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ABSTRACT

Background: Collagen vascular disorders (CVDs) are autoimmune disorders 
with multisystem involvement. Clinical liver involvement is not a characteristic 
feature though histological involvement could be frequent. Liver disease in CVDs 
could be the consequence of various factors. Aim: The aim was to analyze the 
histological spectrum of liver in collagen vascular disorders (CVDs) at autopsy. 
Materials and Methods: Thirty-six autopsy livers negative for hepatitis B or 
C virus were studied in CVD cases with no known association with chronic 
liver disease or vascular thrombosis or hematological disorder. Cirrhotic and 
normal livers were used as controls. The paired t-test, one-way ANOVA, and 
two-sided Dunnett t-test were used for comparison (< 0.05). None of the control 
cases showed any abnormal vessels. Results: There were 21 systemic lupus 
erythematosus (SLE), 7 rheumatoid arthritis (RA), 5 systemic sclerosis (SSc), 
and 3 polyarteritis nodosa (PAN) cases (M:F = 11:25, age range 23–60 years). 
Histology:  Diffuse nodular regenerative hyperplasia of liver (NRHL) was seen in 
10 cases, and 6 (5 SLE and 1 RA) had numerous abnormal thin-walled vessels 
in intermediate- and small-sized portal tracts with no vascular occlusion or 
inflammation. Moderate sized portal tracts showed more interface and lobular 
inflammation. The main portal vein and its major branches were normal. None 
of these six cases had increased transmainases (P>0.05). Most SLE cases had 
increased transaminases (P<0.05). No evidence of portal hypertension was 
seen in all except in one RA. Septicemia is known to be associated with raised 
transaminases. Conclusion: A rare pathology of conglomerate of abnormal 
vessels in intermediate- and small-sized portal system was observed co-existing 
with NRHL in CVDs. Raised liver enzyme with interface hepatitis in CVD may 
not necessarily warrant an overlap, as a similar feature could be observed in 
septicemia. 
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INTRODUCTION

Collagen vascular disorders (CVDs) are autoimmune disorders with multisystem 
involvement. Clinical liver involvement is not a characteristic feature though histological 
involvement could be frequent.[1-3] Liver disease in CVDs could be the consequence 
of various factors such as fatty infiltration, drug toxicity, superadded infection by 
hepatotrophic viruses, vascular thrombosis, diabetes, or overlap with autoimmune 
hepatitis (AIH). Most CVD patients could develop a mild transient abnormal liver function 
test during the disease course.[1] Differentiating between liver involvement in CVDs and 
overlap syndrome with AIH could be difficult. Diagnosis of AIH could be suggested if 
the liver on histology shows dominant portal and periportal inflammation with less 
dominant lobular inflammation associated with marked hepatocyte rossetting.[4] CVD may 
coexist with primary biliary cirrhosis (PBC), AIH, and nodular regenerative hyperplasia 

of the liver (NRHL).[4-8] Medline search 
revealed one study in English where detail 
pathological analysis of liver in CVDs was 
carried out.[9] We retrospectively analyzed 
histological profiles of liver at autopsy in 
CVDs who terminally had pneumonia and 
succumbed to uncontrolled septicemia. 
Liver histology described in CVDs is 
mostly based on needle biopsy. We also 
observed histological changes in the 
intrahepatic portal vein which has not 
been described in CVDs before, though 
reported in idiopathic portal hypertension 
(IPH)[10] and noncirrhotic portal fibrosis 
(NCPF).[11] 

MATERIALS AND METHODS

Autopsy cases diagnosed clinically as 
CVDs were retrieved from the departmental 
records over a period of 17 years. Cases 
with a history of any overt or chronic 
liver disease were excluded. Any case 
with one or more of the following were 
also excluded: (i) history of alcohol intake, 
(ii) documented infection by hepatotropic 
viruses based on the positive serological 
report or demonstration of viral particle 
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by polymerase chain reaction (both HCV and HBV) and also 
by immunohistochemistry on paraffin sections using HBsAg 
and HBcAg, (iii) overt obesity or malnutrition, (iv) diabetes, (v) 
history of drug-related liver injury or hypersensitivity reaction 
established by the temporal relationship between the drug intake 
and onset of clinical symptom, (vi) history or presentation with a 
thrombotic episode including hepatic outflow tract obstruction or 
any primary hematological disorder, (vii) previous history of overt 
liver disease or abnormal liver enzymes to suggest an underlying 
chronic liver disease or autoimmune hepatitis (AIH),[4] or (viii) 
any malignancy. Diagnosis of each collagen vascular disease 
was established according to the criteria of American College 
of Rheumatology for systemic lupus erythematosus (SLE),[12] 

rheumatoid arthritis (RA),[13] polyarteritis nodosa (PAN),[14] 
and systemic sclerosis (SSc)[15] and Alarcon-Segovia diagnostic 
criteria for mixed connective tissue disease (MCTD).[16] Of 106 
cases of CVDs at autopsy, 36 could be included in the study. 
Disease duration in these 36 cases ranged from 76 to 120 months. 
Terminally, all had hospital admission for pneumonia leading 
onto septicemia and death. 

