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% 4% % [synaptic cleft])» ® AN R —WHWE AKX BHX RS
Fr oML RmBERNMEL ERAREFET
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Depression and Mania" in Goodman and Gilman's The
Pharmacological Basis of Therapeutics, McGraw-Hill, NY,
NY, ' 432-439 (1996) -

Bl 4w 3% 1% 8 F (Reboxetine)(2-[(2-Z A A K A X)X %)
FTEIBRBAR)EBLEEZTFELREAHDERKDR S £ EFE
Mo FHELELREIVRE BEHNFRAEITFTHFLERTAER
KR E > AWEENERTEANEIRNR AN LE L
AR - FRL PRFAXERA > BN F
RBAM —FKEHF R A XA S B (fluoxetine) » & =%k &
(imipramine) * & % ¥ & #k =& (desipramine) - ® S. A.
Montgomery, Reboxetine: Additional Benefits to the
Depressed Patient, Psychopharmocol (Oxf) 11:4 Suppl.,
S9-15 (Abstract) (1997) -

L & B F BF R "X "(generation) - # o F — R BB KR

At B 3 4] B (40 & % 3} [isocarboxazid] &2 X & M)A = 38
H(mBHEKR) B RIS EY LT XS

(mianserin) & %, vk = = EA (trazodone)Z #H 84 1L & 4 - & = £
e BEDBEEELEEREKFP AP 0 XA H K
(fluoxetine) » & H =k (sertraline) > 4 8. 4% (paroxetine) > &

3% MW A7 & (reboxetine) o o F E Moy S B A H — £ WA F R
WENZBEIR2 20K AH 2 — AAAHEZEH(E 5-HT
(27 £)> *FH LR KR % B M) APP Textbook of
Psychopharmacology (A. F. Schatzberg and C. B. Nemeroff),

American Psychiatric Press, 2d, ed., (1998); Lexicon of
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Psychiatry, Nuerology and the Neurosciences (F. J. Ayd, Jr.)
Williams and Wilkins (1995) - 3% 1 #7 = (reboxetine) X 3 3
AR RT o AN KBk g resperine 3] A 89 R ik E B R &
ﬁ’&%L%%mimﬁTﬁﬁ&%? B AR F OB 8 IR
YRR LE ZHAILFHEHE - & M. Brunello and G.

1

Racagni, "Rationale for the Development of Noradrenaline
Reuptake Inhibitors, "Human Psychopharmacology, vol. 13,
S-13-519, Supp. 13-519 (1998) -

#& #% Brian E. Leonard 83 & > £ ¥ Hekvhd ~ 4 & 2K
(maprotiline) » & % # X & iz (lofepramine)# £ & 40 H 3% R
MBRZBFLEG L THE LR EBRKHE - WEHHE
A ETHELRE BoABRRIPEHRR - FERE
(mianserin) & % H 4 &b (mirtazepine) s 3 fA B 37 K A5 a,- &
EREXBRETHNAY X T ELREHEw > WA H LA
oA & B R - s F > o¥F Z 4 4k (oxaprotiline) v JE o fix

]\

(fezolamine) » & # ¥ & % (tomoxetine)#r & A 2% 49 B #F M
FTHLRFBRAKSHAE BRIV CHRBETZTHIELH
A RAFE5 G H = FHRIWEH Y 4F A - A Brian E.
Leonard, "The Role of Noradrenaline in Depression: A
Review," Journal of Psychopharmocology, vol. 11, No.4
(Suppl.), & S39-S47 (1997) -

3% 18 A F (reboxetine) b X EHFEM X T H LR FH R &I
AE S BRBRE=ZBERHERH LT LE AW ER
B o WA 7 (reboxetine) i W E X R T H A Bk K i
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resperine 5| R MR B AL RAE > P-B Eak T oy T
FAEBR T E LR ERA®GNE S B R AL B 2 & 8B b 13 F)
# % o A M. Brunello and G. Racagni, "Rationale for the
Development of Noradrenaline Reuptake Inhibitors," Human
Psychophramacology, vol. 13, (Supp.) 13-519 (1998) -

