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A wearable iontophoresis device for the prolonged delivery of a positively charged pharmaceutical
species from a salt formulation is disclosed that includes a readily oxidizable metal-based sacrificial anode
in the form of a generally planar layer having a connecting area that has a width that is sufficient to insure
complete consumption of the oxidizable metal wherein the anode is configured to have a minimum operating
life of at least 6 hours under skin-safe conditions, and a drug delivery gel pad in electrical contact with said
anode for accommodating a gel containing a positively charged pharmaceutical species in salt form

formulated for transdermal delivery.
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A wearable iontophoresis device for the prolonged delivery of a
positively charged pharmaceutical species from a salt formulation is
disclosed that includes a readily oxidizable metal-based sacrificial anode
in the form of a generally planar layer having a connecting area that has

a width that is sufficient to insure complete consumption of the oxidizable

metal wherein the anode is configured to have a minimum operating life

of at least 6 hours under skin-safe conditions, and a drug delivery gel

pad in electrical contact with said anode for accommodating a gel
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containing a positively charged pharmaceutical species in salt form

formulated for transdermal delivery.
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B o

2R BMER [24a 2 120 AT RBOB G R —
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% whIANMTRORFTRAH LR LEEFONE  BRioZ &R
RSB A TRMARNIREASLR 124, 126 95 58 8
EASELBERGOME AR EMHRAZE TS —HAESERE
WA -

ZRBBLEARBEEAAEF " BEFERED BRI
8000-120000 Z /8 (centipoise)Z ] » (R ZEZRALZMR%H > 2
ZBRBARFELRTUAR DK AS LSRR LT - ARALAH
R R THRARYELZER - SBR I EHRY Eh A —
XX E L & T XX & 468 8B B ¥ > 6
HPMC(hydroxpropylmethylcellulose) » ¥wgt — B K 4§ 3 5
T EERBERT RELE - EREB B B
PVP(polyvinylpyrrolidone), PEO(polyethyleneoxide),
% PVA(polyvinylalcohol)ZE T A - mh &y BB T L%
BREK—-HPMCH R R 2% w/w(EBBHL)ESAE —TREKS 4
#E -

e AEAZRELCHTERTEANRZTBARBERINRE
THERM A ROUAER  BEARREBOV KA BRKESLT
BRUMHBEESR 124 AERLFTHESNZBRAN - AT Hr
REHNTHBREARETHZCELAEAZMARAEMARREY —
REER - KRBEHN I XBTUADHRERFBHEGR
BB ANEE L ABRARERNERLEZHME L -

WRAELY  ZRBEBRUKBRLETURSHBFLEMARES
LEMN  EERERZZRR  THOEBITHET -

—BRETHRBKERRET - F > 4AR%EHB donepezil
HCIl - Donepezil HCl, —4# cholestrase ¥ # & L4354 B
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REABMXTEAOTRZEKRE (Alzheiner’'s) y R¥E » £ £ H
RELHEZAR - HHEESARBENES R T HEES
TR -RBRHEABDEF U RBEMBMABRASFT AR L L2 A G
cholinergic 2489k AFAlEZEHAIFAMTRS o 4o
Fris 7 0 £ % 4 Material Safety Data Sheet (MSDS) ¥ &
Sequoia # %, Donepezil HCl Bl ##ERN AR — A LR
Mzt BHRRAHAXZAEREE REAGEHY -

MEBAOBER  TRTEANRFTCEANBHEER K
FHPERANEBRKT ERABRRR B HRE - FHERY
EMER  RAAA—MBKTEY DC ERERGTEARDB &R K
REETFEEABEHEBT A K HF - Donepezil (MW=415. 96,
pKa=8.9), AHALABAHH X > REHELEL pH #=6.0
B E A —BRAAHAFANGBRATETEANRESE B
AR BN A E R BT A R

