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Exploratory research on novel biomarker and therapeutic target for pulmonary
hypertension with a focus on inflammation especially in RAGE
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Chronic thromboembolic pulmonary hypertension (CTEPH), an intractable
disease, urgently requires the development of biomarkers and treatments based on new perspectives.
In this study, pre- and post-treatment plasma from CTEPH patients whose severity of disease, as
measured by mean pulmonary arterial pressure, improved markedly with treatment, was used to assess
the quantitative variability. It was found that HRG was significantly lower and SRAGE was
significantly higher in the plasma of patients with severe CTEPH than in healthy controls, and that
both factors could be significantly improved to the same level as in healthy subjects owing to a
marked improvement in the severity of the disease after treatment.
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Al =5E (PH: pulmonary hypertension) 1%, Alishikes 5072 BAZER 22 X 0 BliEhRILE A3
ERL, AORBICELEEMRBTH S . £ OMfEMERE O B2 NIRRT H 25 20 m e %E
¥t £ SE  (CTEPH: chronic thromboembolic pulmonary hypertension) 1%, fiighiRruizE
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BEFD CTEPH IRRERIL 2 DA TH O IBFREGIMERENERFIC L W DIRDBRER TH 5.
D1, FHEZWNIC X DB 2GR O AN, AmTPHhardET 5. L, FEMNLAR
JEIRSCNA A~ —H—1IFEET, AOD T —T AVRES OREN A 2 %27 ) FIXR
HTho xold, REZKNEL IERIMAETRHHZET 2 E DRIV, 25 L
BIND, BACEMET LV EHWTZAER T TE 727, CTEPH OJNREZ EMEICIIHFBLI T
TH 5T, CTEPH JEFIH R OMAKZ WA R CEARRBR ORE R E B2 555 %0, Zhb
DOHIRAEATIES 2 %12, 4 £ TLITRARLHAN D, CTEPH EFORKE AV 72 CTEPH f
B2 A A~ — T — R OVEFRIERIR F OB RSB RE TH 5.

T4, CTEPH OFRREFAUCRIENEE L T D HENRB I TND DD, RKE+43 7058
PR ENTWRW. £ 2T, AWFFETIE PH EF O M e 2 IV T~ 7 BEEBRIESRO0E, RIE
REDABISTHE 21T > T E e AF V4 /37 8 (HRG: histidine-rich glycoprotein)
6 & OMEER 22 il @8 Bl U CRIEIS BB S L TV DR LEY O K (RAGE: receptor
for advanced glycation end-products) ® #[iEM 53 7-fi Td % (sSRAGE: soluble form of RAGE)
\Z2W T, CTEPH O HEINRE (mPAP: mean pulmonary arterial pressure) %542 & 4
LEIEENE L, IRERICHERGEZ R LICERNZ BT 5 IRERT# O BN EENZ DUV TR
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] (L o Z — I8 BRARNEL T 2011 4 2 A DIRRICARNIZEICRIETEV 72 PH B3 486 £ o
26, HIZREO mPAP 7% 40mmHg P E O EAEF] T Y BE THEEEH O mPAP 7% 25mmHg A &
PR ICUGE L7z 408 4 & it L, CTEPH LS OJFRIC G IHES O FRAMEREIZEZ S 35 375 4
AL, BkHIICFE > 7= CTEPH 33 JEGIIZHWT, 1AEEI# o miEt o HRG & sRAGE %
ELISA MEIZ X W IE L7z, & 618, sl E LR E 33 Blic >\ T b Rk ImAE T o HRG &
sRAGE # & L7-.
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CTEPH O 5K 1 L ERRFREDFRAE & LC, Flin, PER], OHFREOM, mAEs 2 7 LRI
KFo> mPAP, OMfR¥K, (OMLE#ET, BNP, (LHSRED NYHA 733, (K, D408k, FhIEEGE, M
JEHBCRE/ I SR R, 6 43 AR T REMESE O MRAT B DV CRIEAf L 7.

(4) Im#E+F o HRG OE &

MAEH O HRG 1X ELISA VEIC L W E&E L. %79, HRG IZRRIZ2FUAN = — F Sz 96
VI TL— RS, TTr7, BER, BXO 1,000 EAR L@ E & CTEPH SERF o it
P TNVERM UL S, Pegikic, 47 fehie 8 HRG iRz 80 U TR s L
7o, WIC HRP A U7 R T ED U Z2IINL, BEE#%IC MB BEIRR 2 N2 TG S,
B AER IR 2 N 12 450 nm O WRILE 2 117 L7-.
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7o, Wiz et F o bhie b sRAGE filA 2N L, BERH L CHRPE#A L7 b7 E
DrERFMUTRIG S B2, &EIC, i TMB BRERE 22 TRG S8, RS EIRE %z
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7z. 51T, CTEPH JEFIOIGRATNIR T 215K % O Mg o HRG 1TAER LA 2R LT,
CTEPH JEFI OIBH B IR H # 123t LABICEMEZ R L), A a7 ~ v F o ZIEIC L D4
BB SA T A K R U T T CIIA B AR TR b o Tz,

&iZ, sRAGE I281F %5 CTEPH JEf & B # O BMEBIC OV CRHIiZ{T > 72, Z DR,
159EHTO CTEPH JERI O M4 @ sRAGE 13fEH & LV b AEICEME L R L. 51T, CTEPH
JEGI O sRAGE IZIRATI )T LIGHR% CHRICIKT L, 18##% O CTEPH JEH] &% E & O
WITAEEITRD N7,

—7J7, mPAP % CTEPH O FJE 00 IR IC BIfR - 5 & FERR A M AT — & & HRG 3 L 0'sRAGE
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%95 BEIRBFRIE D FIREMEZ L 0 BRI 2 72012, JEBIEZ 0 L TRk~ 7o ESEFE D
CTEPH JiE | °fE # ¢ CTEPH JEf D mPAP DKM AT — % ORERFHIZE I E Z b DK T
DFABMEIZ DWW TR 2 L EEDR 8 5.

VL EDOFNG, AR TIE mPAP 24545 & 3 2 EIEE Oy CTEPH B, HEH & & i
L il o HRG (3XfEA " L sSRAGE 3Rz "3 Z &, & 5|2 CTEPH 1A% OBHE 72
mPAP DU L0 AT OMK T & bEHH LR ULl o aRElEa B L7z, FIZ
HRG @ CTEPH JiE 6 TIE & D2 Iz 33 2 EHABNE, AREFE T TH LR R T
HY, BUERERERT CH 5.

A%, HRG & sRAGE %l & L= EDS CTEPH OJFHEIERRIC & D X 9 ICBH LT\ 5
BT Z EAMIFE SIS, &5, HRG & sRAGE [ZHAEE O\ CTEPH OiE#EIZ LY
T 5 MAEF 05y CTh D REMENRIE S V72 b O D, CTEPH JEF] O FEIEE DZALIZLE 5
WHERE DAL 72 & CTEPH DYRREIZALAC EAE L LIS D FER & DFIRIEIZ DN T H A% S BITH
FALTWSRERHD EEZ LS.
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