIEE L2 WEEIE, 7 —7 WAL L 0 EEDRAZEHT 5
o DME VR — F ORI X OV EZIIRERO 2> b —L
o BTN U TR ATV, XUBZEIRT D
« XAARF IR EDEINHRT vE= L) o AT 5 — P EEETAZLITLD .,



HERB X WELIIEME G TR = U AR 2 8 5 DI,
Qbrexza® JRFTHIIE B G-13. JRFTEE SUS DFEAER E TLITEIELOHEMZ b 72 63 /Rt &
%o PAZERIE T TQbrexzaz 545 & O¥e, PRREEEE 2 & ebi= V) MBI OWRE RS Z &2
b5,

(A iy}

Qbrexza (77U a2t m =0 L) 4i24%IH 2 ) U HETH Y, /7 F O FICEES ~FE A O
Fladi (TIPERY Za L o=y R) 2P LAZ 872, HEEHRHOERTH S, 148HIC
Z7YVavrn=uA M VEEELI0Smg (7Y abtr=10A66mgtY) 250 L TW5, IINANLY
T U, BAKRT VI — v RERUK, 2= BT R U LATH D,

JVaval=uhABEIZ ALFERICER ) V=LA 3-[ Q-7 aXrF-2- b
Refxy -27=x=L7kvFN) X1, - VATV - 4- AFARUB U AVE R, KRN
By (1:1:1) & LGt &, fHRIEC6HINOSS, 43 F&13507.6 TH 5, LU FIchEiEER$

12 BGEREEDE

0 \N+/
rs 9O SR
S0;
H,0
12.1  {EAtR

7V ave=vnd, [FREZE0/REORMEEMICEET 2T 2TV ) V2 FIROFEA I
FIRCH D, ZIHETIE, ZVavn=vusR"T7eFral) o OFRE~OEREZEEL, ¥iTx
B EH5,

122 #h

QbrexzaDFE ) F T H LAV TRV,

123 JEMp#Ehhe

W

JRFE MR A TIE DA K OV 2RI AR Z LB 1B ICSHSBm Lzl 7Y
av o=y AOEYERENFHMEI SN, 7V 3B u =T AORE RO FHE R E A F3B X
OFRNRT, EWEITERO behotz,

#3: Qbrexza 1HI1[FISHM#EGHZOMANICEBIT S 7Y abt e =y ADMmEEREE (F#+ SD)

IRTA—H RN
Cmax (ng/mL) 0.08 £ 0.04
AUC0-6h  (h*ng/mL) 0.2+0.14
AUCO0-24h  (h*ng/mL) 0.88 +£0.57




‘ Tmax KA (i) (h) ‘ 1 (0, 10) ‘
W5 B KIEFE (Cmax), Qbrexza$% 5-750~6FF ] oD BF VR FE AR T fg (AUCoen) . Qbrexzaf
HA4%0~24f D AUC (AUCo.24n)

paiil]
FERE G, 7V abv e = NI~ 14k O/NRIZE T 2 ) A A FEIT/1.3~1.8Lkg TH Y |
Z OHFiPHIZ0.7~3.9L/kg TdH - 7=, 60-75i% D @i Tl A am LK, > 7= (0.42Lkg +£0.22),

1

7sYVavn=y DI —MiE, #RNEGRZRICR#ESND, 7 abt e =7 5O
oS TUV N,

P

REATRE O FiT & 52 1 7o FABBR S IS ReAE % 7 Y a v e =0 Az HEFRNE G LT & &
TR RE DAI85% 3 R I P S 4, MEVHHEMA FUTIZS % ARG D FAE LT, IRFP L O F & 4
WU EEDRO%LL LSRR TH - 7=,

i D]

7Y avr=u AOEYENREIX, fEm K OV RERE B CILEHE S Tunauy,

N B

Qbrexzaz 1 H1[EISH A G- Lo & & O/NEERFT IR T 5 7Y a v e =0 AR &+ 1%
WRAEZ RAUTR T, EMMEOTHLIT R > T2,

F4:  Qbrexza 1 H1[\]5 H 5% D10~ 17 O/NEERZ BT A7) 2 e = AOELHE
R A 2 B P R R

INTA—H UNEY L e
Cmax (ng/mL) 0.07 £0.06
AUCO0-6h  (h*ng/mL) 0.18£0.13
AUC0-24h  (h*ng/mL) HHed
Tmax 1 JefE (FEPH)  (h) 1.5 (0,6)

EBREREIEZE DD 5 EE

7 ava =y AUH 2 IZ4meg/kgFHE L7 L O 7Y avr =7 LAUC  (10.6),
CL (0.43L/Wkg) K OUBFEMRPHEIE (0.7%) X, BRI 2 52 0 72 JR FE g C i & gk
F (FNFN3.73. 1L14LMWkgK T50%) & Hels LU THE AN b,

B REE E B 1T 1T 5 Qbrexza D HMENRE ITMFT S LTV 7220,

In vitro?fﬁfﬁ\

InvitrosXBR OFE R EEIRME S T ¢l QbrexzaldFF k7 m—AP450 (CYP) EZ351A2, 2B6}%
UBA4ZFHEET, F7-1A2, 2B6, 2C8, 2C9. 2C19, 2D6 K UBA4EFHE L2 2 & BRI,

13 JEERREBHEZFE



13,1 FD A, RRBRTFEH, ATHREOEE

FUEEZ Y 2 l:"D:T?.L. 1%, 2%, 3B X V4% WwWDIREDIEHEF T, 7 v M KR240
A T4 R JRPTE A L7235 %ﬂ PEZ IR &S oz,

Jntm7-h%%%&%;2572%@@@@%;1 ~ 7 AT K24 4 H BRI O
HL7=EZ A, st E g U CHBERARICHEBERZITRBD o7,

7Y avrolb— MRS 125, 15, 40mgkg/H D& TT v MR K24» HBHRERR O &5
Lz Z A, xR E e U CEERAERICHERZLITRO Do T,

Zoar o b— M, AmesitliR, LS178Y/TK+/{iua AW Tole~ T AV o T 3 —<T vtk
1. BXO~T 2B\ invivol/MET v A O@EHEERBRICBW @t th o7z, 7V o
o= A 3 UERE 1T AmesitBR TRt Th - 7=,

ZYarvol— R MIoWT, 7 v FOZIREEE ik /AR I 2 B AT L, W
PEDZ v MZ100mgkg/ HETH /Y a2 n L— ME@EHREAKRS Lz, WOz T,
SRERESL ORI/ T A — BTk T DA 5B L 72 203G 0 b o Tz,

14 BRERAIE

14.1  FoER X Otk R

JERE MR 8 2T e b B & U 7o SRR 2 (BB A S B 22 it 3 36 R BRIBR2 R | 1505k (NCT02530281)
B O2EAER (NCT02530294) 7332k S 4. 9k AL OHERE FH69THI A AGL BTz, M ALEE
U TIL, B GBHLARTIC . BB E DSSHOINC 7= » THEIEEIZ D72 < & H50mgD ¥ % 4= U, ASDD
HEHH#2OY) 2 a7 HRALL O B I3ITOBEEE N DRI D= > TEHMi &=, ASDDIZ, 0 (3§
FeL) 510 CGETOREEEN R BIEV) TR TILENTIBETH S,

