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A

 

UTOIMMUNE hepatitis is a chronic necroinflam-
matory liver disorder of unknown cause associat-

ed with circulating autoantibodies and a high serum
globulin level. Since the first descriptions of the disorder
in the 1950s, it has been known by a variety of terms,
most commonly “autoimmune chronic active hepati-
tis,” but in 1992 the International Autoimmune Hepatitis
Group recommended the term “autoimmune hepatitis”
as the most appropriate and least redundant for this
disease.

 

1

 

 It is important to distinguish autoimmune hep-
atitis from other forms of liver disease because a high
percentage of cases respond to antiinflammatory and
immunosuppressive treatment. Early diagnosis with ap-
propriate management can prolong survival, improve
the quality of life, and defer liver transplantation.

 

2

 

The distinction between autoimmune hepatitis and
the other autoimmune liver diseases — namely, pri-
mary biliary cirrhosis

 

3,4

 

 and primary sclerosing cholangi-
tis

 

5

 

 — is in general based on characteristic clinical, his-
tologic, and immunologic features. Overlap may occur,
however, obscuring the classic boundaries between these
diseases. Similarly, the presence of hyperglobulinemia
or autoantibodies (or both) in chronic viral hepatitis,

 

6-8

 

in which the clinical and histopathological features may
be identical to those in autoimmune hepatitis, can oc-
casionally blur the distinction between autoimmune
and chronic viral hepatitis.

 

P

 

ATHOLOGICAL

 

 F

 

EATURES

 

The histopathological appearance of the liver-biopsy
specimen is crucial in determining the diagnosis and
severity of the disease. Histologically, autoimmune hep-
atitis is characterized by a portal mononuclear-cell in-
filtrate that invades the sharply demarcated hepatocyte
boundary (limiting plate) surrounding the portal triad
and permeates the surrounding lobule (periportal infil-
trate) and beyond (Fig. 1).

 

9

 

 On occasion it includes a
dense plasma-cell infiltrate (Fig. 1C), which led in the
past to the use of the term “plasma-cell hepatitis.” The
periportal lesion, sometimes referred to as piecemeal
necrosis, essentially spares the biliary tree but may in-
volve more of the lobule. In all but the mildest forms of
autoimmune hepatitis, fibrosis is present, and with ad-
vancing disease, especially in the absence of effective

therapy, the fibrosis connects portal and central areas
(“bridging”) and, by distorting the hepatic lobule, ulti-
mately results in cirrhosis. In patients who have a spon-
taneous or pharmacologically induced remission, the
histologic findings may revert to inflammation confined
to the portal areas or, if cirrhosis has already ensued,
to inactive cirrhosis.

Although the histologic appearance of autoimmune
hepatitis is characteristic, it is not specific to the dis-
ease. Many of the features seen in autoimmune hepati-
tis are common to chronic viral hepatitis, drug-associ-
ated chronic hepatitis, and a variety of other disorders
(Table 1). Primary biliary cirrhosis and primary scle-
rosing cholangitis may at times be indistinguishable
from autoimmune hepatitis but commonly are charac-
terized by a paucity of, inflammation of, or damage to
bile ducts (or all three features).

 

5,9

 

 Since the histologic
appearance of primary sclerosing cholangitis may be
identical to that of autoimmune hepatitis, cholangiogra-
phy may be required to make the diagnosis. Fulminant
Wilson’s disease is difficult to distinguish from severe
autoimmune hepatitis. The severity of the histologic le-
sion may not parallel the severity of the disease noted
clinically, but it appears to be the most important prog-
nosticator in chronic hepatitis.

 

10

 

There are two conditions in which features of both au-
toimmune hepatitis and primary biliary cirrhosis occur.
In the so-called overlap syndrome,

 

11

 

 the histologic find-
ings of autoimmune hepatitis are accompanied by sero-
logic findings of primary biliary cirrhosis, characterized
by the presence of antimitochondrial antibodies (directed
toward enzymes in the 2-oxo-acid dehydrogenase fam-
ily). In autoimmune cholangiopathy (also called auto-
immune cholangitis and immune cholangiopathy), the
histologic features of both autoimmune hepatitis and pri-
mary biliary cirrhosis may be present.

