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(54) Title: USE OF COBROTOXIN FOR MANUFACTURING A MEDICAMENT FOR THE TREATMENT OF ARTHRITIS
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(57) Abstract: The present invention discloses a use of cobrotoxin for manufacturing a medicament for the treatment of arthritis,
wherein cobrotoxin is a neurotoxin extracted and purified from Chinese cobra venom. The medicament is safe, and has small dose.
The dosage forms of the medicament include oral liquid, capsules, rubs, cataplasms, sprays, injections, and so on.

(57) THE:

MR A fh 2255 FOR M IR I e B PR AU MR B . 22y L e, HTEDN,
AR LR 2. i), AR

AR NI T — PR GEIER BE 2 e R

(Cobrotoxin) 1E 1% 75 % 20 h i T i

ik 254

W 35 7| B3 S A S P 2



WO 2011/026362 PCT/CN2010/073878

AR
RIAZR: IR R BE M 228 R AR &0 R T RAY PRI HZE

[1] TR AT,

[2] AE R I —FRARER e A B2 FE  ( Cobrotoxin ) 7RI EVRIT KT R EY)
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3] HREAR

[4] WEEHWHNERSWHEFESERERESY. WENTYRT 90%
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PERTTREFIRFINGITIER X— &I, RO RIRHE R TT RV FI 25

RFFEERPEM, FEIRARERANE, HREREEHZEEE  ( Cobrotoxin

) FEREImRET R iR

IR BRI A

1. REFipEaEmHZEE  ( Cobrotoxin ) ANMYFERNE X T7 KR FIEB SR,

LREEE R TG RN .

2. REFAvE HEMZZE R ( Cobrotoxin ) AE/D, HHMIEE K, M 1-600ug/kg

HAE RIF BT RIE R TT R AER -

3. REEICEHEMAEEE  (Cobrotoxin ) A RIZEIEERRAZ . DR
O (&) KRR EFIES EE .

TS5 & SERRAGIX AR & B — DS IA

BARSERE T

LR . RIBRIRICAEEEHEEE  (Cobrotoxin ) 7EVRIT RNIEMERT £

BNYISEIRaE R, DUKIRRICHE 42 E R ( Cobrotoxin ) AT A B A FIHIIE

e AZBAAEIRIT RTRE, RIRAEAF, 0.1-10 5% /15, WEFEHERTET

, ZR—IRo

TFFA R BB ST 45 SR

1. REWHEEHEEE ( Cobrotoxin, 1-100pg/kg ) FEFEFET2A 25 REFERIR

BRI RTT RRERRT ALK, ZE KRB

2. IRERICAENEMZZEE ( Cobrotoxin, 1-100pg/kg ) A8 FEIE ST A7 REFE (R4

BRI RTT RRERRT ALK, ZE KRB

3. IREIPEHEMEZESR ( Cobrotoxin, 1-400pg/keg ) EB A REFFIRIERE

FEFIRTTRRBBRERTE K, RS RENMRER.

4. REFICEHE®ZEZE ( Cobrotoxin, 1-400ug/kg ) FZRRIRLA I REFE (R4

BRI RTT RRERRT ALK, ZE KRB

5. REEICAEREMAES ( Cobrotoxin, 1-400ug/kg ) kIS4 5 REMERRYK
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RIEEFIR TR RBRETTRK, REXEIHREE-
TRAR AR ERER (BR) WT:

# 1 REEERE S R (Cobrotoxin) JE S 542 7 FR4A 257 58 R 247 EUK
BRRRIERTTRERRT KA
KIEEKE (mm)
2=l & (pgkg |6h 18h 42h
)
EFH 50 11.3£2. 6 11.0+2.0 7.3+4.2
100 10.7 £1.7* 10.7 1.4 5.0 £3.6%
200 13.442.1 10.9+1.5 9.4+0.9%
FERRIR AT 40 13.1 £2.7 124 2.2 12.0 £2.5
25 FNER 80 15.8+2.7 10.0+1.2% 9.3+1.5
160 9.5 +4.7 * 9.0 +4.1* 8.6 +3.7
13.8+1.74## 12.5+1 4 11.9+1.84##
IEEXTER 0.13+0.12 0.110.10 0.2420.19
*P<0.05 , 5% ENTREMH ; #P<0.01, 5 EF X BEM

GERVEOR, 5IEENRBAMT,
18 71 42 /NBsF, BRSETT B AE B8 hn. 15738 K257 6 /N,

ZENBARBAEEN B RTERETE, 6,

EE (100

ng/kg ) FIRRRIRT (160pgkg ) 5= EXFRAEME, KREBRKXT FKE L&
;18 /NEF, REARIRAT (80
KEBF R, 42 /00, IREIPEHERZER (Cobrotoxin) EE (100, 200
ng/kg ) 5= ANRAML, REBRXTEARKEHRLER. ERIE1.

RN R TR L REE 3 KRG
2, TER 10 K5 HIHT—R A K-

b, REBRK T EZMEI .

KRBT A K.

