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Experimental study on physical dependence of total Ervatamia yunnansis alkaloid
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[Abstract | Objective To evaluate the physical dependence of total Ervatamia yunnansis alkaloid . Methods The physi-
cal dependence of total Ervatamia yunnansis alkaloid was observed by jump test in mice and spontaneous withdrawal test in
rats . Results In the jump test, after injecting total Ervatamia yunnansis alkaloid (total dosage of 140 and 430 mg/kg) for 7
days continuously , the mice didnt show any withdrawal symptom and the loss of body weight . In the spontaneous withdrawal

test , two dosages of total Ervatamia yunnansis alkaloid (total dosage of 210 and 775 mg/kg) were continuously given for 30

days . The withdrawal response and the loss of body weight were not found in rats after drug withdrawal . Conclusion Total

Ervatamia yunnansis alkaloid showed no obvious withdrawal symptoms in mice and rats , which suggests that it has no physical

dependence .

[Key words | total Ervatamia yunnansis alkaloid ; physical dependence ; morphine

RIAEY) PId R BB 2 SR BIR faH A
SR IR 22 R B MENR 1 — D EE Sk, R
U™ G N SRR A& SR A AR h S
FRAT; O T B R I 1R AR SR S [l A b
BRI E AL, AR PR ST RE R BB
TN (T abernanthe iboga ) HEHY 2 5| e A= Py i
WA Gbogaine ) . A A R EE G M, C 5T
W RTEFBISE . WFFE R AR Pl s/ i 145 24
SNYIRPREFIS AT R B 45 24, n] 52 70) A D
AR /N B S R B AY TRCIBREtR , HHE A B TE &
LN S 259 | 1P B I 1 L e
AR JT ELRE G A ol I IR R N e L AR A

(E2TH] HERHET RS RAT 50 H (2014-2)-753) s /K
H SRRl B 4 BE B H (81171260)

(MEE® A ] Sk A 80 J AR 2500 . BIFSE Jr 1) . 4 20 o 2 3
2 FNZE Yy R AT 2 2 PE PR . E-mai :zhiyuanli88@ 163 .com

TR T T 5 R (g AR

T FE BEA PN F R A i A ST HERHR R
(016 24 AL AR A A RS TR P T e L g . POAT g
I IR B P O S PR TR YT . TR
TESATRAN 0 A AL B AL = R S0 A 46 L I A 2F A
g R A SF ARG AR A AR 45 BB b A =S Rk
R 950 LEFHEHUEH S RRAL OIS 74 2 S A1)
B JEAI AL @G S O 85 HhVF 2 5 D A 45
PRSI R, LB R INZ A Yk
PRI R A B A A B M HE = ) 2 4
BEYIBEA BRI R TEYE T ARSI R N
R PHE AR BT S 6 A B Y AR S 56 L R 2 P
TFAE B YRR A AT B A )

1 #R57EE
1.1 24 =S E P CRIFR B



YRRk 2016 4R 7 1 25 HAS 34 5 4 1)
328 Journal of Pharmaceutical Practice ,Vol .34, No .4 ,July 25,2016

B B AR R 2 2 2 e R AR 2 W Ak 2 o & 4
At ik AR BRER KA 5 AR IR ME G IRERIZ5 ),
it :010220) I HEF A pH 3.5~4 ByAEFER K EL
il s ERFR N £ B (AL PUERRI 2] 5 .050617) LIl
FHBSF pH 3 .5~4 (B BER K LI, SC8eh , i
YRk ER RN HE R R R 4N 28 T34 R 5

1.2 4 BWHKM)/NR.18~22 g5 SD K
R ,1507~220 g s If kg0 JERER K LR Y B S
FEIES :SCXK (IF1)2002 —0002 3 &8 H A2 BE 2B
SE s YR ER AL, ShPwideid N R 1 L A B
Tt KoK 2GRS 8 h  FH HIKOK

1.3 F3drsk 7E/NRBER R N IR B SR Wt
BTSSR IR T B A YRR, L s 3 Nl
2, TSLEEs R BN B A YA A ] S A H R
IR RRZ LA S To g it 2 25 5% (P>0.05) , 5 g ik
IR ZEF AT E L (P <<0.05),H 3 47l
HAHBITSI2E2ES (P>0.05), H L IF 5
R E TGS 2 AR,

1.3.1 /NEBERR L KM /R 40 H LB
BLATR 4 21 BIX 2 o 2 0 2 i v A5
WA LR 10 HMERERS . /N BRI T AR R
K SHERLEA W0 R 2 R (800,20 .00) 4L
Y257 d, MMEZ /N BR 45 2 ) R AR R 1 .10, 20,
40, 60, 80, 100 mg/kg., %/ 7 K 4 £5 7 & N
100 mg /kg JAFIE R 410 mg /kg 3 B A W 751 =
ZH/NELZS 257 AR Yl 10, 20,40, 60, 80, 100 Fi
120 mg/kg AR 430 mg /kg 3 B AE PO
H/NER 25 25 7 AR R 5,10, 15, 20, 25, 30 Al
35 mg/kg LGN 140 mg kg, THRJG—IRAE 2GR
2 h JE SRS AIE TR 4 mg/kg ,ig 5% 10 min N5/
SRR S B 1 h 5 AR AR

