To verify this hypothesis, one could sequence the TINF2 gene of the patient with DNA from other tissue, a
buccal swab and/or a lung sample, where the mutation would probably appear as “really” heterozygous. In
addition, high throughput sequencing (with next-generation sequencing) of TINF2 in DNA from the
patient’s blood should provide precise data on the mutation frequency. However, one cannot definitely
exclude the fact that TINF2 mutations could lead to far more heterogeneous clinical phenotypes than
previously described.
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From the authors:

We would like to thank C. Kannengiesser and co-workers for their interest in our article [1] and for their
patient’s information and comments. They showed that their patient with the TINF2 (telomerase repeat
binding factor 1-interacting nuclear factor 2) mutation had the heterozygous mutation, which is usually
seen in young patients with dyskeratosis congenita. In addition, they suggested that a somatic reversion
might have occurred in our case because figure 1b showed that the deletion was not heterozygous despite
the late disease onset [1].

Somatic reversion is a possible mechanism, which may explain late disease onset of dyskeratosis congenita
with the TINF2 mutation. In fact, JONGMANS et al. [2] described dyskeratosis congenita in a patient with
somatic reversion. In this patient, the wild-type allele was observed more than the mutated allele in DNA
from his peripheral blood cells despite DNA from his lung tissues revealing heterozygous mutation.

In our case, figure 1b showed n871-874 tetranucleotide AGGA deletion in TINF2 gene [1]. However,
because the mutation was a deletion mutation, TA cloning was performed for this analysis as described
previously [3]. The result of gene mutation analysis by direct sequencing before TA cloning showed that the
mutation was heterozygous (fig. 1). Although it may be possible that somatic reversion of the cells in the
lungs led to pulmonary fibrosis in our patient, unfortunately we could not analyse DNA from lung tissues
because the patient had passed away and no lung tissue had been retained.

More cases are needed to determine the exact mechanism(s) of dyskeratosis congenita by analysing each
affected organ/system in detail.
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[CATGGACTCTT AGAC TTCCCAGTGG AGGC TGE TCTT GTGC CCA TG GC TAGGT CTGC TGT GTATAT CGCATGTICTTC CTTGC TCTCAGGC TTAGATATGACK TGGGT TGGT GAGCCGAGAT TCCT
127 133 139 145 151 157 183 169 175 1.1 187 19 199 205 211 217 223 229 235 241 247

COTGCCTGAGT GG GET
253 259 265 271

TGGGTTGGTGAGCCGAGATTCCT
229 235 241 247

FIGURE 1 Gene mutation analysis of DNA from the peripheral blood cells by direct sequencing before TA cloning
showed heterozygous gene mutation.
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