%% 1 B = (reboxetine)= — #& 4k i Melloni ef al 8 £ R &
A &I 4,229,449 > 5,068,433 > & 5,391,735 > & £ 3
GB2,167,407 > &M LW S/ TR EF - LB ¥ > 2

T (reboxetine) H — # F M b . v FF A2 A = 8 3k 45 1% #
MALIBABDHRBBAL L TEAHOEAV)H T ¢
@

(RLR)Z-[(2-T R A XA RX)KA)T? £ 15455 4
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(IV)

(S,R)2-[(2-T A KA X A X )CR A )T X 195 4

AHASZ ARG HERALEEFRH X B LG FLA
R T EELLS TGRS - RA LR EMRLS S
FRARAEASARXRKRTAHERF NS FHBHEBNY - F
BADAEL R()X() RwibdihE-F aiBmibstrde
Ko LX)k FThédMhak -BRBAHFDXMH)FHEMYA
e AEERY  RBHEIBALA RS L MR
AMEMAR A A D-FLEBH(-)-ILER A4 FE oy L-3L 8 8 (+)-
FLEBEELAMEY - RS THERER T 2y
—EEHREAARN  RERRELTRTEZNEL  HEW
SREBDETHRERL S LBEEBYYRLY TH
e me gt > R HR BREY -

BRERATYTLIRBILERAERA TS E TN HFERFTHEA
W BE AR B T M o plde o B-F B BR E AL PR B A 69 L-% ek
58 & & % (propranolol)dy sh st & £ D-# 8 8 2% 100 42 14
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Eeodkdh AELEABEEBENATEY  BARCE
REEEMYALIEARAEABIBERERE - fld o &
18 1% BK A& ok v BF (thalidomide)= D-#F B2 8¢ A B WA 3= %] 4+ 4
MO BN R Z 2L AR GEFH > RAH Ry L-H e g
BMETREREHE BT -
T TRAA-_BEHERFOR  FPTRHRAGHEIRE
#B4 0 (R,R)> (S,8) (R,S)» &(S,R) > & ¥ (R,R)& (S,S) %
Hee BBy (AL gR) ALAUNLERT RAES
W Bl AE AT 4 8 H sk B 4B - L (RR)A(S,S)0 4 # R 2
FENORS)AGSR) - M AEHEFRELE LB IR -
S, FT&H5RS)S T EEHRLEEHRY » (RLR)S> F 5
SR> TFTHIEEEILIEEIHEY -
BE # T 35 B B AF 80 5% 1 B = (reboxetine) B % # gk 22 gy
ShH R AW 0 (RRR)AR(S,S)% 1:1 b » b EFFE 9B &
%% 1 B = (reboxetine)" EH 35 L o B > K H R A Y o
, o3 b W 1 # # (reboxetine) & ¥ EDRONAX™ ,
PROLIFT™ » VESTRA™ > % NOREBOX™xx 7 & % # £ o
Yo AT AT 3 0 3% MW A Z (reboxetine) T A R L BAW B m o &
RHETHUREHRFHARK —RELF—H_Kk - B4
AR#EHE5% 8 2 10 & % - # 1 # = (reboxetine)
FRAABBET —RAHYIEZEHSEE - 2835
AMBEHNHEIRZTATEILELAANRANER » 5 A S
R EWWEY  HEERBUBREETHRMET » B AL®E
TSR RT -
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12 2% 1 %7 = (reboxetine) by /& A & B B -2 4 X & 4% A
mMELARLEZNNFEAREALLEER > iz & > kR
RE > hBREE > AT FHELAHE FHMusg %
MAEBR AR (e HBRRAREFG) REER > T
fER B B RE 9 X E S HMWE I S (reboxetine) ¥ 37 4] & 7
FLREFWERKKLZATYSEEML - T2 BHEY
TRASEBETHAREERER  whF FR 5K HWER
BMovA Bl R Rk F EIER -

