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Daiichi-Sankyo

EVOXAC® Capsules

(cevimeline hydrochloride)

DESCRIFTION
G Is cis-2" {1 i [2.2.2] octane-3, 5 -[1,3] oxathiolane] hydro-
chiorde, hydrate (2:1), I15 emplncal farmula is CygHyzNOS.HCLY2 H;0, and its structural
formuia is:

CHs

5 wHCl e % HO

N

Cevimeling has a molecular weight of 244.79, 1t is a white to off white crystalling powder with
a melting point range of 201 to 203°C. It is freely soluble in alcohol and chloroform, very
soluble in water, and virtually insoluble in ather, The pH of a 1% solution ranges from 4.6 fo
5.6, Inactive ingredients include lactose monchydrate, hydroxypropyl cellulose, and magne-
sium stearate.

CLINICAL PHARMACOLOGY

FPharmacodyramics

Cevimeling is a cholinergic agonist which binds to muscasinic receptors. Muscarinic agonists
in sufficient dosage can increase secretion of exocring glands, such as salivary and sweat
glands and increase tone of the smooth muscle in the gastrointestinal and urinary tracts.

Pharmacokinetics

Absorption: After administration of a single 30 mg capsule, cevimeline was rapidly absorbed
with a mean time to peak concentration of 1.5 to 2 hours. No accumulation of active drug or
its metabolites was observed following multiple dose administration. When administered with
fond, there is a decreasa in the rate of absorption, with a fasting Tysy of 1.53 hours and a
Tuwy 0f 2.86 hours after a meal; the peak concentration is reduced by 17.3%. Single oral
doses across the clinical dose range are dose proportional,

Distribution: Cevimeling has a volume of distribution of approximately 6L/%kg and is <20%
bound to human plasma proteins. This suggasts that cevimeline is extensively bound to
tissuas; however, the specific binding sites are unknown.

Metaholism: Isozymes CYP2D6 and CYP3A3/4 are responsibie for the metabolism of
cevimeling. After 24 hours, B6.7% of the dose was recovered (16.0% unchanged, 44 5%
a5 ¢i5 and trans-sulfoxide, 22.3% of the dose as glucuronic acid conjugate and 4% of the
dose as N-oxide of cevimeling). Approximately 8% of the trans- sulfoxide metabuhre is then
convarted into the corresponding glucuronic acid conj and eli d. G ling did
not inhibit cytochrome P450 isozymes 142, 248, 2C9, 2C18, 206, 2E1, and 3A4.

Excretion: The mean half-life of cevimeling is 5+/-1 hours. After 24 hours, 84% of a 30 mg
dose of cevimeline was excretad in urine. After seven days, 97% of the dose was recovered
in the urine and 0.5% was recovered in the faces.

Special Populations: The eflects of renal impairment, hepatic impairment, or ethnicity on the
pharmacokinetics of cevimeling have not been investigated

Clinical Studias

Cevimeling has been shown to improve the symptoms of dry mouth in patients with
Sjigren’s Syndrome,

A G-wgek, randomized. double biind, placebo-controlled study was conducted in 75 patients
{10 men, 65 women) with & mean age of 53.6 years (range 33-75). The racial

CONTRAINDICATIONS

Cevimeline is contraindicated in patients with uncontrolied asthma, known hypersensitivity
to cevimeling, and when miosis is undesirable, .0, in acute iritis and in narrow-angle
(angle-closure) glaucoma.

WARNINGS

Cardigvascuiar Disease.

Cevimeline can lly alter cardiac andfor heart rate. Patients with significant
di lar disease may be unable to for transient chanpes in

hemodynamics or thythm induced by EVOXAC®, EVOXAC® should be used with caution
and under close medical supervision in patients with a history of cardiovascular disease evi-
denced by angina pectoris or myocardial infarction.

Pulmanary Disease:
Gavimaline can potentially increass airway resistance, bronchial smooth muscle tone, and
hial secretions, Cevi should be with caution and with close medical

supervision to patients with controlled asthma, chronic bronchitis, or chronic obstructive
pulmonary disease.

Ucu.'a.ﬁ

of inic agonists have been rsponed to cause visual blurring
whlcn may result in decreased visual acuity, especially at night and in patiants with central
lens changes, and to cause impairment of depth percaption. Caution should be advised while
driving at night or performing hazardous activities in reduced lighting

PRECAUTIONS
General:
Cevimeling toxicity Is ch ized by an exap ion of its imetic effects,

These may include: headache, visual disturbance, lacrimation, sweating, respiratory distress,
gastrointestingl spasm, nausea, vomiting, diarrhea, atrioventricular block, tachycardia, brady-
cardia, hypotansion, ypertension, shock, mental confusion, cardiac arthythmia, and tremors.

Cevlmeilne shnuld e administered with caution to patients with a history of nephrolithiasis

G inns of the or hiliary smooth muscle could precipitate
cnmpl:l:a!lons such as cholecystitis, cholangitis and biliary obstruction. An increase in the
ureteral smooth muscle tone could theoretically precipitate renal colic or ureteral refiux in
patients with nephrolithiasis,

Information for Patients: Patients should be informed that cevimeline may cause visual dis-
turbances, especially at night, that could impair their ability to drive safely.