 

12,13

 

P

 

ATHOGENESIS

 

A conceptual framework for the pathogenesis of au-
toimmune hepatitis is that a genetically predisposed
host is exposed to an environmental agent, which trig-
gers an autoimmune process directed at liver antigens,
causing a progressive necroinflammatory process that
results in fibrosis and cirrhosis. The search for the ge-
netic predisposing factor or factors has in large part
been directed at the major histocompatibility complex
on chromosome 6.

 

14-17

 

 As in other autoimmune diseases,
there are primary associations with the HLA class I B8
and class II DR3 and DR52a loci. There is also a sec-
ondary association with HLA-DR4 in white patients
and a primary association with HLA-DR4 in Asians.
With the use of more sophisticated molecular techniques,
genotyping has confirmed the disease association with
specific loci in the HLA-DR region and identified spe-
cific amino acid sequences in the light chains of the
HLA-DR beta molecules as more specific markers.

 

18

 

There is also evidence that loci that encode comple-
ment products, immunoglobulins, and T- cell receptors
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play a part in the genetic predisposition to autoimmune
hepatitis.

 

15,19

 

 It has been known for many years that
there is an increased prevalence of circulating auto-
antibodies in first-degree relatives of patients with auto-
immune hepatitis. However, studies of families have not
provided evidence that this trait has a simple genetic
basis or that the presence of autoantibodies is an alter-
native manifestation of a postulated disease-suscepti-
bility gene conferring a predisposition to autoimmune
hepatitis.

 

20

 

The presumed environmental triggering agent or
agents important in autoimmune hepatitis are unknown.
Autoimmune hepatitis may represent a late sequela of
measles infection,

 

21

 

 and there is some evidence implicat-
ing hepatitis viruses and Epstein–Barr virus as initiators
of disease.

 

22-27

 

 It is also possible that interferon treat-
ment of viral hepatitis may activate latent autoimmune
hepatitis.

 

24,25

 

Despite extensive investigation into both humoral
and cell-mediated aspects of the pathogenesis of au-
toimmune hepatitis,

 

28-31

 

 the relevant antigens and the
mechanisms underlying the chronicity of necrosis and

inflammation remain largely undefined. The circulat-
ing antinuclear, anti–smooth-muscle, and antiactin an-
tibodies commonly found in this disease are not organ-
specific and do not appear to have a role in pathogenesis,
probably serving only as markers of disease. When
present in high titers, however, they are more sugges-
tive of autoimmune hepatitis than of other forms of
chronic liver disease, in which low titers are occasion-
ally present (see below).

If autoimmune hepatitis represents a disease in which
an appropriate immune response occurs to an autoan-
tigen, the asialoglycoprotein receptor, a liver-specific
membrane protein, may be a relevant target for cellu-
lar cytotoxicity.

 

28-30

 

 This may explain why circulating
antibodies against the asialoglycoprotein receptor are
frequently found in patients with autoimmune hepati-
tis.

 

32

 

 Their presence in other liver diseases may also re-
flect autoimmune processes that occur in liver disorders
of known cause.

Studies of cellular cytotoxicity, cytokines, and immune
regulation have generated hypotheses but have not
clarified which abnormalities are primary to the disease

 

Figure 1. Normal Liver and Liver Affected by Autoimmune Hepatitis.
Panel A shows the portal area and surrounding hepatocytes in a section of normal liver (hematoxylin and eosin, 

 

�

 

100). In Panel B,
autoimmune hepatitis is characterized by portal and periportal infiltrates (hematoxylin and eosin, 

 

�

 

100). In Panel C, autoimmune
hepatitis is accompanied by a dense plasma-cell infiltrate (hematoxylin and eosin, 

 

�

 

250). Panel D shows autoimmune hepatitis with
cirrhosis (trichrome, 

 

�

 

40). A regenerating nodule is visible over a band of fibrosis and inflammation.
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process. The concept of defective suppressor-T-cell func-
tion as a mechanism in autoimmune hepatitis, whether
primary or secondary, based primarily on in vitro ob-
servations, is supported by data demonstrating that dys-
function of these cells can be reversed with glucocorti-
coid treatment.

