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O (BEMNCS)E 242t 29} WSsl= A2 ulw Wistact 2 23} duigs==8e J2nxcy
Hi&5 2202 5oz0lA| 7R | HoAlc ZAE LEILY HESH2 ASsielt (& 3 3%, 1045
OIlM 71%ix] iH| HbAle A= CHIEZRIZ2% —0,32%, S2IWKIE -0.14%%L 18] 0142] KEY A
7 wyEC JANRIC Soid (5%, 104% 42 408%, 47.0%)EL CUZAERT SoiZ (525,
104% 2121 35%, 4.3%)014 BIX(3] Woitk
23 DIIE“”E e 20| ZE61K §2 EX0N QoEE2tn 42Heor (SYLXIE) 4
29| £71 Y82 Hlust &Y U= A70N, 5270M] Zat (LOCF?)

254 Hipss torZeEas + EZan | 2eRc+ HEZ2G
fad W4 N o0t e
HbAle (%) 769

7|Mz| (FF -0.52 %

7|8z| i &fole -0.00¢ -052
S2nx|= + HEZET ] Zof (95% C) =01, 0.11)

@ LOCF; Last observation carried forward .

b 2T Y I X2 Hxt 5 15 0lYQ) 01F RFY EF0| Yol Ext

© 7IKRjol me} HEE HA M B

4 SYNXIE + HERE] ] HIHSY

e gggsry 7t gEgad

Ougagesls HEX2 (24 X), Aads HEXSY (25 A%) AESHEY HERS0 (£ 6
&%), HER20ID YO0} (T 7 HE), Dllﬂ“h-} AASHE (318 ’SE)OII 0t 48sis o,
247014 9% ol S2/K02 QOl5tAl HbAlc 242 LIEHSIEY (p ( 0

OugaZas HEZ2010] 27+ H&5 ARl HoATc A m.l— 1021—0|IA1E R/

& 4 fER20 tEgHoR B 20| SFolA| Y2 HAA CinZaE2H £t Y82 vlus
% iz A0, 24701X49] at (LOCFY)

WEZE

Rad wits orEaiz2 s 10mg o

N =135° N=13P
HoATc (%)
TR (@) %
718 the] Hole 08¢ 81
9jof | xfole 054 -030
95% C) (0.4, 030
Hoac { 7%l =3 ARHEXS HE (%)
7IREo s 23 406" %9

THEZ27 >1500mg/day
2 LOCF; Last observation carried forward, -TWIXIE =,
b E7] 947 % 13 0}49] 0[ZZ A2E B2 BE DX Y ABAR
¢ 7lxiAlol w2 BRE 24 A B2 (adjusted LS mean)
p-va:ue é 0.0001
pvalue
50183 (55 E 7 Bt WR)o= Helamo| AH5K| o2 #AlIA ClfZEiERne
%71 482 Hlust= YoF thx HPOA, 2450142 23t (LOCF?)

ladl (U= TE F7 HIZH E8) 271 4gewp

REY WiHe =227 10mg et
N = 1948 N = 193°

HbAlc (%)
I|Rz| (33 858 846
71| chel Kol -090 030
1o chl Ko 060"
(95% CI) (074, -0.45)
12 97 olad 8% (Uf
7IRx (3D 7% 73.96
71| chel &l -116 508
1o chl &0 -623*
(95% CI) (-884,-363)
Olapl 1 8BS 10% 014 Ziast MR 197 110
HI&(%)

8| OCF; Last observation carried forward
b ABLhRI] 15%= Olad HEQY: 50%E Sladst 1~050 218 SFUSIIE Wastn Y
E} Fx19] P2, 80%c DER20IAH HI5in Ion, 12%:= HER2DI MTHL oIS BBt
/3 in gy 2194 NEUNAIE 2 259 778 BoasiHE H8stn Ui,
¢ l='7I %t 3 18] 0149 05U 225 W2, DE FAY iy AU
47|xxlol o2t HYE FA T Y (ad usted LS mean)
°°l:1;E (&FY, 578, 7IM Qarl 28 8% 7i= A FeolE FPG 7120l R MEhARe of

p—value ( 0.0001

* pvalue  0.05 B B
& 6 MEF22E HEZ20I02 MY 20| SE5A| 2 SlolM Cu2e|E2%e] 27 HES |
3 9ok iZ A0, 2450142 23t (LOCF)

