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= Abstract =

Effects of Dexamethasone on Neuromuscular Transmission in
a Phrenic Nerve-Hemidiaphragm Preparation in the Rat

Bon Nyeo Koo, M.D., Yong Taek Nam, M.D., Yang-Sik Shin, M.D., Jeong Mi Han, M.D.
Jeong Seok Lee, M.D.*, and Sung Yell Kim, M.D.*

Department of Anesthesiology and Pain Medicine, Yonsei University College of Medicine,
*Sooncheonhyang University, Seoul, Korea

Background: MacFarlane and Rosenthal reported a case of acute quadriplegia after nondepolarizing
muscular blocking agents in status asthmaticus patient treated with high doses of corticosteroid. Reports
regarding the reactions of glucocorticoid treated muscles to neuromuscular blocking agents are sparse
and inconsistent. The aims of this study were to examine the degree of muscle atrophy and its effects
on sensitivity to neuromuscular blocking agents in relation to the dose and duration of dexamethasone.

Methods: Sixty Sprague-Dawley rats were divided into six groups. They were treated daily with
dexamethasone 0.4 mg/kg and 4 mg/kg daily for 1 week or 3 weeks. The two control groups were
treated with normal saline. The day after treatment, the dose-response curves of vecuronium were
measured using a phrenic nerve-hemidiaphragm preparation. To classify muscle fiber, the diaphragm
was stained for myofibrillar adenosine triphosphatase after alkaline and acid preincubation, and a
morphometric examination was carried out.

Results: The diaphragmatic muscle in rats treated with long term, high dose dexamethasone showed
significant atrophy. For the short term, low dose dexamethasone group, the ED50 and ED95 of
vecuronium decreased 41.5% and 26.8% compared to those of the control group, respectively (P < 0.05).
However, the ED50 of vecuronium in the long term, high dose dexamethasone group increased 22.2%
compared to that of the control group (P < 0.05).

Conclusion: This study suggests that sensitiviy to vecuronium was not modulated by dexame-
thasone-induced muscle atrophy. Quantitative changes of receptors at the neuromuscular junction or some
anoother process might be responsible for this change. (Korean J Anesthesiol 2003; 44: 377~ 385)

Key Words: Dexamethasone; dose-response curve; phrenic nerve-hemidiaphragm Preparation; ve-
curonium.
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Fig. 1. A typical tracing of mechanomyogram on power
Macintosh graphs. The phrenic nerve-hemidiaphragm
tissues of the rat were prepared after dexamethasone or
normal saline intraperitoneal injection during 1 week and
3 weeks, respectively. The stimulation of a single twitch
was square wave of 0.2 msec and 0.1 Hz. The responses
were recorded in power Macintosh (Power Lab version
3.6). Arrows (1) indicate the time when 50ug of
vecuronium was administered cumulatively when the
twitch responses were stable.
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Table 1. Daily Growth Rate of Each Group

Group Daily growth rate
Control 69 £ 0.7
Low dose 14 £ 0.7%
High dose 09 + 04"

The values are mean + SEM, gfrat/day. Control: adminis-
tered with the same volume of normal saline as dexame-
thasone groups, Low dose: dexamethasone was injected
intraperitoneally 0.4 mg/kg, High dose: dexamethasone was
injected intraperitoneally 4 mg/kg into the rat. *: P < 0.05
vs. Control group, ": P < 005 vs. Low dose group.
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= 33 iz Zolrt gl th(Table 2).

Values are mean * SEM, pg/100 ml. Dexamethasone
was injected 0.4 mg/kg in Low dose group and 4 mg/kg
in High dose group into the rat peritoneal cavity. The
experimental drug was injected for 1 week and 3 weeks,
respectively. Control: administered with the same volume
of normal saline as dexamethasone groups. EDso and EDos
were calculated through SigmaPlot windows version 5.0
using dose-response curve. *: P < 0.05 vs. each 1week-
and 3 weeks-Control.

Fig. 2. The muscle pattern of the rat diaphragm observed by H-E stain (x 100). (A) administered with intraperitoneal
normal saline for 1 week, (B) administered with intraperitoneal dexamethasone 0.4 mg/kg for 1 week, (C) administered
with intraperitoneal dexamethasone 4 mg/kg for 1 week, (D) administered with intraperitoneal normal saline for 3 weeks,
(E) administered with intraperitoneal dexamethasone 0.4 mg/kg for 3 weeks, (F) administered with intraperitoneal
dexamethasone 4 mg/kg for 3 weeks. As the duration and dose of dexamethasone administration have increased, myogenic
changes have increased as well. Although there were much more nuclei and connective tissues between muscle fibers in
the 3 weeks-High dose group, the architecture of the muscle fibers were preserved and there was no necrotic muscle fiber.



Fig. 3. The muscle typing of the diaphragm by myofibrillar adenosine triphosphatase (ATPase) stain at pH 4.6 (% 200).
(A) administered with intraperitoneal normal saline during 1 week daily, (B) administered with intraperitoneal
dexamethasone 0.4 mg/kg during 1 week daily, (C) administered with intraperitoneal dexamethasone 4 mg/kg during
1 week daily, (D) administered with intraperitoneal normal saline during 3 weeks daily, (E) administered with
intraperitoneal dexamethasone 0.4 mg/kg during 3 weeks daily, (F) administered with intraperitoneal dexamethasone 4
mg/kg during 3 weeks daily. Type I (*), Ila (t ), and IIb (¥ ) fibers are indicated.
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Fig. 4. The cross sectional area (CSA) of the muscle fiber in each muscle type. All uscle fibers were identified under
myofibrillar adenosine triphosphatase stain at pH 4.6. The cross sectional areas were measured by computerized image
analysis system using optimas 6.1. (A) The CSAs of the muscle fibers in each muscle type were measured after
dexamethasone or normal saline injection during 1 week and (B) 3 weeks, respectively. [ Control: administered with
normal saline, [J Low dose: administered with dexamethasone 0.4 mg/kg, B High Dose: administered with dexamethasone
4 mg/kg. *: P < 0.05 vs. each 1week- and 3weeks-Control. ": P < 0.05 vs. 3weeks-Low dose.
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