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Background : Interferon-gamma (IFN-y) is essential in the immune response to mycobacterial infections, and a
complete or partial deficiency in the IFN-y receptor 1 (IFNyR1) or the IFN-y receptor 2 (IFNyR2) have been
reported to confer susceptibility to a disseminated infection with nontuberculous mycobacteria. However, similar
mutations in the IFN-y receptor have not been specifically examined in the patients with clinical tuberculosis.

Methods : This study searched for mutations in the IFN-y receptor gene that resulted in a partial IFN-y receptor
deficiency in six patients with disseminated tuberculosis. The previously identified IFNyR1 and IFNYR2 coding

regions were sequenced after amplification.
Results :

Conclusion :
disseminated tuberculosis.
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There was no partial IFNyR1 deficiency including a homozygous recessive missense mutation causing
an amino-acid substitution in the extracellular domain of the receptor (I87T) and a hotspot for small deletions
(818delT, 818del4, 818insA) found in any of the patients. In addition, a partial IFNyR2 deficiency of the homozygous
missense mutation (R114C) was not found in any of the patients.

Genetic defects causing a partial IFN-y receptor deficiency were not identified in our patients with
(Tuberc Respir Dis 2006: 8811-17)
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Table 1. Clinical characteristics of the patients
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Age/Sex Disease Diagnosis of tuberculosis Radiologic findings Treatment
outcome
21/F  TB peritonitis, Ascites: lymphocyte-dominant exudates, Abdomen  CT:  complicated  ascites ~ with  improved
TB pleurisy ADA 83 UL omental  cake  formation,  bilateral  pleural
Pleural effusion: lymphocyte  dominant effusion
exudates, ADA 100 1UL
29F  TB meningitis CSF: WBC 50/l (Iymphocyte 84%), Bran MR: mufie enhancing nodules  su-  improved
Cerebral TB glucose 42 mg/dl goestive small abscess
Miiary TB BAL fluid: TB—PCR+ Chest  CT: multiple  centrilobular ~ nodules
and tubular branching structure in both lungs
29/F Miiary TB Neck LN aspiration: AFB smear 2+, Chest CT: multiple small nodules in both  improved
Hepatosplenic TB TB PCR+ lungs, multiple necroic lesions i neck and
TB lymphadenitis Sputum: TB—PCR+ mediastinal  lymph  nodes,  multiple  small
(neck, mediastinum) low attenuated nodules in spleen and liver
36/F Pulmonary TB Sputum: AFB smear 4+, culture 3+ Chest CT;  ocentrilobular  nodules and  branch-~  improved
Renal TB Urine: AFB smear 1+, culture + ing structure in both lungs
M tuberculosis isolated (al sensitive) Abdomen  CT: hydronephrosis  in et kidney,
Left nephrectomy: chronic granulomatous thickened and  enhanced  wall  of rend  pelis
inflammation and ureter
31M Intestinal TB Colonoscopic ~ biopsy: ~ chronic  active  infla- Abdomen  CT:  multiple  segmental  wall th-  improved
Pulmonary TB mmation with cryplitis and microgranulomas ickening in small intestine, cecum,  ascending
Cdonoscopic~ biopsy: M tuberculosis isdlated and transverse odlon, smell amount of asdites
(all sensitive) Chest  CT: multiple  centrilobular  nodules
in both lungs
19M  TB peritonitis, Asaites: lymphocyte—-dominant exudates, ADA Abdomen  CT:  complicated  ascites ~ with  improved
TB pleurisy, 163 UL omental lesion
TB lymphadenitis Peritoneal biopsy: chronic granulomatous Chest CT: central necroic  mass  with  rim
(mediastinum) inflammation with caseation necrosis enhancement  in  right  paratracheal  area,
bilateral pleural effusion
Definion o  abbreviation:  TB = tuberclosiss ADA =  adenosne  deaminases CT =  ocorputed  tomography;  CSF = cerebrospindl
fluds WBC = white blood cellss BAL = bronchoalveolar lavage; PCR = polymerase chain  reaction;, MRl = magnetic

resonance imaging: AFB = acid fast bacilli; LN = lymph node.
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Figure 1. Mutation analysis of the interferon—y
receptor gene. A The region surrounding  position
200 of the IFNyR1 coding regon in exon 3. B The
regon  surrounding  position 818 of  the  IFNyRI
codng regon in exon 6. C. The region surrounding
position 340 of the IFNyR2 coding region in exon 6.
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