TRARBHGBETE NG > CEEBERAE Donepezil HCI
MR wPAHE AFARBANSZHETHBOFE -
BHRR HAFHBBREAAMZESRENRE - T AHK 1%
FEBAEAYNEE  HloleRALBEREF rivastigmine,
galantamine, tacrine, amiridine, minaprine,
huperzine £ huprine %6 % #| -

A MESASS BB XBHBETUAEEANAEAGLE L
R B c MASBH IR ELBGERE  ERAURLEAR:
alosetron, azasertron, bemesetron, ondansetron,

palonosetron, ramosetron, tropisetron £ zatosetron
HE#HRA -

20
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A MEH LA LBAE c i bBmBIG O ERUM
BB : fentanyl (3% s it/ # ), syfentanil, carfentanhl,
Iofentanil, alfentanil, hydromorphone, oxycodone,
propoxyphene, pentazocine, methadone, tilidine,
butorphanol, buprenorphine, levorphanol, codeine(4&
& ik % B, oxymorphone, meperidine i1
dihydrocodeinone ¥ 5% #| -

FAR RARBUSBTURAARAEFANEERBER » B
FARERARNERAM T ' AXRANLEH T FHB 9FE -

ZBSEAMAEAT > TUERAHERA KT AR IR
HHEBRATENEARLKRBEZHPEHANLERR LY £ A
donepezil HCl ¥R —#AHEEYH -

A—-—RB—FHBY &H 1 EAANZHALRIARBERER
REBEGEDALBERAPEAKREEY I A MBI E - £ F-F
By ffl 2 —EAFRFCEBRRERAZAETAMBILH L
RBEZEBREARIDAOMNETRE -E—FB=ZFKRT &p 3~
—BEERERERAZAGFTAEIY L REFEETEAR DR
&St A T s

#@pllc

—BETERETFEYEEELEGHREAREAAR AT T
BABREREDTITHAETRANELE > £ Donepezil HCl 4%
LEBELEXENERERL AR ERAAETAMRTZIHHUNRTE
= e

ook

BhaE— A EAK/ KRB (Ag/AgCl)ER % > £id
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A T RKENER - — RS TEBBERAEE R ERZAT
REP—HEARKF BRABRBRRUERELZEDRBYHER N —
ERUBRNT—RER - B ETAKTFHBREARAZIHNEYEA/8
MR ZABRRHORETRERZIFR)  fhdo FTAK

%) ) 4 % BB K
%% | (BHRAPE) (BR/R)
Group | Treatment No. of Target dose
No. | (current animals level
level) (mg/day)
(mA @ E%3%)
1 IV 3
Passive 4
(0 mA)
3 0.13 mA 4 2.5
4 0.26 mA 4 5.0
5 0.39 mA 4 7.5
21  ERIZHBEFTEEABRBEZNSZ BT HRAT

TRAZEECAYMEHEL LA FSBNRE - BBAH T H
RELEBE-—HHLE 24 VHELREARATARTH TR IR K
RBHZ T2 )H - BYSGRoBERATHRBEAZFOTARA
# % RP-HPLC %47 » A& A Z AR XA 320nm &9 %HE 390nm
Es c BaaEH o4& B4EMA VinNonlin R A& -

HEREHH

—BRXRHERAKRPFRBBHAMAANZIT > HHAERY
TEE(ELHE) -

MEMWEALKTF BEFEBELELAHEHEY donepezil
BN —BENENMNTUHRER  HUEN W EANBATHHRG S
jé °
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HeaXxBtaBE(LI) -

13058 30 BHEEH#KR

# IV A B (bolus) REZEFHRE(E LB > & 2) A& A Rt

Parameter Units Value
(%#0) (Efx) (42)
Elimination (1/hr) 0.19
rate const.
(Az)
Volume of (ml/kg) |12766.66
distribution
(V2)
Clearance | (ml/hr/kg) |2285. 733
AUCs-a (hr*ug/ml) | 1. 076667

% 2: 1V A #(bolus)®#& &iE#H %% (n=3)