In each case, eight tissue blocks were sampled from different 
areas of liver so that any patchy morphological changes could be 
identified on histological examination. Sampling of blocks were 
as follows: one from hilum, one each from left and right lobes 
near hilum, three further down from the right lobe, and two 
from the left lobe. H and E, reticulin, elastic Van Gieson (EVG), 
and Masson’s trichrome (MT) stains for connective tissue were 
used for baseline evaluation. Histochemistry for iron, PAS with 
diastase for any resistant material, Shikata orcein for copper-
binding protein, and immunohistochemistry by the peroxidase–
antiperoxidase (PAP) method for HBV surface and core antigens 
and CD34 (Dako, Denmark) were carried out. Histological 
parameters evaluated were as follows: (i) liver architecture, 
(ii) portal tract fibrosis and inflammation graded subjectively, 
(iii) lobular inflammation, (iv) changes in the hepatic artery, 
bile duct, and portal vein, (v) hepatocytes, Kupffer cells, 
and sinusoids, (vi) amount of iron, copper-binding protein, 
any diastase-resistant PAS-positive materials, (vii) hepatitis 
B surface and core antigens, and (viii) CD34-highlighting 
endothelial cells of abnormal vasculatures. Cases which showed 
abnormal vasculature in portal tracts were further subjected to 
serial sections to study the interrelationship between abnormal 
vasculatures and portal vein. The classification of the portal vein 
was done according to Nakanuma et al.:[17] (i) small portal vein 
refers to up to 300 µm, (ii) large portal vein refers to more than 
2-mm-sized third or fourth branch of right and left portal veins 
in the normal liver, and (iii) medium size portal vein refers to an 
intermediate size vein between small and large ones. Parameters 
used to assess liver function were ALT, AST, conjugated and 
unconjugated bilirubin, and alkaline phosphatase (AP). To 
compare the abnormal vessels observed, two control groups 
were selected: (i) 20 cases of HBV-related liver cirrhosis with 
portal hypertension with no obstruction or thrombosis of portal 
or hepatic veins and (ii) 20 cases of the morphologically normal 
liver at autopsy. A minimum of five blocks were studied from 

cirrhotics and three blocks from the normal liver. All control 
slides for baseline histological analysis were stained with H 
and E and reticulin. 

As the study has been done using postmortem liver tissue, getting 
an informed consent is not applicable to this study.

Statistical Analysis
Values were expressed as means ± SD. Different groups were 
compared by the t-test, one-way ANOVA and two-sided Dunnett’s 
t-test. A P-value less than 0.05 was considered statistically 
significant.

RESULTS 

Of the 36 cases studied, there were 21 (58%) with SLE, 7 (19%) 
with RA, 5 (14%) with SSc, and 3 (8%) with PAN. Eight (22%) 
cases had mild jaundice toward the end of their terminal illness 
and liver became just palpable in 7 (19%) of them. One RA case 
had evidence of portal hypertension at hospital presentation 
indicated by palpable spleen, ascites, and grade II esophageal 
varices. In 36 cases, investigations revealed elevated hepatic 
transaminases in 22 (61%), and 13 (36%) had more than twice 
the normal level of ALT (normal < 40 U/L) and AST (normal 
< 30 U/L). AP was elevated in 16 (44%, normal < 9.9 KA), and 
was more than twice the normal level in 8 (22%) cases. Bilirubin 
was elevated in 16 (44%), with half of them having mild clinical 
jaundice [Table 1]. 

The gross liver weight ranged from 1170 to 1450 g (mean = 
1290  g); in females it ranged from 1170 to 1320 g with a mean of 
1210 g and in males it ranged from 1230 to 1450 g with a mean 
of 1350 g. Ill-formed nodules with incomplete fibrous septation 
were observed in SSc and 7 of the 36 (19%) cases showed 
exaggerated mottling. The liver appeared pale and fatty in 17 
(47%) cases. A large scar was noted along the major portal tract 
in PAN cases, one with fibrin thrombus and extensive hepatocyte 
necrosis. RA with portal hypertension had mildly dilated portal 
vein. A variable degree of lobular disarray was present in all 36 
cases. There were 10 (28%) cases with diffuse NRHL comprising 
9 SLE and 1 RA (with portal hypertension). The liver showed 
micronodules measuring 2–4 mm with no fibrous septation. 
They were well visualized under low power in H and E- and 
reticulin-stained sections [Figure 1a and b]. Some portal tracts 
had mild-to-moderate chronic inflammatory cell infiltration with 
occasional bridging fibrosis. A total of 6 of 10 cases (60%) with 
NRHL comprising 5 SLE and 1 RA had portal tract expansion 
by numerous abnormal thin-walled vascular channels. These 
vascular channels were seen involving about 40% of intermediate- 
and small-sized portal tracts entrapping bile ducts and hepatic 
arteries with a variable amount of collagen in between [Figures 
2a]. These vessels had no or just a thin layer of smooth muscle 
cells, occasional ones with early intimal plaque [Figure 2b]. The 
EVG section revealed a thin rim of elastic fiber at the periphery 
of the vessels and intervening stroma displaying abundant 
elastic tissue. Larger ones could be seen under low power and 
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smaller ones could only be seen under high power. Some portal 
tracts had hundreds of these abnormal vasculatures. They were 
well within the lamina limitant except a very occasional one 
extending just beyond the lamina limitant into the adjacent 
hepatic lobule. Lining endothelial cells were positive for CD34 
on immunohistochemistry. Involved portal tracts were scattered 
in many foci, contiguous in a small area and were well away 
from the hilum. Large portal tracts did not have these abnormal 
vessels. The main portal vein and its right and left branches were 
normal except in RA with portal hypertension. LFT in these six 
cases did not show any significant difference from the rest (t-test, 
P >0.05) [Table 2]. 