AA#RE AW EHEHH T E LR EHHERK
LA BEREER - Gl FERRAENH E T E ERE
MAERKE  AEZEEFMHAELFEFAILYHSE 41660 3 2
A K EERE - X F ARBHERZEFENR L Y 377> &4
L B IR & % 446 §, Elliott Richelson and Michael Pfenning,
"Blockade by Antidepressants and Related Compounds of
Biogenic Amine Uptake in Rat Brain Sy}naptosomes: Most

Antidepressants Selectively Block Norepinephrine Uptake,

"European Journal of Pharmacology, vol. 14, 277-286
(1984) - s Al L HHK » X FALRBRALA LB RATRZ W
EFEMRE FRFLEMRAL LYo L LN
Br Ao iv e AT RBELARRIMHER -

Hz WHEEFZ-RHLABRBAHNHNETTE LR EFAR
Mm B ZMAROARAYD T X BHIRS XRERREE
FTHELIREARLKDHHOTRIAGA - LEE2-HESE
B H LT E LR EEA AR AA S RET ok
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CRERSEE O MFTE HIRHR LBKEFTER-HES
EEMHOWN —BREML) FHERH(HERIHRESE
MY - REXMEFE LR EBRKIPH A - bsh BEF R
— AT EBRRAXNETFE LR EFARKIH B OB
Badth AER  FE-—HAHLOLBEBEZRLLSDNHEY
tHRAEa S BELBEY -

[#AnE]

ABH—BREANBGREIFTLERABRARNAS DR
FiEoORLEERFPHHNETTF LR ERASEN S AHE
W FEENRY  ABERYRAXOHZTTEFERE
M H 2 H AM  B—F R AERALTE N ILHEEB
ER BRI L HOABLTABR—HLEY  wRHIEM
Z (reboxetine) R A A S L AL NH(SS) TR EHEY -

Bz > ABH—EALREEGFLEENEFNHLYH X

R LR EBRRUM SR LEARLTANRAGREA
KEHEAL YT HE mabh s aFFREFEK)ETFEL
B £ (KB E 0 %4 50000 &4EZXEDH 10,0000 RERZE
Mgy 12,000 HEEFEMLHLESY -

ABB A —BABRERAATANEREBALRANOGR A
AW EuE ATk AT ARTHHEIFELREINAR
WA A AW EOABLTFTANBALEAKXRENASD
My R e bh e aFFRFE)FFELREFEKIA
E 4 5,000 842 E D # 10,0000 R4 EE D H 12,000
BB BEFEMRMOES YD -
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ARAS -~ BEBRTRGIREANA LI UGB EYYH
Eoha e e FEFRFEXKI)/ ZFEFELEREX)IAE YD
# 5,000 &M RZE DY 10,000 2422204 12,000
B RERFEHRGILAY > REBRRBILEEDS — G LS
MER LEFEEREAABERBR(AEBHE A +T AL
AT EREODEORBIRABRER » BB R R EB
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(& #% % ®itr B > B BB > B E B » 5% &
(hypochondriasis) » # B # M E % > A Dt BB 5

B R NOS) —M&ibeh & 8 = % (GAD) » @ & (B B
~ Wﬁﬁ’ﬁiﬂwﬁﬁ’&%%ﬂﬁﬁ%%A%ﬁ’?%

BB (BHERBE) > BB GHEAB ERE(FEETBHE) %
BRSO KERRMBHMA KK RH B %E% (oppositional
defiant disorder) B K% BEMLER » £ 5% EH
BAR G ABRABRBR(FALCHBABMALETRMER) #i@
RR(EEHRF SR BRESEREH D EREH oA
) FHMEER HREE(WBEABERAERL) EX
RE(LCEAEREEER) HEABRAR B2EHALAEER
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MESHRBEHFERAEZERRBEFZ 0 -