NEZHEHIERZ2TP

REY WiHe o222 10mg At

N=113° N=1ig°
HoAlc (%)
7|Xz] (B 780 781
J|HX| | &tole -0.43 -0.02
et o] Kol -040°
(95% Cl) (-0.58, -0.23)

1 A|EF22E 100mg/day, 2 JIEE28 >1500mg/day
8 OCF; Last observation carried forward
bEy| 7 5 13 0[N0l 0|32 XBE W nE A Y AYA
¢ 7IK1KI0|I w3 BYE 24 5 B2 (adjusted LS mean)
* pvalue { 0.0001
7 HERZ20ln Mudesol2 ¥y £H0| 251K 42 AWM CiZRIE27o £71 HES Hl
mah ot tiE HnolM, 247 01Me]

8712 @Y 5 HEZ20 £of IS Yo o o] o RofF 22} 64.0% L 69.4%
b " 7IRAlol et ERE A A 32 (ad]usted LS mean)
*p vlalue {0.001
EHIF‘EI“E"' 10mgg MEZ20I 0= HEZ20I3} AELZHE TE ARUOa0} T AAIEE
EE Qseld 27148 Soids o Siof ojli| SA&oz Sols 38 Al HR AR, of &t
£ B0]  22E 10452 omE AE Ui SXEYT
EHIF‘EIEELI €GFR 45~60mL/min/1.73n?0! Bt BXIE 4o SIHEH HT0A 0| 24% Al
H 22 gzl 9loF 0| -0.27mmol/L (-4.87mg/dl) U CiiZz/E=2 £0f -1.19mmol/L (-
ﬂ.geg%/duﬂ:}.

CiIiZaizar 10mog AESEED HEZ20 W0 57t WBHE 1) A% 202 BYe) 247t 24
0| Slsiolon 285 7HR] SAEII
chntaisalo] s ) Amol et s
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niZajzEHE SpRS 0 AEl U Al o s o] CurZeiEand Se Hoip] )
o 48lsiolct B $IXE N8 Fndiol 571502 54 271K 04 ABEA 8 X (5 55
O S 060K 01 o8 OIS, Thel B BN 8% 5 ol o) A A
171608 & A7) Rgto] ISlE! B 60742 (40.6%), AEE Hsto| YE BT 101868
‘{’% sosic 85eae cigelg=d 10mgS, 857838 goie Bale] wiaor Sejziol 5
ez siojpt 2elo) 37 S 6304 0] 3 OIS AN, B B9 BE 24 TS 119
H0[9i 22.4%= E 47Izio] 5 OIOP?&'El B HoAlcE 8.3%, B2 MZHXISE 32.1kg/m?0|

Ack

tojaztololAl 10.0%0| BAk= A=Hol Wo| Qloich, BF eGFRS 85.2ml/min/1.73meE 7.4%9]
#IXI= eGFR7} 60mL/min/1.73m? O|2H0I91D, 30.3%9] EXl= DIMYERILES (13 =0l of 330}
3;1:?' {UACRI7} 30mg/g O - 300mgfg Ol&H] £ ATIZRRILS (UACROI 300 mg/g Zao|

X T (98%)2 HolARIIA 15 01¥S| T XIZE 943t IS Sof W sl 82%= HE
E20| 41%E 123 43%= AEHLHORE A2 F0[3LT

BRI/ o 813%= °‘XI2 A FgteA Halx| T AXIQEIMRITR, 75.0%E AEIE 611%= T
AR 555%% OIALEL 52,6%E HIEIKICHH, 34.0%= ZAKILRTH, 22.0%E EOIXIEA OfkA]
105%= 2T 0fuH7} S0{ERICE

£ Az 23 A

CIfZ2/Z2E 10mgS AR B AlQ MZAM Tt 53y LiEz02 Mok Mgl 22
AZMMACE)S] =8 Bi7jt0] Cht Siot il IESAS USSIITHES p(0.001),

A|SHOR Olst o8l TE NS A% AT

I EEETr] 1omg2 st Eﬂ ‘é’ﬂ“‘-’.‘—?_l AEHOD OIf 918 T MHA T8 MO ool
el S1ef oH] 85 of (38 1), )