If & patient sweats excessively while taking cevimeling, dehydration may develop. The patient
should drink extra water and consult a heaith care provider,

Drug Interactions:

Cevimeling should be administered with cau!mn o patients taking beta adrenergic antago-
nists, because of the possibility of Drugs with

metic effects i Iy with can be expected to have additive
effacts. Cevimeline might interfere with desirable antimuscarinic effects of drugs usad
concamitantly.

Drugs which inhibit CYP20E and CYP3A3/4 also inhibit the metabolism of cevimeline,
Cavimeling should be used with caution in individuals known or suspected to be deficient

in CYP2DE activity, based on previous experience, as they may be at a higher risk of adverse
avents, nan (o wire study, cytochrame P450 isozymes 1A2, 246, 2C9, 2C19, 2D6, 2E1,
and 344 were not inhibited by exposure 1o cevimeling,

Carcii is and i of Feriility:

Lifetime carci icity studies wers in CD-1 mice and F-344 rats. A statistically
significant increase in the incidence of adenocarcinomas of the utarus was observed in
female rats that received cavimeling at a dosage of 100 mo/kg/day (approximately 8 times
the maxi numan exp based an comparison of AUC data). No other significant dif-
ferences in tumor incidence were observed in either mice or rats,

Cevimeling exhibited no evidence of muragsmclty or clastogenicity in a battery of assays that
included an Ames fest, an in witr sludy in ian cells, a mouse

was Caucasian 92%, Black 1% and other 7%. The effects of cevimeling at 30 mg tid

(80 mg/day) and 60 my tid {180 mg/day) were compared fo those of placebo. Patients
ware evaluated by a measure called giobal improvement, which is defined as a response of
“better” to the question, “Please rate the overall condition of your dry mouth now compared
with how you felt before starting treatment in this study.” Patients also had the option of
selacting “worse” or “no change” as answers. Seventy-six percent of the patients in the

30 mg tid group reported a global improvement in their dry mouth symptoms compared

to 35% of the patients in the placebo group. This difference was statistically significant at
p=0.0043. There was no evidence that patients in the 50 myg tid group had better global
evaluation scores than the patients in the 30 mg tid group.

A 12-weak, ized, double-blind, placebo study was in 197 patients
(10 men, 187 women) with a mean age of 54.5 years (range 23-74). The racial distribution
was Caucasian 91.4%, Black 3% and other 5.6%. The effects of cavimeline at 15 mg tid
(45 myg/day) and 30 mg tid-(90 mg/day} were compared to those of placebo, Statistically
global imp in the of dry mouth (p=0.0004) was seen for the
30 my tid group compared 0 placebo, but not for the 15 mg group compared to placabo,
Salivary flow showed statistically significant increases at both doses of cevimeling during
the study compared to placebo.

A second 12-week, randomized, double-blind, placebo Study was d in
212 patients (11 men, 201 women) with a mean age of 55.3 vears (range 24-75). The racial
distribution was Caucasian 88.7%, Black 1.9% and other 9.4%. The effects of cevimelina at
15 mg tid (45 mg/day) and 30 mg tid {90 mg/day) were compared to thoss of placebo. No
statistically significant differences were noted in the patient global evaluations. However,
there was a higher placebo respansa rate in this study compared to the aforementioned stud-
ies, The 30 mq tid group showed a statisticalty significant increase in salivary flow from pre-
dose to post-dose compared to placebo (p=0.0017).

INDICATIONS AND USAGE
Cavimelina is indicated for the treatment of symptoms of dry mouth in patients with
Sjogren’s Syndrome,

study in L3178Y calis, or a micronucleus assay conducted Jn wiva in ICR mice.

Cevimaline did not adversely affect the reproductive performance or fertifity of male Sprague-
Davdey rats when administered for 63 days prior to mating and throughout the period of
mating at dosages up to 45 i § times the

dose for a 60 kg human fnlln\mng normalization of the data on the basis of body surface area
estimates), Famales that were treated with cevimeline at dosages up to 45 mg/kg/day from
14 days prior to mating through day seven of gestation exhibited a statistically significantly
smaller number of implantations than did control animals.

Pregnancy:

Pragnancy Category C.

Cevimeling was associated with a reduction in the mean number of implantations when given
1o pregnant Sprague-Dawley rats from 14 days prior to mating through day seven of gesta-
tion at a dosage of 45 my. 5 times the maxi dose
for a 60 kg human when mmpamf on the basis of body surface area estimates). This effect
may have been secondary to maternal toxicity. There are no adequate and well-controlied
studies in pregnant women. Cevimeting should be used during pregnancy only if the potential
benefit justifies the potential risk to the fetus.

Nursing Mothers:

Itis ned knawen whether this drug is secreted in human milk. Bacause many drugs arg excrated
in human milk, and because of the potential for serious adverse reactions in nursing infants
from EVOXAC®, a decision should be made whether to discontinuge nursing or discontinue
the drug, taking into account the importance of the drug to the mother.