b & # 0 (S,S)x% W A F # AT A (R,R) & (S,S) 2% H #f

FOHHRRCMHSBRIET T E o/ - H32 R
AR e AZFLBALYS) BB FadbhiFib i
TRRESS)ZHEB MU B R RO EN S £ F B

a

0:\90\90527.D0OC - 16 -



200920378

IR EVERKE AR RKRHY 5 24 854 « Bk » 7
AEEGHEFZEINEEBFREK - B » KEWHELEAL
ZLEAHEGNSS)BEHFHHE TR F AW =
Wy B EE A S0%E % 80% - kit 0 B & (S,S) M A = A
#EFTELERFOBRKEA SEEZEMNRA M MG
BRAAELELE&GS.S)BERETTR IR LENAELEY

T RE R -

AEASZ - EABETANZLTORLAXRTEALAE 2 5%
R Tk RO TR AL EH KA A E
FTHOFHE AT RERBRESAAEERT - BE XK
EFREAER HMEHERAL S A% B —&EETHE
s EZENRBE WELER  HERAT LR BHERE
TR BHRXEERW  BHRE BREWHEARB > AR
Rm  BEMLRALER YRR BE KR > B K
EE IR i BB EE S NS HERY O A EEERE
AV R A FTHMF LR RRER F T HE R KB 0 SSRI
"BR AN B"RE o AR TIC ks o AE AL BTk H R
TRl Tabh il ENRBEREAEH
BN EBRRTAHRE Y~ ELERNE ARG EB L AR -

FEALCEIERFE  HARREEZERFT T Hw
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[F#5 K]

BB F Nl WP RS A KR ENR o KA
iR - BRI BENFARARAN R E
REMIBEER  EENSRR/BHER > ARG FHREB -
. % B & 48 5~ » International Publication Nos. WO
99/15163, WO 95/15176 » & WO 99/15177 - ¢& % & % ¥ 'k
B#l 7 &8FS,S)ARR)FHE N FLRBEEDZ I HRR
S/

BB EHERARABRARNSZERATER - CFRRARAZER
B E > LRBNEEMSELFFHR R H B (SSRD > %
W 2N 8-OH-DPAT R B R T L &% BRI m BN F
# K & SSRI- Brian E. Leonard, "Noradrenaline in basic
models of depression," European-Neuropsychopharmacol, 7
Suppl. 1> B S11-6 & S71-3 (April 1997) - 34 # #7 & & & %
BEFELREARLWAE  RABIALFERENA
BRUCHHFERE > MBS EREBRKGHFMN BB HIN
ARUBHEMENRRARBEREL ST AALEER
A tEEMAO)Hp HIFMH - AHRBHEHTFRAGLFT T K
FX)/EFHFLELBREFEK)BEZZFHHAH 80 38 KiAHN
% & A e it e

ABAS —BRERVOCEEEL B ETFTFLRE
BRUH T E  WELKELTRALGRAKENAS DY
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zZ B EZEMHELD AL 5,000 HMAERLEDH 10,000 F
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B) ~BRAEREFOM)ER L7 > £H/#E Y C. Cheng
and W. H. Prusoff 34 "Relationship Between the Inhibitory
Constant (K;) and the Concentration of Inhibitor Which
Causes 50% Inhibition (ICso) of an Enzymatic Reaction,"
Biochemical Pharmacology, vol. 22 > & 3099-3108 (1973)
B all 5 ik 4+ 2 ICso {4 3
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B(C)AMmKER > MA > RER > BFirm > B RHFRL
IRAL o & 0 "G & (treat)" » "6 # (treatment)" > A"
/& 5 (treating)" # {# % 78 B5 (prophylaxis) » B & "B it
(prevent)" » "BF ik (prevention)" » & "F5 ik (preventing)" > ¥
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Fr R "% 9 (conditions)"— # & N 0 K m R FEHE -
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Association # H FR # ("Diagnostic and Statistical Manual of
Mental Disorders," 4th ed. rev. (Washington D. C. 1994)F#5
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AT EALEERRFEFELIBERYIXA T AR L T
BARN > BRATESRIBBEA —RTHFOBENEME
AWMFZEMER - mEBEERHERI (S,)ARR)H ki h