2+ QA0 it s =Mo||x1 él“’ﬂ_% Qlgh olel uryEol Qofst ZtAt X2 Gne) Aolol 7loist
gion| ASab] U8 NIAS SO o)} 4,

CHZAZZR10| SI9 ] X|2 o582 HOJAZIOIM| ABRA Tslo) 99 O 7|7} MRl 9
9f 2olglo| RS, 91F, 42 7l (eGFR) U AP 5 S 51942 % Fotol A B e
22 1, AmoE ol 8l Fr AlbEA Mg AR A & BuTiRe izt

ARZ bl BHRE (%)

91 ciy| chut22l@= 7
HR (95% CI) 0.83(0.73, 0.95)

0 6 12 18 24 30 36 42 48 54 60
PR Y £ 71T oHE)

x5
cimt2Elzeal 8582 8517 8415 8322 8224 8010 7970 7497 5445 1626

Fler 8578 8485 8387 8259 8127 8003 7880 7367 5362 1573
8%, 42 7 8 AJSHAVHOWA ch 87} 4 (atiens at risk)
Ngis

Mg gl gypier NN SHOR @ylHoln, QUIZASERZ H0IH XI4H eGFR 24, o
7| "'Qﬂ "N S B Al S| 280l A7IY) LAIES AANZIC, KIAE eGFR %I* 27|
s o AR 23 AT 5 M @010] AZI0] ZASIEIA XIE-'-‘ 71| Z0|7h LIEKRTE “":‘J“’:s“(xlé
H oGFR 44, 2] *"QE* Ei= A 2E A) Azizlx|e] Alzof cigt iti| chuiZalEETe] ¢f
HHl(HR)= 053 [95% CI 0.43, 066]0I%E+ ‘.’—-J““'h"-l 20| el gixjol chef CuSz|E2NS
X4y dlns (UACR 30mg/g ZajoZo| M2 HIHS ok thh| ZA{SfEIHIHR) 0.79 [95%
Cl 072, 0.87IA7 Al zo] Walo| /o ’*XH)IIA‘I-I AfUReLS Aie Yol Of
nZalEER0N o 37 LiEtkct (SIEHIHR) 182 [95% CI 151, 2.201
3 Hg'ﬂﬁa‘l’”‘*ﬁ =
WEGEER]
O Loy : OnZe|Zazi2 24710 Woty Alglo]A BIhE off S2MT DjRA Ei= HE0]4
é— S=ofx] YSIr), DFoAO[HY A7 222 A50lA 5, 15 40mg/kg/d, ARAIA 2, 10
20 m F?/kg/‘HOI‘,!i"EH HENA A7 8L g2 D= 05,2 10mg/kg/2 0L N1RA0|4
51 822 12 10mge] Z|eIAARSAMRHDIIA Sl AUC oF 7240 (3) % 105
HII(""A)—I AUC k& bhoof siaI9IT], AE0TMO] AUC B2 MRHDUNE] 918 AUCS &
1316 %) 2 186HH(RIZNHLL,
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k) MRHDOIIkl-I ol L=59| 21008 0[N0l sTfets E0lM HES Ciyoz Unjst
A8 T DNA 7 ABISOIA in vivo 2712) SA5] O] T S40/%(T) 0| ABISE 3
Hﬁ‘ﬂoﬂP* E%%élgollﬁﬁ‘g Azio] gick= FolA, chEIE2 0] Aol gt fF =4

@ MASTO : AE0| TSt AL B X7] WO E ABOIY, 15, 75, T= 300/210mg/kg/‘£-l E}
L3232 2200 -roiof%L(SOOmg/kg/% 82 49 % 210m a/kg%i 4d), 3, 18,
£ 75mi f/kg/?é 22 A0l =oiaigich CuSeZRN2 Sofd FHAN -r’1 E“

