Patient Name: Siya Acharya
Disease: ARPC1B Deficiency (Rare Genetic Disorder)
Treatment: Allogenic Bone Marrow Transplant
Treatment Cost: Estimate of Rs.35,00,000
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DR AMITA MAHAJAN

M.D. (AIIMS), MRCPCH

CCST (Pediatric Oncology, UK)

Senior Consultant Pediatric Hematology/ Oncology

Mob: 9810734137 Email: mahajanamital@gmail.com

30™ June 2025

>

To Whom It my concern &

This is to confirm that Ms. Siya Acharya, Age 7 yrs / Femal %i
Acharya, ID No: APD1.0011949016, has been diagnosed 10 haveyARPC1B
deficiency which is a type of primary imiﬁmﬁdcﬁ’éféncy% ow transplant
is the d@itivc cure for ;his disease. So, patient n L allogencic bone
&n@%\v‘ transplant. The estimated cost of whic 5 lakhs.

Kindly contact us in case of any query.
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MedGenome Labs Ltd.
Sy. Nos. 94/1C and 94/2, Tower 1, Ground Floor, Veerasandra Village,

Attibele Hobli, Electronic City Phase-1, Electronics City, Bangalore, Egj MEDGENOME

Bangalore South, Karnataka, India, 560100.
Tel : 1800 296 9696, Web: www.medgenome.com

DNA TEST REPORT - MEDGENOME LABS

Full Name / Ref Na: SIYA ACHARYA Order 10/Sample 1D: 1273016/9095050
Gender: Female Sample Type: Blood
Date of Birth / Age: 7 years Date of Sample Collaction: 21" April 2025
Referring Clinician: Dr. Manas Kalra, Date of Sample Receipt: 120

Medlife Healthway Labs, Date of Order Booking:

New Delhi Date of Repart:
Test Requested: Whole exome sequencing (80-100x)[Expedited TAT]

CLINICAL DIAGNOSIS / SYMPTOMS / HISTORY

Baby Siya Acharya, born of a non-consanguinecus marriage, presented with clinical indication o! recurre ia.
Her laboratory investigations showed elevated IgA and IgE. She is suspected to be affect mary
immunodeficiency and has been evaluated for pathogenic variationss

RESULTS _

PATHOGENIC VARIANT CAUSATIVE OF 1 REF

SNV(s)/INDELS 1 -
= O

Gene® 'Transcfipt) | Location IVavlanl i Zygosity | Dis=ase (OMIM) | Inheritance Classification

Immunodeficiency
. 71with
"\ inflammatory
" disease and
. congenital
. thrombocytopenia
. {OMIM#617718)

Autosomal Pathogenic
recessive (PVS1,PM2,PPS)

Cg{‘Y NUMBER VARIANTS CNV(s)

Noﬁénificant CNVs for the given clinical indications jﬁet warrants to be reported was detected.
Ve

VARIAﬁTAﬂTERPRETATION AND CLINICAL CORRELATION

Variant description: A homozygous 5 splice sité variant in intron 2 of the ARPC18 gene (chr7:8.99385780T>A; Depth:
85x) that affects the invariant GI donor splice site downstream of exon 2 {(¢,64+2T>A; ENST00000646101.2) was detected
(Table). The observed variant has previously been reported in patients affected with combined immunadeficiency [PMID:
30771411; ClinVar: VCV002418550.6]. The variant has not been reported in the 1000 genomes, gnomAD (v3.1), gnomAD
{v2.1) and topmed databases and has a minor allele frequency of 0.005% in our internal database, The reference base is
conserved across species.
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MedGenome Labs Ltd.
Sy. Nos. 94/1C and 94/2, Tower 1, Ground Foor, Veerasandra Village,

Atibele Hobli, Electronic Gity Phase-1, Electronics City, Bangalore, ng MEDGENOME

Bangalore South, Karnataka, India, 560100.
Tel : 1800 296 9696, Web: www.medgenome.com

