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l. Introduction

Autoimmune Hepatitis- a multifactorial disease affected by both environmental and genetic
factors.

Both HLA and Non-HLA gene polymorphisms are involved in the immunopathogenesis.

There is ethnic variation in these polymorphisms and susceptibility to develop AIH type 1 in
different populations.

No study has been stated from India regarding the non-HLA gene polymorphisms and only a few
studies have talked about the HLA DRBL typing in the same disease?2.

1. Aim

To analyze CTLA-4, PTPN22 gene polymorphisms and HLA DRBL1 typing in a cohort of adult

I111. Methods

ImL for DNA
isolation

2mL for serum ‘

AlH type 1 patients in North India.

ide polymorphisms (SNPs) analysis by
mple probe genotyping for & SN

HLADRBI typing

(Luminex based

Single

Liver biopsy- Histopathological examination reverse Sequence

Specific CTLAA ge
Oligonucleotide 2740 A/G (s 1217412) | +49 AJG (s 231775)
Probing)

=123 C/G/T (rs 2488457) | -318 C/T (rs 5742909)

+1858 C/T (rs 2476601) CT 60 (+6230G/A, s 3087243)

1. Seram Autoantibody profiling- | 2. Liver Enzymes

-1722 C/T (rs 733618)

markers

ANA, AMA, SMA, LC-1 by Indirect 3. Vi

1661 A/G (rs 4553808)
Immunofluorescence & Immunoblot

SLA, AMA-M2, LKM by ELISA 4. Serum IgG

levels

al Autoimmune

AT .M = ASTATOMATK

1. Type of clinical
presentation of the cases

IV. Results & Observations

3. Liver histopathology fibrosis
score (METAVIR) of the cases

O  Clinical profile of cases-

Type of response to

4,
immunosuppression in cases

Coen

Asts SLA posiive (a-07)

O HLADRBLI typing-

Allele frequencies (as percentage) of the HLA DRB:
Cases and Contre
Alele frequency (Percentage)

ﬂjjjﬂﬂj 2

O Non-HLA gene p

Representative melting curves of SNP
CTLA4 CT 60 (rs 3087243), when
derivative of fluorescence over

HLA DRB1*03 significantly higher in
cases than controls especially in female
cases as compared to female controls

is obtained. The three
clusters in the above figure segregate
into three different kinds of peaks.

olymorphisms-

Genotype frequencies (as percentage) of CTLA-4 CT 60 (rs 3087243)

Genotype frequency of CTLA-3 CT60
(s 3087243)

compared to controls (10%).

<« Multinomial analysis showed that CTLA-4 CT 60
predictor for cases. If GG genotype is present then O
is 24.528 with 95% CI.

+» Genotype frequencies of all the 8 SNPs assessed in cases and controls.
<+ GG genotype of CTLA-4 CT 60 significantly increased in cases (34%) as

is an independent
dds of becoming patient

Anti-SLA nrgs 3)

locargins e

5. Response to
immunosuppress

ion was
significantly
poor in cases
with SLA

positivity, p
value= 0.007

= Association analysis of all
the 8 SNPs were done with
reference to age L
presentation, clinical features
at the time of presentation,
presence or absence of
cirrhosis and response to
immunosuppressive therapy.
No significant association
was found.

Association Analysis
between HLA DRB1 typing
of all the cases and all the

eight SNPs was separately

done but it
significant.

was  not

Anti-SLA positive AlH typel are poor responders to immunosuppression
HLA DRB1*03 is the susceptibility allele for AIH typel.

V. Conclusions
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Strength- For the first time in North-Indian population we have been able to analyze
HLA along with non-HLA genotype of Type 1 AIH patients and their correlation with

clinical phenotype of the disease.

Limitation- This is a pilot study and it needs to be validated in a larger cohort.
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