U3 B0|, A5 E= £7| o} Wet %J— DIKIXI [l (& BAE A3 ozlolA
MRHD—I 1708 B Oft 2 998 by). SIX[E 300/210mg/kg/LolM, B o "3'-” 30| Hat
Hx 924 U BX] 47 250N HEEHOR HRASI B} A= Toir)
IUI%A 0j27lo] off A=0) A =ofsfe A Al 2| U 4c(Nzle] Aauda H
slof 9 271 3 3710l sigats ZIzhol ZEECR A0 lzéﬂ" e 54 A8 gl Hi
] *'Zt'é 3 IS BI1A7|= A Heo| ol ofFl 529 Eé!AIEiOIIM ooEeEEg
o £4 & 215 =i o2l A=l QOYNIR| 1, 15, S 75m o/kg/29| BHOR SOEQIS
0 BE =of B2l NOHY U Ak Bro| waslec) 7 ‘;-J° S0IX2] M7iol cst i
&2 MRHDS] 15tH Ol40(%ict, of2f3t BE Hak= Sa el My Mol 371 mE oA
20loz Byl Ay tirfsh TiEl0 Yirt. O SEUA BEE NS ST Aup §¥ o1
g7t0] 3)27|7t SO A5 HME(R| YU,
© Z714E50) : S48 SYF0] W diEt Uoo| AN 2 HE= U 6UAHE S &
21 WHR| 2%E(1, 15, E= 75m?/k g/d)2 SOl M7l A3 41t AR5 Salol ZEEC
2 E:EEI%E} (@a3 Aol [II ouEegzgl) gEe Btsh| HF_' ”‘E—I Gi7p 2R
Ct) 76mg/kg/del S&oin] W M7le| CluRIZ2Zl &2 [MRHDOIA OId #:l19] Ziz

14158 % 1376H0] 3“%*)01_IA1”'0I_?_ S, 02 ofnjo) O AR F20M AP &7 Ay &

2 Ajzio] F71Eo| ChA| Bhd 1 psol, =7pE0l dg 242 San sl AH77IEI #3 200

HBERLD 0742 15mg/kg/Y ol B2(MAIS] e [MRHDAIA QIX| +X[19] 20t) 0fAo]

A BHERCL). ZH SHE 75mg/kg/UOIA FMEIZON £ £710] STt HO[AHQ YA

A a0l et SN FTHBNOAELR! 1mg/kg/U2 [MRHDOIA SIAl 4X(19f

of 19efolof | Al Al SjEi,

%Ee Sojo] e 7Pl HIEHO} TAEOl CHISRIESEIS 2 59| iREle| ZRE 7]

Ziol afFsi= ZH2i0] E0i=Ioict, EolA FoiE ofE 8320, 60 =2 180 mg/kg/UME 2

A ZS W =40| BEE(X| Yolck 180mg/kg/US MRHDS] o 11916He) "WE:EOII sHgsich

Yol LU= 75m /k 72io] S2HMRHDE! S 1441H)7X] HOIKIALY 22 &7jsi

S LIERX] 29kCt 150mg/kg 12%’([MRHDOIIM ol -rKI]—l Qf 23445||)0|IA1 oy 2 g2s
‘}JOI o Eoic), ZA| =M2 AUE, O AN A5 A HF U SA Ao A4S Frrm
PE] E‘S° bi—Efo} KIAIE EI|0} 7/8'W 22 to] Ao "7l oy AE ZAS Z#C) J1Y
2 : % Mg %%‘ Y g2 3 Z20[0}, H0|= 32 Tt ZAS,

© 52 =48 : %Eﬁ} Jholl cigt £ e 20 S48 AolA EE (ER0 HFSR kb LT

9 efaisFoe f7)E F7i0] ftE o= HHERloH, HF %.”‘ YEE A3 3718 24, N

2 AHE 571, HEY OIhﬂIE “olst Lot &|E BEEYIL, CuFaE=se dEiA

25m§;/kg/‘.’é(MRHDO|IA1-I ol 29| 346 b OpRolalel S A 7 A7 Sofgldie

h0lA| 120mg/kg/UMRHDOIA 1| Z9| 3200 Y O1) olate] B0 o 12187t
Eo5i%iS ol ekyo| Skesigict E§ CligaER%Iel oE| £of AY Zal HES 9
4 N3 2ol MRHDOIIH rn22|82219 Fof & oli=l= 24 dapagiifiozin 3-0-
glucuronide k&2t ES57ILE 1 0149 =& AF(AUCIIM dapaglifiozin 3-O-glucuronide
A7} §éIEI%E} %EOIIH 7K a0 v 4 AA01 ofHE 371 & A% IS8