N—=RA T A CRFOSFENC DI D588 (TARAE) 1%, B Tl3Qbrexzafff122mg, 77 L ANHE
113mgTH 1 | 3ER2TIIQbrexzaff127mg, 77 R Tmg TH > 7=, N— A T A EFDASDDIA
Emmﬁﬁﬁx:7m\ﬁﬁ%%@UTWMT&oko

W % Qbrexza £ 72 IXIRTEAI O W0 & B MEEC L B LERAT 5 BECEEVES 280 (11 7,
#igﬁﬁﬁam;4@%@A$mQHM®E$WX:7mAwX74/w@ﬂﬁuiﬁﬁbtw
B OFIE L OGO EREHEIZ L DHITEONR—RA T A b O Eb R & Lz,

BRSO
R 1 R ORBR2OARIT, LTFDORS D LBy ThoT,
K5 FUEMEZITERE (SR 2 A MO FERHATE H

R 1 B2
Qbrexza . | 77 &AR |Qbrexza . | 77 &R
2.4% HELLS 1] | 2.4% FE119 15
N=229 N=234
ASDDIA H#2 #5418 O&hHE 8 1m1# | 53% 28% 66% 27%
HTR—=Z2AF A U0 b4800 Bl U4
%%@%[A
HAE O JASDDIE H#2
4EBICBITARTEDORN—RAT 4 )G | -81 -66 -79 -58
DR (mg/557)




TR

5N—=F o Z A, I5N—kZ A )L -149, -40 -106,-28 | -144, -45 -122,-21

16 AE/REL L UEIRLAZE

16.1  /aldk

QbrexzalILL FD L H lz@E I N T\ 54!

M%&)3ED%?A$ﬁT%6#LbE%ﬁt$@ﬁ%ﬁ30CU“?%ADW~%/

NDC 70428-011-12

162 fRE I L OHLY 7k

IR20~25°C  (68° ~77° F), 15~30°C (59° ~86° F) % TiFA S 5 nJ#hlk[USPE R
i 3

QbrexzalI5| KIHETH Y | BORERT HZ L,

17 BEHOIUEY)UIER
FDANEGR L7-BE TR (BEESR) ziihe Xk 2 BEICST 5,

PREADEAL
PREA DM S OEIR - (PEIR I% J15 IVt S )’E%?5i5$%’%§¢5:ko:ﬂ5®
ESUIIEIRD & SO HEIZIE, EREZTIEL, EBICRZ T2 28T 52 L,

%{@:/hu~w(ﬁﬂ%ﬂ¢f®)x&)

JEFREE A E WA, QbrexzaZe EDfi=a U VEAMHT D & BIFR TIC L 2B8WERENE Z
5_kﬂ%60mmiti#% IZIEDWEREEIRE Tl IO KmzERZE L, Zhbo
ST TRIT LW AT ZRET 5 X 212, Qbrexzaz il 5 BHICH ST 5,

Btk DR - B B HL D JEA

Qbrexza TIE—IMEDFEHNEZ H 2 B3 b D, HBRANK I o7z & & BFICEHIREISEKT D
KO ETHZ L, EOITERAEIET S E T, Qbrexzadffi A2 H I L, HEIEOEIEE L <X
P OBAE, ETREEOFEZRET D 2 &,

Qbrexzaf% 5 O ¥g~

Qbrexza (FAEEHREZSM) 2 ELEHT L2 HIELZBENERET L ENEETH D,

o 1AT, DA &l > TQbrexzaZ i /7 D 5 E WD K 51T L HITEFITHERT D
Z&,

s FACAiZM->T, 9 HFObEXDOFIZIETOERDL Z &,

o BEIZQbrexzaNIRIZ A S 7256, —RERBEALOBK L EHE S| X Z TR S 5
ZEEHLEDLZ &,

s ER L7z BERE L2 121E., oA K CTTFEE) KO8T 5L,

« BEIIE, MOFEEHACE D D5 D EIZQbrexzaZ fEH LW K 5 ITEET 5, BFE
(121X, QbrexzaZ H W EHFRIEZBET 5 L 28T 5 2 &,

* QbrexzalXA[AMETH VD | BARR DI < TORHITRET 5 Z &,

RS T
Journey Medical Corporation 9237 Via De Ventura Suite 105 Scottsdale, AZ 85258 Version 1, 2021
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FJY)aEo=r L b YILEEEKTIY

x RO EZSRI DL,

1.7 RERMMm—ER

Page 1

1.7 AERME—ER

R by 7 2 HS0HT

7w e NP A BELSmg

UGTHA

7 FET f— °2.5% s "L 5% . ; )
IR5E4 v F— b~V A T72.5% 7 vy 77 IV5% B ko 2 2 100BLE
—fx4 7 arvn=v b hVEREEKFNY) VAV =a=1=Ny NN Y] AR Y ) X AF5E AR Zavs ) B e
24 | < VAR EH BRI AL TS50 e AIRY FA MR 7 7 A St
SRR 2 TE SRR 2 TE AR AR -, RIS, IO, | TRoRBICIs T D00 - B T NI
TR, 2 L b/ NEAMERRELRE (ZR U | H - iR, RS, MR,
5 TG E S N2, EEORISHERE ST | &, Bk, WECKEE (V27 rany),
e X JE, BHE, FEEMER SRR T, BEARIE ORI | R, HEY AF R —
LS 0 SUIREIRIE DN S 22 & EhBE L2 | ARIE F 72 1 8 RAE
B IREURARL, SR OUhatERIEE, BEMT | Z9THiE
VB TR AR A2 SUTEEAFEIE RN & 7 if
TRIRIMERERE L & D JRIEE
A~ =
IS 2020411 4 202144 A 20194F:6 A