 

33

 

C

 

LINICAL

 

 F

 

EATURES

 

 

 

AND

 

 D

 

IAGNOSIS

 

In order to recognize the clinical features of autoim-
mune hepatitis, it is important to appreciate their het-
erogeneity. The clinical features cover a spectrum that
extends from the absence of symptoms, in which case
the disease is discovered when abnormal serum enzyme
values are obtained during a screening examination
(or when abdominal surgery is performed), to a severe,
acute, sometimes even fulminant hepatitis. Somewhere
in between are a variety of mild, nonspecific symptoms
that present insidiously and more severe symptoms, in-
cluding jaundice. Occasionally, autoimmune hepatitis is
characterized by profound jaundice, an elevated pro-
thrombin time, and serum aminotransferase values that
are markedly elevated — in essence a picture identical
to that of severe viral hepatitis. It is important to dis-
tinguish this presentation of autoimmune hepatitis from
that of acute hepatitis C, which is rare. In early stages
of hepatitis C, antibodies against hepatitis C may not
be present and the diagnosis depends on the identifica-
tion of hepatitis C virus RNA by the polymerase chain
reaction. In addition to hepatitis A, B, and C, acute hep-
atitis due to other viruses, such as Epstein–Barr virus,
cytomegalovirus, herpesviruses, and hepatitis E in re-
gions where it is endemic, must also be considered in
the differential diagnosis of the acute presentation of
autoimmune hepatitis. In general, the elevations in se-
rum aminotransferase values are more striking than
those of bilirubin and alkaline phosphatase, but on oc-
casion, autoimmune hepatitis can present with a chole-
static picture. In those instances, evidence of extrahe-
patic obstruction must also be ruled out by imaging
studies.

In less severe cases, there may be no correlation be-
tween the clinical presentation and biopsy findings. A
patient with moderate-to-severe symptoms of more than
six months’ duration may have extensive inflammatory
changes without bridging fibrosis or cirrhosis (Fig. 1B
and 1C), whereas an asymptomatic patient may have
established cirrhosis (Fig. 1D). The majority of pa-
tients, however, have cirrhosis at the time of the initial
biopsy.

One characteristic laboratory feature of autoimmune
hepatitis, although not universally present, is hyperglob-
ulinemia. Marked elevation of serum globulins, in par-
ticular gamma globulins, is often present. As noted, this
nonspecific response may also be manifested by the pres-
ence of circulating antibodies to non–organ-specific
cellular constituents (i.e., autoantibodies); their identifi-
cation has been particularly helpful in diagnosing auto-
immune hepatitis.

The circulating autoantibodies commonly present in
classic (type 1) autoimmune hepatitis are antinuclear,

anti–smooth-muscle, and antiactin antibodies (Table
2).

 

34

 

 On occasion, antimitochondrial antibodies in asso-
ciation with antinuclear or anti–smooth-muscle anti-
bodies, or both, are found, but the isolated presence of
antimitochondrial antibodies almost always signifies pri-
mary biliary cirrhosis, except in rare instances in which
an overlap syndrome occurs.

 

11

 

 Tests for antiactin anti-
body are not performed in most clinical laboratories,
although they are more specific than tests for other an-
tibodies in autoimmune hepatitis; however, titers of anti–
smooth-muscle antibody of 1:320 or higher commonly
reflect the presence of antiactin antibodies.

Since the earliest descriptions of classic (type 1) au-
toimmune hepatitis, it has been recognized that the dis-
ease is more common in women than in men. Although
the prevalence of the disease in women is not nearly
as high as that of primary biliary cirrhosis, girls and
young women are frequently afflicted. In the 1980s a
second type of autoimmune hepatitis, now referred to
as type 2, was described.

 

35

 

 This form, which occurs
most frequently in girls and young women, is character-
ized by the presence of circulating antibodies against
liver–kidney microsome type 1 (anti–LKM-1) and of
anti–liver cytosol 1 antibodies, and sometimes only the
latter are present (Table 2).

 

36-38

 

 Anti–LKM-1 antibod-
ies differ from the anti-LKM type 2 antibodies found in
ticrynafen-induced hepatitis and the type 3 antibodies
found in chronic hepatitis delta.

 

34,39,40

 

 
In type 1, or classic, autoimmune hepatitis, a number

of circulating autoantibodies other than antinuclear,
anti–smooth-muscle, and antiactin antibodies have also
been found, which has led to the suggestion that a third
type of autoimmune hepatitis may exist.

