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We crossed MeCP2-KO mice and Toll-like receptor 9 (TLR9), which is highly
expressed in the microglia of immune-competent cells in the brain and recognizes DNA derived from
bacteria and viruses, -KO mice. We found that TLR9/MeCP2 double-KO mice had a significantly longer
life span than MeCP2-KO mice. We also found that microglial activation was suppressed in TLR9/MeCP2
double-KO mice compared to MeCP2-KO mice. Treatment of MeCP2-deficient mice with X, an inhibitor of
the putative ligand for TLR9, improved the RTT-like phenotype observed in MeCP2-KO mice and extended

their life span.
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FEOE B - RIS E T TR (= a— 1 2) 104 U7 R 2 B E 3 B
JEDJRKIZ /5] EBEZONTEN, i, [Fima—mfla (7R FatA R
2/ m 7 YT RE) OWRREREISER T 2B RIS SR BRIEICES B 5
L BB TE -, XK FITIFEET D methyl-CpG binding protein 2
(MeCP2) WEAnT DI, Rett JEMERE RIT) 21X U, HHUE., TAMA. HEKH
JE7R & &3 O Tk & 7o AR i - RIS IR HE ~ D B 523 RIE S 11TV % (Chahrour et
al. Neuron 2007), RTT |3 V72 iER), SRERE I OREL, KR, B PAREMN 72
E e T AT ORI R E TH U | ERCRHIIARE AN MeCP2 Z R LT~ U R
RTT B L FELlOFRBIN A 7R3 2 & (Chen et al. MNat Genet 2001) H 5>, MeCP2 O
AR TOMENEETHD Z ENRBRINTWHDEHLOD, RIT OXRBANCE 532 Fii
HERRTFIIRZICRE SN TE S, RIT BEMTOEFUMEARTRHAR EE TH 5,

THETMeCP2 (T= =2 — v > ORAFE N ERMEA EBE 2 5N TE 72 (Kishi et al.
Mol cell Neurosci 2004), ZD7=, FIHIOMIE TIT= 2 —nr 2BV TOEREMET
DMRFIZHESD B, MeCP2 KHE= o2 —1 U TIE AL VIBRAR L, BB Y 7 A RED
HBEZRTIEREPPLNIINTE L, LU, &L MeCP2 [ L= 2 —nr LS OFH
R B W TH R UEIEL T D Z EndlE Sz, 27 a7 U T IRkt 5
IZBWTOME— DM E LTHmHTWADS, MeCP2 K 7 1 7' ) TITEiv+ 7
A Z I WFNCH Y AT Z L IC X VIRRBRIZRIC TS5 Z LB B2 2 o 72 (Schafer et
al. eLIFE 2016), X5, MeCP2 KB~ A2 7 a2/ ) 7HEMIZ MeCP2 % TR B
SHDL L, FMOIERESCHREORDNEIET S Z L8RS (Clonk et al. Immunity
2015), I 7 w27 U7 OMRERE DY RTT JRREFEIE D — KT 2 FIREMEDN RIE S ks T
W5,

WA, AHEE - U AV AHRO DNA 28T 25 Z LA BTV A TLRI 23, FEiTHEC
DNA 72 EORNRKMEY T REFR#T 5 2 & CHRIEMABOTEMHAL K ORIEMEY A A
O ESIEEZ L, BOREEERIZEDL Z ENDLNDIED TS (Kawai et al.
Nat Immunol 2010), F7=. MeCP2 KB CTIIMRIZL DO E X - 3B L TR,
B IRMRIEEN 2R LT WIARIER S X 23, 2N E TORITHIEN G| BRI 6
BT CEEIN c=a—m b ENS DNA WihE2I 7 e 7 ) TIZEIEEL
LT3 TLRY D8k + 2 Z LA HE S TE Y, HFEH 1T MeCP2 KRN TIX R H 22
RIS L A2 EESN =2 —a VHRED DNA WA LY, 227027 U T DTLRI ¥ 7
FTANER LSS Z & T, BIERRRIENGI SR SN TWD EEX T,
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AWFFETIZ.TLRY K~ 7 X & MeCP2 KA~ U A % /i S 45 H 415 TLRY/MeCP2
27 IVRHE (DKO) ~ 7 AB L WNTLRY O T ¥ 7% —45+ MyD88 K~ 7 A & MeCP2
KIE~ T A %R S5 535D MyD88/MeCP2-DKO ~ 7 A & fi#ffr L. TLR9 ¥ 7 F /L0
FEN RIT HERIEO—HTHLZERREDA D= AL EZH LN TH L& BEE
L7z,



3. WHEOTTIE

TLR9/MeCP2-DKO < ™7 & . MyD88/MeCP2-DKO ~ ™7 Z 2431 T MeCP2 KIBIZ L 5 FEHAI)N
BGEIND0E ) Dk, MRk TR d X OITENRIT 217 O et L7c, #iErIREmic
LTI, 270270 70~—h—Thd Ibal ik LIHEHILI /70 /) T~—H—T
7% (D68 Hilka Tt Z Tz, £lo, =a—nr OB VY Ea 21T
WA U 720 ATENEBRIZ OV TII MeCP2 R~ UV A THRED RN TWOLA—T 7 o
—/V R T A M EATWEHE LT,
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TLR9/MeCP2-DKO = ™7 A Ti%, MeCP2-KO <~ 7 & L kb~ CD68 BhlED D Thal BitkEd X 7
a7 U7 OENEDLTEY, 2 7a 707 OEMEAEIH S THnD Z ERB LN E
Role, Flo, ANTVYLEEIT o TORER, MeCP2-K0 ~ &7 & & brilg L TLR9/MeCP2-DKO +
TAWME TIIoa2a— 0 OB EOHENEMLTWDL I ERNbhoalz, X HIT,
TLR9/MeCP2-DKO ~ 7 A [, MeCP2-KO = 7 A L lb_EFMMNE LMD Z L &2 R L7z,
F—T0T 4=V KT A FDOFER, MeCP2-KO < 7 & & Heig: L TLR9/MeCP2-DKO ~ 7 & |
HRAIEEIREML TS Z ERHALMNE o7z,

AT MyD88/MeCP2-DKO ~ 7 Z B W T b AR DT 21T > 7=, % D HE R,
MyD88/MeCP2-DKO ~ ™7 A % TLR9/MeCP2-DKO ~ ™7 Z & [FlEEIT, MeCP2-KO = 7 & & b 3
7 a7 )7 OIEHEDBIHI SN TND Z ERP LN E o7, F72, MeCP2-KO ~ 7 &
EHELFMNELIMMURLZ bR LT,

IHIZ, TLR9 DU A REBE L TWDLWE X ORREFEAIZ MeCP2 K~ ¥ A5
L=k A, MeCP2 KA~ 7 A TH B I D RIT BkD R B O o J O\ FF Ay O FE i A3 2%
e,
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