15 K,

13K, FRRIRTIE (40
EFH (200pg/kg ) FERREME (40

RS, KRR
PEFIERJE 11-19 K, S5IEET A
, 8O0ug/kg ) FAEFEK

, 160pg/kg ) 5z ANTRAM, KEBEXRTE

BB RG]

, 80 pg/kg)
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B EFER KRB R T AKE, 17X, KKEME (40, 80, 160pugke) FAE
BEERARRTAKE. BERIEK2.
FHh, BATRBAESAANAE, BERBWHEEHSZEFE (Cobrotoxin) XA
FIRTRRBORFERIESR, SRERWT:
IREZIC G EEMIZE R ( Cobrotoxin, 9, 18pg/kg ) VESTAZIEEI BIFRIRE A

HREXTEAKE, BEREHE, HERICENLTHF LA (100000 pg/ke) - 4
RRAE3, 4.
# 2 REEIPEEEMZE R (Cobrotoxin) X # K E AR SBUR FF AR K X TT 2 5R
S REDEiIRN0) -2l
KIEEKE (mm)
B & 11 R 13K 15K 17 R 19 K
ug/kg )
EEH |50 7.86 +2.34 |6.86 +1.77 |6.33 +2.16 |7.67 £1.89 |7.17 £1.60
100 8.88 +3.52 [8.28 +2.87 [6.71 £2.43 |8.28 +2.19 |6.86 +2.54
200 9.4+1.9 (68422 [4443.1% [7.0x3.1 |6.4+4.1
FERRIEAR |40 9.8+1.7 [5.0£1.5% [4.4%1.9% [20+1.3% [4.5+1.6
80 80432 [6.343.0% [33x1.8% |1.6£1.8% (29422
ZEXME (160 11.343.6 |83+3.3 |7.1+4.6 |5.8+5.4*% [3.043.3
- 10.25 9.0 7.88 10.12 8.25
+1.75#H# | 21.80M#H | £3.00M  [£3.18#4  |+4. 14
EFENR | — 0.18 +0.06 0.10 +0.05 |0.12 +0.03 [0.14 £0.05 |0.16 +0.07
H
P<0.05 , 57 EXTERLEF ; ##P<0.01, #HP<0.001, 5 1F X FBAEM L

3 RBICEBEHEZF R (Cobrotoxin) 3 5 [ 58 2AEF ZUR B & 1 K7 R ER

R AR

2l




WO 2011/026362 PCT/CN2010/073878
KIEEKE (mm)
A 7lE (pgkg [6h 18h 42 h
)
EHHEEER |9 6.4+1.0% 6.4+0.9% 5.341.0%%%
18 8.1 £0.6 7.1 +0.6% 6.1 £0,7%%%
Fry =] AR 100000 6.7 +0.6% 8.1 +0.7 7.5 +0.8%*
TEXMNEAE |- 9.3 +0.5## 10.0 +0.7#H  |11.0 +0.7###
IEEXTER -- 0.13+0.12 0.110.10 0.2420.19
[33] *P<0.05,, ***P<0.001, 5z EXT AT
[34] # 4 REEIPIEEE M2 E Z (Cobrotoxin) ¥ # K Z2MEFIBRRIR R IE R TR

[35]
[36]

[37]

IR 150 SR
W (g)
H & (pgkg |6h 18h 42 h
)
ARERACAEBEM |9 53+1.2 13.3 +1.1% 35.7 +6.3%*
18 8.1 1.3 14.3 +0.7* 50.3 +6.3%%*
Fry =] AR 100000 79422 11.7 1.6 23.4+6.9
== B3 RRAE - 4.3 +0.8 8.4 +1.5 16.7 +3.4

#P<0.05, ***P<0.001 , 5% HXTREHEMH,

RITACAEBE I E R (Cobrotoxin) A EFEIRELMERBRT ARKE, REHH
o TEIESIF RERAEFEEE 15 K, MEBwEEREER (18ugke) 5=EX
AN, FEEEER. ERIES.
TR R RAETEE 15 F1 17 R, REBEHENEEE (9, 18ugkg)
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[38] # 5 REEIPEEE M E R (Cobrotoxin) X # K E AR BUR R K XTI AR
S REDEIRN0) -2l
KIEEKE (mm)
HE flE (11K 13K 15K 17 % 19K
ug/kg )
ARERAEAE |9 56+1.1 |58+1.0 (65408 [6.2+1.2 [5.8+1.0%
HEEE
7
18 4.1+0.8 [53£1.0 |41 6.4+0.7 |6.8+1.2
+], ]
PTREICCAR {100000 42409 |52+0.8 |58 +0.7% |4.3+0.9% |4.8+0.8%
EEME |- 5.4 7.3 8.7 6.9 8.2
‘H 058|207 |08 2084 | 20.6H#
EFEXTH |- 0.4+02 (02402 (05402 [0.8+04 [5.8=+1.0
[39] #P<0.05, *¥¥P<0.001 , 5= X RAML, ##P<0.001 , 5FEFX AT
[40] % 6 IRERICHEEMZZE F (Cobrotoxin) X # 58 2P UK B &1 T AL

TR B O

FIEl
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B (g)
ZH 7| FE (11K 13 R 15 R 17 R 19 R
ng/kg )
AREERVAE |9 20.6 £3.4 |19.3 £8.7 [39.7 £9.6* [42.0 37.7 £10.3
betir s +11.4*
=
18 15.543.5 |12.7+4.3 |54.3 60.0 45.0+15.0
45.7%%% |4 Qe
FrT =] ICAHR | 100000 20.5+2.5 [13.8 3.0 [60.0 48.7 £7.2% |54.3 5.7
+(), Q%%
ZEEXTER |- 142 +2.94# (7.0 +1.1# [16.0 16.0 £3.5# |33.7 £8.6
2H +3.6##
IEESTE |- 38.549.8 |14.8+3.8 [48.7+7.2 |35.5+7.9 |54.3+5.7
7H
[41] #P<0.05, ***P<0.001 , 5T HXRBEMEL, #P<0.05, #P<0.01, 51FEFN

FRZEAE L
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