 

41

 

 It seems more
reasonable to conclude that a variety of antibodies may
appear in either of the two major forms of the disease
(Table 2). Antibodies against soluble liver antigens (cy-
tokeratins 8 and 18)

 

42

 

 are found in approximately 10
percent of patients with type 1 autoimmune hepatitis.

 

43,44

 

Table 1. Histologic Differential Diagnosis of
Chronic Hepatitis.

 

Autoimmune liver disease
Autoimmune hepatitis
Primary biliary cirrhosis
Primary sclerosing cholangitis
Overlap syndrome
Autoimmune cholangiopathy

Chronic viral hepatitis
Chronic hepatitis B
Chronic hepatitis C
Chronic hepatitis delta
Chronic hepatitis due to other viruses

Chronic drug-induced hepatitis

Alpha

 

1

 

-antitrypsin deficiency

Wilson’s disease

Cholangiopathy related to the acquired 
immunodeficiency syndrome

Granulomatous hepatitis

Systemic lupus erythematosus

Graft-versus-host disease

Alcoholic steatohepatitis

Nonalcoholic steatohepatitis
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Antibodies against a liver and pancreatic protein, plas-
ma-membrane sulfatide and nuclear-envelope proteins
(lamins A and C), and a variety of anticytoskeleton an-
tibodies have also been described in classic autoimmune
hepatitis.

 

34,45-48

 

 The finding of antineutrophil cytoplas-
mic antibodies

 

49-51

 

 has led to the speculation that their
presence may indicate a different type of chronic hepa-
titis.

 

49

 

 For the most part, however, these antibodies are
found in patients with detectable levels of antinuclear
antibodies and probably reflect positivity for antinuclear
antibodies. Circulating antibodies against the liver-spe-
cific asialoglycoprotein receptor are found in a large per-
centage of European, Asian, and North American pa-
tients with autoimmune hepatitis.

 

32

 

 
In the so-called overlap syndrome, the serologic

findings are those of primary biliary cirrhosis, which is
characterized by antimitochondrial antibodies, but the
histologic findings are those of chronic hepatitis.

 

11

 

 Au-
toimmune cholangiopathy

 

12,13

 

 has clinical features sug-
gestive of primary biliary cirrhosis or primary scleros-
ing cholangitis (pruritus and high serum alkaline
phosphatase levels) in the absence of antimitochondri-
al antibodies. Histologic features include bile-duct
changes, which are more characteristic of primary bil-
iary cirrhosis and primary sclerosing cholangitis. Anti-
bodies against carbonic anhydrase have also been re-
ported.

 

13

 

 
Some patients present with all the features of autoim-

mune hepatitis but have no circulating antinuclear or
anti–smooth-muscle antibodies. In the future, with the
increased availability of tests for other autoantibodies,
some of these patients may also be more readily identi-
fied as having autoimmune hepatitis; at present they are
included in a group described as having cryptogenic
cirrhosis.

 

52

 

 A therapeutic response to antiinflammatory
therapy may be the only indication that autoimmune
hepatitis is the underlying disease in these patients.

The nonspecific antibody response that occurs in pa-
tients with autoimmune hepatitis may on occasion cre-
ate diagnostic uncertainties for clinicians trying to dis-
tinguish between autoimmune diseases and chronic viral
hepatitis. Antibodies to hepatitis C have been found in
patients with classic autoimmune hepatitis,

 

53

 

 but they
probably represent nonspecific responses that disappear
during remission. Since methods are now available to
identify circulating hepatitis C RNA, this should no
longer be a problem. The occurrence of circulating au-
toantibodies and rheumatoid factor in a small percent-

age of patients with chronic hepatitis C virus

 

6-8,54-58

 

should also no longer be confusing, except in very rare
instances in which chronic viral hepatitis and autoim-
mune hepatitis coexist or autoimmune hepatitis is trig-
gered during the treatment of viral hepatitis.

 

24-26

 

 The
presence of anti-GOR autoantibodies

 

54

 

 appears to re-
sult from molecular mimicry associated with a hepatitis
C antigen.

One clue to diagnosing autoimmune hepatitis may be
the coexistence of other diseases with immune or auto-
immune features. In the spectrum of autoimmune dis-
ease ranging from organ-specific to non–organ-specif-
ic, autoimmune hepatitis falls somewhere in the middle,
since it is often confined to the liver but the antibodies
are mostly nonspecific.

