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Figure 1-1: Onset and duration of signs in rabbits administered toxin orally (1)

Death Course of illness
Toxin No. .
time hr 2 4 6 8 10 12 14 16
L 1 L L 1 1 1 1

27 700 (o TTTTT =

(10) (333) (512) (512) (333)
0.32ml 38 700 | T/ -
(4)(256) (2048)  (2048) (2048)
(7.2LDso)

45 6:00 T -
(32) (166) (1024) (667)

46 7:15 T
(K1) (42)  (1024) (512)  (512)

39 7:00 T
(5) (42) (128) (128) (128)

0.16ml 1 10:15 T T T
K1) (42)  (166) (128) (128) (64) (128)
(3.6LDsp)

9 10: 30 =
(0) (16) (42) (42) (42) (32) (32)

29 14:00 e
(0) (10 (21) (42) (42) (16) (10) (10)

——— Slowness in action; cessation of food and water intake

~=-=—-=  Muscular weakness

=====Respiratory distress

() Toxin in the blood (mouse unit/ml) Toxin: Lot7

Figure 1-2 : Onset and duration of signs in rabbits administered texin orally (2)

Death Course of illness
Toxin No. ;
time hr 2 4 6 8 10 12 14 24 48
1 1 1 1 1 1 1 1 1
11 12: 00 Tt
(<1) (10) (42) (42) (21) (16) (16)
0.08ml 13 | 12:00 ———
(<1) (21) (64) (64) (32) (21) (16)
(1.8LDso)
6 12:15 -
(0) (5) (10) (8) (4) (8) (8)(5)
43 13 == =
(0) (8) (64) (64) (32) (16) _ (16)
53 10:10 -
(2) (64) (64) (42) (42) (32)
55 12: 00 -
(1) (21) (8) (64) (8) (21) (21)
0.04ml ——
52 Surv. -
(0.9LDs50) «1)1) (o) (0) (0) (0) (0) K1) (0)
54 Surv. -
(0) (0) (1) (0) (0) (o) (0) K1) (0)
51 Surv.
(0)(0) K1) (0) (0) (0) (0) (0) (0)
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Figure 2-1: Toxin and antitoxin in the blood of rabbits (1)

Toxin : Lot 7

Toxin in the blood (mouse unit/ml)

Antitoxin in the blood

Toxin Anti- Death (IU/ml)
toxin .
ml U after time 00 2400 after
1:00 2:00 3:00 4:00 5:00 death 1: : death
_ Survived 1.66 0.32
840 .
_ Survived 1.66 0.64
0.16 — 10 4 64.0 64.0 64.0 41.6 8:00
1
— 5.6 32.0 32.0 32.0 64.0 7:00
!
2.6 0 Survived 0.32
10.4 0 Survived 0.32
!
0.16 20.8 41.6 0 4:00 0.32 0.05
2.6 20.8 0 4:00 0.83
(3.6 840 7
LDgo) 4.0 20.8 128.0 0 27 : 00 1.66 0.64 0.64
20.8 20.8 83.2 0 7:00 1.66 1.28
i _
2.6 4.0 8.0 16.0 0 6 days 1.66 0.64 0.64
0 4.0 10.4  32.0 0 34 : 00 1.66 1.28
! Antitoxin injected
Figure 2-2: Toxin and antitoxin in the blocd of rabbits (2) Toxin : Lot 7
o . Antitoxin in the blood
Anti- Toxin in the blood (mouse unit/ml)
Toxin Death (IU/ml)
toxin )
ml v , after time after
1:00 2:00 3:00 4:00 5:00 6:00 1:00 24:00
death death
— 0 4.0 16.0 10.4 15 : 00
0.08
— 2.6 83.2 166.4 128.0 7:30
i !
! 0 20.8 0 Survived 1.66
i | 0 0 0 Survived 1.66
! I |
1 ! 64.0 0 Survived 0.64 0.32
0.08 | 16.0 0 Survived 1.28 0.64
T | 80 80 160 0 : i1
(1.08 | 840 : 0 32.0 8‘%) 2 0 S B
LDso)i } . 5.2 A 23 : 00 1.66
i i 1
! ! 104 0 12:00 | 1.28 0.64
! f 10.4 0 Survived 1.28 0.32
! |-
i | l
| 0 4.6 10.4 10.4 0 Survived 1.28
! 0 0 10.4 10.4 0 14 : 00 0.32 0.21
7 .
8.400 20.8 0 25 : 00 =20 20.48
10.4 0 76 : 00 [>20 6.66
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Figure 3-1: Onset and duration of signs in monkeys administered toxin orally (1)
Death Course of illness
Toxin No. )
time 0 6 12 18 24 30 36 42 48 hr
o4ml | . | . 1 ==
1 750 ——
(13.0LDso) (32) (5780) (5780)
0.24ml 2 10: 30 ———
(6.48LDs0) (3) (1546)  (1546)
0.12ml 3 15: 00 jepompient
(16) (42) (42) (83)
(3.24LD50) e — -
11 20: 00 i
(22) (128) (128) (128)
4 44:30 B
(0)(6)(22) (16)
0.06ml p—
12 33:00 oot
(1.62LDs0) (0)(11)(16) (16)
10 Survived
0)(0)(0) (0) (0) (0)