% 20204F 11 H ST (56 2 Bl OECG-K20

20204 9 H VR (55 1 ) BAEEERPEES
Bk SR 871259
AR - B 1361 1 FERMRE % TEAREA
venzZro LR{LMT IV
L7 2 R S
® [ 1]
T220Y7D 51 5% -
ECCLOCK®gel ﬂf%ﬁ 30200AMX 00928000
) TR PR S OML TS £ Y B S MM | 2000117
2 B2 (RDBEICEBELEN &) 11.2 2O OEER
2.1 BZERM AN DB E (Pia ) YR X ) IREAD 1%L 1 196 A i
FHLU, ERZEAZIELZE2DH 5] 3 FH AL K g 25 (6.4%) . #LEE|ITE
2.2 B IRIERIC X BRI ED D 5 BE [Pia ) A E (5.7%) . < 9 K.
JACEY, RMZFERTHIENDH5H,1[911 = B
] i W, R
2.3 RFN DR UBEOE OO H 5 B E HALRR 178
Z DOt ALTHIN. ASTH,
3. #m - MR y -GTPHIM. &fFREk
3.1 #HR% ERae )|
LY lgth v 7 €0 = 4 BALH50mg %) B 5 3B R & MBI
v rFeFy 7ol rog—RA, AFTL VY
whnl Ja—l, IYRFUEAVTEE N, K2 14. BHEDEE
IV, ks ) —) 14.1 BEHIFZFEEDZEE
3.2 BH DMK 1411 RAIDRICA - 7286, Pia ) SIS X % &S
PR et ~ Pt DT 22 7V A EW % VT VBERBEUTLIEDRH L, T2, ﬁﬂ(%f(%ﬁi LaZEN
EXA) HHOT, H—, BRI A5, BEHIZKTHE
Witz &,
4. FHEEX SR 14.2 EHRREFOEE
FRMERE%TIE 1421 K M VICHEINLARFEZ, R 7 THRAE (T
) V=% =) S8, BAREMEH L T
6. BERUVHRH=ZE BWAATHI L, ?i:ﬁi‘%ﬂiﬂjét‘ffﬁi%ﬁbt;w: o
1H1E, @2 R EAA T 5, FIRE L7BSEEBICTR2E) 2 &,

14.2.2 720 R T1 NETAHIE,
0. BEDBEEET HRECHT IR BREDIY R TIRLF LS

9.1 BHHE - BREEZNH 5 BE 16. S4B HE
9.1.1 BILARAEASE (RS 5 388 58 <) OBEE 16.1 Mol
P U YIS X PEIRBEEATEBLT B W R B 16.1.1 RS
%o YHBFHEWAKRBRTRIBASATV S, [22 BT REW G 2 A 8 (20000 1) W AH % 447 O W1
B YFIMLS (v ¥a oy L B ALY & Lfﬁ"327mg)?")1
9.1.2 BAEHL AR OIRS - RRRZEN & 5N BBE HIEL GIIAT L 7= R SABR= 5517 5 IR 47 4 =
FEFI L7000 S & A Lo (RINBEAT RSN | PEDEDEDD T
Hoa y ARG RV B, T18%) 253 & Conx Tonax AUCo
R e ST (ng/mL) (h) (ng * h/mL)
9.5 1118 %5 0.17+0.27 36=*22 22+37
: 238 H (n=25) (n=12) (n=25)

Wl SRR L TV BT RETED & 2 kI, hf L

O FRIEAGIRIL £ 1% & HIEE 15312 00 B A I B, P
53528, BWERT Y b &T&%f%%ﬁL e 095+ 017 26220 08718
- g:ﬁi‘i‘%é“ﬂ%”o 6:8 H (n=25) (n=11) (n=25)
. M +SD
L DA YR ORI RO AR E EE L, B can
@%ﬁ GPIEERET A 2 L, BIWER(S b 16.3 45
B FHG)IBW T, AHPICBATT 2 2 LA S In vitrofBUC B0 T, YT EH=Y AR OL MiLKES &
ncwal, N7 FEAEIZ20~2000ng/mL (7 V) — KI5 O T
34.8~378%Tdh > 72V,
9.7 MR 16.4 &3
N=E = T HG - o )
mﬁfﬁ®dﬁ s % it & L7 EIN R R G L T AL D 7 V1= 2 S0 e (LR
T, IR K B 2 & 2 BT F U ETH ). CYP2D6
B——— JOCYP3ALS & 2 BALRH S 552 2 ARSI TV 5,
- BITFA ) ) VUM WG 2 T S k% & 3 2 28 H I A4 5 s8R\ C
KOG D SDNL Z LHiHLOT, BT 157 Wt S RAWIE, MASRC & 2B F LR O 7 1
T, Bl ongaicild&kszhik3 %% kl[ﬁ RYFV Y FNBOER., CYPIZ X %KL, K{biko
YRRBRTD 2 L, BiKIC & 2 REHLE O 7 ) & o Fad OSHEO KU DL

HhETERT S LHE SNz, Tz, RRBRITBIT D RE
AR, Bl F VAR B O Z OB OACEHY O E G % Wad L 72k R
MAE R IR O ERHW BT F VETH B LS h7z,



16.5 Bttt
UCKE#ARZ 7 v MCHEIBZ TS L7z & & Bk kol
BFAE D RIR I3 F - FeA8IF 1] F TR M ' I D el 22 &
i S 7z (B 512 1681 R O HRE S SR @ #954%. e - fy
45%)
RSV 2 e B 2 1 R & L C28 H MM\ SR S A L
728 E OREALBIRPIEIERI. 05% KM TH - 729,

17. BRERRIE

171 FAMRURLMICEET 555

17.1.1 S MBS
HDSS® AI3LL E A2 KW OFEF EmAs & D 1250mgbh 1
DIEFVEN 2 TR B (13 ~T721%) 2 W12, AHI
HH % 1 H 1IN OISR » T 1 L5306 %A L7z,
FEEHIE H (AR TR OHDSSHA 1 2 TH 0 . ek
THOMEHAFBITERON—2 T4 » L DHA05UT
DRI OB E) I ARHBET3.9% (76/14161) . FEH BT
36.4% (51/14061) TH H . ARHTHE (p=0.003) IZFHE T
HoT2
RIVE S BUSE RS 13 AR HI B T16.3% (23/14161) Tdh - 720 T
TR S A B 8 926.4% (9/141451) « 3 HI SR A 4L
BE5.7% (8/14141) J U F FBAL 2 5 3 1%2.1% (3/14141) T
}) D 7:4)0
7E)HDSS : Hyperhidrosis disease severity scale (%11

SEHEE B AN )

17.1.2 FE N HERAR SR
85 AR L gk 2 52 7 L 22 SR PR % 2 1T ;R (137~
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Hoss AL 22/7120/ 16661, (E1E/H0/16661. HARAT118/16661. #HH#79/166

B, (EIERTRTR16/16661. B EZER58/166M0. HEEEH3/1666]. LEA;

5/166f

E) ARINOHEERED.

(ERRRRE)
17.1.4 EINEE MEHER

EN 195 % TR PE O _EREEERE 10962 MR E LTERLL T

FEAMB_EEREERBICBWT, FAE I T IER (Fheh

ORBICHIE) #EBMOBRMICHSG LizL &, FEFEE THSFH

fioModified Ashworth Scale (MAS : #E#ED B &\ % 6B B TRFM)

OELEICED B TEE (FHE - FEERZE) &, TROLEBY

THY . KERAOBEMBECB T IR T 22N aEEEN

Booni (p<0.00l. tHE) 1,

D) AFNI2A0BMBEE ISOBMBZRE L. ZNZPNTOREZHEE L7z,
ARAI2A0BALEE - FEAET. FaBE R O RHERETR 75 1 240861 %
5 (BHERIETICRHEA e W I3 &1 T B K OV -4 B 6 R A B 12 200
B2 1% 5)
ARAISORALEE © FEAET. FaBEI & O RHERETR 5 12 1508 %2
5 (BRI IRHED e WIB A X F R K O FHE B i AR EE 12120

