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Table 1 Clinical characteristics of patients with multidrug-resistant
pulmonary tuberculosis during pregnancy

Case Age Clinical Type of Sputum Patient’s Doctor’s
& presentation chest X ray smear & culture delay . delay
1 24 productive cough left upper lobe 1+/3+ few days 37 days
& dyspnea infiltrate
2 25 productive cough right lower 3+/4+ few days 6 months
& hemosputum lobe cavity
3 28 productive cough bilateral upper 1+/4+ none 10 months

& fever

lobe cavity
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Table 2 Treatment regimen and outcome of multidrug-resistant pulmonary tuberculosis during pregnancy

C Pattern of drugs ~ Starting treatment Individualized treatment regimen Time to culture Adverse

3¢ resistance regimen Antepartum Postpartum conversion (days)* effects
1 INH, RFP INH, RFP, PZA, PZA,EB,PAS,CS, KM,PZA,EB, TH, 31/6 Hepatotoxicity**

EB AM-PC/CVA LVEX
2 INH, RFP, TH, INH, RFP, EB PZA,EB, PAS,CS, SM,PZA, EB,CS, 94/27 Arthralgia
PAS, LVFX AM-PC/CVA AM-PC/CVA
3 INH, RFP INH, RFP, EB PZA, EB, PAS,CS, SM, PZA,EB, TH, 43/25 Psychosis**
AM-PC/CVA CS, LVFX

INH, isoniazid; RFP, rifampicin; EB, ethambutol; PZA, pyrazinamide; SM, streptomycin; TH, ethionamide; CS, cycloserine;
PAS, para-aminosalicylic acid; LVFX, levofloxacin; AM-PC/CVA, amoxicillin-clavulanic acid;

*Time to culture conversion after administration of starting and individualized treatment regimens.

**Hepatotoxicity and psychosis occurred after pregnancy due to TH and/or CS.

Table 3  Analysis of drug-resistance associated gene mutations of Mycobacterium tuberculosis

isolates using DNA microarray

Gene mutations in

Case

INH RFP SM EB
1 katG (944 G/C) rpoB (219 C/T) n.d. n.d.
2 katG (823 A/G) rpoB (220 A/G) rrs (920 C/G) embB (7870 G/T)
inhA (1030 T/A) rpsL (134 A/G)
3 katG (1778 G/A) rpoB (234 C/T) n.d. n.d.

Parenthesis indicates the affected codon and base change in each gene.

n.d.; not detected
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Table 4 Summary of pregnancy of patients with multidrug-resistant pulmonary tuberculosis
Gestation (weeks) at Outcome of
Case Onset of Diagnosis Report pregnancy Newborn
symptoms of TB of MDR-TB
1 22 27 30 vaginal delivery 40 weeks 3,082 g healthy
2 before pregnancy 16 24 vaginal delivery 40 weeks 3,632 g healthy
3 before pregnancy 19 22 surgical delivery 38 weeks 2,458 g healthy
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Original Article

TREATMENT OUTCOME OF PATIENTS WITH MULTIDRUG-RESISTANT
PULMONARY TUBERCULOSIS DURING PREGNANCY

'Tetsuya TAKASHIMA, *Katsura DANNO, 'Yoshitaka TAMURA, 'Takayuki NAGAL,
"Tomoshige MATSUMOTO, 'Yuki HAN, 'Hiromi ANO, ‘Hiroko YOSHIDA,
'Kunimitsu KAWAHARA, and 'Tzuo TSUYUGUCHI

Abstract [Purpose] To know the treatment outcome of
patients with multidrug-resistant tuberculosis (MDR-TB)
during gestation.

[Method] Retrospective study of 3 cases of pregnant women,
who were treated for MDR-TB with a regimen including pyra-
zinamide, ethambutol, para-aminosalicylic acid, cycloserine
and amoxicillin-clavulanic acid.

[Result] All patients showed a good response to anti-tuber-
culosis chemotherapy without any serious adverse effect, and
were culture-negative at the time of delivery. Two patients
delivered vaginally at weeks 40, and one patient delivered
surgically at weeks 38. All newborns were healthy, and their
tuberculin skin tests and placental tissue examinations were
negative for tuberculosis.

[Conclusion] MDR-TB can be successfully treated during

pregnancy by using a regimen including effective second-line
anti-tuberculosis drugs.

Key words : Pregnancy, Multidrug-resistant tuberculosis
(MDR-TB), Chemotherapy, Delivery

'Osaka Prefectural Medical Center for Respiratory and
Allergic Diseases, ’Department of Respiratory Medicine,
Allergic and Rheumatic Diseases, Osaka University Graduate
School of Medical

Correspondence to : Tetsuya Takashima, Department of
Tuberculosis Medicine, Osaka Prefectural Medical Center for
Respiratory and Allergic Diseases, 3—7—1, Habikino, Habikino-
shi, Osaka 583—-8588 Japan. (E-mail: takashimat(@opho.jp)