Portal tract fibrosis with bridging was observed in 75% (27 of 36) 
including cases with NRHL. It was not a dominant feature and 
appeared similarly distributed between NRHL and none NRHL. 
The inflammation of the portal tracts was seen in 50% (18 of 36), 
mild in 8 and moderate in 10 cases. Mild interface hepatitis was 
seen in 31% (11 of 36) with small foci of lobular inflammation 

in 20% (7 of 36) with moderate portal tract inflammation. 
Inflammatory cells were mainly lymphocytes and plasma cells 
admixed with neutrophils and few eosinophils. None had 
lymphoid follicle, bile duct epithelial cell injury, plasma cell 
dominant infiltration, or hepatocyte rosette formation. There 
was Kupffer cell hyperplasia, sinusoidal neutrophil infiltration, 
a variable degree of micro- and macro-vesicular fatty changes 
and perivenular sinusoidal congestion. Mild intracytoplasmic 
and occasional intracanalicular cholestasis was present in zone 2 
and  3. Terminal portal tracts were fibrotic with no or mild chronic 
inflammation suggesting an obliterative fibroinflammation. 
There was mild excess of iron in hepatocytes and Kupffer 
cells, with no increase in the copper-binding protein or PAS-
positive hepatocytic granules. PAN showed ecstatic recanalized 
thrombosed vessels with perivascular collagenization, with one 
case showing marked centrizonal hepatocytic necrosis [Figure 3]. 

ALT and AST (t-test, P<0.05) and AP (t-test, P >0.05) were 
higher in cases with portal tract fibrosis than without. Mean 

Table 1: Distribution of cases in the four groups highlighting number of cases with increased ALT, AST, alkaline phosphates, and bilirubin levels
SLE (21)* PAN (3)* SSc (5)* RA (7)* Total (36)*

Sex  
  Male
  Female

4
17

3
 –

1
 4

3
4

11
25

Age range (years) 
  Male

  Female

26–44  
(mean = 35.25)

23–45  
(mean  = 32.8)

30–39  
(mean = 35.33)

–

40

31–59  
(mean = 42.25)

44–60  
(mean = 52.67)

45–58  
(mean = 51.25)

24–60  
(mean = 39)

23–59  
(mean = 37.26)

ALT 
  Increased level 
  >2 times normal 

17
11

3
1

1
–

1
1

22
13

AST 
  Increased level
  >2 times normal 

16
11

2
1

1
– 

1
1

20
13

AP 
  Increased level
  >2 times normal 

11
4

2
2

2
2

1
–

16
8

Increased level of total bilirubin 11 2 2 1 16

Clinical jaundice 6 1 – 1 8
*Figures within parentheses indicate the number of cases for each group. >2 times normal = more than twice the normal level. PAN - Polyarteritis nodosa, SLE - Systemic lupus erythematosus, SSc - Systemic 
sclerosis, RA - Rheumatoid arthritis

Table 2: Distribution of NRHL, abnormal portal vasculature, other histological parameters, and liver enzyme levels in the four groups
SLE (21)* PAN (03)* SSc (05)* RA (07)* Total (36)*

NRHL  9 – – 1 10 

Abnormal vessels in portal tracts 5 – – 1 6

Portal tract inflammation
Mild
Moderate

14
6
8

2
1
1

–
2
1
1 

18
 8 

 10

Lobular inflammation 6 1 – – 7

Interface hepatitis 9 1  – 1 11

Periductal fibrosis 3 – 1 1 5

Portal tract fibrosis 16 1 5 5 27

Bridging fibrosis 9 – 5 (1 with incomplete
biliary cirrhosis) 