B 21%5)
FADOEGE| 75 urE | AAISORME| 75 i
(514) (265) (2145 (1145
MASOE( &
12 55 < B |-10.397:+8.9313| -3.567+4.7189 |-10.0367.7743| -6.227+8.6584
ErER
FoeREDE .83 73.808
[95% 248 < ] [-10.567,-3.093] [-9.950, 2.333]
DiE <0.001 -
7B, BFMEEICS 5 EEEOMASOEREIE RO EB 0 Th -1
MAS MASE(LR
KADAORAE| 75 e AR | AADAOEE FoeaE | PE
[95% S A<
. | 331%0.49 3272042 B B
8586 (26)
e | 200082 [3.040.59] 0.6620.745 [ 0.3£0.80 043
= (51) (26) (1) 26 | -0.74, 0.1
172,260,885 |2.79£0.724| -1.05%0.912 | 0.880.671|  0.57
BS4ER) (o)) (26) (51) 6) | 1097, -0.17)
20720869 | 2.9820.78| 1.1520.931 | -0.9%0.560] 0.8
BS6ER| ) (26) (49) 6) | 126, -0.47]
—172.32£0.914 | 2.94£0.838 | -1.0120.970| 0.3520.599| 0.6
B8ER| T ) (24) (48) 24 | [L09, -0.22]
12.51£0.89 | 3.08+0.640| -0.83£0.842 | 0.20£0.408|  -0.63
BSR4 (25) (47) (25) | 1-0.99, -0.27)
HAUSORAE| 75 eAR | AAISOEE Foeap | PE
[959%(E ]
. | 33350483 [3.1820.406] B B
A5l (1) (1)

[ 2.48820.915 | 2.6820.845 | -0.86%0.777 | -0.50£0.742| 0.3
RELER| ) (1) Q1) ) | 094 022
12,450,893 |2.45£1.214| 0.88=0.740| 0.73£L.009|  -0.15
B4R ) (1) Q1) ) | o, 0.4
1 2.38%0.907 | 2,50+ 1.162| 0.95+0.789| 0.68+0.9%|  0.27
Bsolk) ) (1) 1) 1) | 0.9, 037
g | 200 2,650,556 0.9920.854 [ 0.50£0.72 | 043

= (1) (1) ) | 107, 020
o 12.6221.071 |2.91£0.831| 0.71£0.845 | 0.27£0.647| 0.4
BSLER ) (1) Q1) 1) | 104, 0.15]

THEERERE (FI5)

Flo. ZEERBICEIESHVCHER TN TART 2 REZG LzLED

BREEICBIT 5 FHESTOMASOHEBIITEDO EBD TH -1z,

H2) FREN. TR O BIEREEMEREIC 2408 M 215 (RIERIEIC
FEREAS 72 WG A S FRAEN N O F BRI ENE AT B I 20001 % 4% 5.)

R E] 2[EH 3EE
5l 2.89%0.720 (97) |2.57£0.696 (77)|2.50£0.652 (48)
#548%  |1.85%0.843 (96) |1.69+0.835 (77)|1.86+0.608 (48)
#%58#8%  [1.93£0.940 (95)|1.88+0.825 (75)|1.89+0.714 (47)
%5128  |2.22+0.903 (92)]2.2040.780 (74)]2.06+0.784 (47)

Tl AR (B0
KRGS SNI-LREFNC B 2 BIfEARBEBEEIX16% (17/1066]) TH
S77o EREIWERIE. MMAPCKEM3% (3/10661). HESE2% (2/10641)
FAYHEEE2% (2/1066) TH -7

17.1.5 ENEE M1EHER
E N40HE R T2 B DR LSRG B E 12401 2 R E L TER LS
T ARANBEEEREEFBRICB VLT, FEM00EA, ik, 2408 %O

9-

TS REV B EROFERBICREG L& &, FEHMEEE TH 51546

SERC B BB OMASICES S LARY =R (MASZ I 7 HR—

A4 6L EHIHD L HBEEOHE) L. FTEOLEBVTHD,

AREA0BIEE (NEASTEARAC 7T R) ICHAKREI00AIRE (RIS

JRAREEIC1608)L) TR -2,

EL) AHNFA00BENBEE 240 BB ZRRE L. TN ENLIROHREHE Lz,
AAIA00B(IBE : I BIEREASREIC 1608, FRSKRY (Bisz &)
FIEREEAEIC 240 2 185 (IS5 824008 (7)

AEI2408 (7R - HEASEMHEIC TS A, FESRY (BEx &)
FIERAEIR AR IC 2408 255 (R 5 2408117)

AH00BAIRE | AHI240H(IE
(6141) (63f1)
MASIZET L L AR Y & —% 68.9% 50.8%
(VAR &—fifg) = (42) (32)
B2 18.1%
[95%fE #EX [H]] (1.1, 35.0]

F2) —EEMHHORS6ER
nB. FiHARICB I A2HESOMASE(LBOHERIITROLBD T
Holze

. BEE
ATHIA00RAZEE [95%(E X ]
MAS [EH(E (Fi5)] ®

‘5 [ 416D | 41(3) |

MASZ(LE [FEEFEFIEEERE (Fi50] =

ANAI2408 AT ¥

-0.48

B 528%

-1.07+0.102 (60)

-0.59+0.089 (63)

-0.75,

HBE5408%

-1.12+0.110 (59)

-0.70+0.097 (63)

-0.42 [-0.71,

H561E%

-1.09+0.128 (59)

-0.71%0.107 (63)

#5128%

-0.61£0.101 (57)

-0.35+0.072 (60)

[

[
-0.37 [-0.71,
-0.27 [-0.51,

#E3) MASZa 700, 1,
TEF
AEEPIE R PO EEX L, BERE, SRS, ER T
MEF DO ENEM HESIOMASAI T DR—=2F 1 Ul KO,
IHBAEIOMAS A I 7 DR— 25 A 1l & 3k s DS EAEF % EE
&R & L7zmixed model for repeated measuresz iV CHEH

o, ZEEBRBICSI SRV TIFERT AR 2 RERE LIz &0

FHREEICHB T 2 HEEHOMASELBOMEBIITEDO LB TH -7z,

E5) MBIET. FREIRY (RE2&t) FREBMEMR. RO BN,
TREAEi O NER - PFER I & EH00 ML % 385

1+, 2, 3, 4dEnZho, 1, 2,

4

\ EE \ 2mH \ 3mE
MASZHLE [SFHME+EEsE (k)] =
58 [-0.4+0.55 (116) [-0.5+0.54 (109) | -0.6%0.56 (81)
528 | -1.4%0.88 (115) | -1.4+1.08 (109) | -1.3%0.97 (80)
#54E% |-1.520.95 (113) | -1.4%1.16 (103) | -1.4%0.93 (81)
#5605 |-1.320.99 (115) | -1.3%1.12 (103) | -1.4%1.06 (81)
%5128 [-0.8£0.92 (113) [-0.9+0.89 (108) | -1.1£0.94 (81)

