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TWO CASES OF MULTI-DRUG-RESISTANT PULMONARY TUBERCULOSIS
WITH PARA-AMINOSALICYLIC ACID (PAS)-INDUCED HYPOTHYROIDISM

*Hiroshi MIZUTANI, Michiaki HORIBA, Joh SHINDOH, Tomoki KIMURA,
Masami SON, and Keiko WAKAHARA

* Department of Respiratory Medicine, Ogaki Municipal Hospital

Two cases of multi-drug-resistant pulmonary tuberculosis with para-aminosalicylic
acid (PAS)-induced hypothyroidism were reported.

Case 1; a 7T3-year—old male, complaining of edema, was admitted to our hospital. He
had been treated for his multi-drug-resistant pulmonary tuberculosis during the past 1
year with an antituberculous regimen consisting of ethambutol (EB), ethionamide (ETH)
and PAS. A thyroid profile performed when he was admitted to our hospital showed several
marked abnormalities: serum thyroid stimulating hormone (TSH) was elevated (69.4 x« IU/
m/: normal, 0.4-4.2mIU/ml), free thyroxine level (T,) (0.01ng/d/; normal, 0.70-1.60 ng/
dl) and free triiodothyronine level (T;) (0.60 pg/ml; normal, 2.3—4.1pg/ml) were low.
PAS was discontinued after he was admitted to our hospital, since PAS was believed to be
the cause of the hypothyroidism. A thyroid profile that was repeated after the exclusion
of PAS from treatment showed the following results: the TSH level was decreased (13.4
mlIU/ml), the free T4 (0.93ng/dl) were normal. During treatment with PAS, he had
never received thyroid replacement therapy.

Case 2; A 22-year—old female, complaining of hemosputum. She had been treated for
her multi—drug-resistant pulmonary tuberculosis during the past 11 months with an
antituberculous regimen consisting of EB, ETH and PAS. A thyroid profile performed
when she was admitted to our hospital showed several marked abnormalities: elevated
serum TSH (112.7 mIU/m/), and low T4 (2.0 # g/dl) and Ts (1.1ng/ml). A thyroid profile
that was repeated after the exclusion of PAS from treatment showed the following
results: the TSH level was decreased (5.1 mIU/mi). Drug—induced hypothyroidism is an
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infrequent side effect of therapy with PAS, and only a few cases of PAS—induced hypo-
thyroidism have been reported so far. In this report, we describe patients with hypothy-
roidism who were receiving therapy for multi-drug-resistant tuberculosis, tuberculosis
namely, resistant to at least isoniazid (INH) and rifampicin (RFP), with a regimen that

contained PAS.

Key words : Para-aminosalicylic acid (PAS),
Hypothyroidism, Multi-drug-resistant tuber-
culosis, Pulmonary tuberculosis
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RIS, MRS T NS EERD
Hg,

AR X M (Fig. 1) : GHIE B & 0L L
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ABEEBREF R (Table 1) : WBC i 5020/mm?® & 1E
HHPFANTH o725, CRP 4.53 mg/dl, ESR 33 mm/
hr L EFEMEEZRL, REFTRIRD bz, GOT49
IU/I, LDH5931U/I, CPK 3851U//, Glu 1656 mg/dl
LEED A SN, £/ TP5.4g/dl, Alb2.5g/dl, Cho
94 mg/dl LRMED A BN, EREEIREARBE SN,
Na 125 mEq/l, C189mEq/l L BREDEMED A LN
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#IU/ml (E#ME;04~4.2) LEEERL, EEER
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Fig. 1 Chest roentgenogram on
admission (Case 1)
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Table1 Laboratory data on admission (Case 1)

WBC 5020 /¢ 1 UA 2.2 mg/dl Sputum examination
Ne 73 % BUN 15.7 mg/dl acid-fast bacilli of Gaffky-5
Ly 23 % Cr 0.9 mg/dl PCR: M. tuberculosis (+)
Mo 4 % TP 5.4 g/dl

RBC 276X10% /p1 Alb 2.5 g/dl

Hb 9.9 g/dl Cho 94 mg/dl

Ht 28.6 % Glu 165 mg/d!l

Plt 23.7X10* /p1 Na 125 mEq/!

GOT 49 1U/1 K 3.5 mEq/I

GPT 22 1U/1 Cl 89 mEq/l

y-GTP 20 1U/1 CRP 4.53 mg/dl

T.bil 0.4 mg/dl ESR 33 mm/hr

ALP 256 1U/1 Free-T; 0.60 pg/ml

LDH 593 1U/1 Free-T, 0.01 ng/dl

CPK 385 1U/I TSH 69.4 £1U/ml

Microzome test < X100
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Fig.2 Thyroid ultrasonography
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Fig.3 Chest roentgenogram on

(Case 1) admission (Case 2)
Table2 Laboratory data on admission (Case 2)

WBC 7830 /¢l UA 2.7 mg/dl Sputum examination
Ne 54.5 % BUN 12.1 mg/dl acid-fast bacilli: (=)
Ly 23.2 % Cr 0.8 mg/dl PCR: M. tuberculosis (—)
Ba 1.6 % TP 5.8 g/di
Eo 17.2 % Alb 3.7 g/dl
Mo 3.5 % Cho 144 mg/dl

RBC 436x10% /1 Glu 83 mg/dl

Hb 11.8 g/dl Na 139 mEq/!

Ht 37.4 % K 4.3 mEq/!

Plt 34.3x10* /¢l Cl 107 mEq/!

GOT 17 1U/1 CRP =0.1 mg/dl

GPT 12 1U/1 Ts 1.1 ng/ml

y-GTP 4 10/1 T, 2.0 pg/dl

T.bil 0.2 mg/dl TSH 112.7 #1U/ml

ALP 107 1U/I Thyroid test < X100

LDH 295 1U/1 Microzome test < X100
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BRI X A (Fig. 3) © (S48 L2/ it B9 B 1
IRFE R B S A SN, —ERZEE Mo TR b,
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ABEEHRERT R (Table 2) : WBC A EIZ B\ CHBR
BRILEAT1T.2% & b5, TP5.8g/dl LEMEN AR LNz
S, ZOMERICRETTRIIRD SN o iz, BIRHER
BiRAE TId%®E, PCR ICEMTH o7z, - HRE
Hehe Tl Ty 1.1ng/ml (IE#1ME 5 0.7~2.0), T,
2.0 pg/dl (IEHfE ; 4~11) Li&fE, TSH 112.710/
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HAE b SR bl TSR Th 5o
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Fig.4 Thyroid ultrasonography
(Case 2)

Table3 Reports of PAS—induced
hypothyroidism

Year Author

1951 Clausen, AKH et al.
Komrower, GM

1954 Macgregor, AG
Brinkman, GL et al.

1955 Kumagai et al.
Torikai et al.

1960 Nonami

1968 Gorowski, T et al.

1986 Nakayama et al.

1998 Soumakis, SA et al.

2001 Mizutani et al.
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