Slowness in action; cessation of food and water intake

* Muscular weakness
———esme- Respiratory distress

()

Toxin in the blood (mouse unit/ml)

Toxin: Lot 7
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Figure 3-2 : Onset and duration of signs in monkeys administered toxin orally (2)

‘Death Course of illness
Toxin o time 0 6 12 18 24 30 36 42 48 hr
5 27:00 -=n
0.03ml (0)(0)(8) (45)
D 13 46:45 Tt T T T L T L
(0.81LDsa) (2)(0)(2) (6) (2) (2)
9 Survived
(0)(0)(0) (0) (0) (0)
6 a2:20 |  TrTmoTmmmses
0.015ml (2)(0)(4) (4) (2) (2)
(0.40LDso) 8 Survived | memm——n——-
(0)(0)(0) (0) (0) (0)
7 Survived
0.0075ml (0)(0)(0)(0) (0) (0)
(0.20LDso) | 14 Survived
(0)(0)(0)(0) (0) (0)

R BT A EERC OV TIINEOEE L, 2h T(EBCHEBET LN TEL, ILEAR LT
BV ADFERITE 3KIR LEE D THh B, FERT Y 13, B TE No. 1, 8 13) , MEH~ et X 530 (No.

FOBA LR 3BT THE Lic.

13), WEH: (No. 6, 13), #iE~<t (Lo AREED LI

F AR OERBC I L CRBER,NZEH TS bhigw, No. 6, 12), BB (&f1) &, 27 h ADH

D, BEHAOFEFL, B X 5HEORFORET X

5 BHOIERCEVER D biic,

Figure 4-1: Onset and duration of signs in monkeys administered toxin and antitoxin ()

Anti- Death Course of illness
Toxin No.
toxin time hr 5 10 15 20 25 30 35 40
| 1 1 1 1 ! | 1
22 12: 40 (256) ————(722)
24 15: 00 (256) - (1024)
B2
29 Surv. (23)
2
(M) ¥
0.3ml 30 [ Surv. [(q7)
(8 ¥ JR—
LDsp) 2] 9145 (512) —T°
z
(IM) v
28 22155 (360) Tt T T T T T
‘L
23 8:25 (151)~
1
(1Iv) ke
19 8:55 (256)™

Slowness in action; cessation of food and water intake

——-—-—-—- Muscular weakness
"""""" Respiratory distress

| Antitoxin injected
() Toxin in the blood (mouse unit/ml)
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Figure 4-2: Onset and duration of signs in monkeys administered toxin and antitoxin n

Anti- Death Course of illness
Toxin toxi No .
oxin time  lie 5 10 15 20 25 30 35 40
1 1 L L
ml
31| 19:45 (64) —— (256)
321 18:00 (128) === (512)
¥ 2
2 ) e et o+t s e -
(M) 35| Surv. (128) 7.0_). _________
+ T T
0.15 1 36 27:30 | (1oey 00 e, e —
ml (IM) : (128) (O -7
(4 —
LDsp) 37 1] 8:45 (128) —
2
(IM) R ZS
38 10: 50 (256) ===~
—_—
33 |] 11:35 (256) =—
) —
(M) . —e—
34 12: 40 (s12) 7 0T
Figure 4-3 : Onset and duration of signs in monkeys administered toxin and antitoxin (III)
Anti- Death Course of illness
Toxin . No. .
toxin time hr 5 10 15 20 25 30 35 40
| ] ] ! ] ] ) ]
(0) (2) (8)
45 50 55 60 65 70 75
1 ] 1 1 1 1 1
43 | 108:00
80 85 90 95 100 105 110
1 I 1 1 L 1 | 1
e e e e e e e e e (2)
0.075 44| 38:00 (0) (4) (16) =TT oo (1e)
ml
v
(2 41 Surv. (8)
LDso)| 2
(IM) v
42 Surv. (64)
— ¥
39 || 10:45 (180)~~—
2 .
(IM) [ 2
40 16:50 (90) —=-=r e

Foy A TR RIS BT % ol
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4 Experimental studies on antitoxic therapy
in type E botulism (Part 1V)
Teiji Ono, Takashi Karashimada, Kunio Ka-
meyama, [sao Yamaguchi, Kenzo Kanzawa and
Hiroo lida
(Hokkaido Institute of Public Health)
Various doses of Clostridium botulinum type I
toxin were administered orally to rabbits and monkey-
s, and the clinical course of these animals was obser—
ved. Also various doses of type E antitoxin were
injected after various intervals of toxin administration,

and the survival of the animals was observed. The

results obtained were as the followings.

1) The more type E toxin was administered orally,
the shorter were the incubation period and the death
time. Generally speaking, the absorption of toxin and
the appearence of symptoms delayed in monkeys as
compared with rabbits.

2) In general, antitoxin injection before the onset
of illness could save the animals. However, after a
considerable amount of toxin (ca 100 mouse LD ;o/ml or
more) had appeared in the blood, antitoxin (840 1U)
was not effective even injected hefore the appearence
of symptoms.

3) On the contrary, in the case when the amount
of toxin administered did not excessively exceed one
MLD, a considerable effect of antitoxin was observed
even after the onset of the illness. Therefore, the
amount of toxin administered and that of toxin absor—
bed seem to have a crucial influence on the thera-

peutic effect of antitoxin.





