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Elucidation of mechanisms for novel CF6-relating anti-aging protein NM_026333
and application for drug discovery
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Based on the background that coupling factor 6 (CF6) accelerates
acidosis-mediated aging though a causative gene NM_026333, we searched the target molecules and
inhibitors of protein relevant to NM_026333. We found NCX1 (Nat+-Ca2+ exchanger) as a target of
NM_026333, and SN-6 is a selective inhibitor of NCX1. SN-6 rescued CF6-transgenic mouse-derived
cells (TG cells) from multiple aging hallmarks, including epigenetic alteration, impaired autophagy,

and nuclear membrane-related genomic instability, and elongated telomere length in the TG cells. We
confirmed that telomere length of leukocytes was shorter in the TG mice at the age of 100 weeks
compared with age-matched control mice, but was extended by 15% by intraperitoneal injection of CNAP

(NM_026333 recombinant protein) or SN-6. Human gene that is relevant to mouse NM_026333 was
undetected.
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His-tag NM_026333 Talon bead
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Western blot
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PCR PCR 10ul 1X QuantiFast
SYBR Green Master Mix (Qiagen), 20 ng DNA, 300 nmol/l forward telomere primer
(5-ACACTAAGGTTTGGGTTTGGGTTTGGGTTTGGGTTAGTGT-3), 300 nmol/l reverse
telomere primer (5-TGTTAGGTATCCCTATCCCTATCCCTATCCCTATCCCT- AACA-3),
350 nmol/l forward 36B4 y-globin primer (5-ACTGGTCTAGGACCCGAGA- AG-‘3), and
350 nmol/l reverse 36B4 y-globin primer (5-TCAATGGTGCCTCTGGAG- ATT-3)
Stage 1:15 min at 95°C; Stage 2! 2
cycles of 15 s at 94°C, 15 s at 49°C; and Stage 3: 40 cycles of 15 s at 94°C, 10 s at 62°C,
15 s at 73°C, 10 s at 84°C, 15 s at 87°C; Stage 4: 1 cycle of 0.05 s at 65°C
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