3 17

Number of cases with >2 ALT/AST levels 7 – – 1 8
*Figures within parentheses indicate the total number of cases studied.   NRHL = nodular regenerative hyperplasia of liver. PAN - Polyarteritis nodosa, SLE - Systemic lupus erythematosus, SSc - Systemic 
sclerosis, RA - Rheumatoid arthritis
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ALT, AST, and AP levels were higher with interface hepatitis 
and lobular inflammation than only interface hepatitis or lobular 
inflammation (t-test, P <0.05). Of the 10 cases with NRHL, ALT, 
AST, and bilirubin were elevated in 7 (19%) and AP in 9 (25%). 
Comparing the age factor, RA had a higher mean than SLE and 
PAN (ANOVA, P <0.005). SLE had a lower mean with female 
dominant (t-test, P <0.001). ALT and AST were higher in SLE 
and PAN than RA and SSc but not between SLE and PAN or PSS 
and RA (ANOVA). AP did not differ significantly in any of the 
groups. In group statistics, sex did not have any influence on age, 
ALT, AST, bilirubin, or AP (t-test,  P >0.05). 

Control cirrhotics showed gross disorganization of the normal 
lobular architecture and variable thickness of fibrous septa. 
None showed any abnormally proliferating vascular structures 
as observed in the study group. The normal liver did not show 
any abnormality in the portal tract. 

DISCUSSION

CVDs have frequent subclinical liver disease with variedly raised 
liver enzymes.[1-3] Reported incidences of palpable liver in CVDs 
range from 12% to 55%[18-20] with an incidence of 19% (7 of 36) in 
the present study. We had more cases with elevated transaminases 
than in reported series.[1-3] This could be due to difference in the 
patient population where we had terminally ill patients with 
septicemia, and in quoted series, the presenting problem was 
either arthritis or unexplained prolonged fever. Many studies have 
attributed septicemia to deranged liver function.[21-25] Septicemia 
though could explain abnormal LFT, interface hepatitis, and 
lobular inflammation observed in our cases cannot be explainable 
only by septicemia. Clinically, inactive CVDs have frequently 
been observed to have subclinical liver involvement.[1-3] More 
recently, liver involvement in SLE is considered to have more 
clinical significance.[20] Elevated liver enzymes were observed 

Figure 1a: Low power photomicrograph of liver to show multiple small 
uniform sized regenerative nodules with no fibrous septa and expanded 
portal tracts with obviously dilated portal veins. (H and E, ×50).

Figure 2a: Medium power view of an expanded intermediate sized 
portal tracts with innumerous thin walled portal veins. (H and E, ×440).

Figure 1b: Low power photomicrograph of liver to show multiple small 
uniform sized regenerative nodules with obviously absent fibrous 
septation. (Reticulin, ×140).

Figure 2b: Another view of portal vessels to highlight the early intimal 
plaque formation in some of the portal veins and sparse inflammatory 
cells. (EVG, ×440).
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81% (17 of 21) and palpable liver was observed in 33% (11 of 21) 
in our SLE cases compared to reported 55%[26-30] and 35%,[20,27,30] 
respectively. The subclinical overlap cannot be ruled out in our 
cases based on serology alone, as many markers are common for 
both. Histology is an important feature in the diagnosis of AIH. 
Differentiating features for AIH from SLE-related liver disease are 
heavy portal and periportal lymphoid inflammation, hepatocyte 
pseudorosette, and dominant portal tract plasma cell infiltration 
in AIH and heavier lobular inflammation in SLE.[27] None of our 
cases had all these features to suggest AIH though autoantibody-
negative clinically silent AIH with interface hepatitis has been 
reported.[28-30] Though the possibility of the overlap cannot be 
excluded, none of our cases had history of chronic liver disease. 

NRHL is a well-known feature in CVDs with a hypothetical 
etiopathogenesis. Number of SLE cases with NRHL in our cases 
were higher than the reported series.[31,32] Increasingly, NRHL is 
reported with CVDs, many with portal vein occlusion,[33] which 
was not the situation in our cases. Etiopathogenesis for NRHL 
in SLE is an immune complex deposit in small vessels resulting 
in obliterative venopathy.[34,35] Obliterative fibroinflammation of 
the terminal portal tract was observed in all our NRHL cases. 
Similar cases to our one RA, portal hypertension and NRHL 
have been reported in Felty’s syndrome.[31,32] Noncirrhotic portal 
hypertension (NCPH) has been reportedly more common in the 
Indian subcontinent.[36] Except one RA case, our cases with NRHL 
did not have portal hypertension. Nakanuma et al.[17] analyzed 
livers from IPH patients and described the presence of a dilated 
single vessel adjacent to the portal tract and fibrous septa. He 
described it as either a dilated portal vein herniating into the 
hepatic lobule or dilated parenchymal veins clustering within the 
hepatic lobule. These histological features were different from our 
cases with numerous abnormal vessels within portal tracts. Focal 
or diffuse regenerative liver nodules in IPH are described as the 
effect of either thrombosis or vasculitis in the portal vein and its 
major branches.[37-39] The high incidence of IPH associated with 
CVDs has been documented by Japanese groups.[10,36,37,39] NCPH 

is an Indian counterpart of Japanese IPH. Indian series on NCPH 
have not indicated CVDs as an associated condition.[40,41] The 
hypothesized pathogenesis of NRHL is the end-result of small 
vessel vasculitis producing hepatocytic atrophy associated with 
compensatory hyperplasia[31-35] and has also been observed with 
recurrent portal vein thrombosis.[35,38,42] Focal nodular hyperplasia 
is described with hemangioma and vascular dysplasia of liver. [43,44] 