Group Dose Desired
(&31) delivered level
+ SD (mg/day)
(mg/day) | (E#EK
(£ BE) )
2 (passive) 0 0
3 (0.13 mA) 2.55 + 2.5
0.75
4 (0.26 mA) 5.83 + 5.0
0. 37
5 (0.39 mA) 8.75 + 7.5
2. 83

RI'ANAR NS BERE
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3%

Donepezil HCl Rt —EH FEANFT N LA EEBE R #H
Mg AAHMITHXRBFRBPOEE - FHREFHOTHRTFAE
ANEFZETREPNFR2.0FH, 5.0 EAAT.0 EARBENHLER

KF o
# 2
EEMEERBARER

B BEARAIHMRIRATALTHALEREOAF LY
BRARERTEANBRLTRAOZALAEAORNNBKTEMLE R AEK
MEBEZHNEBEREKELYBEHGAD -

BBEANES  ZARDSGHREHEZAAN 0.5 EH4H
RBESERTENRERKENSF —THBRLE ZRBAMK—T
BT REZRL RRAFERUKRY 24 8§ -

BBAEHE ARAZIN DRBEREAHRKEILABREBERE
W ZBHRBRLHKKXEBELEABRIERBLH L -

B ABIZHERGHES  HRERBLEBRBRABERA
P o REHHOBAGERAEZERFELLRAHNFLEOFTHA
FL > r AR pLE(ERBIY)  UARAE paravertebral &
EHE—MEY —ABEHEBER S HWOHFEARN—BHEGH
wa BB K % hypoallergenic #FHKED 6 S EE -
HREEMNBOBREAMREAITHEL 6016 548 > B4 2442,
48+2, 81 1242 )8 o M B R E AWKt (erythema) & K BE
(edema)) L EWHEH R AZTHR F -

trpi(erythema) @k (edena) B EN R A G ARY &
HEHBHE— SR FIHESL 24, 48, T2 OB EHRETH
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H-glmoth#nh 6(2BREMRR 3 BREY) L AZH
BRELY HNBERATHARROZLEZN A S
AR ZEHNERMNBEIBLEHRE  CHEEER UG
BEREBFZERZMNBER SRR H—BT L% - 42

M PEREENORBELHTEANZEZMN BEZPID MK

R4 AR THEZMNBRERT

RESPONSE CATEGORY COMPARATIVE MEAN SCORE (PII)
R & 28 5] e ¥ -F3 o8
Negligible(?T Z.%) 0 to 0.4
Slight(#&@44%) 0.5 to 1.9
Moderate( ¥ &) 2 to 4.9
Severe( £ /&) 5 to 8

BEREEGOR ZEXE2MNBERPIDSawaE—EHY
BHZERRNBIBABEITHRUAGHHEHNTXNRAE -

BRXTRARAR EEMBEERLPIDENO

Bm ZRAMSGEIAHRIFN NG -
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50 R s S
R EMNHRIOHE

RABBIT
#3951

D)

60 MINUTES
o)

24 HOUR
(INF)

48 HOUR
(/NFf)

72 HOUR
CINFE)

LEFT | RIGHT
&) | B

LEFT | RIGHT
& | @

LEFT | RIGHT
& | &

LEFT | RIGHT
&) | B)

SUM OF
OBSERVATIONS

(BEMN)

OBSERVATION
AVERAGE

BEFY)

Total
TEST
(Drug
Scores)(%&
FOHIER -

0/6

TEST
(Saline)
Scores(§4
FOHE
B2 E)

0/6

Total
CONTROL
Scores

(P2
28

1/6

Primary Irritation Score( 3= EHllE5>80)
Test Observation Average (-) Control Observation Average

O*

*Negative value is reported as zero.(B{HEFREE 0)

RABBIT
#3952

(=T)

60 MINUTES
(1)

24 HOUR
VINFF)

48 HOUR
UINE)

72 HOUR
(INEF)

LEFT | RIGHT
&) | &

LEFT | RIGHT
& | @&@

LEFT | RIGHT
&) | &

LEFT | RIGHT
& |\

SUM OF
OBSERVATIONS

(BREHEN)