Pediatric Use:

Safety and effectiveness in pediatric patients have not been established.

Geriatric Usa;

Although clinical studies of cevimeling included subjects over the age of 65, the numbers
wera not sufficient to determing whether they respond differently from younger subjects.
Special care should be exarcised when cevimeline treatment is initiated in an elderly patient,

il
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g the greater of hepatic, renal, or cardiac function, and of
cuncoml1an1 disaase or mher drug therapy in the eldarly.
ADVERSE REACTIONS

Cevimeling was administerad to 1777 patients during clinical trials worldwide, including
Sjbgren's patiants and patients with other conditions. In placebo-controlied Sjogren’s studies
in the .5, 320 patients received cavimelina doses ranging fram 15 mg tid 1o 60 myg tid, of
whom 83% were women and 7% were men. Dernographic distribution was 90% Caucasian,
5% Hispanic, 3% Black and 2% of other origin. In thess studies, 14.6% of patients discon-
tinued treatmant with cevimeling due 1o adversa events

The following adverse events associated with muscarinic agonism were observed in the clini-
cal trials of cevimeling in Sjogren's syndrome patients

Cevimeling

Adverse Event 30 mg Placebo

(tid) (tid)

n*=533 n=164

Excessive Sweating 18.7% 24%
Nausea 13.8% 7.9%
Rhinitis 11.2% 5.4%
Diarrhea 10.3% 10.3%
Excessive Salivation 2.2% 0.6%
Urinary Frequency 0.9% 1.8%
Asthenia 0.5% 0.0%
Flushing 0.3% 0.6%
Polyuria 01% 0.6%

°n s the total number of patients exposed to the dose at any time during the study.
In addition, the following adverse events (=3% incidence) were reported in the Sibgren's

clinical trials:
Cevimeline
Adverse Event 30 my Placebo
{tid) (tid)
n*=533 n=164
Headache 14.4% 20.1%
Sinusitis 12.3% 10.9%
Upper Respiratory Tract Infection 11.4% 91%
Dyspepsia T.B% B.5%
Abdominal Pain T76% 6.7%
Urinary Tract Infection 6.1% 3.0%
Coughing 6.1% 3.0%
Pharyngitis 5.2% 5.4%
Vomiting 4.6% 24%
Injury 4.5% 24%
Back Pain 4.5% 4.2%
Rash 4.3% 6.0%
Conjunctivitis 4.3% 36%
Dizziness 41% 7.3%
Bronchitis 41% 1.2%
Arthralgia 3.7% 1.8%
Surgical Intervention 33% 30%
Fatigug 3.3% 1.2%
s Pain 3.3% 30%
\ tetal Pain 2.8% 1.8%
o \ tsomnia 24% 1.2%
fE ushes 2.4% 0.0%
g f 1.3% 1.2%
An: 1.3% 1.2%

tollowing events were reported in Sjagren's patients at incidences of <3% and =1%:
stipation, tremor, abnarmal vision, hypertonia. peripheral edema, chest pain, myalgia,

ver, anorexia, eye pain, earache, dry mouth, verfigo, salivary gland pain, pruritus, influenza-
like symptoms, eye infection, post-operative pain, vaginitis, skin disorder, depression, hiccup,
hyporeflexia, infection, fungal infection, sialoadenitis, otitis media, erythematous rash, pneu-
monia, edema, salivary gland allergy, o 1 reflux, eye abnormality,
migraing, tooth disorder, epistaxis, toothache, i itis, anemia,
hypoesthesia, cystitis, leg cramps, abscess, eructation, moniliasis, palpitation, increased
amylase, xerophthalmia. allergic reaction.

The follawing events ware reported rarely in treated Sjogren’s patients (<1%): Causal relation
i unknown:

Body as a Whole Disorders: aggravated allergy, precordial chest pain, abnormal crying,
hematoma, leg pain, edema, periorbital edema, activated pain trauma, pallor, changed sen-
sation temperature, weight decrease, weight increase, choking. mouth edema, syncope,
malaise, face edema, substernal chest pain

Cardie Disorders: ECG, heart disorder, heart murmur, aggravaled hyper-
tension, ion, arrhiythmia, Twave
ular tachycardia, angina pectaris, dial i
peripheral ischamia, superficial phiabitis, purpura, daep lhrumbunnlehms vascular disorder,
vasculitis, hypertension

i appetite, ive colitis, diverticulitis, duod-
enms dysphagia, snterocnlltls ga.slnc ulcer, gastritis, gastroenteritis, gastrointestinal
hanwrrhage pingivitis, uiossn!ls. rectum hemorrhage, hemorrhoids, ileus, imtable boweal

melena, t stricture, itis, oral hemorrhage, peptic
wicer, perindontal destruction, rectal disorder, slomatitis, tenesmus, tongue discoloration,
tongue digorder, geographic tongue, tongue ulceration, dental caries

