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Sciences,

ABSTRACT Five dogs were anaesthetized by
using iv 30 mg « kg ' Na-pentobarbiturate.
For each dog, the tracheostomy was done and
a sterized rubber tube was inseried into the
tracheal tract. Through the rubber tube, 10
ml stefized nikethamide (Nik ) solution was
rapidly injected into the tract via 10 ml syringe
and 5 forceful ventilations were performed im-
mediately with the aid of a balleon in 30 s.
Following tracheal administration (ET } of
Nik 8.3 or 25 mg *kg~ " in dogs the pharma-
cokinetics and pharmacody¥namics were stud-
ied.

mined by phosphorimetric method.

Blood Nik concentrations were deter-
It was
shown that the absorption of Nik via tracheal
the blood Nik levels
were 7.9 and 10.6 pg+ml~" at 0.5 min and
reached the maxima of 12.8 and 31.9 pg

tract was very quick.

«ml™', at 2.5 min. respectively. which was
higher than that of iv Nik 8.3 mg » kg™’

Time course of Nik concentrations in plasma
after ET B.3 and 25 mg+kg ' were fitted to a
0. 48
and 0. 85 min. 71, 2.37 and 1. 68 min, Tis
114 and 130 min, AUC 1201 and 2790 pg+*min

2-compartment open model with Tlx
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', bicavailability 84.7 % and 65.5 %,
respectively.

One minute after iv or ET Nik (8. 3 or 25
mg kg~ '), respiration rate and tidal volume

*ml-

were increased and reached the maxima after 5
min. The recovery of respiration rate and
tidal volume were proportional to the blood
Nik concentration after 5-— 45 min with a lin-
the results

indicated that ET Nik may be used instead of

ear regression coefficient of 0. 9.

iv in resusciatation.
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tidal volume

BE EuflRmik)SERASES(ET) 8.3
25 mg «kg ™' F5 W B 10 25 i B A 4k B 0F TR 3R
HRR)MMSBE(TG)YEL. HBLEHE
mZGH B, ET Wik, 255305 b Nik
HEECH93.7. 6510.6 pg-ml~'. 2.5 min iX
g WP HE SR R84 7 K%B565.5 %.
51 min HIL RR 1 TG 80, 5 min 25
¥, 10 min FFMZHKES RR R TG HEHT
RE, HERPEMX.

XaiE B ATk, Eﬁ]iﬁ‘—"qﬁ
WE.M1§

2y 8 N2

TRp %
'Wﬂfﬁﬁmﬁﬂﬂ LA E 75 225058 9
24 (endotracheal administration, ET ) 0Py
ST, JEAJ Al (nikethamide , Nik )&
e o R Rl 3k (8 €2 R A W=
H AT GERNG AFE I P40, FF 0 AT bR, Nik
MM EREFESHEE—EHHERLY. FxH

2|

.—————os;_\


http://www.cqvip.com

272 . BIBLID: ISSN 0253-9756

Acta Pharmacologica Sinica + B # F 4R

1994 Mav: 15 (3)

WAFERNEMAGRES. HRIEHNESH
Wz %, Fet BT RHAESH<RE
b, LA IR =UE A R ER I 2%

MATERIALS AND METHODS

FMAE R Nk (ERATHAEBHE ), R
100 mg-ml ' ZKTEEHE (pH 6.5). 242 CRHF. Bl
WE AR RMAKER. BRI AE
EAKTEERSKR G H A, W K60 TS TKLE
(AR)EFEHRTE (15

B8 s kR, HIL MPF-2a XM
FERHEAR HEM EE Wight &8
Medichield 7 5-

R OKFHREH., RS, EEI13Ls ! kg,
REHAABRSE: 154K, 2Rivid. SRAET 4.
2RSS, BIE v ET S, [RET #HEH iv .
FRIAERSHERESMERCS mg-ke HAELER.