F6) R—254 U 60EE (MASZa7D0, 1, 1+, 2, 3,
neno, 1, 2, 3, 4, 5& LTHEED

KA E S NI RRERNIC B 2EIERHABUREIX2% (2/12461) TH -7z
Z DOPERRIE FIE R <1% (1/1240]) GEHERAIER<1% (1/12461) T -7z,
(TirziE)
17.1.6 BRI MAEEER
E P 19MER TR AR O B TR R R 1200 2 R & L CEE L7
T ARMBEEREREICB VT RHBOVBAI LT T R EER
DERAFICHREG Lc & & EHEFHEIHE T 5 REEOMASOZ(LEIC
B W FEE CPEOELEERE) 3 FAR-8.513+6.6904,
75 ARRE-5.085%6.6496. KA E T T ARBOFGEDEE ZD5%
fEHEXHI3-3.428 [-5.841, -1.016] TH V. KRABICBW TS T RE
IS BRI EN A ERESRO 5Nz (p=0.006. tHE) 17,
5B, ZFHARSRICH T 5 BB OMASOEERITTROLEBY Th o7z,

MAS MASZ/{L&

ARE | TICAR | KA | TR [%O/fgﬁ;faraﬂ

+ +
R 3.28@80).451 3.24(g2()).432 _ _ _
51 2.67(?).787 2.72(220).838 70.61;()).675 70.5%;()).765 [_0.3%5):03'17}
AR 2.40(;5)).828 2,81(4;20).785 -0.85(354:6()).687 -0.4?:2()).718 [70.7-10’.43).20]
BE6EE 2.35(?70).829 2.78(20).804 70.91;()).733 70.43515).712 [70.7*3.4750.18]
S 2.45(4;3.735 2.82(210).758 70‘8?54:4()).660 70.4?;_1()).676 [_0.5;50,.43)_15]
BB 2.70(4;:)).866 2.84(;0).750 —0.5?;?.685 —0.4(2;:15).583 [70&8:1(5)08]

FHEERERE ()

o, ZEERIICTI SRV COEER T CAAB A 2 RIERS Lz &
ZOEEGENCB T 5 REBOMASOELIE TROEB D TH -7,



1= E 2[EH 3EE
B5ET 2.91420.694 (107)] 2.45+0.618 (92) | 2.41+0.593 (58)
#e548% [1.95+£0.699 (105)|1.76+0.643 (91) | 1.85+0.635 (58)
#5588 [1.95+0.636 (103)|1.88+0.631 (89) | 1.87+0.502 (55)
#%512i8% |2.23+0.730 (104)] 2.09+0.712 (88) | 1.90+0.556 (55)

SEE AR RE (150
REIE G SNz 2EFIC BT 2 BIFERAFEBUAEIX16% (18/11561) <o
S7z. ERBEIWER. EEEAIERE3% (4/11561) . #%3% (3/11561).
FFHEEERT2% (2/1156) TH -7z,

QFEUEDINRRIMEREEEICH T 5 TRERICHESRE)

17.1.7 /@955 MABEER
BNMERL TR EORBEET H/NEMERREESICB T 5 THEREE
HWREUTEBLEERABRICB LT, AHZRE SN 2FEHICHE T
HEWERFBSEE X31% (67/21561) TH->7-. FRENEMAIX. EEI%
(20721561) . FREDER2% (5/21561) . FEOBA2% (5/21561). &5
DRES12% (4/215() TH-7z. [9.7.1%H8]

(EEDRFEMMESTIE)

17.1.8 BN M1EHER
BN 14 TRARFBERE ZTERE 1526002 MR s LTERLLE TS
T ARAMNBEEERLEERBRICBWT. FIED - 0 AFS0RMAIZ T Tt
REEHOEA (10~15»F) ICEAFES L&, FEFHMEETH S
BELEBOEEBHERICLARITERBO L AR F—RE T, FROL
BOTHD., 7T RBEEHARRBCRETENICERICE,P 72 (p<
0.001. FisherE#ErEREE) ¥,
El) VARYVY =R R=—2A5 4 2 B L THEEOFERTEED

50%LL B LTWw 2 1ERE OEIE

LAKY F—R B @
AASOM(IEE | 7oL ARE | [95%EmxE] | Do

e AN 50.2

BE4E% | 96.2 (75/78) | 45.9 (34/74) 1331, 62.3] <0.001

VARV F—=FR (%) (VAR & -5/ G120
pf# : Fisherd E#RERBE

/o, ZEHERHICEI ROV CIHFER T THIRE &7 D RAIS08AL %255
Lizk &, BREGEBROERBAITEICLARTERDO L ARV ¥ —RIL,
93.9% (93/99) TH -7z,
AEN &G S NI REGNC BT 2 BIERFRBSEE 2% (3/14461) TH->
Too ZOMERIE. REMFET2% (3/14461). PURTE<1% (1/14461) Td
272,

(RIHR)

17.1.9 EINEE MAEEHER
EHN135E5% T 12 EO/NRR OB AACERHRBEALF 2 MR & L CEH
U 7= R FREH M S LB R I B LW T, WIEHRSE & U TISRA
Bz DAH.25~5. 08 ZHE Lz (FABRITRBRELZ RS ET%E
BR), FEHMHEE CTHHHE54E%OEERMICB T 2R8HEA ERER
WAL ERSEADOTEME (FYRLIF TS M) —, BTRPD)] OR—2
FTAUPEOENRIE. TROEBY TH Y. HEHTOFHRAH20PDEL
E50PDRIEOHERE B T 1L AR & L ANARRISBETRENERIC
B Uiz BERTOFHE AN 10PDLL_ E20PDAIHOHEREE Tld. A&
BICBLWTIR=Z2F1 V25 0HEADED A SNz,

=i

REHOD | e | EOREE OBEE
g | POF | BEE | BSSERT o e | PF
LER [16.17£2.754 (3)] 2.33%6.602 (3) - -
10PDELE | 1.25HSRE| 15,004 1.414 (4) |-7.50+7.141 (4) 8 0.091
. [-21.81, 2.14]
20PD# o0
2.5H{TEE| 15.1742.930 (3) |-3.7542.475 (2) .39, 8.2 0.338
HEIRERE |33.7548.760 (10)|-0.55+2.291 (10) - -
20PDBLL |2.58548 [30.55%6.166 (10) |-13.40215.105 (10) 128 0.031
: [-24.46,-1.24]
SOPDANE 16,72
5. 08U |35.2749.152 (1) |-17.2715.476 (11) (28.065.38 |0

H) R=25 41 Vho0ZEtE
FEA (PD) @ FoEFERE (F15)
SR FEHXE K U pEIFFEATOME7EZER L CEH (Fishero
LSD#:)
Fiz. M TINIRH 72 0 AFIL.25~5. 0825 Lz & &, FREl
TICTFHA L 72 5% 5 4B O EERMICB I 2RHEADR—ZA 514 V5
DOZELEIZ. BERIOFE AN 10PDLL_E20PDARE D #EE B T-5.40+
4.814 (56). 20PDLL_ES0PDAKIH O #5% % @ <-10.95£6.950 (10f1) <
Holz.
A% G S NI REFNC BT 2 BIERAFRBEEI327% (11/4161) TH
o7z FBWERIE. IREBTNEL7% (7/4161) . HH5% (2/4141) . R
5% (2/4161) TH -7z, [9.7.150]

