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COEICI ) ME & o 2Tk, fHERmBEICAR X 7 7 ¥ —¥E Hypophosphatasia (HPP) OB IB2SAREL, &
EFREZERBE SN2 ETH L. YHBAARATIEZZORBOBETHTIIITbR TV o/, ZZTT VA
YERAT7 75—+ (LLFALP) OfMXEZEDTHMRMLTAD L, ALP L WIHEERIIDWVWT, o Tnini
MENWZ LIZRADhENT. ALP L W IEHIRE 2 SFETHH->Twb, LALARBORTHED NS RV &I
FLERIE NIz, F, TRETHNV Y AHOFEEZ L TNT, AT oA - ) YRBHIERT S ALP 12
OWTERA LTI L7228 X o0 Ilhozhd L., ZOWMEEHRITAZEICRS720 9 —DDEN
X, ZOE-BIIOWTHET L L, ERNNDLSEEFHITOKED 72 SAFELNLZLETHSL., £ TTYH
BTN TE LTI D o720 T, ALPEIETICHLTIIHGDE ZATRL LR, RDLHDLIFITE
W R otz T)hoTHhbE, HEDZBIETHRAETIIHELST, 3IPL ALPIZOWTHRLZL &Y,
SHETHRITTEALZEILLS.

AIREDRFHE

AU BT, RO AL 2 BERS T Z 5. AJIKAL mineralization & IZMNAEECTH L a3 T7 -7 o~
DONA FaFR T 787 4~ (Can(PO)s(OH).) #EMDIEETH 5. HRIKEMILRE ML 05BN e L &
IENBEE40~300 nm OREICFAE NIRRT 7 3L, ZO/MMIOWNERTHIKILA BB S b, BE/MINT
BIEENDHNA FRF U787 4 MERTIE, AV YT AR MUBEO7 A F v v - Fr A MICE VAT h
) VBOMIERIIED ) VIREOSRICE A U VBIIEOF MY A/ VEBRERAICL > THIMD AT
L., VYBANY T ARBENSEAL, BREEZBZ LN FaXd 787 4 MESRPEER S NS, 62 BRI
/Mo NPP1 (nucleotide pyrophosphatase phosphodiesterase 1) & MMRIESFREIT VA ) FA T 7 5 —¥
(TNAP), BIUHMIEEO Y 1) iRk ANKH 2 EZE TH 5. NPPLIZ ATP O RICE D g FaF o 78
A MNEROMEDE Th LMY 0 ) Y BR2 G145, Mlalo o) v EikAR ANKH b #filust~otay
VEREBR T A, — TNAP XY O ) YERZ KGR L CHEMEY VB2 IR 5. 2F ) TNAPIEINA Fu®
T8 A4 NOMEWEERTLHEEBIINA FaF 785 4 MEBOMEZRMET 2 v, AIRKILOPIHE
FEICBW T EbO THELRFEE LRI L TWD, MMIFHITER S oA Fax o 78% 4 MIEMES T 5
27— URMERNCIEE L, 37— YEAIKILICRIT L TRIKIED T 5. L7228-> T, 20 3 HOWEENIH
FRDBHIRALDMEIZLIT, TORRLE LTOMEY VIREMHEE D) VROUPEETHY, ZONT ¥ AHH
Na EAKIEDEENET 5.

bivb U EE /N %2 5528 e S0 5 ik ZiE L, 7a 74— Az ro 72 8Tk, &
BB ARALZFE L v — R R T En s 2 L2 ML, ik L 72288/ NMEo A TH AIRILEEE
FEHIZ L > THIKIEPERTE S 2 L 2R L7,

TFIWHUKRZRT 7 R2—E

t o ALP X4 S 0, HERIEIFRE (TNAP 30/ 8/88), /N, ER, Amiai (F7:35%
KAL) 23 5. TNAP ISHIFRIC X D B 20842 b DO CTX T2 2 &25CE, M ALP I3FR#~——-& L
THWHNS., TNAP IZAKALDIFA, MM BNTE Y IV B O Y ARICEETH S, MITISEET S
Y I VB OEBMY ) F34u 5.9 YERIE, ) VBPBRESN LW EARMICASL ZENTELVDT,
TNAP 2K U TR A Y, fIATE Y FEHLY VIRICTHAIEENS. € F34 0 VRIS
NI THD GABA (y- 7 X JFER) SIS ETH S, GABA I VY I VBOBLIBIZE h EF 525 Y FFy
V) YEREZ ORULRDRIR G FIEE U CEERIGEEICUEATH 5.

