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Table 1 Clinical severity scoring system

1) central nervous system involvement

2) severe myalgia

3) radiographically documented pulmonary involvement

4) elevated creatinine level: 1.5-3.5 mg/dl
:>3.5 mg/dl

5) elevated serum transaminase (ALT) level: 41-100 IU/L
:> 100 IU/L

6) hepatosplenomegaly

7) thrombocytopenia with PLT counts: 100-149 x 10°/L

8) elevated level of FDP

: <100 x 10°/L

[EPOR S T G WG\ (N GG N S U G W G R

The score was calculated as the sum of different point values assigned to specific criteria. These
scores, with possible total points ranging from 0 to 11, were determined on the basis of laboratory
data and major symptoms on admission.

Table 2 Profiles and symptoms of patients with tsutsugamushi disease

PtNo. Age Sex Eschar Lymphadenopathy  Clinical day™ Severity score  Severe complication(s)
1 63 M + + 9 2
2 52 M + 1 4
3 73 M + - 10 6 DIC™, meningeal symptom
4 64 F + + 7 6 DIC
5 68 M + + 5 3
6 74 M + + 16 3 meningeal symptom, severe myalgia
7 84 F + - 5 3
8 75 F + - 6 4 DIC
9 67 F + - 7 2

"IClinical day: We assigned the day fever appeared as onset, and clinical days means the days after

onset.

DIC: disseminated intravascular coagulation
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Table 3 Laboratory data on patients with tsutsugamushi disease

PtNo. WBC (x10°/L) PLT (x 10°L) ALT (IU/L)  antibody titer* serotype of O. tsutsugamushi

1 6.9 137 51 1:320 Gilliam
2 2.7 97 148 1:1,280 Karp
3 3.9 67 307 1:1,280 Karp
4 5.0 46 118 1:10,240 Karp
5 6.9 137 364 1:20,480 Karp
6 6.3 178 61 1:2,560 Karp
7 5.6 52 45 1:2,560 Karp
8 5.0 10 40 1:5,120 Karp
9 9.8 110 68 1:640 Karp

* A diagnosis of tsutsugamushi disease was made upon determination of a fourfold rise in antibody
titer to O. tsutsugamushi (Gilliam or Karp type) in serum as detected by an indirect
immunoperoxidase assay performed on paired serum samples collected during the acute and
convalescent phase. The titers indicated here were maximums during clinical course.

Table 4 Changes in mean concentrations (pg/ml) of five different cytokines in sera during
anti-rickettsial treatment of patients with tsutsugamushi disease in Yamagata Prefecture.

Cytokines acute phase convalescent phase
IFN-y* 41.0 + 58.6 0.99 +2.40

1L-4 1.87 +3.16 1.11 + 1.18

IL-10% 71.7+51.6 5.01 +5.94

IL-12*% 588 + 189 186 + 38

TNF-a 0.82 £ 0.53 9.12 +11.0

Cytokine concentrations (mean + SD) were measured by ELISA. The limits of assay sensitivity
were as follows: 0.12 pg/ml for TNF-a; 0.78 pg/ml for IL-10; 0.27 pg/ml for I1L-4; 0.8 pg/ml for
IL-12; 2.0 pg/ml for IFN-y.  *p < 0.01 was used as the criterion of significance.
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Table 5 Changes in mean concentrations (pg/ml) of five different cytokines in sera during
anti-rickettsial treatment of patients with tsutsugamushi disease in Wakayama Prefecture.

Cytokines acute phase convalescent phase
IL-10* 312 +2.61 0.16 +0.31
1L-12%* 84.8 +18.4 459 +16.9
TNF-a* 3.51+1.67 1.19 + 0.76

Cytokine concentrations (mean + SD) were measured by ELISA. The limits of assay sensitivity
were as follows: 0.12 pg/ml for TNF-«; 0.78 pg/ml for IL-10; 0.8 pg/ml for IL-12. *p < 0.01 was
used as the criterion of significance.

Table 6 Cytokine concentrations (pg/ml) in serum of a case of Japanese spotted fever in Mie

Prefecture.
Cytokines TNF-a IL-10 IL-12
acute phase 1.225 0.078 56.93
convalescent phase 0.936 0 35.82

Cytokine concentrations (mean + SD) were measured by ELISA.
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