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Dear Sir :

Kim and others (1) reported the successful treatment

of scrub typhus in pregnant women with a single 500 mg

dose of azithromycin. We would like to describe clinical

course of scrub typhus in pregnant women reported in

Korean literature and to mention the dosage of

azithromycin used for its treatment. A search using the

keywords “scrub typhus” or “tsutsugamushi disease” on

KoreaMed (http:\\koreamed.org) yields eight reports of

scrub typhus during pregnancy. One of these was ex-

cluded from our review because of diagnostic uncer-

tainty. Further, serological confirmation could not be ob-

tained for two patients (case 4 and case 6 in Table 1).

However, since the clinical and epidemiological features

of these patients were typical of scrub typhus and could

not be attributed to any other illnesses observed in the

Korean population, these cases were included in our

series.

The clinical features and pregnancy outcomes of the

seven cases of scrub typhus are summarized in the table.

Each of the seven patients was treated with macrolides:

one with erythromycin base (3.0 g/d for 3 d followed by

2.0 g/d for 4 d), one with roxithromycin (300 mg/d), and

the remaining five patients with azithromycin. The time

taken to achieve an afebrile state was 3 d with erythro-

mycin and roxithromycin each and 1.4 d with azithro-

mycin. The dosing regimen of azithromycin varied as
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follows: 500 mg/d followed by 250 mg/d for 6 d (case 3),

1.0 g/d followed by 500 mg/d for 2 d (case 4 and case

6), 1.0 g/d followed by 250 mg/d for 5 d (case 5), and 1.0

g/d followed by 500 mg/d for 4 d (case 7).

The doses of azithromycin used here are higher than

those mentioned by Kim et al. (1, 2) primarily because

these reports employed the dosing regimen used in

previous reports (3, 4), which recommended a total dose

of 2.0 g, i.e., 1.0 g as a loading dose followed by 0.5 g/d

for 2 d. A single 500 mg dose of azithromycin is theo-

retically superior to the 3-day regimen with respect to

convenience and safety; however, we were concerned

with the possibility of inadequate treatment of scrub

typhus. A study on a single dose therapy of azithromy-

cin (2) has demonstrated adverse hepatic reactions in 5 of

47 (10.6%) patients and thrombocytopenia in 1 patient

(2.1%). These rates of adverse effects appeared to be

higher than those described in previous studies on azi-

thromycin; they are generally less than 2%. On the other

hand, hepatitis and thrombocytopenia are common mani-

festations of scrub typhus that resolve if scrub typhus is

successfully treated; if not, these abnormalities continue

to persist or may further aggravate. Thus, there is a

possibility that a single 500 mg dose of azithromycin

cures scrub typhus incompletely despite the absence of

fever. The second point to be considered is that the pa-

tients included by Kim et al. (1) exhibited a short

duration of illness (mean, 5 d); this is similar to the

duration of illness observed in the pregnant women

included in our review (5.3 d) but shorter than that in

pregnant women in other countries (9.4 d) (5-8) and that

in nonpregnant patients in Korea (6.0 d (2); 6.8 and 9.6 d
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(4)). In scrub typhus, the longer the duration of illness,

the more severe the illness and the higher the

complication rates. Thus, the patients in the study by

Kim et al. (1) represented a subset of mild scrub typhus

that responds more easily to antibiotics. The application

of the results from this study to other regions where the

duration of fever is longer than 7 days or the

complication rates are high may be misleading. Lastly,

for a clinician, it is not easy to discontinue the

administration of azithromycin in the presence of fever,

despite considering its long duration of action. In a

previous study (2), approximately 35% of the patients

were still febrile after 24 h, 15% after 48 h, and less than

10% after 72 h. If cases of potential treatment failure or

recurrence are included in these febrile cases, the

discontinuation of azithromycin before defervescence may

prolong the illness and result in unfavorable pregnancy

outcomes.

Until further experience proves the efficacy of a single

500 mg dose of azithromycin for the treatment of scrub

typhus, the conventional dosing regimen for the manage-

ment of bacterial respiratory tract infections - 500 mg/d

for 3 d - may be a more reasonable choice. Further, the

necessity of a loading dose of azithromycin needs to be

evaluated. The serum level of azithromycin is relatively

low despite high intracellular concentration. Orienta tsu-

tsugamushi characteristically localizes in intracellular

spaces; however, these organisms are also present in the

blood. This situation is similar to typhoid fever; further,

the treatment failure of azithromycin in typhoid fever is

attributed to its low concentrations in the blood (9). The

serum levels of azithromycin are higher when it is

administered as a once daily dose rather than in divided

doses over 3 to 5 d. Thus, a regimen that includes a

loading dose of azithromycin is theoretically more plau-

sible for the treatment of scrub typhus.
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