FENERBET 7R EFTHLEREFAECBRET Ty EA M

%

0:1\90\90527.DOC -25-



200920378

ReyZEFEM  mAELELEAGS)BHEHZ L H LT E
IR EYERK T & ABEE N (RR)H 2 X (S,S) A (R,R)
HoeegshHiBoMY -

HRHR ROERL 22 L8, HEHE2a
CHAENMHBEITELIREFBERARULFTER SRR R
(S,O)#H BRI FH RS DALMY S E 854 FH %
SPH RS M (BP WG LT HFMR SN =)@ & £
AAZEELE&GSS)BEHZF > THRL H 50%% 4
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B2 AERAREHA L AR - WE R BT H R E R
American Psychiatric Association Ff # JR 84 "Diagnostic and
Statistical Manual of Mental Disorders, "4th ed, rev.
(Washington D. C. 1994) » & International Publication Nos.
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F. 1t B8 (MAO) 3 4] 7% 1 o
MM F LR G HHEETR R R REE - TR E
w0 R WA F R A % 4 Al k2 F & M (antireserpine
activity) A X TR LM T W B RK EA R H% = E 0 & 5
MMH > AREP-FLRIRIHABEIABLYE S > B
BTRANAELR - BRE - Mk Ro-B LK £
AR X MBI ER - b BB EZ R =ZBRIGEHH KD
HAMRRAAEANESERGER  ECETEY T -
Az AEWAF-EEEERG P o 50k ET A
MNER ARG S RE AN EER  c BRARR RLER
M HF T ARG RREBREEF R B X E KB HE
ROUFTEDAE ZRGBZREAK QKR - kit 28
FAT R AN G R KRG R A A Rk R R L
RN T ERALEVWDEARBEH F(RALBE LT

1

0:\90\90527.DOC -31-



200920378

ROMEN)T R BERBE O HFRAE AR OE  2FR
Ao HABRB(OEWEE ERE ROEBERWE LR &
FFEAL ARSGHBERBYETL) AEF3 2T nm
W ER(OFETLAERRE) EBER  BE  — &
REFRABMWEZTIREA (AL LR ER) HEMEA
o MMEMERETRK BREEERHA BHERXEHRIY » &
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BRETEZOVBL T - "BERE L THSYE "L"LES
TEXNWB"XARBEANBEE L TE 2R B &% Tk
AERERB NGB BEE AN (S,S)BEN =M AN
B -BUEMBENFHNBE LB R TR ERBRE > %% A
Vo 5 BT R o

EA B RRTAN QAR R D KRB E K X E 8w
FRETHEHF - —fEdm T > 2%~ F8A - ZARAF
RRAMERZAAME - 2R wwT K > REWH F k&b
AL E -~ FEAARALER Y -

T

WEPBATAEN ALY BERGETZENRRR -
FH AR LEHBET(S,S)B WA =09 B30 BT M AR
REAPELERR)ZEERY R B B E .

