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Table I  Constitution of Eppi-ka-jutsu-to (i MNAts)

Hao (BE#®) . Ephedrae Herba, Ephedra intermedia SCHRENK et MEYER® 6.0 g from China
Sekko (/& &) , Gypsum Fibrosum, gypsum CaSO4-2H-0 8.0 China
Shokyo (4 3) ., Zingiberis Rhizoma, Zingiber officinale ROSCOE 1.0 China
Taiso ( K& ) . Zizyphi Fructus, Zizyphus jujuba MILL. var. inermis REHD. 3.0 China
Kanzo (H® ) ,Glycyrrhizae Radix, Glycyrrhiza glabra L. var. 2.0 China

glandulifera REG.et HERD.
Byakujutsu (Hit) ., Atractylodis Rhizoma, Atractylodes macrocephala KOIDZUMI 4.0 China

Each crude drug was mixed with 400 ml of water and boiled gently to 300 ml.
xContents of Ephedra alkaloids determined by HPLC were 0.42% of ephedrine, 0.70% of pseudoephedrine
and 0.045% of methylephedrine. Norephedrine was undetectable in this dried Ephedra species
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Drugs (Decoction) p.o. 1.5 ml/day
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Air s.c. 2% Carrageenin solution (4ml)
(7Tml) injected into the air-pouch
Fig.1l Schedule of carrageenin air-pouch inflammation in rats

for estimating preventive effects of the test drugs.



Drugs (Decoction) 2ml/day

R I R

Air 2% Carrageenin solution Selection
(7Tml) (4ml) injected into the
S.C. air-pouch

Fig.2 Schedule of carrageenin air-pouch inflammation in rats
for estimating curing effects of the test drugs.
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Fig. 3 Schedule of CMC air-pouch

inflammation in rats.



(%)

inhibition

Percent

Granulation tissue Exudate

Kk
S
+20 * c +20F
T 5
s
+10 | |ﬂ & +10p
= EJx3
0 o 0
EJx1 EJx3 EJx5 o EJx1 EJX5
oL
—10pF =K =
-20% = 20%=

Fig.4 Preventive effects on the amounts of granulation tissue and
exudate of the carrageenin air-pouch inflammation following the
schedule shown in Fig.l.

Vertical line means percent inhibition of control on the amounts
of granulation tissue or exudate. Each point represents the mean =
S.E.M. of six or seven rats. Values are statistically significant
versus corresponding €ontrols: x o < 0.05: and # » < 0.01].
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Fig.5 Effect of EJ on exudate protein (A) and leukocyte emigration (B)
in CMC air-pouch inflammation in rats.
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Fig.6 Inhibitory effects on the amounts of collagen (@) and non-
collagen protein (QO) of the carrageenin air-pouch inflammation
following the schedile shown in Fig. l.

Vertical line means percentage of amount compared with control.
Fach point represents the mean * S.E.M. of six or seven rats. All

values are not statistically significant versus corresponding controls.
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Fig.7T Inhibitory effect of EJ on the proliferation of granulation
tissue-derived fibroblasts in culture.

Results are expressed as cells number per dish, mean values * S.E.M.
(vertical bars); vertical bars within the size of the symbol used are
omitted. All values at day 6, 9 and 12 are significant versus corre-
sponding controls (2 < 0.001). .
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Fig.8 Curing effect of EJ on the amounts of granulation tissue and
exudate of the carrageenin air-pouch inflammation following the
schedule shown in Fig. 2.

Vertical line means percent of control. Each column and bracket
represents the mean = S.E.M. of seven rats. Values significantly
- different from the control: *x p < 0.05
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Fig.9 Inhibitory effect of EJ on the amounts of collagen (@) and non-
collagen protein (O) of the carrageenin air-pouch inflammation fol-
lowing the schedule shown in Fig. 2.

Vertical line means percent of control. Each point represents the

mean * S.E.M. of seven rats. Values significantly different from the
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Days of culture

Fig.10 Inhibitory effect of EJ in the proliferation of fibro-
blasts (Balb/c-3T3,clone A31) in culture.

Each point represents the number of cells per dish, and is
the mean value = S.E.M. (vertical bar) of 6 determinations.
Vertical bars within the size of the symbol used are omitted.
Values are statistically significant rersvs corresponding con-
trols; ¥ p < 0.05; and *¥¥ p < 0.01.
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Table O Cell number (x10°°/dish) cultured with EJ containing medium

Control 0.25% EJ

B =10 1

11.0x0.2

0.2

¥ Medium was exchanged with EJ-free, 10%FBS-containing medium on Day I
or Day 2, and 2 days after the procedure, cell numbers were determined
as described in Materials and Methods. Results are expressed as mean
values = S.E.M. of 6 determinations.
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Fig.11 Effects of "Mao™ (Ephedra) and "EJ—Mao™ (EJ without
Ephedra) on fibroblast proliferation.