OBSERVATION
AVERAGE

BEF9)

Total
TEST
(Drug
Scores)(§4
ORI -
BYSE)

0/6

Total
TEST
(Saline)
Scores(#&
FOSIE, -
B8

0/6

Total
CONTROL
Scores

(FrE s
S8

0/6

Primary Irritation Score( ¥ EHIE380)

Test Observation Average (-) Control Observation Average

0‘

RABBIT
#3953

&7

60 MINUTES
Gr)

24 HOUR
(INED)

48 HOUR
(GNi5))

72 HOUR
VN

LEFT | RIGHT
&) | @

LEFT | RIGHT
&) | &)

LEFT | RIGHT
& | @

LEFT | RIGHT
&) |\

SUM OF
OBSERVATIONS

BEEn

OBSERVATION
AVERAGE

BEFs

Total
TEST
(Drug
Scores)(#
FIHIER, -
b LYigag 54

0/6
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Total
TEST
; (Saline)
Scores({@ 0 0 0 0 0 0 0 0 0 0/6
OB, -
BB
Total
CONTROL
Scores 0 0 0 0 0 0 0 0 0 0/6
(Gigcpeiss]
78D
Primary Irritation Score ¥ ZEHljEH 538 0+
Test Observation Average (-) Control Observation Average
RABBIT # PRIMARY IRRITATION SCORES | IRRITATION RESPONSE CATEGORY
®F FEFBIE I R
3951 0
3952 0
.::.2;3‘ 8 0t00.4 --—--vu- Negligible(n] ZBEH)
Primary Irritation Index (PII)(3ZE#IEL 0
5 Total/3

# 45 X gk (TECHNICAL REFERENCES):

1.16 CFR, Part 1500.41, Method of Testing Primary Irritant
Substances, 1-1 97.

2.ISO 10993-10: 2002 Standard, “Biological Evaluation of
Medical Devices, Part 10-Tests for Irritation and
Sensitization” pp. 6-10, 21.

3.Marzulli, F.N., Maibach, H. I., Dermatotoxicology 4th
Edition, pp. 201 - 208, Hemisphere Publishing Corp. New York,
NY, 1991.

4.U.S. EPA - Office of Prevention, Pesticides and Toxic
Substances (OPPTS), Health Effects Test Guidelines, OPPTS

870.1200 Acute Dermal Toxicity.
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#pl 3
ERR R KK AL A R R
HNBREEHEALY Buehler ik

Bey) SEARXRHRN RIS R ERTEARZAN A S
HBHARBRME R RBHNE - BEAAMNRARBKERATR—BEF
RGEERLATHRBHBHBERREREITEABEHLER 12
TR EEIABKLERSET AR -

BRBRAEH ABAFTZRARD SO — T8 TFEANRE
£E H#EATER OGERUE BFEF R (clear)t) %M
REBHRE -

FmAEHE TERARRLEAGHEBLIZRA RIS > B E
ERZ2AGUEHateyEak®(control blank) - Z 48
R b N EABIABBR £ 24 PHAKREFHZE
Bk BES ey (erythema) ;5 8 (edema) - #»
ZEERGBEANZBEN  CEARFAEBEN KR ER —
R-BERBEMOKRENZISL  SHYKAHNMI LZE AR
XY LBAZAER AL A ety Tarzzzsady
ME e ZBAGE O IHOREZIHRBEBR  ZEAFHARAE
BHRBAZEBRFoRBFERE 24 & 48 & - BB Y HhK
FPRHE—HACERREANZEABEO > H - ZRARXERGEN K
LR REOHERREN -

