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Abstract No.

Introduction

Telomere length 1s shortened 1n patients with 1diopathic
aplastic anemia (AA) and other bone marrow failure
disorders (BMFD) and predicts risk of clonal evolution
(CE), relapse and overall survival (OS).
Telomereopathies predominantly cause bone marrow
failure, are multi-systemic disorders with variable

penetrance, and may involve inter-play of other factors in

disease manifestation and organ affliction. Telomere
length (TL) in AA and other hypocellular BMFD,
independent of mutations in telomere genes (TGC), has
not been studied as a scoring tool, as well predicting the
risk of affliction of other organ/systems in these
disorders. We systematically review a large cohort of
4’72 patients 1n a single centre with AA/BMFD using TL
and TGC analysis as a discriminator, to study risk of CE
and OS, manifesting with liver/lung and skin

Results

Discussion

A third of patients with BMFD and TL<1*! centile

had a TGC mutation, but the prevalence did not
statistically differ with the other cohorts of TL

<10th centile and between 10-25th centile.

Patients with TL<I1st centile can have mutations

in 2 telomere genes, but this 1s less frequently

seen when TL<10th centile and not seen in the

cohort with TL between 10-25th centile.

TL does not correlate with the manifestation and

presence of liver, respiratory and skin problems

of telomere disease. TL in BMFD does not

associate with increased predisposition to cancer,

as their presence was not statistically significant

across the 3 groups.

Disease manifestation with bone marrow failure,
haematological indices, need for blood

TL 10-25th TL<10 TL<1 centile TGC mutation
Patient (% of Total cohort) 107 (22.6) 122 (25.8) 243 (51.4) 127/472(26.9)
Median Age (yrs, range) 396(11.9-76.3)  [46.2(17.477.1) |459(14.583.6) 43(16.7-80.4)
Male (%) 49 (45.7) 66 (54) 139 (57.2) 65 (51.1)
GC mutations
Patients (%) 17 (15.8) 28 (22.9) 82 (33.7) 127
Total No. of TGC mutations 17 30 95 142
No of patients with 2 TGC mutations (%) 10 2 (1.6) 13 (5.3) 15 (11.8)
Phenotype-Clinical Characterestics (%) n=101 n=115 n=230 n=120
Family h/o cytopenias/BMF or Macrocytosis 19 (18.8) 17 (14.7) 50(21.7) 41 (34.1) p<0.05
Respiratory disease 12 (11.8) 15 (13) 36(15.6) 19 (15.8)
Liver disease 9 (8.9) 8 (6.9) 28(12.1) 20(16.7)
Skin disease 21(20.7) 22 (19.1) 38(16.5) 18 (15)
Antecedent/co-existing Cancer 11 (10.8) 12 (10.4) 25(10.8) 10 (8.3)
Overt manifestation of Bone marrow failure 28(27.7) 66 (57.3) 128 (55.6) 66 (55)
Blood Tx dependency 18 (7.9) 24 (20.8) 70(30.4) 40 (33.3)
Haemoglobin (Median in g/L) 102 (62-158) 103.5 (42-170) 105.9 (50-176)  [110.2 (42-138)
Abs. neutrophil count (median x 10%9/L) 1.42 (0.12-7.46) 1.95 (0.04-9.1) 2.08(0.04-19.9) [2(0.14-4.86)
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107 had TL between the 10'25t.h centile. These 472 Conclusions 93% at 1078 days follow-up for the entire cohort.
patlents. TREERE NGE MuErem are S on & o TL can reliably be used as a screening tool to investigate patients for further TGC mutation analysis 1n
customised panel of 12 TGC genes (TERT, TERC, patients with AA or BMFD I N G’ S
DKCI, TINF2, NHP2, NOP10, RTELI, CTCI, USBI, o Heterozygous state mutations in 7ERT are the commonest, and can be associated with mutations in other

WRAPS53, ACD and PARN) using deeply parallel
sequencing and were studied alongside their clinical
parameters, disease progression, treatments and OS.
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TGC genes, particularly RTELI and TERC
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system manifestation or increased cancer pre-disposition
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. However, TL<I% centile does not associate with more severe cytopenias (BMFD) or predict more multi-

. Telomere biology 1s a dynamic process and assessments at different time points, from diagnosis to the

time point of progression and transformation, may yield better understanding in pathogenesis of BMFD
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