OMIM phenotype: Immunodeficiency 71 with inflammatory disease and congenital thrombocytopenia
(OMIM#617718) is caused by homozygous or compound heterozygous mutations in the ARPCIB gene (OMIM*604223).
IMD71 is characterized by the onset of recurrent infections and inflammatory features such as vasculitis and eczema in
Infancy or early childhood. Infectious agents include bacteria and viruses. Laboratory findings are variable, but usually
show thrombocytopenia, sometimes with abnormal platelet morphology, increased serum IgE, IgA, or w, leukocytosis,
decreased or increased T lymphocytes, and increased eosinophils [PMID: 18842627]. ]

Based on the above evidence®, this B variant is c as_a path variant and has to
correlated with the clinical symptoms. ’

The significance/classification of the variant{s) may change based on the genetic u%md other

members.

ADDITIONAL INFORMATION \

e No other SNV(s)/INDELS or CNV(s) that warrants to be repomdwe mﬂl tlg,g genes n this assay
have been screened for the given clinical indications. To view m}’ 0 re. NGS test
methodology details of this assay are given in the apmd:x ‘

e ‘Genetic test results are reported based on the recom me ‘J' ations 9f:K?nerica ollege edical Genetics and
Genomics (ACMG) [PMID: 25741868, 31690835, 32 Lm.l '“'

*  With regard to ACMG recommendations for reporting of“ﬂentaff ndin ome and genome sequencing

kely pathogenic vanants in the

(PMID: %CMG SF v3.1), we report s.gmﬁcantxpthogen
nt is given by the patient.

recomme forthe recommended phenotypes, o!llv if info

s Please haane’mall to genetic.counseling(@

: eed assistance for genetic counselling.
For any'further technical queries please write an email to techsu f

REMMENDAHONS

::)Séquendng the v&‘;anﬂ'g) in tbe parents and the other a!fected and unaffected members of the family is

recommendedto co\lhm the significance.
» Gemncmumﬂim nsm for interpretation on the consequences of the variant(s).
> lf results obtained do not match the clinical findings ddvtional testing should be considered as per referring
;llmcuan s recommendations.
9}“‘9 sensitivity of NGS assaymmct copy number
ting methodology options with MedGenome T

cian Is suspecting CNV as an important gen
cdﬁ!fdered after discussing !nth the MedG

riants {CNV) is 70-75%. We recommend discussing alternative

Support (techsupport@medgenome.com) as required. In case
etiology, alternate tests like microarray/ MLPA or qPCR may be

TechSupport team.

" /

Sandhya Nair, Ph.D Balaii Rajashekar, Ph.D Dr. Maollikarjun Patil DNB{Medical
St. Manager - Director - Clinical Bioinformatics Genetics), MD(Pediatrics),DCh
Variant Interpretation Consultant- Senior Clinicol Geneticist
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MedGenome Labs Ltd.

Sy. Nos. 94/1C and 94/2, Tt 1, Ground Floor, Vi ndra Village,

Atibele Hobd, Becronic Cky Phace-1, Elecironics Cy, Bangalor, cga MEDGENOME
Bangalore South, Karnataka, India, 560100.

Tel : 1800 296 9696, Web: www.medgenome.com

APPENDIX

TEST METHODOLOGY

Targeted gene sequencing: Selective capture and sequencing of the protein coding regions and dmncq,éelevant in the
genome is performed. Variants identified in the exonic regions and splice-site are gmemlmb compared to
variants that occur in non-coding regions. Targeted sequencing represents a cost-effective app | to detect variants
present in multiple/large genes in an individual.