Ei ine Disorders: i iCoil gmler ypothy
ic Disorders: thiombocytopenic purpura, ia, L
D ic anemia, eosi il i iuul:onenm cervical

Liver and Biliary System Disorders: cholelithiasss, increased gamma-glutamy|

Musculoskelelal Disorders: arthritis, aggravated arthritis, arthropathy, femoral head avas-
cular necrosis, bone disorder, bursitis, costochondritis, plantar fasciitis, muscle weakness,
osteomyelitis, csteoporosis, synovitis, tendinitis, wnosynowns

Vi basal cell carci i [

Nervous Disorders; carpal wnnel syndrome, coma, abnormal coordination, dysesthesia,
dyskinesia, dysphonia, aggravated multiple sclerosis, involuntary muscle contractions,
neuralgia, neuropathy, paresthesi, speech disorder, agitation, confusion, depersonalization,

abnormal 0. ional lability, manic reaction, paroniria,
| b | thinking, i i
I i fall, foed heat stroke, joint dislocation, post-operative

Mi
hemorrhage

Resistance Mechanism Disorders: cellulitis, herpes simplex, herpes zoster, bacterial infec-
tion, viral infection, genital moniliasis, sapsis

¥ asthma, pasm, chronic ive airway disease, dyspnea,
hemaptysis, laryngitis, nasal ulcer, pleural effusion, pleurisy, pulmonary congestion, pulmo-
nary fibrogis, respiratory disorder
R ic Disarders:
erythematosus syndrome
Skin and Appendages Disorders: acne, alopecia, burn, dermatitis, contact dermatitis, lichen-
oid dermatitis, eczema, furunculosis, hyperkeratosis, lichen planus, nail discoloration, nail
disorder, onychia, iz, paronychia, pt reaction, rosacea, sclero-
derma, seborrhea, skin di ion, dry skin, skin iation, skin hyp phy, skin ulcera-
tion, wrticaria, verruca, bullous eruption, cold clammy skin

Special Senses Disorders; deafness, decreased hearing, motion sickness, parosmia, taste
perversion, blepharitis, cataract, corneal opacity, r.umeal ulr.enmnn dlplupla glaucoma, ante-
rier chamber eye hamorrhage, keratitis, myopia,

retinal deposits, retinal disorder, scleritis, vitreous detachment, tinnitus

Uragenital Disorders: epididymitis, prostatic disorder, abnormal sexual function, amenor-
thea, female breast neoplasm, malignant female breast neoplasm, female nrea.sl pain, posi-
tive cervical smear test, hea, end | disorder, i ual bleeding,
Seukorrhea, menorrhagia, menstrual disorder, ovarian cyst, ovarian disorder, genital pruritus,
uterine hemorrhage, vaginal hemaorrhaga, atrophic vaginitis, albuminuria, bladder discomfort,
increased blood urea nitrogen, dysuria, hematuria, micturition disorder, nephrosis, nocturia,

protein nitrogen, pyalonephritis, renal calculus, abnormal renal function, renal
pain, strangury, urethral disorder, abnormal urine, urinary incontinence, decreased uring
fhow, pyuria

In one subject with lupus @ receiving multiple drug tharapy, a
highly elevated ALT level was noted after the fourth week of cevimeling therapy, In two other
subjects receiving cevimeline in the clinical trials, very high AST levels wers noted. The sig-
nificance of thesa findings is unknown,

Additional adverse events (relationship unknown) which occurred in other clinical studies
{patient population different from Siégrenb patients) are as follows;

cholinergic syndrome, blood pressure fl i i postural ion, apha-
sia, convulsions, abnormal gait, hyperesthesia, pamiyms abnormal sexual function, enlarged
abdomen, change in bowel habits, gum hyperplasia, intestinal obstruction, bundle branch
biock, increased creatlne nhuspnokmase electrahyle abnormality, glymsurla gout, hyper-
kalemia, d lactic 0 (LDOH), i alkaline phos-
phatase, Iallure to thrive, abnormal platelets, aggressive reaction, amnesia. apathy, delirium,
Uelus:on demenha |i|u3|on impotence, neurosis, paranoid reaction, personality disorder,
. dpnea, is, yawning, oliguria, urinary retention, distended

id arthritis, lupus erythematosus rash, lupus

\rem. Iympnomo&s

The following adverse reaction has been identified during post-approval use of EVOXADE,
Because post-marketing adverse reactions are raported voluntarily from a population of
uncertain size, it is not always possible fo reliably estimate their frequency or establish a
causal relalionship to drug exposure.

Post-Marketing Adverse Events: Liver and Biliary System Disorders: cholecystitis

MANAGEMENT OF OVERDOSE

Management of the signs and symptoms of acute overdosage should be handled in a manner
consistent with that indicated for other muscarinic agonists: general supportive measures
should be instituted, I medically indicatad, atropine, an anti-cholinergic agent. may be of
wvalue as an antidote for emergency use in patients who have had an overdose of cevimeline.
It medically indicated, epinephring may also be of value in the presence of severe cardiovas-
cular depression or bronghoconstriction, it is not known if cevimeling is dialyzable.

