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CHEMOTHERAPY
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Fig. 1. Effect of sizofiran on survival rate of
mice infected with 2x10* cells/lung

: control, . sizofiran (pre-

treated), -------- - sizofiran (post-treated)
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Fig. 2. Effect of cyclophosphamide and
sizofiran on survival of mice infected with
2x10* cells/lung
. control, . sizofiran,
""""" : cyclophosphamide,
******* : cyclophosphamide + sizofiran
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Fig. 3. Effect of cyclophosphamide and
sizofiran on survival rate of mice infected
with 2x10? cells/lung
: control,

: sizofiran,
--------- : cyclophosphamide,

------- . cyclophosphamide +sizofiran

* p<0.05 (generalized Kruskal-Wallis)



Table 1. Agglutination reaction of <erum of mice miected with 2x 107 cells/lung

Maximum Oter of

(G} SPG Infection

CHEMOTHERAPY

FEB. 1891

Survival rate

positive reiction of mice
- <22, <2, <2, <2
- t <2, <2, <2, 2, 16 910
f <2, <2, <2, 8. 16 9 10
| f <2, 2., 4, 16, 16 8/10
i I | <2, <2 2, K, 16 910
4 days alter infection.
CY, cyclophosphamide; SI'G, sizofiran
Table 2. Agglutination reaction of serum of mice mfected with 2 10* cells lung
Maximum titer of Survival rate
CY SPG Infection ) )
positive reaction of mice
- - <2, <2, <2, <2, <2
+ 4, 32, 64, 64. 64 6 14
- t + 2, 2, 4, 4. ¥ 10/14
+ - + 2. 4, 4, 4, 8 5 14
+ + 2, 4, 8. 8, 16 8/14

3 days after infection.

CY, cyclophosphamide; SPG, sizofiran

Table 3. Effect on number of peripheral leukocytes in mice

) Number of WBC (x10? cells/; mm?)
CY SPG Infection
Day 0% Day 3
- - - 58.7+ 2.1 45.8+ 8.0
— - + 58.7 £ 2.1] 28.6114.03
— + + 74.0 £ 12.6 ']" 78.8 £ 15.3 b
+ — + 80+ 1.4 32.8 + —101
+ + + 7.7+ 0.5 56.6 +16.9 *
Challenge dose: 2 # 10* cells/lung, n=5, * Days after infection, * p<0.05, ** p<0.01 t test

CY, cyclophosphamide; SPG, sizofiran

(2R L 7z, et HBEISEEIE NIl 4 90 5 64 4%
OFFRIEH A R L 72, BB il 7 10 K
(, 2h 6 167, L2L3HENDEF-T7 2
B AT 5L CY, SPGB L CY & SPG iR B
DEERICD I ED L VD, EHERIZCY T
36 %, SPGET 71 %,CY & SPG tHBTS5T %L &
Lol EFEERLI,
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Table 31/ L 72 & 9 12, Rk oo (4 M ERMIL, SPG
B c L VB em%z R 72, LaL, SPGE
12, CY Bi#51c & 2 QMmERBUR L 2 I L b -1
—), Y3 HHOHmMERE T2, E#HHBEC N
RY BB DR AR L 1, BT AD
SPG #5812, HELWmMABD LN, 2612, CY
4% G- Bt Bk L, SPG (iR &B o 3 BHNA
mEREU, HEICWML, CY 2 & 2 AmERgL o EE
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Table 4. Effect of cyclophosphamide and sizofiran on antibody producing ability
Challenge dose Survival rate Inhibition®
Drug PFC*/10% spleen cells
(cells/lung) (survival/total) (%)
Control 6/6 2,163 + 365
Without SPG 6/6 2,714 + 870 25
infection CcY 6/6 338 + 228°° 84
CY + SPG 6/6 655 + 303°° 70
Control 9/10 1.186 + 194° 45
SPG 10/10 1.515 + 249 30
2~ 10°
CY 6/10 457 £ 135°° 79
CY + SPG 9/10 1,083 + 379* 50
Control 0/10 - -
SPG 8/10 1,286 + 857* 41
2x10*
CY 0/10 -
CY + SPG 2/10 216 + 45°° 50

* mean + SD

® (PFC of control without infection — PFC) < (PFC of control without infection)

* p<0.05, b
CY. cyclophosphamide;

p<0.01 (t-test)
SPG, sizofiran
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PROTECTIVE EFFECT OF SIZOFIRAN IN EXPERIMENTAL RESPIRATORY
TRACT INFECTION WITH KLEBSIELLA PNEUMONIAE IN MICE

Hisato Senda and Motoji Suzuki
Central Research Laboratories, Kaken Pharmaceutical Co., Ltd.,

14 Shinomiya Minami Kawara-cho, Yamashina-ku, Kyoto, Japan

Akikuni Yagita
Department of Surgery, School of Medicine, Kyorin University

Sachio Ogata
Department of Microbiology, School of Medicine, Kyorin University

We examined the protective effect of sizofiran in experimental respiratory tract infection with
Klebsiella pneumoniae in mice. Pre-injection of sizofiran increased the survival rate of infected mice
with and without administration of cyclophosphamide. Sizofiran proved to increase the number of
peripheral leukocytes in mice at the time of infection and 3 days afterwards. In uninfected mice, the
drug restored the number of spleen cells producing antibody that were decreased by cyclophos-
phamide. It also increased or restored the number of spleen cells producing antibody 4 days after
infection, in mice with or without cyclophosphamide. On the other hand, the titer of agglutination
reaction increased only in controls infected with 2 x10* cells/lung. These results show that the
protective effect of sizofiran against the infection was caused by an increase in the leucocyte count
and in antibody-producing ability. It would appear that the titer of the agglutination reaction was
influenced not only by antibody-producing ability but also by the progress of the infection.