DNA extracted from blood was used to perform targeted gene capture using a custa@captum kit. ThManes
sequenced to mean depth of >80-100X on lllumina sequencing platform. We followmp&ﬁést mmes fra
for identification of germline variants in the sample using Sentieon [Senneonl The seq are alg
human reference genome (GRCh38) using BWA aligner [Sentiecn, PMID: 5
nemovmg duphcates, recallbratoon and re al:gnment ofmdels [Sentleon] Sentleon

gene model [PMID: 34791404). In addition to SNVs and smail Indels
targeted sequence data using the ExomeDepth method [PMID

~' L L

Clinically relevant mutations in both coding and non- codln | g published variants in literature
and a set of diseases databases : ClinVar, OMIM, HGMDk ﬁPHER (e atier

26582918, 18842627, 28349240, 21520333, 19344873, 2 818 Commao s are filtered based on allele
frequency in 1000Gepeme Phase 3; gnomAD (v31 & 2.1, lhﬁSNP (GE .38), 1000 Japanese Genome,
TOPMed (Freez nome “Asia, and ouir" internal Indian population j¢ (MedVarDb v4.0) [PMID; 26432245,

32461613, 26292667, 33568819, _3;5_0;!_11@ Non-synog ants effect is calculated using multiple
algorithms ‘as PolyPhen-2, SIFT, MutationTaster2 anﬁ LRT. Clinically significant variants are used for interpretation
and repQﬂpg. "

bou §
O
e | z }
Tohl data generated (G - /| 10.06
Total read reads aligned (%) 99.99
43} Reads that passed alignment (96) 85.90
0} ‘Data 2Q30 (%) : 98.71
The cl tion of the variants is dane on American College of Medical Genetics as described below
[PMID: 8]. ' Z
’. s Lo o7 .5
Variant A Mipaum. 'nuscauld be disease causing (pathogenic) or not disease causing {benign),
Path ic A disease causing variant in a gene which can explain the patient’s symptoms has been detected. This usually
Gl means that a suspected disorder for which testing had been requested has been confirmed.
Likely A variant which is very likely to contribute to the development of disease however, the scientific evidence is
currently insufficient to prove this conclusively. Additional evidence is expected to confirm this assertion of
Pathogenic
pathogenicity.
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MedGenome Labs Ltd.

Sy. Nos. 94/1C and 94/2, T 1, Ground Floor, Vi ndra Village,

Attbele Hobi, Elecronic Gty Phase-1, Electronics Cit, Bangalore, cg; MEDGENOME
Bangalore South, Karnataka, India, 560100.

Tel : 1800 296 9696, Web: www.medgenome.com

A variant has been detected, but it is difficult to classify It as either pathogenic (disease causing) or benign

::::Itta?: (non-disease causing) based on current available scientific evidence. Further testing of the patient or family
Significance members as recommended by your clinician may be needed. It is probable that their significance can be

assessed only with time, subject to availability of scientific evidence,

*The transcript used for clinical reporting generally represents the canonical transcript (MANE Select}(lwhuch is usually
the longest coding transcript with strong/multiple supporting evidence. However, clinically relevapﬁar’fants annotated
in alternate complete coding transcripts could also be reported.

Variants annotated on incomplete and nonsense mediated decay transcripts will not be ;Qoﬂ!d

“The in-silico predictions are based on Variant Effect Predictor (v104), [SIFT version -5 mWheﬂ‘-z 2.2; \RT
(November, 2009); CADD (v1.6); Splice Al; dbNSFPv4.2] and MutationTaster2 prdktcons anlnsedyn NCBI/
build (GRCh38 genomic coordinates are converted to hgl9 using UCSC LiftOver an&napped tom)

};Hm

Diseases databases used for annotation includes ClinVar (updated on
(v2023.1), LOVD (Nov-18), DECIPHER (population CNV) and SMsVy:g,.:

LIMITATIONS

® Genetic testing is an important part of the diagnostic progess Hm geneti

answer. In some cases, testing may not identify a gw ‘variant even thoug

limitations in current medical knowledge or testing techno[ogy Accura

knowing the tmeg&lpgmt refationships.in a family. Falllngid accura
resiilt in incorrect mterpmmlon of results, inc

child's) fa g
. Test reSults are interpreted in the context of clinical findings, fi

t always give a definitive
exists. This may be due to

rpretation of test results may require
! biological relationships in {my/my
oses, and/or inconclusive test results.