DOSAGE AND ADMINISTRATION
The recommended dose of cevimeline hydrochloride is 30 mg taken three times a day. There
s insutficient safety information to support doses greater than 30 my tid. There is also insut-
ficient evidence for additional efficacy of I at doses greater than 30 my tid,
HOW SUPPLIED
EVOXACE is available as white, hard gelatin capsules containing 30 mg of cevimeling
hydrochloride, EVOXAC® capsules have a white opaque cap and a white opague body. The
capsules are imprinted with “EVOXAC" on the cap and "30 mg” on the body with a biack bar
above “30 mg”. It is supplied in child resistant bottles of:

100 capsules (NDC 63395-201-13)

Store at 25°C (77°F) excursion permitted to 15°-30°C (59°-86°F)

B only =

increased hepatic enzymes, abnormal hepatic function, viral hepatitis, increased serum
glutamate oxaloacetic transaminase (SGOT) (also called AST-aspariate aminotransferase),
I d serym gl pyruvate i {SGPT) (also called ALT-alanine aming-
transferase)

Metabolic and Nmmmrsm dehydratlun diabetes mallitus, hypercalcamia, hyper-
hypertriglycaridemia, hyperuricamia, hypo-

ghycemia, hypukalemla. hypanatremia, thirst

and by:
Daiichi Sankyo Pharma Development, a Division of Daiichi Sankya, Inc.
Edison, N.J 08837
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7 F B4 $024684 5

ARAGREFESEM

we

Evoxacs 8 & & 4 & £ & i Cevimeline hydrochloride 30mg « & — # 7 8¢
muscarinic receptors# 4 #cholinergic agonist -

Cevimeline hydrochloridefL % 4 & : cis-2'-methylspiro( ] -azabicyelo[2.2.2 Joctane-
3,5'[1.3] oxathiolane} hydrochloride, hydrate(2:1).

Wig s

& F & 1 CioHITNOS.HCL ¥H:0

aFE 24479

Bl AAERGEMSANK BRI A0IC-203C TLt S ARy
FooRBHERS  EREN LA JL1NE R ApHIA A B46E56 - kgt
4#lactose monohydrate - hydroxypropyl cellulose fimagnesium stearate -

BEhEEy

sie

cevimeline & — # Mmuscarinic receptorsid 4 #ehalinergic agonist « & § dymuscarinic
sgonist T AR PUTELF A i M TR oM N AR
HERE -

LE 3 Bk

S B 30mg @R covimeline TR R IR SRR T
IS #2005t - A SR2if  ARARRIWSHE T ARBHE EANE - Mty —
AR M S MR EE TMax B1.53.0 8% - S0 TR A S5 a8 Taax 81 &
286 5t RBHRRFRHITIN - ABAMNERDAENF— OWHE  Wls bR
RERMMNE L E M-

46 | covimelinet) 5 M A B6LKg WA M AT E S TS L0200 B
cevimeline™ R i MM 4 - Tl BAARRBGRE -
skt FsE R (isoxymes) CYP2DEMCYPIAIM A feevimelinety 4200 - 5 A) 24 1 54
LM AR BT 48 16.0% 8 & - 34.5% Bcis M trans-sul foxide £t 4 -
22.3% MM EE ( glucuronic acid ) B4 - 4% Bcevimelined) N- E.{L4h) -
1 9 B trans-sul foocice 4L, 30040 4 #0488 8 W 88 ( glucuronic acid ) LT T

imeline . fr #p ] bu B &, 4 P4 h P450) (] 4 8¢ £ 1A2 - 2A6 - 2C9 - 2C19 -
206 ~ 2E1RMIAMY 4L «
i : covimelinedy £ 8BS 105 - BIH24) 05k 30mg cevimeline 7 B4% 4 & B
Abi - WA ER L RIS M B SRR 0.5% A8 FREY -

g*:ﬂ PERAIEE  ATRR B R B MM N 2 8 i fcevimeline s 83 8 A
W .

PEL PN ]
—HEE AR AR - TS TR SR TR PR e
Do BRERERR -

FEARAREREF (HMNG Rt SRAE - A TRESHUGROGLE] -

R A
cevimeline €L 4 25 9 T 44 2 & Sjogren Syndrome # 4 # 0 $L48 i +

H IR 9P AES360 (335 BT84 A (1040 B L - 654tdt) i —
200 6 MMM R - A R M LIRS A T 2% BEHA - BA 1% 2PN
AL T « EL G A — R A = ok cevimeline 30mg (S0 mg/ &) B — B W =k
G0mg (180mg/ X) Srob MMM EH Mtk st - RO PR " S-S &,
(global improvement) #£ 3£ % + " 487t & & | (global improvement) ) & & £ # A8 21
TR TR A O S AR A R MR R B T | iR AR
AO%E "R, - "TRE & "TRPL, « — KWW = K covimeline 30mgid 55 A%
6%t ORI TR, R R A AR IS%A S - LA
Bt LA R p=0.0043 )« =R WHA — R = K60mgs) i ALk REF— %
BLA = 4 30mgif a§ A -