CD34 has been described to stain vascular endothelial cells, 
negative to week positivity for endothelial cells of lymphatic 
origin.[45,46] CD34 was expressed by endothelial cells of all the 
abnormal vasculature in our cases thereby favoring vasculature 
more likely to be capillaries or venules. The abnormal vessels 
observed in the present six cases could have a direct bearing in 
the development of NRHL as they were seen in more than half 
of the cases and could be the after effect of segmental vasculitis 
resulting in the development of short collateral channels. 

Krasinskas et al.[47] and Ohbu et al.,[48] in the studies on native and 
allograft liver biopsies, have described the presence of an aberrant 
vessel adjacent to the portal tract, with or without communication 
to a normal or dilated portal vein, that was distinctly different 
from the one observed by us. Similar histological features to our 
cases were described by Oikawa et al.[10] and Krasinskas et al.[11] in 
IPH and intrahepatic NCPF, respectively. Oikawa et al.[10] further 
characterized the abnormal vasculature into veins and lymphatic 
vessels based on positive staining for alpha smooth muscle actin, 
which probably was not the best way to characterize. They did not 
mention the associated liver parenchyma histology. Krasinskas 
et al.[11] observed the coexisting NRHL in their 15 (of 16, 94%) 
patients. It is important to emphasize on the presence of portal 
hypertension in all the patients of the two quoted studies in 
contrast to our cases who did not have that except in one case. 
We like to hypothesize that our six cases of NRHL with abnormal 
vasculature could be in the process of developing NCPH/IPH, as 
has been reported to be frequently associated with CVDs. [10,36,37,39] 
Wanless[8] and Matsumoto et al.,[9] in their series of NRHL had 
not mentioned similar vascular changes in the portal tract. 
Besides a hypothetical localization of intermediate or small-sized 
portal vein segmental vasculitis, the effect of a focal or localized 
obstruction by regenerative nodules cannot be totally ignored 
in our cases. 

The pathophysiology of a liver injury in sepsis is multifactorial and 
involves infection, drugs, metabolic disturbances, and a spectrum 
of inflammatory mediators.[22-25] Canalicular cholestasis usually 
most severe in zone 3, and portal tract inflammation and lobular 
neutrophil infiltration have been described to be associated with 
the toxic shock syndrome. Intrahepatic cholestasis in septicemia 
could be attributed to many factors such as circulating endotoxin 
causing functional disorders in bile secretion, disturbances in bile 
canalicular contraction, and ischemia.[49] 

The association of SSc with primary biliary cirrhosis is well 
known.[31,50] SSc cases in the present study had mildly deranged 
liver enzymes with bridging fibrosis resulting in a vaguely nodular 
liver due to incomplete nodule formation. A similar histological 

Figure 3: Low power photomicrograph showing a grossly expanded and 
fibrotic portal tract with a thrombosed hepatic artery and centrizonal 
necrosis. (H and E, ×140)
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feature and biochemical parameter in SSc cases had also been 
observed by others.[51,52] The hepatic artery pathology observed in 
the three PAN cases has been well described.[53] Similar vascular 
changes in PAN had been reported in SLE[54] which was not seen 
in our cases. Our cases had a variable degree of hepatocytic 
micro- and macro-vesicular steatosis and centrizonal sinusoidal 
congestion. In a retrospective analysis of SLE at autopsy, liver 
congestion was found to be the commonest histological changes 
followed by a fatty liver.[26,27,30] Hepatocytic steatosis is usually 
attributed to steroid therapy in CVDs which has been contradicted 
by some recent studies as it was observed only in a small 
percentage of patients who were on steroids.[16,31] None of our cases 
were on steroids at the time of hospital admission. Steatosis is 
well described with septicemia.[23,25] The mean gross liver weight 
in our study was mild to borderline increased and seven had just 
palpable liver clinically. In a Japanese and Chinese series of cases, 
the mean liver weights had been reported as 1200 g and 1400 g 
in females and males, respectively,[55,56] comparable to our cases. 

To conclude, we describe a novel finding of the presence of 
innumerous abnormal thin-walled vessels in intermediate- and 
small-sized portal tracts with a normal hepatic artery and bile 
duct in CVDs with NRHL in the absence of portal hypertension 
(except in one case) or overt vascular thrombosis, or abnormal 
hematological disorder. We also observed a high incidence of 
NRHL especially in SLE cases. Raised liver enzymes with interface 
hepatitis in CVDs may not necessarily warrant an overlap, as a 
similar feature could be observed in septicemia. 