(EEMUEREEE)

17.1.10 EASE I/ MEER
EN8E sk CHERE R ORI E B IOV TEE I NE
I/ MAEERRBEOHRIITREOLE B TH 5,

-10-

WIRELE SRR E BE 200 2 W R & L 7 7 b AN - EE R HER
BRICB VLT, ARFR.SEMXIET TR %2 HOFRBEREB RS L&
&, FEAEE THHEHABOREE—THOR-ATI/ V5D
ZILBIETEOEBOTHY. 7Tt RBEE HANKABRECRETZNICER
BESRD SN (p=0.0148, HAFEFH). 7. BIXFHHEETH
%Voice Handicap Index (VHI) &5t 227 O%RE4HEZDON—ZF A
VHRODOEMNBIETROEBDTHY . 7T REL AKRHIB CUEME
mPRD 5Nz,

ARFIEE (1140
B5R | 548%™
11.146.25| -3.6%7.97
20.5+4.27| -7.0+8.04
19.7+5.57| -7.3+7.64
SAOHRER]19.24£4.51 | -7.0£7.63
VHI® A3t 227 |78.5+18.86|-24.0+31.94
SEHE + fE i
Hl) R=254 P o60E(LE
H2) R=2T54 VEEHERE LSBT ET LICED L,
E3) HEDBAREZ HFETICEEPRD & N3 A O FHlE A
L. #OHhREZAREEE L CEFEFMEEOME L THW .
) FEREOESGVICET 5300 HEM % #iEkE 55 2 SE M CRME L 7z.

Frz. ZEEBRBICE &V TR AISUSHE B O BERERBIC I DO/ 7
DARFIL.25~2. 5B A IEER N CRELLLE, BEBLABOREE—T
BEOVHIGE A a7 0ZLE (PHfE£EERZE) &, —E5RHICE
B2 BE SN HBRE ICB W T ERS1EF-6.4+8. 13K 1U-25.4£32.91
(9B1) . FE#H52EE-6.4+£8.52K% 016.0+22.99 (76l) TH -7z
TRREEERERERE 2 2 R E L IEEHARICB W T, KA5.0
BT % RO BERIFHICKRE LIz & TNTNOHEBREICE TSN
— 254 VEOBREE—IHIISROTTH V.. HE54EROELRIZ-2K
Sl ThH-o7,
WNELRDE S R R RERE CAA 2 B 5 SN EMICB T 2 BER S
AR 1381.8% (18/22(f) TH-7z. EREIERAIZ. FEREETT.3%
(17/2261) . BETRFEE40.9% (9/2261) TH -7z,
SVERBURE S M F S [ R TAH 2 15 S N &SERNC B 2 BRI #H
SERE1350.0% (1/26]) TH . HEBRENSIFIEED 5Nz,

GBIEEIEEHL)

17.1.11 BERSEDIEHER
[EIN535 5% CEEFIRE CHRAT 75 ISBEE IR E S 2 LB GBIE B S
BEEEE 248061 %R E LTEM L2 7 I b AMBEEMLERBICB T,
KAN00BNI XIE T T2 R 2 PRI D207 FHICDE L TIRE Uiz, BEEEE
51~3HRTE CICMEROEB S Z/IG L. GBS 551 ~3HBK L7z,
FEFMEE THD1IHH 72D OREZERIFOESI12EBOR—Z T A >
POEOEBOBHMEIITROEBYTHY. I RBELAEKHBT
MEFEICAERICHE LY, BIKFHMEIEE Ch21HH 2D OREE
BEEIEL. BEREIZR CVREMERRAZREBIETROEBD TH o7,

7T AR (114)

BEH | B54E%™
11.6%6.34] -0.5+3.91
21.5+5.91] 0.2+1.66
2.146.49] -0.1+1.87
21.346.18] -0.2+1.54
72.5+16.63|-5.311.37

Z{LBORRE
[95% AR FH]
3.3 [-8.4, 7]
7.2 [12.5, -1.8]
6.9 [12.0, -L1.7)
6.5 [-11.6, -1.4]
-15.7 [-36.4, 5.0]

FiliE]
il 2
i3

JaNE Ik

ARAEE TR ELBORHE
bfEHIX
pow | msER | Bew | BeEE [95@;{;3:&5]
BB00 | 701472 | 360ADIT | 6103386 | 5.35455 | 1742{61 .
K| Ad4a, .
PR (124) (122) (124) (122) 5<0.001
;‘gg\gg DSEATED | STIATI3 | OSHLITS | 8475060 | 312231 .
S| 12 (122 (124) (12 e
3 -
BB00 | 2203712 10,233 64| 12722333 | 33981 | ) 2';'4?() »
HREH | (14) (122 (124) 2 |
B0 212
6.56:+4.722 | 3.43+4.217 | 5.7143.535 | 5.05+4.13]
YhapHR S
ﬂh:mi;f (124 (122 (124) P

Pl ARERE (B0

E1) BERZE. SBEERE K OpEIZHREE, FHiikS, X—ZXF1 »
B, Mg, HEHEFMREROREER. RUORN—2F 1 VELET
i B s D2 ELAR F & B RE 853 & L 7zmixed model for repeated
measures® AWV THEM, 1HH7 0 ORBYHEEEL KR OIH» 72
D OFFFREFIEINR— 2T A > OYIEFERIEEE . (100 L3 IZ9MH
BIFR) »EEZRICED zmixed model for repeated measures
ZRWTEH

KHE 25 SN/ 2EMNICB T 5 EIERFHBEEEI1325% (59/23261) <
Hotze ERBERIE. RIBEGET% (17/23261) . HEREEE6% (14/232
Bl) . FRIREIM6% (14/232f). REAS% (12/232(l) ThH-oiz. 725,
CEERHORBBICB I 2EEERORAOFRESEIX6% (7/124/1)
TH Y. REASIIFRREHEIND 72 0 1EERE) % Bigs U 72 5B D& 4136%
(7/12461) TH-7z0
F2) FRREH3S0mLI EDBE, XIEFERE200mLE E350mLA T TH
HAERADH 0 . ABESER AT &KW LS ICER A2 BR T
&L,



(HBRREMERER)

17.1.12 BRSE MABER
E N 125 3% T BEE BB TR RAR 7 XIS BEAAIAE 20 S 70 W R g R
FEREERE G 20 R e UCER L 7St A EgMmtERRIcBL
T\ AAFR00BAI G T T R ZHERH D307 FHCHEI L CH/RE Lz, 1A
B S ~3HAE TICHEEORS #HiA L. GBRER 5% ~3H Rk
W Lizo 7272 L. IREEERD B 5 LS NIZGE I B aiiEE s
BEBEL SSHBL LRI SR L. IRBRIRESHIHMD Lk Lz, &
FIHEEE Ch S 1HH 72 D ORKEZEEHOBEGOHABDOR—ZT A 5
OELBOBREEITROEBOTHY ., IR & AKFR clE
RO SNz,

