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Successful treatment of primary Sjogren’s syndrome
complicated with primary biliary cirrhosis and lung

involvement

Primer biliyer siroz ve akciger tutulumu ile seyreden primer Sjogren sendromunda

basarl tedavi

Akif ALTINBAS', Giines ARIK!, Umut KALYONCU?, Ali AKDOGAN?, Omer KARADAG?,

Biinyamin KISACIK? A. Thsan ERTENLI"?

Departments of 'Internal Medicine, ’Rheumatology, Hacettepe University, School of Medicine, Ankara

A patient with primary Sjogren’s syndrome complicated with
primary biliary cirrhosis and lymphocytic interstitial pneumo-
nia is presented. She was 38 years old and was admitted to our
hospital for generalized pruritus, xerostomia, xerophthalmia,
fatigue, and reticulonodular changes on her chest X-ray. With
the findings of ground-glass attenuation and centrilobular no-
dules in high resolution computerized tomography, the diagno-
sis of lymphocytic interstitial pneumonia was made. Oral
methylprednisolone 1 mg/kg/day and ursodeoxycholic acid 15
mg/ kg /day were started. At the 6" month follow-up, she had no
complaints, and pulmonary function tests and high resolution
computerized tomography were normal. This is the first case of
Sjogren’s syndrome, primary biliary cirrhosis and lymphocytic
interstitial pneumonia in the English literature.
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INTRODUCTION

Sjogren’s syndrome (SS) is a chronic autoimmune
exocrinopathy. It is characterized by lymphoplas-
macytic infiltrates in the salivary and lacrimal
glands. Similar lymphocytic infiltrates may inva-
de visceral organs, including bronchi and lungs.
The bronchopulmonary manifestations reported in
SS are xerotrachea, follicular bronchitis/bronchi-
olitis, cystic lesions, and lymphocytic interstitial
pneumonia (LIP). Less common manifestations
include bronchiolitis obliterans with organizing
pneumonia and pulmonary hypertension (1). SS
has also been associated with primary biliary cirr-
hosis (PBC), autoimmune hepatitis and cryptoge-
nic cirrhosis. The overall incidence of liver disease

38 yasinda kadin, hastaneye jeneralize kaginti, kserostoma,
kseroftalmi, halsizlik sikayetleri ile basvurdu. Arka-on akciger
grafisinde retikiilonodiiler degisiklikler, yiiksek ¢oziiniirliiklii
akciger tomografisinde buzlu cam dansitesi ve sentrilobiiler no-
diiller tespit edilmesi iizerine primer biliyer siroz ve lenfositik
interstisiyel pnomoni tanist ile oral 1 mg/kg/giin metilpredni-
zolon ve 15 mg/kg/giin dozunda ursodeoksikolik asit basland:.
Hastanin altinct ay kontroliinde hig bir sikayetinin kalmadigi,
solunum fonksiyon testlerinin normal oldugu, yiiksek ¢oztiniir-
liiklii akciger tomografisindeki degisikliklerin tamamen diizel-
digi saptandi. Primer biliyer siroz, lenfositik interstisiyel pno-
moni ve primer Sjogren sendromu birlikteligi daha once tanim-
lanmamugtur.

Anahtar kelimeler: Primer Sjégren sendromu, primer biliyer
siroz, lenfositik interstisiyel pnédmoni

in patients with SS was reported as 6% (2).

In this report, we present a patient with primary
SS (pSS) complicated with both PBC and LIP.

CASE REPORT

A 38-year-old female admitted to our hospital for
generalized pruritus, xerostomia, xerophthalmia,
fatigue, and reticulonodular changes on her chest
X-ray. Her medical history was significant for
PBC and pSS for six months, based upon the pre-
sence of anti-mitochondrial antibodies (AMA), an-
tinuclear antibodies (ANA), a liver histology sug-
gesting PBS stage II/IV, and parotis histology sug-
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gesting SS. Schirmer test was 4 mm in both eyes,
and anti-Ro and anti-La antibodies were negative.
Ground-glass attenuation and centrilobular nodu-
les were found in high resolution computed tomog-
raphy (HRCT) before admission. In our hospital,
her liver function tests were compatible with cho-
lestasis (alkaline phosphatase [ALP]: 664 U/L,
normal range: 35-129; gamma glutamyl transpep-
tidase [GGT]: 305 U/L, normal range: 5-40; serum
bilirubin and transaminase levels were within
normal limits). ANA (1/320 titers) and AMA (1/80
titers) were positive. In HRCT examination, the
diagnosis of LIP was made with ground-glass atte-
nuation and centrilobular nodules (Figure 1). A
mild restrictive profile was present in pulmonary
function tests, and mild decrease in DLCO (78%)
was noted, while she denied any pulmonary symp-
tom. Hence, she refused bronchoscopy. Oral
methylprednisolone 1 mg/kg/day and ursodeoxy-
cholic acid 15 mg/kg/day were started. Methy-
Iprednisolone was then tapered. On the follow-up
visit three months later, there was improvement
regarding cholestasis (ALP: 125 U/L and GGT:
325 U/L), and HRCT revealed only cylindrical
bronchiectasis in the left upper lobe without any
evidence of alveolitis (Figure 2). Her methylpred-
nisolone therapy was gradually switched to an al-
ternate-dose regimen, and ursodeoxycholic acid
was continued as 15 mg/kg/day. Six months later,
she had no complaint, pulmonary function tests
were normal, and DLCO was 95%, while mild cho-
lestasis was still present (ALP: 91 U/L and GGT:
159 U/L). She is still taking methylprednisolone
35 mg on alternate days and ursodeoxycholic acid
15 mg/kg/day.