1.3.2 KEAZKMEBLR™  Sp KR 40 H Lk
HLAT R Xt B | e il 20 R A A v ) e
2010 HOMERERY . R BRI I i S AR B ER K | i
FLEBAP0E B R 3 IR GELEZG2 30 dJAF 5 d 3
Flg, MGHEA K BRAL IR F N 5 mg/kg ML )E #%
10, 15, 20, 30, 40 mg/kg | & i 3, B = N
600 mg /kg 5.4k 2 Py B AIK 500 A 4 R BROR 4 )
2 mg/kg MJFH% 4.6.8.10,12 mg /kg F i &
FtER 210 mg /kg 5 A P s 1) o 41K BRUES R 711
175 mg /kg JMJETE 10,20,30,40,50 mg /kg 7 &
B LBFER 775 mg/kg S d REE—UGH L &
24524 30 d 565 31 K2, MNEE 30 RITUR g KE
B RRRPRE %2k 8 d. LUS2hTT 1 d MR EIAE
REAE A R R RARE AR A 43 L B2y

A n RIREARLE 43t 06 )= (24555 n RIK
H—FZET 1 d RED AEZGRT 1 d RE X10006 , 4%
L2y R A AL B 2550) 5 2 F) 5 £,
1.4 Sitsa® SCEBEEDISBEREE (x =
$)ZFTR o/ EBR BRI ECR A AR A A 43 LU R FH B
R 22500 AL R He R T LSD 35 5 K RUH
SRR A AR Ak 43 LR FH B R D 1 T 22 53
1] FEAR ] ¢ K356 DL o=0 .05 KR ER /K,

2 #R

2.1 D RBRFER R FEH /NS R
R S OV X R A 2 R NI
H OB BTN s BE IR AL 25 2 5 /N RS
B 4RI ORI R R E R R, EE
TSNS S NSMELE /N B ERUCE 3 AR
I T HL 0 R | T R TS AR A AR
XTI A 25 A Sevt2e i L (P<<0. 01) 5717 L
AE AR R e 2 /) BRIk BR R BRI AR AR Ak 5 X6
TR AR RS2 A L (P>>0.05) AR P26 L
VEFNIE VS S TR A Py S MR A 22
SR G X (P<0.01), U A Y0 AE SL I
X/ INERR ™ A B A A5 R LR 1,

F1 =EAFEEEDERT
IINERBR BRI RZ B9 B ME (x £ 5, n=10)

. Jeiilky B IR U H IRE A EH 5
205
(mg/kg) Z®)
X AL — 2.1+1.7 —0.9640.63
AL Rl 4 410 29.24+8.2" " —6.05+1.96" "
L 140 2.241.9%% —1.16+£0.87%%
fe 7 A 430 2.4+1.7%% —1.5540.75%%

©P<0.01, X BRAL LA ;77 P<<0.01 5D ELR L

22 KR BAARM L WM KRESESZ
30 d 52 ) B oWtk . 0 HRA b L5
1 R—55 7 RIRE T REA 5 B i X IR (P<
0.01) &7 KR A SR WS R s BT, i 4
BRAE R R LR RV 24 )5 TG Sl s R A
BEWMEM G, S5XIBA LB LS #ERF (P>
0.05) SIS MEL] Fui A Gi it 24225 (P<0.01), #
A A e A S 00 790 R X KRR 7 A B AR
PE AR 2,

3 itig

2245 25 W KU S LA AR L
PUATE A BEHLRE AR it Re s 25 A e e e AR



2 A

2016 47 F 25 A4 34 B 4 )

Journal of Pharmaceutical Practice ,Vol .34, No .4 ,July 25,2016 329

R2 ZBATRBEDEXKBREERFM v+ n=10)

=¥k

ZH 4
a5 (mg/kg)

B1RXR 2R %3 K

HaXR 5K 56K WTR

X 2 — 0.47+0.36 0.7540.17 1.3940.91

1.7240.80 2.38£1.05 2.93+1.43 3.37£1.62

Al e £ 600 —2.48+1.34"" —2.83+£1.48"" —3.284+1.23"" —3.86£1.25"* —4.05£0.94"* —4.244+1.28" " —4 43+£1.51""

g4l 210 0.89+0.87%#
w4 775 0.50+0.65%#

1.434+1.09%%
0.8540.637F

1.8941.24%%
1.474+0.70%%

4.3641.8477
3.894+1.50%7

2.1641 4277
2.0240.7977

3.50+1.39%% 3.96+1.40%7
3.00+1.26%% 3.534+1.58%%

FPp<0.01, SRR A T F P<<0.01 5 Mnjkge AR

EEPEANE N PE SRR BIRAE | 45 1 25 0] S BLIARR)
A EGLER E B . AR AT S A R AR RO A
RIS RSP 25 W00 rh A o 22 R A
PP A g —FRe SR (R A0 R BR324 1
S ZUTE SRR PETE 25770 . AR 32 BRI
PRX RS AR 26 1 i)™ A 1 — P IR S
BUFE T SZ PRS2 )5 BRI A 7] 25 7
YSRGS R R R

