D s7uroleme
[EAH MSSEA ST Yol 114, 8%7 ]z%
(B8] 27/ SN BdS HOIZE2Y 1

DM M(OH AT
H=g YMYFRY SELYMO =LY

4(mm) 272 x 455

HyHs 20251 01€ 03

WS HHAX|50g

COLOR WK

NOiE &X| = 72 :35x 35 (mm)

M=) | REEE0Y LiE(pt)

6
6
02.2684.5421 (L{41252) 7

“SATHOIS AR

ol + EE2D
M:JIFEIEEI Ls:: zwmgh An2E2 25mg
o o7 sy - = =
oAzt ch| 1o 013 : 57* an N .
| - L , -079,-0.48) .
i i o 184 (-072,-042) l o1 HbATC (%) 829 842 -103
‘ : | kR Rt A @540) 199 HOLA2152) : 0% !
3 : : - —— 1 At A T HESiENE Ol B0 N 125 387 H0|A2tol Tht| k0|2 -0.58 041 *0-45(]*25)
] i ' o o] 77} A&/t % HHof H_E= A B | = l E
i B3 1 1 ‘ 19) OE':E‘ %gm e s ggﬁf‘m33;?3@'11:%}'&307;&3}[}, HOJAZIO! Hoke 7% O1A iRt At 1ok i Kfof2 (-081,-021) (
| i = - T S 32|of Cloto] StRfeL At B Hig D
i ‘ i \ c 7172, YAl ot wa 5 g0 2 HoATe 7% DSt 24 12 (975%0)
' ' H ! 2E G STe IHINZ, #7, B2 ojsiEe AZid Bi2s T T : - | .
' U | 25mm ! i 0L IHFRLH IT) B3 A S21 S M43 225 S Lo2 8T, th ot 1 LOCF; Last observation carried forward, 247AX|2 & X2 .
1 3 = : i St e o %ﬁg gi‘@'ﬁ 255100102 9119, B ol b Sfi‘ﬁema L o9 2o i s o] ot & 2% Btk 0[opg 204240 3 550 ff w5 B
\ _ ; ' 20 985 A= B4 01 220 D590 L 3|28 TH| EX 592 SHHTL BE o1 0 9] S0iE 30 5 ol et B2} 1 O Bt et 44 245 o 0 5 Z K20
‘ ) 1 -E I ‘ o e | S B 4o 3 02 P9 22, 48 o012 0] 99 S0fE 50 S 9 e 7 o D2 <0001 b P 580 51 4 28 S SO0 22K
; SEtH ; 26mm | 1 0] 92 50} o= Aol g2 o E‘f‘*’;wl 47 128 A2 2R 32 917 XSS e ¥zt <00001 CohH[Tst 1719 X128 43 o742 22Tl A.gam\ 8 (Cardiovascular outcome) A skl 2ySeAs He Tl e K 28 e e
; . ! | 0 $ic) 3125 7t Qisi= 29, 3 OH‘X;;;‘} 4428 Aot o, e KA 25mg 37482 %Elm‘ﬂlf'-;*twt); 2B 25mgel 371480 a4 ‘l*ura eas e OIS, 991 CJZ Al ENPA-REG OUTCOME %‘°M‘ﬂﬁﬁ T 2 A B s 2'347512’0/3' el
‘ . ‘ ‘ S e e 1ot} AT 32Z21 25mg2 19 18 501 A Hoklo 24 B g T ey =
! ml ! i EER L HER20I H=QHOZ HYTH [ 2 1043 A B0t oLt dniZel2 ey WEY R ER EE TS 27} Sojet A2 Z 2T (10mg % 4107 314(397!) S ARSIolTt, B B2 634, HF He ST oA o
‘ | ‘ ‘ sx18 510] 0[5t 817} QK| Q91T 83 410 7167 95 03012, 1047 SUHE o3 ZATPUERTE HE, 457] 2 ojeby| €9 : 2,342%, 919 2,333%)7t 501 01T 31A(ELY il ren kb
‘ ‘ ‘ e, : e e R th 4mg) 37183} bl & QAHOR o|n|9l= FPG ZATF LIE ] 25mg: 2,342%, 9/%: 2, #T19| 74%, Q12 £0] BRH= 48%, ELS: St 77%0[9(CH
i | | 23])2 Sl S0igta 1 24 7HY 42| oE e YES [ Q0i%00|(H4) YAHO: po= " " 201 £0f #7tE HA) 8219 74%, 0ls2 ik 7S e o