ZAAHERGHEBE ALK 6-% 9

@ AR SRBERE —ESILE -
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MEASURED CRITERIA 24 HOURS | 48 HOURS
(HIEAEHE) (/NEF) (/M)
Test Group Challenge Score Totals o
(BRI B S) 0
Severlt;_%ii'}'go;:al/lo) 0/10 0/10
Incidence % o o
(Bt ) 0% 0%
Control Group Challenge Score Totals
(BRI M) 0 °
Severl(téz(éo)tal/s) 0/5 0/5
Incidence % o 0%
(Bt R) 0% §
AT 3T %  FERFHRE 24 /0%
ANIMAL # PATCH 1 PATCH 2 PATCH 3
(E¥)) (B5F 1) (BEF 2) (BEFr 3)
TEST GROUP (HIZ4H)
NS Drug® NS Drug® NS Drug®
39801 0 0 0 0 0 0
39802 0 0 0 0 0 0
39803 0 0 0 0 0 0
39804 0 0 0 0 0 0
39805 0 0 0 0 0 0
39806 0 0 0 0 0 0
39807 0 0 0 0 0 0
39808 0 0 0 0 0 0
39809 0 0 0 0 0 0
39810 0 0 0 0 0 0
NEGATIVE CONTROL GROUP ([ [aiZ#il4H)
NS Drug” NS Drug’ NS Drug”
39811 0 0 0 0 0 0
39812 0 0 0] 0 0 0
39813 0 0 0 0 0 0
39814 0 0 0 0 0 0
39815 0 0 0 0 0 0

® = Drug patch with Sponsor supplied test article (FHFEIEHLHIE

YISnRIZERIRE )

® = Drug patch with Normal Saline only (Sponsor supplied)(F #:Z {2 {HERIEE BB Y

HIZEVIRE )
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28 MHEAAOBRE(ITHZHE 24 /1 8)

ANIMAL # 24 HOURS (/|\i§) | 48 HOURS (/]NEF)
Test Group Patches (HIEXAHRLF)

)57 NS Drug® NS Drug®
39801 0 0 0 0
39802 0 0 0 0
39803 0 0 0 0
39804 0 0 0 0
39805 0 0 0 0
39806 0 0 0 0
39807 0 0 0 0
39808* - - - -
39809 0 0 0 0
39810 0 0 0 0

TOTAL OF SCORES
() 0 0 0 0
SEVERITY
(TOTAL/10) 0/10 0/10 0/10 0/10
(BREE)
INCIDENCE $% 08 0% 0% 0%
(BER) ° ° i 0
ANIMAL # NEGATIVE CONTROL GROUP ([ [a]$%#&4H A1)

(1) NS Drug”® NS Drug®
39811 0 0 0 0
39812 0 0 0 0
39813 0 0 0 0
39814 0 0 0 0
39815 0 0 0 0

* Animal found dead on day 19, considered to be unrelated to
the test article (BI#SIRTESE 19 RIEL » #ELE S HEFHEYIRIER)
2 = Drug patch with Sponsor supplied test(FFERELHBRIZEYRE)
® = Drug patch with Normal Saline only (Sponsor supplied) (T

RHHE R IE E B RIEEYIRL F)
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k9 Edm#EH(H 2007/03/28 i#47)

1034058 30 B4 E#4#R

ANIMAL #

B

24 HOURS SCORE

24 /R

48 HOURS SCORE

48 /NEF

TEST GROUP (HIZA4H 7))

35464

2

35465

35466

35467

35468

35469

35470

35471

35472

NIFIFRININININ|E|E|

35473

NN =

TOTAL OF SCORES
(#853)

)
(o)

[
n

SEVERITY
(TOTAL/10)

(BRERE)

18/10

15/10

INCIDENCE %

(BAEX)

100%

100%

NEGATIVE CONTROL GROUP ([ [aI3&I4HB!)

35474

35475

35476

35477

35478

TOTAL OF SCORES
(#&5)

O |O|O|0|0|O

o |O|o|jo|Oo|Oo

SEVERITY (TOTAL/5)

(BREE)

0/5

0/5

Incidence %

(BER)

o
o

0%
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# 45 3CEK (TECHNICAL REFERENCES):

1.Dermatotoxicology, Marzulli, F.N. and Maibach, H.I., editors,
4th edition, 1991, pp 381-3385, Hemisphere Publishing
Corporation, New York.