(B 24 2719 B)= 52 3 HlojNar BETIOTHMRHDOIA S| -B0] ZASE ol

2100t 0I’él) MRHDOLKIS] @8] L& Cht| 32006 02l E:E HII-rOII EEBIAB0E Bty

1hEze] ol chit Aigold 8% Ast £ B 7] S42 Al

u||$n AR

OB | ok A0l HE(SOF 72t 104 5) 2 TISA(ESY 7zt of oIk 212 &)

900m kg /‘.’é % 1500mg/kg/U7IA] SH=/9lc), 0| BHSS AEEHH Hlmo| :‘71ol"21= o2

A}n' 829 2000mge] ¢ 4 HIIOIEP DIIL“'-I ol ofst 274= 2R E=
°"‘ 0p2A REOIA WASIK] QUL °Ah>}7il 7 HE0 A HEZ20I9 “'°'§-l e #

’QEJXI ‘.’ME} T3 900mg/kg/e 2 EoiE ?:P* HEOA 24 71 X123 839 PME0 5

7Heied
®w"*5§ 29| MEAY AuA IIII_’L"LI S0l BY 7542 ATk Ames AIE(S.
phlmurlum) SR EAAH0| Alei(ﬂf-?-* BIZ NE), E= S 01 AR %I“-T‘) 4
li oo AY A éd EE* 240[!

QY.+ HEY 2e52 kq/%-l 1%, T HEHES JIZOR Ay 580l o U3
E0fIg 1 0] 0] -HI %J— 7] 4T,

@ EE=RIS 2} 600mg/kg/d o 8FOZ UE U ETOIA 0IA| H7[EA0| YSLE Of= 2t
7 HE 2 E7j0|M JHIEDW Hjmof 75t 2000mgel Ej A% AR 9%’-4 9? 24 & 6 e
&2 LU}, Bt 5 52 HEZag fF 58 ‘"’"‘ S Q55

4) -l°*a.L{§AI‘.’=1 geeT

A|""3f Elﬂl:‘“'ﬂ%*@0/500"'EJJ§|[@5)U1|E|7|'='EIOH-I-} X9 TR AUHEI0/500%2 13 Bt=
OAERITH7 RIS 2x2 AAEIOR 2t 134 2205t BolojA] S=iA H5] Z7E0isio 3489]
85 ou3elgans S5 2 Elaa7I82R(AUCT Cmax)E Z101%ci0| EARZICIHE
I, BEx| &19] 90% M=im2Ho] log0. 801K log 1.25 Ol MSEzoz SRS USSR,
2z Hagrts HagrEs
= AUCo-agnr Crax

{9 hefml) g/l Tma{hr) tefhr)
AR AYBI0/5002e 1 42314930 16.6£21.2

@

1.00
2| oo ey o5y | S50
o | PR 00022 T 100
NEe [=pCpizp] 4344+101.2 119.2£20.9 (050~200) 9871381
90% NP Tog Tog B} _
(71 log 0.8~Iog 1.25) 1.0016~1.0471 | 0.9688~1.0800

{AUC, Crex, tir2 ; Bttt BZEMRL, Tnex ; SYZUES), n=34)

AUCH: FUAZEE XERSET BFAT iRle] BEEE-AZTs Y
Crax : HUREEE

Trax: SDUFZE ZHAZ

te IE &4 Hi2l7|

" HEIISSXIE 2OMHH Ta) Y W0%NETH

L}, fEZ=20
AR} CHTIZOIA10/50022 T Rsmici7 R i0lat LS} A0 NR0/500LE T8 B2
OAERIHUF RIS 2x2 IANHOE 2 14 2z oD B2 U Mg Al Hi3] Fe=ols)
o 4322 3 208(A%)0] B3 olEE=tlg Sx Za, HEBIBEAAUC CnaxB 2
THIS0] EANEISIRIS 1, BEx| Re| 90% MBIl log 0801 log 125 O[UEA el
qeio= 5588 Uaohll

e Hu e HIEE
AUCo-48nr Crnax
{ng - hr/mL) {ng/mL) Tradr) el
o | HRRAUTI0/50042 1Y " + 400 +
xef (RO 3534+766 5354+169.2 2.00~600) 10124771
sjor | CHFEAAMEI0/50022) 23 400
N e s | sweas | A | amiess
90% A=z log log - -
(71E: log 0.8~log 1.25) 1,0313~1.1565 | 1.0184~11934