REFERENCES

1.	 Abraham S, Begum S, Isenberg D. Hepatic manifestations of 
autoimmune rheumatic diseases. Ann Rheum Dis 2004;63:123-9. 

2.	 Matsumoto T, Yoshimine T, Shimouchi K, Shiotu H, Kuwabara N, Fukuda 
Y, et al. The liver in systemic lupus erythematosus: Pathologic analysis 
of 52 cases and review of Japanese Autopsy Registry Data. Hum Pathol 
1992;23:1151-8. 

3.	 Kojima H, Uemura M, Sakurai S, Ann T, Ishii Y, Imazu H, et al. Clinical 
features of liver disturbances in rheumatoid diseases: Clinico-
pathological study with special reference to the cause of liver 
disturbance. J Gastroenterol 2002;37:617-25. 

4.	 Vergani D, Alvarez F, Bianchi FB, Cançado EL, Mackay IR, Manns MP, 
et al. Liver autoimmune serology: A consensus statement from the 
committee for autoimmune serology of the International Autoimmune 
Hepatitis Group. J Hepatol 2004;41:677-83. 

5.	 Stromeyer FW, Ishak KG. Nodular transformation (nodular "regenerative" 
hyperplasia) of the liver: A clinicopathologic study of 30 cases. Hum 
Pathol 1981;12:60-71. 

6.	 Culp KS, Fleming CR, Duffy J, Baldus WP, Dickson ER. Autoimmune 
associations in primary biliary cirrhosis. Mayo Clin Proc 1982;57:365-70. 

7.	 Czaja AJ. Natural history, clinical features, and treatment of 
autoimmune hepatitis. Semin Liver Dis 1984;4:1-12. 

8.	 Wanless IR. Micronodular transformation (nodular regenerative 
hyperplasia) of the liver: A report of 64 cases among 2,500 autopsies 
and a new classification of benign hepatocellular nodules. Hepatology 
1990;11:787-97. 

9.	 Matsumoto T, Kobayashi S, Shimizu H, Nakajima M, Watanabe S, Kitami 
N, et al. Liver in collagen diseases: Pathologic study of 160 cases with 
particular reference to hepatic arteritis, primary biliary cirrhosis, 
autoimmune hepatitis and nodular regenerative hyperplasia of the 

liver. Liver 2000;20:366-73. 
10.	 Oikawa H, Masuda T, Sato S, Yashima A, Suzuki K, Sato S, et al. Changes 

in lymph vessels and portal veins in the portal tract of patients with 
idiopathic portal hypertension: A morphometric study. Hepatology 
1998;27:1607-10. 

11.	 Krasinskas AM, Eghtesad B, Kamath PS, Demetris AJ. Liver transplantation 
for severe intrahepatic noncirrhotic portal hypertension. Liver Transpl 
2005:11:627-34. 

12.	 Hochberg MC. Updating the American College of Rheumatology revised 
criteria for the classification of systemic lupus erythematosus. Arthritis 
Rheum 1997;40:1725. 

13.	 Hochberg MC, Chang RW, Dwosh I, Lindsey S, Pincus T, Wolfe F. 
The American College of Rheumatology 1991 revised criteria for 
the classification of global functional status in rheumatoid arthritis. 
Arthritis Rheum 1992;35:498-502. 

14.	 Lightfoot RW Jr, Michel BA, Bloch DA, Hunder GG, Zvaifler NJ, McShane 
DJ, et al. The American College of Rheumatology 1990 criteria for the 
classification of polyarteritis nodosa. Arthritis Rheum 1990;33:1088-93. 

15.	 Preliminary criteria for the classification of systemic sclerosis 
(scleroderma): Subcommittee for scleroderma criteria of the American 
Rheumatism Association Diagnostic and Therapeutic Criteria 
Committee. Arthritis Rheum 1980;23:581-90. 

16.	 Alarcon-Segovia D, Cardiel MH. Comparison between 3 diagnostic 
criteria for mixed connective tissue disease: Study of 593 patients. J 
Rheumatol 1989;16:328-34.

17.	 Nakanuma Y, Nonomura A, Hayashi M, Doishita K, Takayanagi N, Uchida 
T, et al. Pathology of the liver in "idiopathic portal hypertension" 
associated with autoimmune disease: The Ministry of Health and 
Welfare Disorders of Portal Circulation Research Committee. Acta 
Pathol Jpn 1989;39:586-92. 

18.	 Dubois EL, Tuffanelli DL. Clinical manifestations of SLE. JAMA 
1964;190:104-11.

19.	 Rothfield NF. Systemic lupus erythematosus. Laboratory studies. 
Arthritis Rheum 1977;20:299-303. 

20.	 Runyon BA, LaBrecque DR, Anuras S. The spectrum of liver disease in 
systemic lupus erythematosus: Report of 33 histologically proved cases 
and review of the literature. Am J Med 1980;69:187-94. 