4FED ALP 3 ZFNENBEAR LEETICE D a—F&hb, TNAP # 2— F¥ 558z T (ALPL) & 1 FHtaihim
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Wiz fri L (1p36.1-34), 12027V »hbil), RS Y023 —-F5T501E2~12227 Y v ThHbH. #Mik
BEMo 3FEO ALP #5713 2 Ttk BRICZ 9 A7 — %% LTHEIEL (2q34-37), FREho#isz-135 L,
Nz bk, TXRTCHBI—F4 Y7LV v Thb. ALPL O 7T OE— ¥ —4HIHI21E TATA box, Spl
AL H B8, BEREHE LTE Y IV AIRERYEZNTLHHD%, FI—FRNAIZLLZZEY 24T 4 v
7 RFEMIBHS LT E .

TNAP & FMRFFER ALP 7 3 7 WAL 60% 30 25—33 5. T/, 3WLvAMEIFPLTwb EE 2
SNTWVAA, b+ TNAP @ 3RITHE X MAN T v, BfEOL A,  F PLAPR T v b+ IAP 125D
WhevIalb—a rEfTo TERTMND Y VX7 BREEIIRIZTTHEEZEZELE LA, TNAPIZE/ v —D4T
B/AH 80 kDa TH Y, FE2®MAL LTHEENEEL LD, BENMEORBIIIEREA 4+ v 0BT, HEd.O )
WA 2 AT OMEE AL, 1 AT 72Ty MEGIME 2. #NV Ty MEGRM O FAL, WL
A2 T2 ARG ERLE, B v ARG ERNE, B X O crown domain & X XN A WHFLIE ALP (ER B0 2 30000, Th
EHEEOMEFHCLETH Y, INHOWMOERIIEESR HPP % 3723, TNAP IZHINEN TOERIFIZIZST-&2
66 kDa TH % 2%, /MR THESIBHiZ 2, TV IHEZRTHIMNIESN S, FHEEC C RKmA ) S h,
WAL E ORI ZY) QI NVEKRRAT 7 FINA 2 b= (GPD) 7 v h—2IKEENT, HEEO MEIZE S >3
J7EHELTRET S, L7zh> T ALP i3OI OEEEE (ectoenzyme) & L THERET 5.

BRRT7 752 —+HIE

TNAP OEERRIRIC X 0 495 5 2 BHKFR 2 7 7 # — ¥ Hypophosphatasia (HPP) T®» 0, KK
W EHRERE R L, FEFREEROBERE DS 6 AN SN A, HPP OFREOERITAHIKILEETH Y,
EREMTIIMEEEARIC L B PREEICLDVBIEL 2 5. $2FNTIEDH 5, KN GABA O ICRKT %5 ¥
U RF Y VARG PRSI A SN D, ix b BIE 2 # B )5 % Odontohypophosphatasia Tl 7Lk O R L& 23 FIEIK T
R PRIGEETH 5. HPP OEAERE & TNAP ORI IIBED D 575, KI & BRI OB IZEac
FHM I TOR Y, L2LERLZE 512, TNAP 7 ¥ 87 B ol EEE L 0% RIE ALP BERIGEOK
Tx 726 LEFERE % 5. HPP OMZERITELAERSETH 205, BRER TR EREAREEEEDHRE SN T
W5, FRA-FKRANTREAMPRZ >0 HMEINTBY, E20OBETRIET AT 4 v 7 KT OH5
DM SN T2,

Db IVLEIETERD S AIKALEE 2 W3 2 @i 2 LC, in vitro TORKILT v £ 1 47\, HPP BEHEREE
EOMBZHE L7z, HPP BB OL IIHEAENTUEAKRTH ), —D D ALPL #{ZTF AR 5721 TIELRBIAIZ
HERIT & s, il 4 DA R ) severe allele 2> moderate allele 201, 28 % & DFHANT & — 2GR
WAL, BEREEEAKILT v A4 2479 & CTHNTE 5.