ARG By 8 S S R348 89 1978 6 A4 48 - 18748 o il 7

— AR R T ¢ R - I AP ILANA A A - Rk A )

155.6% « th88 IR AT — K LB = kcovimeline 15mg (45mg/ & ) B 30mg (H0me/ & )& 4

AFUMR AR - SO R B - — RN =K AR Rk LA

#3E LA 09 2L (p=0.0004) + 1 — %4 = % I Smgin BY SR 5 G A ME S E LR -

g:nmmmm *BEILNG o R Ecovimeline T T b o ik B BLAR S LA E
s

% ST S MSSIN 4TSN L EA(11E B4 - 20054402 B = @B W12
MEMSEE - IR A  RI A BT A G A - B ALY « S AR 59.4% -
S — X M = <k cevimeline 15mg (45mg/ & ) & 30my (S0mg/ & )iy 54 % 5 8L %
FAFHLELNL - AR SRS RS RE M L LR . il o A LR B
U RBRRRRAT LR RES PPN TN A R ELE TS
He — R 2 ok 30meat ik A o8 A S L BR 6 Ao(p-0.0017) -

WM

&% Sjogren's Syndrome B 3] de i) o s e

(%% =
cevimeline F 5708 M 5 B ¢ R LA 2o Mcevimeline BBt e A - WAT B LS
WILAMEAEE e LM M EMR AU R B F T Tk -

£5

il F S

cevimeline TR 2L @ RIR S M SRR R - R B ou b R T AL RS
cevimeline 3| & i da 7Rt A 4 oo 1 A BY A 20W + 0 0L I AR o LI X 3 8
G F R SRR W R BT G A covimeline -

Lt

cevimeline T ft # #f o BB & B LA T IR M & BAF ikt - SHsH R
R R AR AN MEMSS NGNS LB A R TRl Tk
8 cevimeline «

L

| A 4 45 s Srmuscarinic agonistad L 52 T 4 51 6 MO B b A0 B S
DA Bk bR R R e A HTEFESF RS RNE B |
o AEMH R E AT TRFARIEER R s o

R EA

gt

cevimeline &) S TR ARG M TR PEER - LTS WS- BT
3 o T PR BN A R - Bk B u B E W -
il AR - A AR R MR TRAL R - R A -
BT o MGG A R covimeline B8 43 R0 48 - 0 AW AR B ISR B T B
EEREL BT EMRTHEFN GG - DU IERT T FNBEI S md |
| L WD A Rk K B R R

HEM RIS Rk Beevimeline TR SRR FHABE KRS EEH - L2
I - b A M cevimeline SR B T - H T RBKI R ¢ S AR R K
FMAE BB HE -

B EHM

B WM s AR R cevimeline IS M - B AT E G L b8
Fras - covimeline $ R 8§ g b 58 15 M o) 0 40 BT 03 6 0 8%+ T G i R A L B -
cevimeline TR FHSR Rpe e K &4H -

P RICYPIDESLCY PIAVAE) 8 4 o fp Bloevimeline sy fLil - RE 00 S o
REAACYPID6SR £ &% AL 18 M covimelines§ B abth « [0 4 o 58] 95 Fl o9 2040 T it 42

&+ i —Win vitrot sk P g W Tine 7 # 47 4 o B8 &, PASOE 1 6%
FIA2 - 2A6 + 209 » 2C19 ~ 2D6 - 2E1 M IAL A E 4 -

LB L LRSS £ 2
T TR2HE . )
Choli # di(Acetylcoline chloride) - STHE A A | B9 A A
{Bethanechol chloride) ¥ ~ Chali Jp | RAELE 8 B a0 | 40 muscarine 4 W

¥ #Neostigmine + Ambenonium Chloride | A
¥ )+ 4 i W tacetylcholine 4% 18 o 8 & .
[ Cisapride ~ Mosapride % }

Anti- Cholinergic 8 4 ( atropine sulfate -

TR | CRES AL IR

scopolamine hydrobromide % ) LA R e
"

It Anti- Cholinergic 4 18 & 8 #| LE LR TOT

Phenothizaine S04 # 5 B A

{ Chlorpromazine ¥ ) ~ Z A S 08

hydrochloride 8 )

cytochrome PASOCYPID6K 41 &) ( Quinidine [T ¢4 % 58| # D@ Ma A -
sulfate § ) - eytochrome PASDCYPIAS d ] |45 b et BTl S

#| (Itraconazole » Erythromycin® ) - L 4B
cytochrome P450JE 45 744 4o ) @) R kA
{ Cimetidine § )
I 45008 W (T ital - TEARGEN FHILRN7ELE
Rifampicin % ) A Mo mar ket o m
| R84 e F RN
LSt S 100 . 3