2.IS0 10993-10: 1995 Standard, “Biological Evaluation of
Medical Devices, Part 10-Tests for Irritation and
Sensitization” pp. 13-15.

3.Principles and Methods of Toxicology, Wallace Hayes, A.,
editor, 3rd edition, 1994. Dermatotoxicology Chapter 21, pp.
777, Ravin Press, New York.

4 .Ritz H.L. and Buehler E.V. (1980). Procedure for Conducting
the Guinea Pig Assay. Current Concepts in Dermatology, Drill
V.A. and Lazar P. (eds), Academic Press, New York, NY, pp 25-
40.

5.U.8. EPA - Office of Prevention, Pesticides and Toxic
Substances (OPPTS), Health Effects Test Guidelines, OPPTS

870.2600 Skin Sensitization.
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AMXGHHBABTRAZTITERMN AN A IR FHHULEIITE
WA B RBREHBIALTETARAREATAZIS A
B THAZARITELEAG R MBEL P AL CERE
R TYHFEANEARRATZEET -

[(BXHERNA]

F—AB  GETRABRUUELGELEBZITER -

F— BE GZGERARUNHNAGERLEHBTHEBHZIHBBLEHE
~&EB -

BB hABRATAERAARAESEHE KRG HERS

ZTEH -

BB GHAFATAERAFANASEILRENSS —FHR
R*HZAER -

2w A B BAFATIAERGAANRABBRKOEER T2
~EH -

Fw BB GABATITERAANRAEN B KOG ZZXTZ
~ER -

FELABR H#ERLBGREXIGTER -

ZEBE  GAFATTERANLAEGREZIGTER -

BN AR GABATHHERGS—THTENBRLBAL
Wz BRETER -

EFANBE: GABFATHE,RBTERANENABTRHRAY
zZHRPFPERTER -

ZFLtE G4 AFRTHTRIRESBEINSELE LR
HEANFERFAANREZERFTZIERATFFTER -

EANB AR AT T &b KA

m
M
St
*
+
b
b
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#t b donepezil HCl #HMREZFER -

FAR BAZATHAERGAHEN IV RA donepezil #

AREBEZTFER -
[ &4 5%HA]

- B RAL -

20 H MR EH
24 B R EBE B
28 & F 38 3%
(a-b) X E
(c-d) R E

- RERIPL

30 44T A

34 BB HEEE K
40 BMHHE T

44 BB BB E SR
50 #HH M EE

54 B R EBE R
60 &8y £ E 4

64 &M it

2 xFF @

80 4k M G2k
100 8 R

104 ## R

110 &3 414

114 & #&

22 8 &
26 F b H

32 £ E &

36 % & =K

42 = E &

46, 48 ¥t ey i
D2 RAMEEEXTRE
56 E it &

62 2R EBE =K
TOmueEtEEERE
T4 X+ R

82 mitd&

102 % 3% &

106 s E

112 $ #8238t
116 &4
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120 3 #9ELBAER
124 & i #

126 & d #

128 Fr gz

(a-b) R &

(c-d) R B

1034058 30 af5siE %R

122 2 BHRERTH— R

124a ME R
126a P X B
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© R g

L*ﬁﬁ%kﬁ*ﬁﬁ&ﬂﬁ%%%ﬁﬁ%%%ﬁﬁ%ﬁ
RXTRENEHTENREZLE %K aH:

OE—ZHACLBHBFH-MEY —GELAK—LKTEEY
MR S FEREA " REANER > ZERAIFERRLAF - R
B SR E—H&%EAH D% R 5% REHERRERREERT » T
REGEREERPOBREEASZINARIFTTEE;

