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The invention refers to a synergistic combination comprising a Sigma ligand of general formula (I), and
a Serotonin-Norepinephrine Reuptake Inhibitor (SNRI), a medicament comprising said active substance
combination, and the use of said active substance combination for the manufacture of a medicament,

particularly for the prophylaxis and/or treatment of pain.
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[ 330]
The invention refers to a synergistic combination comprising a Sigmé ligand of
general formula (1), and a Serotonin—Norepinephrine Reuptake Inhibitor (SNRI), a

medicament comprising said active substance combination, and the use of said active
substance combination for the manufacture of a medicament, particularly for the

prophylaxis and/or treatment of pain.
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AN ERE  RBUTTRESEEY 63 (VELE

k&Y 63 (639z) AEPREBERENNZES - #
FEREWBITEBELABRLZR REFNBEYELEEY - &
REZBNNERBEARBEETE _RER  WREZHLE
5242 (63%) HEMNERE (BE=197-199°C)
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[50] 4-{4-[1-3,4-Z @ F & )-1H-M M -3-HHE T E)
IEE Ojf

[51] (2S,6R)-4-{4-[1-(3,4-Z & Z & )-1H-ML % -3- K &
BT & }-2,6-2 B A U5 U o

[52] 1-{4-[1-(3,4-Z &K &)-1H-M W -3-H FE )T &}

T

[53] 1-(3,4-Z & F £ )-3-[4-(HL1g e -1-F)T & & ]-1H-
TR

[55] 4-[1-(3,4-Z & F & )-1H-0t ™ -3- K & & ]-N,N- =
ZET-1-K
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[56] N-"F & -4-[1-(3,4-Z & F & )-1H-ME M -3- K F & |-
N-BHET-1-% >

[57] 4-[1-(3,4-Z & #& £ )-1H-ML M -3-F & & ]-N-(2-F
S LE)N-BET-1-f&

[58] 4-{4-[1-(3,4-Z“ & F&)-1H-ME M -3-EHE]T &)
B A0 W

[59] 1-[1-(3,4-Z & FH)-5-FE-3-Q2-FEH R Z & E)-
1H-0f v -4-E ] Z B >

[60] 1-{1-(3,4-— & F & )-5-F & -3-[2-(UL g Kz -1-5 )
ZEE)-1TH-H W -4-F 3 Z [

[61] 1-{1-(3,4-— & F & )-5-F & -3-[2-(ME-1-& )L
S )-1TH-ME M -4- K} Z R o

[62] 1-{1-(3,4-— & E£)-3-2-(ZZ R/ E)Z A & ]-5-
BHOEC - 1H-0fE M -4-5 } Z o

[63] 4-{2-[5-FF B -1-(FE-2-F)-1H-ML®-3-ERE ]S

E S o

[64] N,N-ZZ % -2-[5-F B -1-(Z%-2-%)- 1 H-0ht M -3-
SR K

[65] 1-{2-[5-FF E-1-(F-2-&)-1H-M W -3-EHKE]ZL
HEIME » AR

[66] 5-F F-1-(FE-2-F)-3-[2-(Wgfe-1-BH)Z & E]-
1 H- 0t |

B HES A ESNE - RER SR Y A RE g
Y e

876437 -8-
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8. REHFFENEES 7" HrEHmEHEY » &
TEEEYEE 4-{2-[5-FE-1-(F-2-£)-1H-0p i -3- K &
BEIZE)BEWAHEES L EZTNE  BER - AHLEY
SR AE EEY) -

9. REBEAMAMET -~ FHHRFENGEFRANGRESE
Y HPZESYERE 4-{2-[5-FF-1-(F-2-%)-1H- 0t &
SB-EEEIZEIEWHBERE -

10 REFMAE-FRFENREFRLABGEEE
¥ > H sk SNRI BEHBHZEY EHEXHEE EXR
7T~ KRACEEL - AR KAERR - EAEE - RAWE R
LEA%E  NHEESLTEINE  RER AIBEYK
BRI HERR A -

1. REFFENHTESE 10 HRANHEEEY
HPZ SNRI BEXMEFHNEEZ LT HZNE  EE
e BRI tYRAIEEY -

12. REBEFFEMNHESE 10 BRANHEEEY
Hops% SNRI G ERETRAEEZ Lo NE B
e AEYHAIREY -

13. REFFENEESE | 2 S HPE—FHFHRNR
REE? HEFZESWERE 4-2-[5-FE-1-(F-2-%)-
IH-BE 0 3- R A A |ZEJBEWHEE2 FafEZNENX
EAFRHEEZ LU HETHNE -

14 REHFENEESE | 2 S EPE—HFARNR
Flé ey HTZBECWEE 4-2-[5S-FE-1-(F-2-%)-

876437 -9-
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IH- i -3- G E]ZE)EMNHEESZ LA FYNENE
BPETRHEEEZ LA HEZHNE -

15. RBABKE-—FEHFENEBFRANBREREAESY
B g -

16. RBAAE-—FEFFENEBAMLANBREASY
ARTERM/FZEERE -

17. RBARE-—FHAFENEERLOHEESY
WBiB R SNRINSEBFA AR BB /B 6 FEERF -
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i
juit

100
80 -
60 1
X
% 40 -
20 -
0 : . .
-1 0 2 3

;
Log Bl (mg/Kg, ip)

® (k&% 63 HCl (E px: 43.0%)
& XHEF (2.5mgkg)
O &% 63 HCI +3LHiE¥ (EDsp: 14.5mg/kg)

= 1
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BIE (mg/Kg, ip)

® (L& 63. HCl EDsp: 40mgkg

O {L&% 63. HCl +E & TEIT 0.625mg/kg EDso:  28mg/kg
& [FIBTEIT 0.625mg/kg

& 2