21.	 Jacobi J. Pathophysiology of sepsis. Am J Health Syst Pharm 2002;59:S3-8.
22.	 Vermillion SE, Gregg JA, Baggenstoss AH, Bartholomew LG. Jaundice 

associated with bacteremia. Arch Intern Med 1969;124:611-8. 
23.	 Pastor CM, Billiar TR, Losser MR, Payen DM. Liver injury during sepsis. 

J Crit Care 1995;10:183-97. 
24.	 Banks JG, Foulis AK, Ledingham IM, Macsween RN. Liver function in 

septic shock. J Clin Pathol 1982;35:1249-52. 
25.	 Koskinas J, Gomatos IP, Tiniakos DG, Memos N, Boutsikou M, Garatzioti 

A, et al. Liver histology in ICU patients dying from sepsis: A clinico-
pathological study. World J Gastroenterol 2008;14:1389-93. 

26.	 van Hoek B.. The spectrum of liver disease in systemic lupus 
erythematosus. Neth J Med 1996;48:244-53. 

27.	 Gibson T, Myers AR. Subclinical liver disease in systemic lupus 
erythematosus. J Rheumatol 1981;8:752-9. 

28.	 Miller MH, Urowitz MB, Gladman DD, Blendish LM. The liver in systemic 
lupus erythematosus. Q J Med 1984;53:401-9. 

29.	 Mackay IR. Immunological perspectives on chronic hepatitis: Virus 
infection, autoimmunity and xenobiotics. Hepatogastroenterology 
1999;46:3021-33. 

30.	 Harvey AM, Shulman LE, Tumulty PA, Conley CL, Schoenrich EH. 
Systemic lupus erythematosus: Review of the literature and clinical 
analysis of 138 cases. Medicine (Baltimore) 1954;33:291-437. 

31.	 Youssef WI, Tavill AS. Connective tissue diseases and the liver. J Clin 
Gastroenterol 2002;35:345-9. 

32.	 Perez Ruiz F, Orte Martinez FJ, Zea Mendoza AC, Ruiz del Arbol L, 
Moreno Caparros A. Nodular regenerative hyperplasia of the liver in 
rheumatic diseases: Report of seven cases and review of the literature. 

Vaiphei, et al.: Liver in collagen vascular disorder

[Downloaded free from http://www.ijpmonline.org on Monday, October 01, 2012, IP: 125.16.60.178]  ||  Click here to download free Android application for this journal

https://market.android.com/details?id=comm.app.medknow


I n d i a n  J o u r n a l  o f  P a t h o l o g y  a n d  M i c r o b i o l o g y  -  5 4 ( 1 ) ,  J a n u a r y - M a r c h  2 0 1 1 31

Semin Arthritis Rheum 1991;21:47-54. 
33.	 Wanless IR, Godwin TA, Allen F, Feder A. Nodular regenerative 

hyperplasia of the liver in hematological disorders: A possible response 
to obliterative portal venopathy. Medicine (Baltimore) 1980;59:367-79. 

34.	 Ranstrom S. Miliary hepatocellular adenomatosis. Acta Pathol Microbiol 
Scand 1953;33:225-9. 

35.	 Wanless IR, Solt LC, Kortan P, Deck JH, Gardiner GW, Prokipchuk 
EJ. Nodular regenerative hyperplasia of the liver associated with 
macroglobulinemia: A clue to pathogenesis. Am J Med 1981;70:1203-9. 

36.	 Okuda K. Non-cirrhotic portal hypertension versus idiopathic portal 
hypertension. J Gastroenterol Hepatol 2002;17Suppl 3 :S204-13. 

37.	 Okudaira M, Ohbu M, Okuda K. Idiopathic portal hypertension and its 
pathology. Semin Liver Dis 2002;22:59-72. 

38.	 Kondo F, Koshima Y, Ebara M. Nodular lesions associated with abnormal 
liver circulation. Intervirology 2004;47:277-87.

39.	 Kondo F, Nagao T, Sato T, Tomizawa M, Kondo Y, Matsuzaki O, et al. 
Etiological analysis of focal nodular hyperplasia of the liver, with 
emphasis on similar abnormal vasculatures to nodular regenerative 
hyperplasia and idiopathic portal hypertension. Pathol Res Pract 
1998;194:487-95. 

40.	 Dhiman RK, Chawla Y, Vashishta RK, Kakkar N, Dilawri JB, Trehan MS, 
et al. Non-cirrhotic portal fibrosis (idiopathic portal hypertension): 
Experience with 151 patients and a review of the literature. J 
Gastroenterol Hepatol 2002;17:6-16. 

41.	 Sarin SK. Non-cirrhotic portal fibrosis. J Gastroenterol Hepatol 
2002;17:S214-23. 

42.	 Cadranel JF, Demontis R, Guettier C, Bouraya D, Dautreaux M, 
Ghazali A, et al. Nodular regenerative hyperplasia associated with 
antiphospholipid syndrome. Gastroentrol Clin Biol 1996;20:901-4. 

