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We showed that the expression of Regnase-1, a protein involved in the
degradation of mRNA such as cytokines, in immune cells is associated with human pulmonary
hypertension. We also discovered that mice lacking Regnase-1 in myeloid cell lineage cells naturally

developed pulmonary hypertension. Furthermore, we succeeded in the development of nucleic acid
therapeutics that enhance Regnase-1 expression and suppress inflammation was achieved by targeting
the self-regulatory mechanism of Regnase-1. In addition, through analysis of the relationship
between mRNA modification and blood cell differentiation, we found that mice lacking the RNA m6A
methylation enzyme METTL16 exhibit severe anemia through DNA repair impairment. This finding
demonstrates the important role of m6A modification mediated by METTL16 in hematopoietic cell

differentiation.

mRNA

MRNA




1. WrEEBRAE S WO 5
oI, RIS KT L, Toll B2 BIR(TLR)SCHURZ AR Z N L CRIEVES A N A v
RHEAT LR E L TRERNELZER L, HIREZHERT 5, L, MREIZReERE L. Adk
BB AR & LTk x R RER R B A S X 2372, Y1 %734’ VIR EDOFRBULIEE D
TR B W CIEEICHE STV D, T E TREMIBICE T 2 REREE s T O3B
FIEEEREICOWTIT BRI E Y = X T 7 ZADBLE) B EEM BT 23T o4 T & 7= (Takeuchi
and Akira Cell 2010), L2>L. RIEIZ B'%Elgkﬁ“é mRNA EOFFL, IE#H L~V ThRIh T
%, HEEEIL, B2 RIS AN XZE D RNA 45 i3 Regnase-1 25/ L. ZORT-23%
f‘@‘b’%’ k54 Interleukin-6 (IL- 6)73?9:0) mRNA #5345 Z LI LV ERE% L~UL THREIN
IZBEE L7~ mRNA E47HiL WA Z &2 R L?L_(Matsushlta et al. Nature 2009, Uehata et al.
&umn)RgmmlﬂﬂﬁmmA@3#%‘ﬁﬁ(Um) CIET D AT bov— 7R &
BRI 523, Roquin &) RNA FEEEBE A UHELZZEHK L, W mRNA 2%
fi#9 %, Regnase-1 & Roquin |%, #ARDHIANRIELZ R L, B2 2 REHICE 7 5B T mRNA
L, SEINEERE L TWAH Z E BB HZ L. (Minoetal. Cell 2015) . Z4UiE, Regnase-
1 & Roquin 23, [f U mRNA Z##8i%k L33 2 0D, BN O B2 55K (=22[#) 12k
T, Bl 2Rl (=K IR A D= XL TRERGEISEZIH LD, 20 iR
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