AR PG B S AR RHE P B S B B
RIS | e DB I, B A 22 e 2ok o 24 LA
I JEF S AU RS SR PR, B
S PRI AT S AT 28 ) T 2% DR RSO 2 4 TR
ARG FDA C A AT BR ) i el 1 O30 PR kA7
AR R BRGSO R AN A B
(ENTT U

T BA THE R E Yy . (B e AT
ok iimtaty AP YRS 2 E
DA, AR L B 5 s [ A Wy i 22 S PR o
DRIZANES A BN Ay 2 P o A1 28 A W e ) 3= 20k
W, A SCHRIRE | R 1 o AR B R T 2 kG
PTG IR 25 SRR AL i 2 g
AL B B AT AEAS IO I H R
AN RIS SRR S g A TR T A iy
AN DR SER AN R R SR SE A PR 1 2 AL
) B AR

TE/NEAESE S0 v 20038 B B4 SZ AR S A A
MR/ B ) B S A BB L RS R DR | U TR 25
TR AE IR o L B i 288 25 ) B B 7 T 119 B 22 A
T N N 2 S T A (2 (B2 R S NA B 7
e 2 /N B B LSRR . R AR BT
SRR TAR LS, XS0 Bl W LA R i
TR, KRR B | FRFEemf e
REAS N % WL E T BT 28 25 1) B PR MO
87, MEMHERORUR BAE FSREWT R IRTE |
HEPR RBESEHBTALIR AR R R I, T
AL SRR | o 79 e 2H R SRR HE B A ) A e
T REAETRIBAE IR . AP G SRR T BRI 5

B A B B B RO
HH AT H 2 A6 B AR MRS UEAT ST R

PR A4 24 BRI P 1T ELAS B T B AR ik —

AR T S SR

(5% 3]

[1] Brown TK. Ibogaine in the treatment of substance depend-
ence[J |. Curr Drug Abuse Rev, 2013, 6(1).:3-16.

[2] Popik P, Layer RT, Skolnick P. 100 years of ibogaine ; neu-
rochemical and pharmacological actions of a putative anti-ad-
dictive drug[J ]. Pharmacol Rev, 1995,47(2). 235-237 .

[3] EERPEAEHEpEARESRZES . PEAREIM]. 17 %,
B . EWERLAHOR M RA: 1999 : 5604 .

(4] EHERBRIEA = &5 i R0 2 A Wi oy M
A WG PR L] 50 AR B R A2 42006 ,27 (1) :92-96 .

[5] & 7 JAwite skbes 55 . i 5F 26 SR ih e kRt i 24
HAEHILT]. shEZM RIS, 2001, 10(1), 8-10.

(6] BreE, JAmife . iRIEA 5. =m0 o 16 5000 B0 1E
()], 242504, 2006, 24(4):203-205 .

(IO %7/ QA £ OF 1 e (S B I S B i SR s R LB | W N
A A 2 S L T A T L 0 0 i 42 2 27 2 4, 2004, 20
(5):352-355.

[8] Tang BQ, Wang W], Huang XJ, et al . Iboga-type Alkaloids
from Ervatamia officinalis . [J]. J Nat Prod, 2014, 77(8).
1839-1846 .

[9] Koenig X, Hilber K. The anti-addiction drug ibogaine and
the heart ; a delicate relation [J]. Molecules , 2015, 20(2).
2208-2228 .

[10] Geng CA ,Liu XK .Five new indole alkaloids from the leaves
of Rauvolfia yunnanensis[J ] .Fitoterapia ,2013,89(7) :42-47 .
(1] s WAL 58 53 5% . A0 AR ) S IR A 2 e i 1k A &
AR S BT ()] . AV R DR 24 B 2 4, 2014, 36 (4) .
535-536 .
(127 4 BRARRRRK HE ST 55 U el e e K BRI 2l 1 15
WAFFE T ]. P EBACZEY R, 2015, 9 (16).264-265 .
(137 G R i 24 ah e B A 3Ry . 24 e i PRARE P B0 5 4 R 48
JEI 2007 REEST. Abat [ B2 25 BH s At 2007 26-11 .
[147 Bulling S, Schicker K, Zhang YW , et al. The mechanistic
basis for noncompetitive ibogaine inhibition of serotonin and
dopamine transporters [J]. J Biol Chem, 2012, 287 (22).
18524-18534 .
[(fHHE] 2016-02-19 [{EEIEHHEI] 2016-05-24
[(Rxsmig] FHEE