and other laboratory data. Only variants

?es poter\tnalty related to the proband's medical condition a orted, Rare polymorphisms may lead to false
ive or positive results. Misinterpretation of results mav occur if the information provided is inaccurate or
plete,

. .a’peaﬁc events like cm gumber ml‘lants translocations, repeat expansions and chromosomal rearrangements may
not be reliably det&le ﬂw sequencing. Variants m untranslated region, promoters and intronic variants

~ 4 are not assessed usﬁu ethox :
O Genetlctuﬁnl is high raﬁu l!nrelv. inaccurate results mav occur for various reasons. These reasons include,
but mmﬂimiﬁd tar led samples, inaccurate r ing ¢ of clinical/medical information, rare technical errors

B or unusual clncumstlnws*sueh as bone marrow transplantation, blood transfusion; or the presence of change(s) in

such a small percentage of cells that may not be detegtable by the test (mosaicism),

-'Q}Tbe variant population allefe frequencies and in
tained after lifting aver the coordinates fro
( \mOGenome gnomAD- Exorne) are current

co predictions for GRCh38 version of the Human genome is
g19 genome build. The existing population allele frequencies
ailable for hgl9 genome version only, This might result in some
complex changes in some regions of the genome.

ISC?QHCIES in variant annotation due toq
e |tisas d that the dinician ord a genetic test is fully aware of these limitations and MedGenome shall not
be re ible'i i case any inapp pnate panet/test methodology is selected,

DISCLAIMERS

* |Interpretation of variants in this report is performed to the best knowledge of the laboratory based on the
information available at the time of reporting. The classification of variants can change over time and MedGenome
cannot be held responsible for this, Please feel free to contact MedGenome Labs (techsupport@medgenome.com)
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MedGenome Labs Ltd.

Sy. Nos. 94/1C and 94/2, T 1, Ground Floor, Vi ndra Village,

Attbele Hobi, Electronic Clt Phase-1, Electronics Cy, Bangalore, cg: MEDGENOME
Bangalore South, Karnataka, India, 560100.

Tel : 1800 296 9696, Web: www.medgenome.com

in the future to determine if there have been any changes in the classification of any variants. Re-analysis of variants
in previously issued reports in light of new evidence is not routinely performed but may be available upan request,

e The sensitivity of this assay to detect large deletions/duplications of more than 10 bp or copy number variants {CNV)
Is 70-75%. The CNVs detected have to be confirmed by alternate method.

 Due to inherent technology limitations of the assay, not all bases of the exome can be covered by this test.
Accordingly, variants in regions of insufficient coverage may not be identified and/or mterpremdé Therefore, it is
possible that pathogenic variants are present in one or more of the genes analyzed but have not been detected. The
variants not detected by the assay that was performed may impact the phenotype.

e |t is also possible that a pathogenic variant is present in a gene that was not gdq:ted ?ol:,gnaw,ds and/or
interpretation in cases where insufficient phenotypic information is avallable.

* Genes with pseudogenes, paralog genes and genes with low complexity may ll@adeaew sensitivi
specificity of variant detection and interpretation due to inability of the data and analysis too[s’to una
determine the origin of the sequence data in such regions.

¢ The variant(s) have not been validated/confirmed by Sanger sequencing.

* Incidental or secondary findings (if any) that meet the ACMG guidelines [PMID: 27854360] can be |upo equest
e The report shall be generated within tumaround time (TAT), MVe&quﬁT may va g upon the
complexity of test(s) requested. MedGenome under no circum ‘will be Tial delay beyond

aforementioned TAT.

e It is hereby clarified that the report{s) generated ﬁ'u]n mmt(s) do not pr
recommends any cure in any manner. MedGenome hqcby recommends th
patients, as the case may be, to take assistance of the n ora certifi
communicate the report(s) thus generated MedGenom ebv disclai
report(s). ‘& o -

gnosis or opinion or
Jor the guardians of the
r doctor, to interpret and to
ity arising in connection with the

e Inavery fg;u{}ses genetic test may not showﬂ:e correct results, € of the quality of the material provided
to Me&enome In case where any test provided byMedGen r unforeseeable or unknown reasons that
ca be influenced by MedGenome in advance, MedGenom aII not be responsible for the incomplete,