Bk iR Al 07 & X b B fmuscarinic agonist + AT EBRARRATEER - i
—dnidahfiss - SO LA E S0 REEMeI 0D - T C0i Wi 8 Shatropine 5 &
LA M SR - Soovimelined BB R OB ATHE NS - HHRREcaFlbs s
AT LSS - T M epinephrineie 508 8 « 8 4 d 4 do il cevimeline & % T 42 dy A
LR AT iR ¢

SR RRWHEAE T R IR

BCD-1 L RF-394 5 04 E 57 88 S+ 90 + 000 100/mg/ke/ & (i ALC S8R
oo A A A B R A e R T TR 0k A s
EES L LR SR RN TS CT T T YW 1T Wvvingy i

A A Sl WAt S — S AmestL g - — Win vitrosd o 3L e B B 00 0 e -
—ﬂlld'ﬁl--'»ITEY!‘ﬂt&ilﬁ'ﬁtlﬂﬂi%&%&-!&lcn*&ﬂﬁ'ﬁinvivn&ﬂ
HLA A BB covimeline Ot R T W A S AN -

e B ACE3 A B 4 P ) B cevimeline 45mg/kidny (404 0 U R B HRLE T
604 T ¢ A AR 89548) + 9 44 Sprague-Dawley A SLa9 R M7 & & T 4
AR R RN BB 14 RN R T R AN 0 TR A
Asmp/ky/duy covimelinedy 8 &, + St i F R A K & KT U s M m .

map

PR S MMC -

# Sprague-Dawley # B SR MEM SR M S0 BTA B0 RRELNE
Asmg/kg/day cevimeline ( it S48 4 2 o000 & G WAL A4S - BEOO0L T A AR SR
W5HE)  hFH R R A - SEHRR A T e AL bt R BB 0 A ik K - e R |
ARSI R TR Skl - BB A S TR &
| 908 9t 16 08 2 K BB 502 RO+ A TR M cevimeline -




LER Lo

RSk RRtF R ALY CEARSFROOTRGLEALY -
Sicevimeline TE A HALTHEVIFRENHGN AL AL FLRIHE
RHERHARTATEALRNAAR -

rE:

cevimeline Fl # 5.4 55 & 0% S+ B 2tk i A -

EFHE
o M cevimeline b Bt SN A M ABS LK B9 S0 I ART R 0 £ R
HERASENRERASNE c BN AT L LR - PR R ETR
S - LR B A I o I (5] B A B R A o AT S KLcevimeline 406 X
R B R -

HiEW

ARl TR R T AN 1TTTE S AR Bcevimeling « £45Sjog

i 0PI B - 5 B AT+ 958 0% % 8 &) Sjogren Syndrome # B &k R IKME Y -
3473202 % A4 RAR M = ok 1 Smg #]60mg K ¥ jcevimeline + 3 $9I% B-dctt T B X
oo R G G ABO0% + S B AE5% - EAMEI% - S A% - S
RN A 14.6%e 5 8 B RS 1E A & Bfcevimeline sy LA -

4 Sjigren Syndromesh & 8 §7 iy cevimeline B L8 ¥ » & 8, F #{# muscarinic agonism
MW A

cevimeline
3mg 2]
{—R=K)
n=164
AT 18.7% 2.4%
LT 13.8% 7.9%
t 23 11.2% 54%
Lk 10.3% 10.3%
il § 2.2% 0.6%
LT3 0.5% 1.8%
&h 0.5% 0.0%
B Ar 0.3% 0.6%
5 hE 0.1% 0.6%

kA LAY
| #2h + Sjbgren Syndrome:# &EE R GE F MM T HFARLEZI%N)

cevimeline
| e 30mg =8N
(—R=%) (—R=%)

[ n*=533 =164

a6 14.4% 20.1%

E 23 12.3% 10.9% ‘
oo i o 11.4% 918

HIEF R . 78% £.5%

L] 7.6% 6.7% ‘
R ; a1y 0%

LT3 6.1% 1.0% |
WAL 5.2% 5.4%

LS 468 24%

£ 4.5 24%
| 4.5% 4%

< 3 43% 6.0%

L1 %3 4.3% 3.6%

mE 4.1% 7.3%

LRER 4.1% 1.2%

W i 3% 1.8%

i 338 308

&% 33% 1.2%

L] 3% 108

2] 2.8% 1.8%

£33 24% 1.2%

e 24% 0.0%

Es ] 1.3% 1.2%

ok 1.3% 1.2%

nHE LB -

ELF A AR 4 £ Sjogren Syndrome 3 Si6# P MEREER % R ZINGFERF
PF MR MM - WARE LA R - A - B LA - R E

A8 - Wk - TR O - S F R I - MR T B
PR - R - A R TR R SR RS R
FHE - T - R KM R - B - FREER B R
Gk - T - R« BRRE - T4  RAHoRE - B SR8 Bk
B BB - B - R kA ot - R AR A - LA - IBRLRA -

A7 b $5E % 164 69 Sj0gren Syndromeds BB AT MR R IAH(<1%) 2R MRS ZHH
Hakde ’