(AUCY, Cmax, ti2 ; BELEBETAL Tnax ; SYZUHH), n=34)

AUC: : RSAZRE HFBSST YRAZ HRlY BEST-MZTHEHE
Crax: #{U8SET

Tnax: HIHZEE ZYMZ

tire Y AN B7|

* e RExiE 22U BRK Ao Q%7

A
28 AUW;IIL'%‘?@% — HIWIEE
r
{ng - hr/mL) (ng/mL) Tradr) telhn)

TEQAHHI0/50022( 13 6.00
txef W[?.Eﬂl'ﬁﬂﬂﬂlilﬁ)] 5693+1482 | 4979+1014 (4001000} 554073

T4 F10/50022 13 500
Ayor| = [RPERIz20) 5694+1463 5296+104.2 (400~800) 755594

90% ATt log log _ -

(71E: log 0.8~log 1.25) 0.8232~1,0890 | 1.0211~11093

(AUC, Crmax, iz ; BRI EETR, Trax ; SURHHS), n-20)

AUCH: ROAZIRE HBBFST FYAT IR0 BF5T-AZEN6HA
Crax : HU8ZEC

Trex: HDESEE ZHAZH

ti : HE AY Hy|

HEE740 + HETEY *slmgigmaiE Z198s B34 Ao wwiaz
Rag ikt R tong i 10l R DI e i B 002E T80 et A S S o= e
HoAlc (%) (LRVP - - RO I HESIZES.
7|5z (3 808 824 [R{ZHH] 71287|, A2 (1~30°C)lM E2
7138 ol Aol 0 Y
540 | Hof 06" e, e
(95% Cl} (-0.89, -0.49) [22|F5]] 2AF(02)2021-9300, AH|RHAVEHAL:080-023-1897(= ARt @ BHE)
HoAfc ¢ 70 EF8 ATEHARE] UE (HzolzlRf) SelofEi), B5%e 554 SFAE12 167
{ehoceR (8l 2= XF) R0ICI7 210k 2071 2| ek HlorReuass
21 o 23 a8 i

TAIE OiyRL M3 0j Hoj= 85E0 HEZ=0I 12 1500 mg OlAfa MEHL0re] Hrh Loy
SF (1Y 2of SFo| Zut 0[40|0jof &)

aLiy| o 3 18] Ollo] ol5UA A2 W2 2E A Y M-

b A5 HIE =3 (LRM; Longitudinal repeated measures)

© 7[Rl L2t BYE B4 AE BE {adjusted LS mean)

d ? LOCF: Last observation caried forward, 7AIAlZ H X2
* pvalue { 0,0001

I 8 AMZEEz HEZaIos Hy ZH0| 25K Y2 BN CiZRIERTI0 F7t HES Hl

w8 Yo CiE AR0IA, 245004 2t

ANZEE" + DjEZEEP

fad yles tizz[E2% 10mg oot

N = 1602 N = 1602
Hbale (%) (LRMP
7|Hx| (B 824
7\RR| el Kol -082 816
9jo} o] xtofe -072* 010
(95% Cl) 091, -059)
HoAle { 701 SEit AMCHARIO] HIE{%)
J|RE] ol = 380 124

1 MAZEE 5mg/day, 2 HEE2D! >1500mg/day
2 29 hy H XIS &5t 5 13 oj4e| ofF wié‘l E70| UNE 8t
b AN g 5’5 {LRM; Longitudinal repeated measures), 7HXIZ M X2
¢ 7IK1KI0|I Tz} 9RE 54 FE B (adjusted LS mean)
alue ( 0.0001
853 '*"EJUH 3A7| (eGFR 45~60 mL/min/1.73m 2 ) &zt
i 2aga:

eGFRO| 45~60 mL/minA.73m? Ol Skx BRG] BHEE A0)A|, 71Z aHOR HY RHO| SH8HA|
%o #ixhl cluiZaiEanl £7) S0i0] 9aNE Bl ClaaiEasie gof ol & oo 22
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