HPP O{H#IL 2015 FEDT A7 4 5 —X - TU7 7 OFBWIZ L Y BIIICEL L7, 2oL, CRumzREL
THELL7z) 2> ¥ v b TNAP % IgGFc & 7 A8 F VR 10 BRAICHA L, IgGFe IC X WA RS ITL,
TANRTGFVBIZEDNA FaF T 7857 4 MIEAIMEZ #7728, BERBREZ TS L. EEMOFENR L
BT, fiv & BHREIEROMEIMOE, BERIKRICESTREGHLEN LI TV,

ErHERRIE

FIKALDIHIN T TdH 5 NPP1 % ANKH D& iR TIE, BFE 20K X ) BIER R 2Tk b
HAF 5. TNAP OB PEEEI I T b BEA KA AT 5. FRICHELE % 5 0B EREF (CKD) 12fE)
CKD-MBD (18 PEEEmIZAED & I 2 7 WVIRHERY) ThoH. ZURHERIFIRIRERE TR IC X 0 &Y ¥ ME 25 8
5 &, KIME OB M 2 5 SRR I R b S8, FEmME TNAP 2 58813 2 S8/ e % 3
L, "M FaFxFo 788 4 MeiEhEd 5, PEOEELMBAIEEIE LT ZAF 2 Th P, FEHoRE it
WITAFVIIWRL, 20T =7 oAdRI Y, E/MMLE &b ICHARAIRALIEBL L 72 BOs 25k
%, ZOE)BERERITETN T ADERICKI L, BE ALP PO RIIOVWTHREFTLTwAE. F
72, HI L NV TIRPEBIEAIRIALHEEIC L ) 7 2 F 2 > @ upregulation ASEZ ) FHIKALZARZ LTL 52 L2
bt ipol.

YIS
DEDZ K OMENFBULETE TH Y, WisCEMTO D 0N, BRIICT LD EYEL T2,
N TOMFEEN TBMENIC 2 o 228, S5, RIS, € L THEROT 41005 DE#Z HIT 72w,
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Bronchiectasis

Yoshinobu Saito
Department of Pulmonary Medicine and Oncology, Graduate School of Medicine, Nippon Medical School

Abstract

Bronchiectasis is defined as the irreversible dilatation of the bronchi and is characterized
by chronic cough, sputum, and recurrent exacerbation due to airway infection. The
mechanisms underlying the dilatation of the bronchi have been explained as follows: chronic
infection causes airway inflammation and epithelial injury with mucociliary dysfunction,
resulting in persistent airway infection and inflammation that lead to airway wall destruction
and ectasia of the bronchi in a vicious cycle. Intriguingly, the pathogenesis of bronchiectasis
with rheumatoid arthritis (RA) or inflammatory bowel disease (IBD) has been interpreted in
terms of its autoimmune mechanisms in recent years. Bronchiectasis shows an abnormal
increase in the size of the bronchi and is easily identified by computed tomography. However,
the diagnosis requires further investigation, as the etiology of bronchiectasis is diverse, e.g.
post-infectious, immunodeficiency, mucociliary dysfunction, bronchial obstruction, allergic
bronchopulmonary aspergillosis, and inflammatory conditions, such as RA and IBD. Careful
investigation of these etiologies may aid in a precise diagnosis and the patient’ s management.
The care of patients with bronchiectasis involves physical therapies, pharmacological therapies,
and, in some instances, surgical therapy. In the past quarter-century, significant achievements
have been made in this field in the establishment of macrolide therapy for diffuse
panbronchiolitis and its application to the other conditions with bronchiectasis; however, the
treatment methods available for bronchiectasis are not yet satisfactory. Further clarification of
the pathogenesis and development of effective therapeutic procedures are needed.

(HARERRAREEMERS  2018; 14: 72-80)
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Development of Reperfusion Therapies and Exploration of Prospective Treatment Strategies beyond

this Modality to Manage Acute Ischemic Stroke
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Abstract

The ischemic penumbra is the region of the brain surrounding the ischemic core that
receives limited blood supply via collateral circulation. When the occluded artery is not
recanalized, the penumbra and the consequent neurological deficit worsen with time. Early
recanalization after intravenous thrombolysis with tissue-type plasminogen activator (tPA;
alteplase) improves dependence-free survival in patients with ischemic stroke. However, tPA is
effective primarily in patients presenting without major arterial occlusion. Arterial
recanalization and subsequent reperfusion with a stent retriever concomitant with the use of
tPA greatly improve clinical outcomes even in those with large artery occlusion. Several
randomized controlled trials have established the advantages of intra-arterial treatment in
patients with acute ischemic stroke showing anterior large vessel occlusion, and these
principles have been incorporated into clinical practice. However, some patients continue to
show poor outcomes even after successful recanalization, which may be secondary to
reperfusion injury. Inducing selective brain hypothermia by transarterial cooling may offer
effective neuroprotection and could serve as a prospective/potential treatment strategy worth
exploring for the management of reperfusion injury.

(HARRERR AR SSRGS 2018; 14: 81-89)

Key words: alteplase, endovascular thrombectomy, neuroprotection, hypothermia, transarterial
regional hypothermia
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