AHIR A ECBORMZE
BEE | BE50ER | B5H | B568% | [H%EERE] Y
1B 720D |3.91£2.034|0.79+1.098 | 5.17+2.626 | 4.90+4.987 -3.02
FRREEEH (11) (11) (10) (10) [-5.85, -0.19]

FHEE - RERE (%)

D) BEZERUS%EHEXEISREE, RN, N—2 71 VE, &%
ERE LM S ORANER RUONR—A T4 VMEE RSO E
e #EEMR L Lzmixed model for repeated measures# F
WTHEH

KA %G5 SN 2REFNCH T SEIEFAFEIEEIE% (1/216]) Tho.
REDIFICRD 6NTz. BB, ZEERBORFBICBIT 2EEHERD
FREADFHEBEE 139% (1/114]) TH Y. RERFEBRICEFRO A TER
SENTWBNIEERICRED 720 ICERE 2B L7z,
F2) FERREH3S0MLI EDBE, XIFFERE200mLE E350mLATH
HIERAH 0 REBIESER AT &K UGS IR G T
BT & U (BROMBEREIC X VERZ BE TSR WIERE Tl
IREHE YRR SN S KT U2 B e IC R AR T 22L& L),
17.1.13 /BN E MAEHER
L1000 3% CELRIAE CRIEA 9 I BEEIRE A TE S 72 LA MR
HBERE R EAL6H 2 1R & UTER L 751 AR ZE M s I
BWT, FHIBOOBAIEY, 200847 ik 75+ R 2 HERF D307 A 5 &
LG L7, IR S3HETE CICMEEOR G 2RI L. IABRER
S#%3HMDL ERkEE L 7ze 7272 L. RSB B 5 LM S N 51T
T 72 TSR 2 ARSI S5 H R DL ERTA S BAtA L. IGEERIR 543 H ML
bRk L 7o EEFMIEE Td 5 LA D 72 D OREZEEH OB S56EE D
R=Z2F5A4 VP EOEBOHEZEITEDEBY THY, I REL
HARAKAIE CHREFENICERICHE L,
*1) ARNORHE

FALEE TR ELRORHE

BEH | REGEE | RSN | B56H [%T@?E]

LAE®H-0DD(32.3£22.76 | 11.2£19.79 | 28.3£15.82| 19.4£17.35 13 12‘2?5 o)
REEEEH (135) (135) (149) (149) AN
p<0.001

TPHEIRERE (B

E2) BRIz, BUEERERUDEEINR-RAT A VE2HER., B5E.
HANBOFERESR (BHEEXIIZHREE(LE) . A7) —=27
RO YEOBHAOBEEREEREEEMZRTF & Uil
SITETIVEBEWTCEL

ARA200 BN BEOREE2RIC BT S BIEFAFFAEI31.1% (42/13564])
TH - 720 ERBINERIE. FRE20.0% (27/13561) « FREGEEGLS . 2% (7/13541)
Tholco BB, ZEERHOARF00EMAEICE T 2HEEREROREAD
FISAE1320.0% (27/13561) TH V. RERFIBRICERZER LTV
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1.9 —RRMBMHIHREIXE
1.9.1 INN
glycopyrronium tosylate (INNM)

1.9.2 JAN
TEIRSH O —MHIZ TR DN T (FRELA A fF FAIREI0109H 15 B4 BHESR - £
IR ERER R EEFEREEN) | [CLY, UTo ko IcED b,

JAN (AA%) : 7V ava =7 A F I VBEKIY)
JAN (#44) : Glycopyrronium Tosilate Hydrate
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FERLICOW TR, TEHESH O — AL FROBH NI OWT CERk 18 23 A 31 HIE
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HikE T 301-3-A3
JAN (HA4%) : _v hJ R4y MEREKFY
JAN (3% 44) : Berotralstat Hydrochloride Hydrate

CN

e 2HCI * H,0

C30H26F4NgO « 2HCI « H,O

137 2/ AF YT = = LN-G-{(1R)-(B3-> T /) 7 = =) (V7 R T E A F YT R S| A FI-2-7

NFA BT 2= ))3-( ) T AF R RTFNIH-ET Y =5 RX T IR IR K

1-[3-(Aminomethyl)phenyl]-N-(5-{(1R)-(3-cyanophenyl)[(cyclopropylmethyl)amino]methyl} -2-fluorophenyl)-

3-(trifluoromethyl)-1H-pyrazole-5-carboxamide dihydrochloride monohydrate



(BIZ£ 2) INN T S -t B OB EICE T 5 ESE L — R4 7
Rk 18 523 A 31 HIEEEA T 0331001 5 /FA 57 @4 R 3 AN AR S B K maooR7 53k 2)

kA5 30-6-Bl4
JAN (AAR%Z) : TEI/OL R (GEfG )
JAN (J& 4) : Abicipar Pegol (Genetical Recombination)

72 BREEA

GSDLDKKLLE AARAGQDDEV RILMANGADV NARDSTGWTP LHLAAPWGHP
EIVEVLLKNG ADVNAADFQG WTPLHLAAAV GHLEIVEVLL KYGADVNAQD
KEFGKTAFDIS IDNGNEDLAE ILQKAAGGGS GGGSC

C135 : PEGALER(T

RYZF L7 a—LoiEakEk
(0] O
O\L/\ N )v
-
HsC o] N bws*—Cys

*CysEREDHERT
Ce17Ho6oN 173019082 (& > 737 'EHEH47)

TEI L RAVEPEGIL SN BIE Rz Z X7 (& 59 34,0000 THY, b MILENE
A EEsER - A (VEGF-A) [ZFEAT27 0% ) v B— MEEZHETDH. XU T EESE, 13507
BRI D2V, C K Cys (2 PEG (41 @ £920,000) 280 I —%2 L TREGLTWS.