# F # 250 £ # 300 & 49 Sprague-Dawley & % %8, 5 B &R
BRXEEA T A - MRIEEATAALEHINET N AN
AL BN HARS 032 EF(MERE - BHHEAETH
A 4T A # 1000xg &0 # 10 548 « KW L&k > B 4
T A #5 20,000xg B0 # 20 248 - AR EHAE G
H oA B ¥ 3 Kreb's-Hepes £ #& W » £ &% 2 & 4/
EEBERNOEGTRE - BFhEHrEFEAY 7.0
pH> A 4 © 20 mM Hepes; 4.16 mM NaHCO; ; 0.44 mM
KH;PO4: 0.63 mM NaH,PO,; 127 mM NaCl; 5.36 mM KCI1 ;
1.26 mM CaCl,; & 0.98 mM MgCl, -
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ENHE—FERMAHI0OBL0E)E 4 150528 F
(P& —ERF G4 SOMERL) ATHEMNTLELND L
ARRFRLIFHE LR EFRKSE - A FTHAZ ‘H-£2 9
FLREORBIDEAERK - A 1.4 M [*H]-citalopram
% # 1.9 nM [’H] nisoxetine 5 3| & 25 TR £ 2 £ 7 & +
REBERKBMAERZE - X 100 &% % T (uM) A #F =
(fluoxetine)(# &2 # T %k £ A )& 10 uM £ ¥ B B
(desipramine)(# % P H L T A)RZ B 4 B &40 4
S00 WA (uD# BT AAERAEY 60 2R ETHREM)
A 120 prég (B FH LM EMR) b =835 4% 4 2 3 25C
AT A 48 Wk M ELE GFBiBE ZE (AR # 0.5 PEI
R AR )BIE N 3XS5 £ IF kA # 200 mM ¢ tris-HC1
PH 7.0 R&E& %% % - BT BRAUWBEBREEND 7 4.8
P fE R RR PY M BR R AR 4 R M o

o WM & (BF (R,R) A& (S,S)%% # #F % 4F i 3% 8 4 % ) (R,R)
B F RSB ENELOALITTE LR F R £ 2 T
RE B RIAL A RE S A = A S R s B [’H] citalopram
Z [H] nisoxctine» 4 & & B R F 4 - RELKRE LT H 8
B AR RN Z BRI A S0%F R 2 A B E 6 B b
& M 8 R E (ICso)» H # 1Cso {4 A F Cheng-Prassoff 7 42 &
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EFILIZAFFAKS HEEALRERE > L oM AT KA LY
Be#MAEM - A n0M kT - A Y.C. Cheng and W.H. Prusoff,
"Relationship Between the Inhibitory Constant (K;) and the
Concentration of Inhibitor Which Causes 50% Inhibition
(ICsp) of an Enzymatic Reaction," Biochemical
Pharmacology, vol. 22,8 3099-3108 (1973) -

& ¥ Cheng-Prassoff 5 42 X, 3+ & & 85 K, {1 4» T £ ¢
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it & % =T H LR E o F Bk E hiFE FRE/ILETH
BB K (KinM) AR (K nM) EigE K EEMR
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llemR - EAXFHLREFARUF & RR)BHE Y =&
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B PXBAFHE:
Br—HLtBIRBAPABLEINHERG T ZARAS
oo L EER TN ETFEELERFIARKEAATEN -
LEwab A4 AR aFFREFK)EFEFLREIXKI)ZE
TEIZ M E DY 5000 b o wBiLS OBl aEmE
#F = (reboxetine) > A A B EH FH A E L H B (S,SH
BB o ik —MARBLTHBEETHORBEALY - ASHER
AU aAmEBEY  RAEALETEALSHEREDNS
BRTEHAEBLAEREN R RO AR

N RXBEAHR

Methods and compositions for treating humans suffering from,
or preventing a human from suffering, a physiological or psychiatric disease,
disorder, or a condition where inhibiting reuptake of norepinephrine is a
benefit are disclosed. The compositions comprise a compound having a
pharmacological selectivity of serotonin (K,))/norepinephrine (K;) of at least

ug ; about 5000. Examples of such compounds include reboxetine, and more
preferably optically pure (S,S) enantiomer of reboxetine. The methods
generally include administration of a therapeutic amount of such
compositions. Also disclosed are preparations of a medicament from the
composition, and uses.of the composition in a manufacture of the medicament
to treat a human suffering from, or preventing a human from suffening, a

physiological or psychiatric disease, disorder, or condition.
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