BEHE Riv HELBEHI0 mg ke KRG,
MEFESEEEA, SEENEIN. BILER. B
—EREAA RSN EELEAKREZION (FH
G N8 3825 mg-kg '), A LD mI FEHB[EH, &
EHNBREEAESmI EHTEN. HHARBERE-LHE
BAE, RETABEPATEANI-3cm. ERK
I ERET . RE S s ROMHME TS HEAMA, #HE
HESEMEMFESK, £30s ZHA,.

mEREMES v & ET Nik FAKS KR
0.1 mi. INARFIFREYHO. 5 ml, H 2 ml. RI|HIRE.
Wik, 80 CARE LEF. MZWMW25 Y.
0.2 mi, ZEB A Y276 nm, K5 Y6392 nm, MRENIE
W, G R ERILGED | mHEE A ST
HMebhrA Nik 0.2 pg), BTFAITHEILAERE.

C={(P,—P,)/(P,—P,)¥2 {ug-ml™")

AP, P, P RIBESR. WA, EOMNEEE
¥

RESULTS

HPhE PSKEREFRTR. ET
Nik 8.38825 mg kg ' 5. RMHH, EHKE 30
s MEAWEEART. 8510.6 yg+ml™, 2.5 min
EEME, 23] %12.2531.9 ug+mi™, 2 min

5 ET 5iv gy MZ5#k BHiL P >0. 055, X
BH2E mg-kg™ '), MG ER, SiFeatE A
(Fig 11.
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Fig 1. Blood nlkethamide concentrations In dogs
after iv or endotracheal adminlatration {(ET).
P>0. 05, ET ws jv (except 0.5 and 1 min).

HEsLERNSERILEHERT. £
IBM-PC f##l BB A -~ FH W TEHA
(Tab 1). ET Nik 8.3525 mg-«kg™". T%Klﬁ}
H1280. 485 0. 85 min, T1.4+ 515237 51. 68
min. H T1,51145130 min, V. 55| %4955
653 ml-kg 'y {48 % 6.8 5 8.8 ml+min™’
kg™, ET Nik 8. 3 meg-ke '"BIEPFHE X
84. 7 %.

M

1 "pei HH£ FKivaL ET Nik /51 min Ff
W 45 A ED M M. 5 min ¥3K B, 4540
26.8, 30.3, 33.8 %, 10 min J5 i& ¥ B RE.
FE5— 46 min [A) FEIR N3 L B (ARR ) H B ]
M= (Tab 2).

2 MAF FivNik 5l min ISEBRZE
ErbE, HeEhETmie. 4 %, LEEMKE.

5 min FMIS BHAKE SatER LA, LlE
MBI ATG), EEN—HZR. ET H

tv #H{LL, 1 min S EHM7. 9 %, 5 min BH
W, B S BEHIn20.6 %, 5 min FENKE.
F# ET Nik 25 mg-kg SRS BET{HH
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Teb L. Pharmacokinetics of nlkethamide after v 8. 3 mg *kg ™" or endotracheal administration (ET) B-3 or 25 mg
rkg~") in dogs. (n=5, ¥ts), C==Ae "+ Be " — Ge 5.

Parameters iv 2.3 mgrkg™’ ET 8.3 mg+kg ™' ET 25 mg kg™'
Afpgrml™! 9,34 1.6 9.64+1.2 30.445.0
B/ugrml™’ 8.04+1.0 7.2+0.7 14.8+2.4
G/ug 'ml’ - 16.2£2.0 48.147.9
w/min~’ 0. 464 0. 06 0. 2040, 09 0. 41+0. 07
g/min~" 0. D058 L 0. 0007 0. Q06+ 0. 001 0. 00653 0. 0009
K. /min™" - 1.4540. 18 0.8240.13
Kz/min™! 0.244+0. 03 0.16-L0.02 0.8240.13
K4 /min~! 0.211+0.03 0. 1340, 02 0.144-0.04
K o/min~! 0. 0131 0. Do2 0. 01440. D02 0. 01640, D03
T%A_/min - 0. 48+ 0. D6 D.85+0. 14
T 1./min 1.5240.19 2.3740.29 1. 6810. 28
T Le/min 121£15 11414 130422
T./ml-kg™" 465+ 59 495460 553191
Fa/ml=kg™? 1 0181+ 128 11224136 . 1 B4B L 272
o /ml*min~" «kg™! E7x0.7 6.8+0.8 8. B+1.4
AUC/minsug*ml ™' 1 4184180 1 20014+148 2 7984 467
fe 0. 461+ 0. 06 0. 441 0. 05 0. 364 0. 06

Tab 2. Respiration rate {RR) changes and tidal volume (TG} changes after iv or ET nikethamide in dogs (n=>5.
x+s). "*P>0.45, "P<0.05. *P<70. 31 vs before ET Nik; 1P=>0.05, “P<I0.06 vs v Nik.