DISCUSSION

The frequency of lung involvement in SS is estima-
ted to range between 9-75% of the patients depen-
ding on the diagnostic modalities. On the other
hand, LIP appears much less commonly in SS.
Constantopoulos et al. (4) reported 3 LIP in 343 SS
patients (0.9%). However, recent reports suggest
that the frequency of LIP may be higher in SS. Ta-
ouli et al. (1) found that 31 of 35 SS patients have
lung involvement on chest CT, and 5 of those 31
were diagnosed as LIP. The main HRCT findings
in LIP are ground-glass attenuation, poorly defi-
ned centrilobular nodules, thickening of broncho-
vascular bundles, and lymph node enlargement
(1). Pulmonary biopsy may be required to exclude
differential diagnoses including usual interstitial
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Figure 1. HRCT (pre-treatment): ground-glass attenuation and
centrilobular nodules.

pneumonia (UIP) and non-specific interstitial pne-
umonia (NSIP) with fibrosis. However, HRCT is a
useful new tool in evaluating lung parenchyma in
pSS, and HRCT findings correlate with histopatho-
logic diagnosis (6, 11). Likewise, the HRCT of our
patient was highly suggestive for LIP with ground-
glass attenuation and centrilobular nodules. She
was asymptomatic regarding pulmonary symp-
toms. Accordingly, for ethical reasons, we did not
perform invasive procedures including lung biopsy.

Sjogren’s syndrome and PBC share many common
features. In both conditions, the inflammation
starts around the ducts and both epithelial popu-
lations inappropriately express class II HLA mole-
cules. CD4-positive T-cells predominate in severe

™

u
Figure 2. HRCT (3" month of the treatment): cylindrical bronc-
hiectasis in the left upper lobe.
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biliary cirrhosis lesions and salivary gland lesions
in pSS (2). Likewise, infiltration of T cells in the
alveolar interstitium and areas surrounding
lymphoid follicles are the main histopathological
findings in LIP (3). An overlap between PBC and
pSS has been well known (2). On the other hand,
one of the most common (25% of LIP cases) associ-
ations of LIP is with pSS (3). There are isolated ca-
se reports in the literature demonstrating the as-
sociation between SS secondary to rheumatoid
arthritis, PBC and interstitial pneumonia (8, 9).
However, to our knowledge, a patient with pSS
complicated with both PBC and LIP has not been
reported before.

Long-term use of steroids is commonly associated
with significant steroid-associated morbidity. Ad-
verse effects of corticosteroid treatment can be re-
duced by administering the steroid on alternate
days, and alternate-day therapy can be recom-
mended for patients requiring glucocorticoids over
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improvement with this therapeutic approach.
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lone and ursodeoxycholic acid for six months.

7. Nishio A, Bass NM, Luketic VA, et al. Primary biliary cirr-
hosis: from induction to destruction. Semin Gastrointest
Dis 2001; 12: 89-102.

8. Miyamoto H, Azuma A, Taniguchi Y, et al. Interstitial pne-
umonia complicated by Sjégren’s syndrome, Hashimoto’s
disease, rheumatoid arthritis and primary biliary cirrhosis.
Intern Med 2000; 39: 970-5.

9. Hiraoka A, Kojima N, Yamauchi Y, et al. An autopsy case
of primary biliary cirrhosis with severe interstitial pne-
umonia. Intern Med 2001; 40: 1104-8.

10. Swartz SL, Dluhy RG. Corticosteroids: clinical pharmaco-
logy and therapeutic use. Drugs 1978; 16: 238-55.

11. Deheinzelin D, Capelozzi VL, Kairalla RA, et al. Interstiti-
al lung disease in primary Sjogren’s syndrome: clinical-pat-
hological evaluation and response to treatment. Am J Res-
pir Crit Care Med 1996; 154: 794-9.

12. Fox PC, Datiles M, Atkinson JC, et al. Prednisone and pi-
roxicam for treatment of primary Sjogren's syndrome. Clin
Exp Rheumatol 1993; 11: 149-56.




<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /CMYK
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments true
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile ()
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e9ad88d2891cf76845370524d53705237300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc9ad854c18cea76845370524d5370523786557406300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /DAN <>
    /DEU <>
    /ESP <>
    /FRA <>
    /ITA <>
    /JPN <FEFF9ad854c18cea306a30d730ea30d730ec30b951fa529b7528002000410064006f0062006500200050004400460020658766f8306e4f5c6210306b4f7f75283057307e305930023053306e8a2d5b9a30674f5c62103055308c305f0020005000440046002030d530a130a430eb306f3001004100630072006f0062006100740020304a30883073002000410064006f00620065002000520065006100640065007200200035002e003000204ee5964d3067958b304f30533068304c3067304d307e305930023053306e8a2d5b9a306b306f30d530a930f330c8306e57cb30818fbc307f304c5fc59808306730593002>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020ace0d488c9c80020c2dcd5d80020c778c1c4c5d00020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken die zijn geoptimaliseerd voor prepress-afdrukken van hoge kwaliteit. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /PTB <>
    /SUO <>
    /SVE <>
    /ENU (Use these settings to create Adobe PDF documents best suited for high-quality prepress printing.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /ConvertToCMYK
      /DestinationProfileName ()
      /DestinationProfileSelector /DocumentCMYK
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /DocumentCMYK
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