43.	 Wanless IR, Albrecht S, Bilbao J, Frei JV, Heathcote EJ, Roberts EA, et al. 
Multiple focal nodular hyperplasia of the liver associated with vascular 
malformations of various organs and neoplasia of the brain: A new 
syndrome. Mod Pathol 1989;2:456-62. 

44.	 Wanless IR. Epithelioid hemangioendothelioma, multiple focal nodular 
hyperplasias, and cavernous hemangiomas of the liver. Arch Pathol Lab 
Med 2000;124:1105-7. 

45.	 Breiteneder – Geleff S, Soleiman A, Kowalski H, Horvat R, Amann 
G, Kriehuber E, et al. Angiosarcomas express mixed endothelial 

phenotypes of blood and lymphatic capillaries: Podoplanin as a specific 
marker for lymphatic endothelium. Am J Pathol 1999;154:385-94. 

46.	 Pusztaszeri MP, Seelentag W, Bosman FT. Immunohistochemical 
expression of endothelial markers CD31, CD34, von Willebrand 
Factor, and Fli-1 in normal human tissues. J Histochem Cytochem 
2006;54:385-95.

47.	 Krasinskas AM, Goldsmith JD, Burke A, Furth EE. Abnormal intrahepatic 
portal vasculature in native and allograft liver biopsies: A comparative 
analysis. Am J Surg Pathol 2005;29:1382-8. 

48.	 Ohbu M, Okudaira M, Watanabe K, Kaneko S, Takai T. Histopathological 
study of intrahepatic aberrant vessels in cases of noncirrhotic portal 
hypertension. Hepatology 1994;20:302-8. 

49.	 Cone LA, Woodard DR, Schlievert PM, Tomory GS. Clinical and 
bacteriologic observations of a toxic shock-like syndrome due to 
Streptococcus pyogenes. N Engl J Med 1987;317:146-9. 

50.	 Poirier TJ, Rankin GB. Gastrointestinal manifestations of progressive 
systemic scleroderma based on a review of 364 cases. Am J 
Gastroenterol 1972;58:30-44. 

51.	 Cohen S. The gastrointestinal manifestations of scleroderma: 
Pathogenesis and management. Gastroenterol 1980;79:155-66. 

52.	 Bartholomew LG, Cain JC, Winkelmann RK, Baggenstoss AH. Chronic 
disease of the liver associated with systemic scleroderma. Am J Dig 
Dis 1964;9:43-55. 

53.	 Ozcay N, Arda K, Sugunes T, Ozdemirel D, Aydoğ G, Atalay F, et al. 
Polyarteritis nodosa presenting with necrotising appendicitis and 
hepatic aneurysm rupture. Turk J Gastroenterol 2003;14:68-70. 

54.	 Wallace DJ. Gastrointestinal and hepatic manifestations. In: Wallace 
DJ, Hahn BH, editors. Dubois’ Lupus Erythematosus. 5th ed. Baltimore: 
Williams and Wilkins; 1993. p. 835-50. 

55.	 Chen J. Liver, gall bladder and pancreas. In: Liu TH, Liu TH, Li WH, 
editors. Diagnostic pathology. Beijing: People Health Press; 1995. 
p. 242. 

56.	 Yoshimura M, Furutani AL, Konishi S, Sano Y, Tatsumi S, Yamaguchi M, 
et al. Normal weights of heart, liver and kidney in Japanese (1988 – 
1992). Med J Kinki Univ 1994;19:297-302. (Japanese). 

Source of Support: Nil, Conflict of Interest: None declared.

Vaiphei, et al.: Liver in collagen vascular disorder

Author Help: Reference checking facility

The manuscript system (www.journalonweb.com) allows the authors to check and verify the accuracy and style of references. The tool checks 
the references with PubMed as per a predefined style. Authors are encouraged to use this facility, before submitting articles to the journal.

•	 The style as well as bibliographic elements should be 100% accurate, to help get the references verified from the system. Even a 
single spelling error or addition of issue number/month of publication will lead to an error when verifying the reference. 

•	 Example of a correct style
	 Sheahan P, O’leary G, Lee G, Fitzgibbon J. Cystic cervical metastases: Incidence and diagnosis using fine needle aspiration biopsy. 

Otolaryngol Head Neck Surg 2002;127:294-8. 
•	 Only the references from journals indexed in PubMed will be checked. 
•	 Enter each reference in new line, without a serial number.
•	 Add up to a maximum of 15 references at a time.
•	 If the reference is correct for its bibliographic elements and punctuations, it will be shown as CORRECT and a link to the correct 

article in PubMed will be given.
•	 If any of the bibliographic elements are missing, incorrect or extra (such as issue number), it will be shown as INCORRECT and link to 

possible articles in PubMed will be given. 

[Downloaded free from http://www.ijpmonline.org on Monday, October 01, 2012, IP: 125.16.60.178]  ||  Click here to download free Android application for this journal

https://market.android.com/details?id=comm.app.medknow