Abicipar Pegol is a pegylated recombinant protein (molecular weight: ca. 34,000) containing ankyrin repeats binding
to human vascular endothelial growth factor A (VEGF-A). The protein moiety consists of 135 amino acid residues,

and a PEG (average molecular weight: ca. 20,000) is attached to the C-terminal Cys via a linker.
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JAN (HARAK) : A A7V I UHEReE
JAN (J% 4) : Imeglimin Hydrochloride

H CHs

C¢H 3N « HCI
(6R)-N>N*6- U AF)L-36-0 8 Ru-135-hU 7V 024-U7 I —iEE

(6R)-N?,N?,6-Trimethyl-3,6-dihydro-1,3,5-triazine-2,4-diamine monohydrochloride



BEE

301-2-B7

JAN (HA%) : =vFr~7 (BEHHiRz)
JAN (¥ 44) : Evinacumab (Genetical Recombination)

7 X BRSO ANVT ¢ RS

L 4

DIOMTQSPST

ASSLESGVPS

GTKLEIKRTV

DNALQSGNSQ

LSSPVTKSEN

H &4

EVOLVESGGG

ISGDGGSTYY

RNTIFGVVIP

LGCLVKDYEP

SLGTKTYTCN

PKPKDTLMIS

QFNSTYRVVS

EPQVYTLPPS

PPVLDSDGSF

LGK

HE#HEl : #0mie m 7 v I g H8{N303 : BESHRS & ; H $H K453 -
L& C214—H#4C140, HH{C232 - H$4C232, HE4 C235-H #4C235 :

LSASVGDRVT

RESGSGSGTE

AAPSVFEIFPP

ESVTEQDSKD

RGEC

VIQPGGSLRL

ADSVKGRFTI

DAFDIWGOGT

EPVTVSWNSG

VDHKPSNTKV

RTPEVTCVVV

VLTVLHQODWL

ITCRASQSIR

SWLAWYQQKP

FTLTISSLQP

SDEQLKSGTA

STYSLSSTLT

SCAASGFTED

DDFATYYCQQ

SVVCLLNNEY

LSKADYEKHK

DYAMNWVROG

GKAPKLLIYK

YNSYSYTEGO

PREAKVQWKV

VYACEVTHQG

PGKGLEWVSA

SRDNSKNSLY

MVTVSSASTK

ALTSGVHTFP

DKRVESKYGP

DVSQEDPEVQ

NGKEYKCKVS

LOMNSLRAED

GPSVFPLAPC

AVLOSSGLYS

PCPPCPAPEF

FNWYVDGVEV

NKGLPSSIEK

QEEMTKNQVS LTCLVKGEFYP SDIAVEWESN

FLYSRLTVDK SRWQEGNVES CSVMHEALHN

TAFFYCAKDL

SRSTSESTAA

LSSVVTVPSS

LGGPSVFEFLEP

HNAKTKPREE

TISKAKGOPR

GOPENNYKTT

HYTOKSLSLS

B N D= s A/
AT 4 FEEE
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Fuc(a.1-6)
(B1-4)GIeNAG(B1-2)Man(c1-6)
Gal, , Man(B1-4)GlcNAG(31-4) GicNAC
(B1-4)AcNAC(B1-2)Man(a.1-3)

Co430Ho992N171602042846 (5 > /X7 ER Gy, 4 AREH)
H#H  C203H3303N5810684817
L#H  Cio37H1607N2770337S6

TEF I, B hT USRI TF AL R0 3 (ANGPTL3) (249 Difn 4z & b IgG4 £
7 a—FNAHURTH Y, HEH 234 FHDOT I/ WEFRIEN Pro ICE#AI N TS, =87 ~71%, F¥
A == ANLAF =PRI LV EEESND. =B F 7~ 70, 453 O 7T 2 VBRI H 725 HEH (v4
B2 AR WO 214 HOT X/ WRFREN G725 L (« 81) 2 A THER SNV D KE S 37 8 (GrF 5K 149,000)
Thb.

Evinacumab is a recombinant human IgG4 monoclonal antibody against human angiopoietin-like 3 (ANGPTL3),
whose amino acid residue at position 234 is substituted by Pro in the H-chain. Evinacumab is produced in Chinese
hamster ovary cells. Evinacumab is a glycoprotein (molecular weight: ca. 149,000) composed of 2 H-chains (y4-chains)

consisting of 453 amino acid residues each and 2 L-chains (k-chains) consisting of 214 amino acid residues each.
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JAN (¥ 44) : Esketamine Hydrochloride

* HCI

I
CHj,

C13H16CINO - HCI

H

=

(28)2-2-7 BT 2 =)W)2(ATF T I ) rua~kt s i

(285)-2-(2-Chlorophenyl)-2-(methylamino)cyclohexanone monohydrochloride
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JAN (AAR%L) : A V<)L h—25 8k
JAN (Z  44) : Ferric Derisomaltose
FCX(CsHl105[C6H1005]aC6H1305)y

FRlb s gk RV [a-D-Z Va3 T ) 2 Il(1-6)]-D-7 /Ly h—/L L OBEEIR

Poly[a-D-glucopyranosyl-(1—6)]-D-glucitol complex of iron(I1I) oxide
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JAN (¥ 4) : Glycopyrronium Tosilate Hydrate

G
[:::> OH CH, HaC
RUBBEMER

Ci19H2sNO3 *+ C7H;03S - H>O

(BRS)-3-[(2SR)-(2-> 7 a0~ F L2k Ru X 2-T7 2= AT v FINAFVI]LI-PAFAER Y Do-l-A
Ul (4 A TF IR A VIR ) — K i)

(3RS)-3-[(2SR)-(2-Cyclopentyl-2-hydroxy-2-phenylacetyl)oxy]-1,1-dimethylpyrrolidin-1-ium

mono(4-methylbenzenesulfonate) monohydrate



ik 301-3-BS
JAN (HARA) : A B LT T AV VEEREEKFY
JAN (¥ 44) : Omecamtiv Mecarbil Hydrochloride Hydrate

| P /M\ N\N/J e 2HCI * H,0

C20H24FN503 N 2HC1 * Hzo

4[(2-T7 VA B 3A[N-(6-A FILE Y D03 A NANREANV]T X VT 2 =N AFNERT D o-1-H b
RUFEATF IV TR — KT

Methyl 4-[(2-fluoro-3-{[N-(6-methylpyridin-3-yl)carbamoyl]amino} phenyl)methyl|piperazine-1-carboxylate
dihydrochloride monohydrate
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JAN (HAA) : "RAZ~F=7F ~J U LKMY)
JAN (¥ 44) : Fostamatinib Sodium Hydrate

||DO3N32
(@]
\T F
(@] N N H
| DN | AN
H3C o = N_ N . 6H.O
HsC Y 2
HN (0]
“CH,4
O/CHB
(@]
“CHs

C23H24FN6N3209P ° 6H20

U UPB6-{[5-7 VAP 2-345- R A FFLT =0 VBV IV A AT R 122-PAF L34 F V-
23-UE REAH-EY RB2-b|[LA]4FH P d-A /NAF LT F MU A SAFY

Disodium (6-{[5-fluoro-2-(3,4,5-trimethoxyanilino)pyrimidin-4-yl]Jamino}-2,2-dimethyl-3-o0x0-2,3-dihydro-
4H-pyrido[3,2-b][1,4]oxazin-4-yl)methyl phosphate hexahydrate
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JAN (HA4%L) : =25 ha— /LKy
JAN (¥ 44) : Estetrol Hydrate

CisH2404 * H2O

T A K7-1,3,510)- kU £ 2-3,150,160,17p-7 b —/  —/KFi¥

Estra-1,3,5(10)-triene-3,15a,16a,17B-tetrol monohydrate

¥ JAN LANOTE®RIZ, 2B L LTHRELE L,
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(3RS)-3-[(2SR)-(2-Cyclopentyl-2-hydroxy-2-phenylacetyl)oxy]-1,1-
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