Dose/ Time/ RR / ARR/ TG/ ATG/
mg‘kg ™’ min beat min~? m]~!
iv B.3 0 16.8+0.7 12945
1 18.5£0.7 1.710.1 154111 261+ 2
5 21.34+0.7 4.540.0 1562+ 9 2441
10 18.8-£0.7 2.0+£0.1 137+ 8 B11
30 18.04+0. 5 1.240.0 13549 610
45 17.310.3 0.510.1 13447 510
ET 8.3 0 16.54+0.5 126+8
1 17. 5+ 0. 6™ 1.040. 0 1364 8™ 940
5 21.5410.84 5.O040. 2 15247 2541
10 19, 0 0. 3 2.5x0.0 141+-8% 1441
30 17. 54 0. 5™ L. 0+0.0 13249+ 5+0
45 16.8+ 0. 3" 0.34+0.0 12446 240
ET 25 ] 15.740.3 14747
1 18.341.5° 2.640.2 187423 A0+4
5 21. 01, 2¢ 5.340.3 2174+ 6 7042
10 20. 01, ¢ 4.340.2 207+ 6° 6030
30 19. 0+ 0. B¢ 3310.0 18619 3942
45 15. 740, 3 0+0.0 147415 0+40
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L, (EAF{LIE AR HE D0, FES min /5 KR A 1Y
7.6 45, LAERE L BEH . 45 min [
K Fss T2k (Tab 2).

3 Aedikr RRELSHEUELHAML
AR OHE. SKE. SO ESE. —8k
W4y EM BRI pH SESERT R, MR FK
=R (P>0.05). o

YD HESHMERXFE B FkEA
R HERER., HABERUB®RER. EH
J55—45 min 18], #5IEM ARR S EE
X, fEiv 8.3 meg-kg ', ET 8.3525
mg -kg " RIS AR B R

€==0. 667 ARR + 6. 07 r=1{. 856
€=0.626 ARR + 5.53 r=0.978
C=0. 843ARR+ 11. 32 r=1(. 887

FIRRI 253k E AL &5 AT G AR R R .
B R 5B

C=0.124 ATG — 6.11 r=0. 859
€=0.110 ATG + 5. 65 r=0. 999
C=0. 064 ATG + 11. 34 r=0. 900

AR kX R, MM ARR B ATG Wi
L2980

DISCUSSION

HEHERSELB O HESET BT REE,
HIFMBERACNEAR. FEHMESSN
BAERRFHEAMDTFR. SSEREMZEY. 5
ZHEAEEEE LM, B2 ELE
FH . E250BRGEBL6 nm BT, RN
8. /arToK B AT E A AL A
M. IR TEZ Y AT TR A B IR T b
B Nik 40F/h FERKEE. SRR, &
BESE®HRK. #F ET HEMBIAHFR,
WMintEsE X, EAHiIvE. REEABET. #H
ET 54 Rlet, 1E25 530 s py 86 AT I i 1 25
WE. 1min, CHiv#HiE. HEiktk, /¥

BEWESHSBAESLEGL min: WE S iv M4F
. B ET Nik 87LUVE R BE.CGiEE JR a0 5
AR,

ET #£#4RA 0¥ N k4. &
B . BRIEAAY. B EMNTESIY
FEExSIMEERERX AEAHARERK
EH30 mg kg 'HBREE. FEORBREEE, SR

B, BRGEH RS —10ml BRE. T

5 mt MZA B EFIMSLSE R 70
FEW. B0 ml WX SREWHR. SHI
G BT R

W HZE T ERMAUCA L ET FK
AUC Hiv i AUC ), i+ E £ R B B84 7
Yo. HIRBATEELE ET S#5nd. MO s
TERERBESESR., (LS P RER
Sl —MOEIERE £HREEN
TE. B ET Br-E Y iv HHE N SHHE
24 A R 2570 B
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