 

59

 

 Nevertheless, autoimmune hep-
atitis, like primary biliary cirrhosis, can be associated
with a number of other autoimmune diseases (Table 3).
Although primary sclerosing cholangitis is the autoim-
mune liver disease most often found with nonspecific
ulcerative colitis, autoimmune hepatitis and ulcerative
colitis may coexist,

 

60

 

 and the liver disease may antedate
the clinical appearance of disease in the colon.

Primary hepatocellular carcinoma is thought to be a
natural consequence of the progression from chronic
hepatitis to cirrhosis and ultimately to carcinoma, and
this hypothesis applies to autoimmune hepatitis,

 

61-63

 

 al-
though such progression appears to be less frequent
than in chronic viral hepatitis. Recent scrutiny of this
problem indicates that in some patients with autoim-
mune hepatitis who have hepatocellular carcinoma,
hepatitis C is a complicating condition.

 

63

 

 The increased
frequency of cancer after long-term treatment of au-
toimmune hepatitis with azathioprine (Imuran) affects
many organs.

 

62,64

 

 

 

T

 

REATMENT

 

Despite its striking heterogeneity and our incomplete
understanding of its pathogenesis, autoimmune hepati-
tis generally is responsive to corticosteroid therapy.

 

2,33,65,66

 

This was noted in early controlled trials despite the fact

 

Table 3. Disorders Associated with Autoim-
mune Hepatitis.

 

Chronic autoimmune thyroiditis

Hyperthyroidism (Graves’ disease)

Ulcerative colitis

Hemolytic anemia

Idiopathic thrombocytopenia

Diabetes mellitus

Diabetes insipidus

Celiac disease

Polymyositis

Myasthenia gravis

Pulmonary fibrosis

Pericarditis

Glomerulonephritis

Acute lichenoid pityriasis

Febrile panniculitis

Hypereosinophilic syndrome

Sjögren’s syndrome

Mixed connective-tissue disease

 

*Rare.

 

Table 2. Autoantibodies in Autoimmune Hepatitis.

 

T

 

YPE

 

C

 

HARACTERISTIC

 

A

 

UTOANTIBODIES

 

A

 

UTOANTIBODIES

 

O

 

CCASIONALLY

 

 P

 

RESENT

 

1 (classic) Antinuclear Antimitochondrial

Anti–smooth muscle Anti–soluble liver antigen

Antiactin Anti–liver–pancreas protein

Anti–asialoglycoprotein
receptor

Antineutrophil cytoplasmic

Anti–liver cytosol 1*

2 (anti–LKM-1) Anti–LKM-1

Anti–liver cytosol 1

Antinuclear*
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that most of the patients had advanced disease and the
studies were performed in an era that antedated our
ability to test for hepatitis B and C. Although glucocor-
ticoid therapy remains the mainstay of therapy, a re-
duction in the corticosteroid dose can be accomplished
by concomitant administration of azathioprine (steroid-
sparing therapy). The remission rate induced by initial
therapy is approximately 80 percent.

 

2

 

 In general, the
prognosis is inversely correlated with the histologic se-
verity of disease. Although approximately half the pa-
tients remain in remission or have only mild disease
activity when the drugs are withdrawn after initial
treatment, most eventually require long-term mainte-
nance therapy. Patients whose initial biopsy specimens
reveal cirrhosis rarely stay in remission when treatment
is withdrawn.

In general, a biochemical response, which is marked
by a decrease in serum aminotransferase and globulin
levels, occurs within one to three months after the ini-
tiation of treatment, although remission has been re-
ported in a small percentage of patients only after years
of treatment. Treatment with prednisone (20 to 30 mg)
(Table 4) can be instituted in all patients with autoim-
mune hepatitis in which the histologic appearance is
that of severe hepatitis, with or without fibrosis or cir-
rhosis. In patients in whom mild hepatitis is present on
biopsy, the decision to treat is often determined by the
symptoms. Patients without symptoms and with mild
inflammation need not be treated, but their clinical sta-
tus and liver-biopsy results should be monitored care-
fully for evidence of disease progression. To avoid the
side effects of glucocorticoid treatment in these pa-
tients, particularly postmenopausal women, some phy-
sicians elect to begin treatment with a combination of
prednisone and azathioprine. Others wait until a remis-
sion is induced before starting therapy with azathio-
prine.