SAMAE T BAG BAL  ATBIA S AR BB AR REE A
B A e G  RAGEAY - ME TR MRS RE - oA
B 4R - NS AR - BT R -

waBAA G RERE oM o AR Bl GEFE &Y
P8 TR B e AR i - IR E - S ANE - MEE . B
b Fihag - ARBRE R - AP L TES  RTE - Bk

—

| ek WA - SN RARARL - BT LR - SREBR &
EoNHA NE -MAE -BYdHh  GME-FL-AMGa - 58 BEE-
AR - BR - MR - AT - il E - ol - HMRAE - TERY -
AMEH  ORE-BEHE - FHMYE - SHES - EET - FHAM - M
Wardhis A WRE T - PAaknd - Tl T 28RS -

FETT R TN TS TR R £ HFUE-E L5 RS L8 AR £ E
S BadEE ) - ShldVE - AafRd - TEMHERSY - HE
B -
| BEOR kA : MRS - v Mk LBUHBA 7 - glutamyl transferasc) i o ~ K BEAE A
| de s BB RE - S SEATE - SGOT(HF M BAST-R I 4 BL0H B 6)) 5 4o - SGPTUF |
8 ALT- 5 ) o

MRS ET RS B - W ki - HREM RS - Bk Faa
Wy A A B c M g - R - R R - P
PARBES  MEE - MELBE - MFASE - RARME - F055 - BREE -
oA - ERBEE ARy - FME - FRMME - RME - ME NN
A B EES - Mg -

AHERAS PRESSAR - ik - BWAT - fLE - ERER - S#TER -
SRMRitg S - FHMENEE - HEMR - AN - SRR Y - TIEMAE - bl |
B ES - ARNE - TRESL - RAOES - HETE - RERS-FEF -
w-RERT-EREE -0

Resh 8o -t d-FR HERL - rkdis -

AALKERTMASR BT % Fued - Flas wiihl  mddR -
SABLHRBRE - RaE -

SRl A Ld - LAFAT RHUMEASRESS - FREMR - Hh - RE
RARAR AL - BUDLAHR A - B - WL - WML - PRE &R -

R MEAMME LR A R Ao AR

AAES M A0 ANE - RMHERE - BHEENE - RS- B8 -
RAALE BFEH-RTPEHA-BTER - FRL- TH - THE - boss -
FETRE TR S - RS LIRS £ A8 £ RS LN ¥ b
BRA - ARBES - BRAEN -

BEAA: TR -BHRE RS - REAT -HELRL-B A -GAF - AHR
o BB AL AR WA AR - ABCRAE - RTLAK -
Akl - LSDLTIA - ALWRLE S - FBLE - SRS - PR

RN ML WRMES AT RS IS - Bl
| B TL6 WA - AR - FESHR R E LM 5 FENBRS - R
FHM k- 6F  AEEAS  ABHE - PREM -GS - tuARA FTH
b Eldie SEHAREL - GRGE WRFA - REFRMN - HEES - & |
B-gma - Bec ARG - AEGRTHN - FINE - FH: -THEAT-F
& HEE - BESAS - BART-RAL-ERAY -AE-

SRERMT  — BT HRGER Yot RE S AL B covimeliner @ - X
ALTH A 465t & « B 4 & 5 % AR M covimelinedk th 9Lk % % 9 ASTH - LA F MW
TR

3t 628 i BX8 (Sjdgren Syndrome st R )P R A G HFM(MMER F )BT S8 |
BHERT - £ERh - cHEK  BRHGAE - 255 - il - SERT - &%
e AR MR ANRA - HRTAaY - FTARL -SRE-SER
HNSmD - AMMMSSN - EMTAT - #E - AR - Zairg - X024 -
LDHM b - et AMBM e - 1 Rl - o GRT - APEN - SS6 - Wik
RR-MAEL - B840 - &7 0% -HE - HRTRS  BELEEN - ABLT -
Whehsfdhd - EL WEBRFE - TR - RERY - BT - BRAK A
Bl -

Rk SRR L

LET 2 F 3

cevimeline hydrochloridetd s 1k M) & & 8 c30mg  — AWM =k - AH LAHE S
HM LB — R ZRI0mgM § - &L L WA T 6 HK A — K= RI0mge)
cevimeline hydrochloridede & & ® A & & ok -

- RAMEE

EVOXAC® & —# &s & 8@ & - 4y cevimeline hydrochloride 30mg + # & & T4 WH
fHRGATANARER - BENMLEH "EVOXAC, FH SRV LUGH
T30mg | FH o T30mg k3 A — 0 B - o P Bk 3 M SR AR

a1 —HINWRE, -ﬁ&q;vﬁﬁ*'.i

B ¢ ok 15T30°C (59°-B6F) -

MR 368 A

Faiiram : 2006 £5H

O LHE—=HBHERAT

[Srer

# # & ASTELLAS PHARMA TECHNOLOGIES, INC.
3300 MARSHALL AVE. NORMAN, OK 73072, LL5.A

RELER EAF - CSARGARLT PR TR
& o R ST 3505
AR MR —ZAmmAmaq

® BOFATHAEGHABILART -
L3 B :(02) B786-2568