§ ally misleading or even wrong result of any testing nfsuch couid not be recognized by MedGenome in advance.
. T

ants of uncertain significance (VUS) which are mentioned in the report need to be further correlated with the

mncal phenotype, rémm\ofothcf investigations, segregation analysis in the parents or affected/unaffected family

~ members. MedGenpm'e'. not be responsible for the Inappropnate interpretation/ communication/ clinical

actions/ mwmﬂlﬂﬁecm based on the VUS reported. ,The classification of VUS may change as the clinical
O phenotype evolves otmfl information is available in the scientific literature/ annotated databases.

This Is a laboratory leveloped test and the developny\t and the performance characteristics of this test was
determmed by Me.d&mme. / 4

F

Rtﬁo‘q for revision: name of the pﬂmt has been :or?r,gg:ed, klmﬂv consider this report for future reference.

Y Y 4
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HLA TYPING REPORT

Patient Name Siya Acharya Donor name Saimon

Order ID/Sample 1D 1353602/9232441 Order ID/Sample 1D 1353602/9232442

Gender Female Gender Male

Age / Relationship 7 Years & 3 Months / Sister Age / Relationship 11 Years & 11 Months / Brother

Sample type Peripheral Blood in EDTA (Purple Top) Sample type Peripheral Blood in EDTA (Purple Top)
Collection date & time 28-06-2025 14:05:00 Collection date & time 28-06-2025 14:05:00

Receipt date & time 30-06-2025 10:55:00 Receipt date & time 30-06-2025 10:55:00

Report date & time 10-07-2025 13:32:23

Clinical indication

Test Requested

MGM1348 - HLA Typing High resolution (A%, B*, C*, DRB1*, DQB1*, DPB1%)

Requested by

Dr. Amita Mahajan, Indraprastha Medical Corporation Limited (New Delhi)

LOCUS HLA-A* HLA-B* HLA-C* HLA-DRB1* HLA-DOBI HLA-DPB1*
Siya Acharya (Patient)
B Fuiks A*02:06:01:04 B*48:01:01G C*08:01:01G [ DRB1%09:01:02G | DQBI1%03:03:02G | DPB1*02:01:02G
&N A*11:01:01G B*52:01:01:01 C*12:02:01G | DRBI*14504:01G, | DQBI1%05:03:01G | DPB1*04:01:01G
Saimon (Donor 1) 11 Years & 11 Months/Male- Brother of Siya Achurya(1353602/9232442)
HLA-CLASS A*01:01:016G B*50:01:01:01 C*06:02:01:02 | DRBI*07:01:01G | DQBI*02:01:01G | DPBI1*04:01:01G
ray AI01:01G B*52:01:01:01 C*12:02:01G [ (DRBI*14:04:01G | DQBI1%05:03:01G s

" is indicateddt homozygous allele. Needs to be cofifirmed by parental typing.

G code: G code’is o group of alleles that have identical nucleotide sequences in the antigen recognition site. Allele Database Version used in the report is
3.58.0 & SofwVire version is 3.3.0.3679 | Refer Appendix-1 for G-Groups and NMDP (National Marrow Donor Program) codes.

The HLA typing of Siva Acharya (Patient) and Saimon (Potential dopor) shows 06/12 allele match (50% match at each locus).

Recipient ID & Name: 9232441 & Siyn Acharya
Donor ID & Name: 9232442 & Saimon
Test performed at: MedGenome Labs Lid
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History Examination/Treatment/Progress Note:-
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History/Examination/Treatment/Progress Nole:-
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PAEDIATRIC
Dr. DHARMAGAT BHATTARAI

Hospital No. : 82005037 Date/Time : 2082/04/09/08:21  L€:-
Patient Name : Ms. SIYA ACHARYA

AgelSex & 6 (i Phone No. : 9849558436
Address : KATHMANDU-BANIYATAR
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History, Examination/Treatment/Progress Note:-
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