In many patients maintenance therapy with low dos-
es of prednisone alone (5 to 15 mg) or in combination
with azathioprine (50 to 150 mg) is successful (Table
4). In some patients long-term maintenance therapy
with azathioprine alone, at a dose of approximately
2 mg per kilogram of body weight, is adequate.

 

67,68

 

 The
results of alternate-day treatment with a glucocorticoid
and pulsed treatment regimens

 

69

 

 have been disappoint-
ing, and daily therapy is recommended. Before treat-
ment with azathioprine either alone or in combination
with a glucocorticoid is begun, its long-term side ef-
fects, in particular, bone marrow suppression, immuno-
suppression, and the long-term risk of cancer, must be
weighed against those of glucocorticoid therapy.

 

62,64,68

 

 A
recent report from the United Kingdom suggests the
risk of cancer with azathioprine therapy is low.

 

68

 

Once treatment is withdrawn, some patients may
stay in remission for months to years. These patients
may enjoy long periods during which they do not re-
quire antiinflammatory therapy, but therapy should
be reinstated when the disease becomes active again.
Because of the severe side effects of glucocorticoids,
partial suppression of the disease may be preferable
and can be achieved with the use of low doses rather

than conventional doses of prednisone in patients who
have multiple relapses.

 

70

 

 This approach substantially
reduces the severity of side effects without apparently
increasing mortality rates or the likelihood of cirrhosis,
as compared with conventional therapy. This more
loosely controlled approach seems particularly appro-
priate for postmenopausal women, in whom osteoporo-
sis is of great concern, or for diabetic patients, who may
have glucose intolerance as a result of glucocorticoid
therapy.

There are no firm guidelines for the withdrawal or re-
duction of medication. Histologic changes may lag be-
hind biochemical changes, and levels of autoantibodies
do not appear to parallel disease activity. A quiescent
histologic appearance during therapy is not predictive
of maintenance of remission after the discontinuation of
treatment. Traditionally, the histologic end points of re-
sponse have been inactivity or mild activity, reflected by
the confinement of inflammatory changes to the portal
areas. When treatment fails, sustained activity results in
the development or worsening of cirrhosis, with eventu-
al complications and death or the need for liver trans-
plantation.

Although treatment failures occur in only approxi-
mately 20 percent of patients with autoimmune hepati-
tis, they are more frequent in those with established cir-
rhosis, in patients in whom the disease develops at a
young age or with a long duration of disease before
therapy, and in patients with the HLA-B8 or DR3 phe-
notype.

 

2

 

 The HLA-B8 phenotype is common in pa-
tients referred for liver transplantation in both the
United Kingdom and North America. It may therefore
be a marker for both progression and a relative lack of
response to treatment, although sex and age may be
confounding variables. These HLA phenotypes may
also be markers for the recurrence of autoimmune hep-
atitis after transplantation.

 

71

 

 The potential usefulness of
cyclosporine and tacrolimus before transplantation is
not established.

 

72-75

 

 Preliminary results with other drugs,
including thymosin preparations and ursodiol, have
been disappointing.

In this era of liver transplantation, patients with au-
toimmune hepatitis have excellent survival rates.

 

2,76

 

 The
disease may recur after liver transplantation despite in-
tensive immunosuppression, but it may not appear until
the level of immunosuppression has been reduced sev-
eral years after grafting.

 

71,76-79

 

 Whether T-cell vaccines,
blocking peptides, or monoclonal antibodies may be
beneficial before or after transplantation depends on

 

*All medications are given orally in the morning as a single dose.

 

Table 4. Treatment of Autoimmune Hepatitis.

 

T

 

YPE

 

 

 

OF

 

 
T

 

HERAPY

 

*

 

M

 

ONOTHERAPY

 

C

 

OMBINATION

 

 
T

 

HERAPY

 

Initial Prednisone, 20 –30 mg Prednisone, 10 –20 mg, and 
azathioprine, 50 –100 mg 

Maintenance Prednisone, 5–15 mg, or aza-
thioprine, 100–200 mg (ap-
proximately 2 mg/kg of
body weight)

Prednisone, 5 –10 mg, and aza-
thioprine, 50 –150 mg
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further investigation and perhaps a better understand-
ing of the pathogenesis of autoimmune hepatitis.

 

R
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