EY  ZGBGHEARE—KATRXEKRE LAA 2D
A6 IEHARNEEEAES AL KROBHFHRE  SEBEER
EHAEN S AR

— BB EBRGAUGBETEMHES  ARRM -—B A
ORE-BRATEBNER SHEBRATEBERGA R BB X
WEHERETEFREBAGE -

2. WP FREAEEE 1l AL AN R —REBEEMHR
MR ATEBBERABEITREGERTEANRZKKE &
Yo RRRAIERAZAEGCAARNRLEN 10% ZGEANER
AREBEERT -

. w9 FEANRBR I AMEZANER - KBEREMR
MR AETEBREAREITREGVERTEANRKLE &
¥ Z B4 A — R4 & (hydrochloride) -

4 w9 FEHNEBRIAMLEZANER—RBERIMR
MERATEBRENBREZITRENERFEANRZLE &
¥ %A ib & 14 A donepezil &4t & (HCL) -

b . W HREAHNEBAL I AmEzANER—KEBEREMR
HERBRACELBRBENBEZITRENERTFEANRZTLE - &
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PoBREHALLEBGLAR -
6. P FEAEBEIAMEZIANER - HBREMR
MR L ELEU BN B EZITRENVERTEANRZLE &
EHhARLCEBHABEE -
T w9 FEANEEAE 1 AmizAnER—HREREMHR
MR LETEBNAEN BRI TREGNERTFEARZRE &
t > % B4 A donepezil RALA(HCL) r ZHEH AL B %A

_a.

%
ﬁ

8. e HEHEBE 1 AmEzAN LR —REBEEDR
HWEREAELEHERNBEITRENETRTEARZTLE £
Yo UBEERRE KB UABDEAF - RAREOAS  ZArda
BGHAZERGELEE  BUAEOIMNGEBES -

. e HEAHEEEZOAMEIANER —KBERAMR
MR A ETERNEEN R EITRENTERTEANRELE £
Yo UBEBRAF KRB AR AN AS  ZArd s
BAEAZLEBREERE RUEIROBEFER -

10 . w9 EAEAE 1AMz ANER—RBREM
RAGRATEBHNEHROFEZITRENTHRTEANREL E >
By RGO ARBHRIFLZHER -

11 w9fFEABBARTHAAEZANER-—RBELM
ROGRATLEBEHNFIELITRENETERTEAREL R >
Eb G beARBAHRIFILERER -

12 w9PHFEHEBR I AAEZARMER - RBEEM
ROGRATEHEHROFEITRENTRTEANRLK E >
By BERTEANRFIEEORABBEERAGEIZEHNHET
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Mo BEHBEGEIBERAEREEANNREN 100 A/cn?
BEAP»OuA/cm?

13 . P HFEABBAE 1A zANER—HBREMD
ROYGBACEABBBENREZITRENERTEANRLTLE >
EF  ZGBEATRRTRRAEHBERERZ 4 -

14 w9 FEANEBAE 1 2FmEZANER —HBEEH
MR BEAECLEBHMEROBEZTRENTRTFEANRKK
E AV SBBEATRRTRAALAZAEAES -

1S5 . v P HEABLDF 1AMz AN LR —HEBEY M
RAGHBATCEBERIBE I TRENERTEANRLELEE
Y SBBGRERALNZEDEEABER LY —F -

16 . w9 FEHNEDL 1B zANEE KR BEYE M
ROGRACBRBERNEEZITRENERTENRELE
EF A5 ELEMHER donepezil -

17 2 ¥FFAERE 1Az ANER—KBEYR
RAGHBATEBNEBROB LA TRENVTHTEANRLLE
EY BEBRTENRFLEGOAE - BHRIARESEILY
i o

18. e FEABEAE ]l THAMEZANER K BERY
MARGGBRATLBERIBEZITRENERTEANRZTE
EoAY SEBRTEANRZLEAWN-—RZTY pl AR ETREL
BATHRAE o

19 . w9 HFEANBEAEIAMEIAN R R - HKBEYE M
ROAGBRATEBE BN EEAITRENERTEABRZEE -
HEP AL EA%LA donepezil RIL&A(HC]) - % donepezil

38
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HC1 R E B 10% HZ A 10% AN 0% Sk ha—KHd
KB -

20 Ww9FEHEAF I AMEZANER—HBEEM
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