Each point represents the number of cells per dish, and is
the mean value = S.E.M. (vertical bar) of 6 determinations
Vertical bars within the size of the symbol used are ommitted.
Values are statistically significant versus corresponding con-
trols; ¥ p < 0.05; and **x p < 0.01.
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Fig.12 Effects of "Taiso " (Zizyphus) and
Zizyphus) on fibroblast proliferation.
Each point represents the number of c¢
the mean value * S.E.M. (vertical bar)
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of 6 determinations.

Vertical bars within the size of the symbol used are ommitted.
Values are statistically significant versvs corresponding con-

trols:; ¥ p < 0.05; and ¥*x p < 0.01.
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Fig. 13
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Effects of "Shokyo"™ (Zingiber) and "EJ— Shokyo™ (EJ without

Zingiber) on fibroblast proliferation
Each point represents the number of cells per dish, and is

the mean value + S.E.M. (vertical bar) of 6 determinations.
Vertical bars within the size of the symbol used are ommitted.

Values are statistically significant rersus corresponding con-
trols; ¥ p < 0.05; and *¥*x p < 0.01.
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EJ—Kanzo

O : Control O : Control
A 4% A 4% +
o« O <P .
1% 3 O:1%
G 0 :10.25% = G 10.25% 0
ke * K 5 *k
L =
X x
8] Yy
3 1F PRy o
o a0 O * %
ok _ L 1 L oL L ] ] !
0 1 2 3 0 1 2 3
Days of culture Days of culture

Fig.14 Effects of "Kanzo (Glycyrrhiza) and "EJ—Kanzo  (EJ without
Glycyrrhiza) on fibroblast proliferation
Each point represents the number of cells per dish, and is
the mean value = S.E.M. (vertical bar) of 6 determinations.
Vertical bars within the size of the symbol used are ommitted.
Values are statistically significant versus corresponding con-

trols; ¥ p < 0.05; and *¥* p < 0.01.
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Fig.15 Inhibitory effect of d-pseudoephedrine on fibroblast

proliferation.

Each point represents the number of cells per dish,
(vertical bar) of 6 determinations.
used are ommitted.

and is

the mean value * S.E.M.
Vertical bars within the size of the symbol
Values are statistically significant versus corresponding con-

Lrollse G K 0, 5 iamnel s /o &), 6.
g |



Cells X107 */dish

S 0Opo

0 -Ephedrine 0 -Norephedrine

- Control .
O : Control
250ug/ml 2 F . ¥
: 25ug/m i Eam =
12.5ug/ml .@UGO % O : 25ug/m]
= O 2.5ug/mi
b
— * %
X
M ,_ - D Av
obo 3
20090 i
L ! L : 3 ? L ! ! ]
0 1 2 3 0 1 ? 3
Days of culture Days of culture
Fig.16 Effects of /-ephedrine and /-norephedrine on fibroblast

proliferation.
Each point represents the number of cells per dish, and is

the mean value = S.E.M. (vertical bar) of 6 determinations
Vertical bars within the size of the symbol used are ommitted.
Values are statistically significant versus corresponding con-
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¥ p < 0.05; and *¥* p < 0.01.




0-N-Methylephedrine d-N-Methylpseudoephedrine
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Fig.17 Effects of /-N-methylephedrine and ¢-N-methylpseudoephed-
rine on fibroblast proliferation.

Each point represents the number of cells per dish, and is
the mean value = S.E.M. (vertical bar) of 6 determinations.
Vertical bars within the size of the symbol used are ommitted.
Values are statistically significant versvus corresponding con-
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Fig. 18 Effects of dexamethasone and indomethacin on fibroblast
proliferation.

Each point represents the number of cells per dish, and is
the mean value = S.E.M. (vertical bar) of 6 determinations.
Vertical bars within the size of the symbol used are ommitted.
Values are statistically significant versus corresponding con-
r@ e Wil 2 K- 03 o damel ket 1) M)l .
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Fig. 19 Inhibitory effects of ¢-pseudoephedrine on the amounts of
granulation tissue and exudate of the carrageenin air-pouch
inflammation following the schedule shown in Fig. 2.

Results are expressed as mean values = S.E. M. of five or six
rats. Values significantly different from the control: x p < (.05.