i a I‘E o olAlcl) i 1) st = 12 1)) 2} HE Z 2SN (1000mg 12 281)2 27 = %At 21240] st 417} ALAJEIOICH, ZZHTIZIE (2Ich dmg) Blsh o 2253 ZIMHRTHH|BH04% 1R 20} goj22jolof N BEE201 £0f 7= 1 173 me 3 178%, 30-d5mimin. WL o
1 dinZe|E27, HEZ20IEMS) st ﬁn@alfixil(ggn ﬁa}?ﬁﬂhwqxﬁmm AN Y E TR0 2200 f ;W‘og sop s, % SLBTIE A0 HIHRIZ R0 25mg 271482 2IHIEIE 27k8a ol B0-GOmimi73ne2 9= 52.2%, is_enom‘é»m;n;”ﬁ@;(m%)g| TSI TN,
i 0] ofof gt A ER S ATRRY ript ipie 4 xﬁl&ﬂ%%@ﬂolé’;\xl o4 H28 S BiTiS Cha) HOJAZICIONN ZASURLH76%), ZF(23%), YESHES FABFE] 86% 7t SEATRR|Chs)
‘ : | . = e g -KIEHR, 43%71 O], 77%7% AEKE], 86%7t SEAM:
ELEEEE o Rolo| e T 4 9l (LOCREHEAERZ] Ezn 0] 29lspir, QS Hef, 6557t HE-KIEH,
tA Ol aisty Asnig a5 BT + o0, B4 Y HEY9 oES 5 E2RIaH A Ko d =ax oo AECIALRI] OF 197} 2-OHR| QAL , o
IBAE R 3 Sl (1) ety Aot [Z2X2 EOIISY 224 0|HQ 0k BTE 5 H-Aept Aetd A4 QUL b AR B2 81 A AnZaE27 25mg HolxEfolq ArECRT) | e
olsiabiet il et 22 ol ol 22 g’iﬁfn) S e l'ili"h‘ﬂh}ﬁ}al‘i‘AE‘ELE‘%'—H\OIQPE’%%ﬁgufflj‘fﬁi%@dﬁ%rqi;M SEYWhes HZ2IEEH10mg 780 g EBIEEY) Eaised e ) e e
Olak Huc Q219012 P TIRE Okl = at0 Z0i0t 8 CECEREEN [Hol4 tolAfol ol sEe Ui 0/ Set RS E0{Z0] 2210] 3/ Cagn i
= o 2 E— . 127 NE %002/ BRESICE 29[ 123 0/ ¥ 9%(002)2 1S3 Q=0T
07 sy TN 11.54% (37332312, 9IS S| ot Q8 T ol i 502 8o BLEHE He Ant32{E2 25mg 071%(0.02)02 By et e i .
| m : ﬁhi i @ %T(;Ehygmgmcnon : S ; B oeeniomn) :HQ%) ;‘ﬂgg%\lgfgo.os%(o.ozi, e g0 ?9’%};&Eﬂ‘§w}xm ORI WACES HERA L, ;‘ﬁ}ﬁ}g’l
N : 16‘1% | o R S Hiesh Hote (%) 79 085 o O St 1 0 b ﬁ;(mge 201 702 Aol RO i
2 : 0% AR YA G2 e 7 ok sioas T 57, 257 W2 YT, 45 782 L A C12 Y HSET, Aalol(@ 0 EMPA 502 Koo, £ A o2 RN | gt 25mg S8 202 A L 45 e g
HEY(%) o 0% w2 T R0l 8 flesz Y HRE[X| %l ¥Y 2GS BLE A CE HjojA2tl(E) -0.66 2734 HIKEE $EZ50= Holg|ofrt £7 242 AnEE =5[0 Q2NS R [ 24 e 5 PH0| ALSIo(Ch o 2
gy 0% 243 A B ROl s Zne Tl TR 8F Ko BE - < La-;}g' gl ol Tht| xtof2 - (-0.79,-0.48) H HZ2, A o/ BiA H|TSAS ZZ8HT HESA0| 25EH QUNS HZ: = }; ook i o 7 g
FQ3 HEL(%) = s S o HRIE KX g (2) 458X Noe o ofot AEBATRR| UGT1A3, UGTIAS, % Hol2ete! -011(-0.20,-001) o chet HIZEH o3 hif 25 s 250t i1, X S A S4B 18 207
142 (124519) (24%) 168 S X R 28 AT TS5, 2 929 Ant2Z2 10| chet 53 A7} 92l 5-LEAR-2RALNEHA OATPIRI < | 0P d : Ry A2 2ANple G 22T, o
TjQelEIE+-HET 2D 8 165 I8 O EH|= ojgfod 0 02 989 dn2 2 olf] U ALZ(Z2Y 32 A 327t Q2! o uptake transporters) OAT3, SaHEEY e
165 24% I 2 7RI HERI o ISR S AH9](in vitro) K= o4 U A =TS T AL 2SR Ol B4 244 (human up 15 ATt - _— s
I } I Ioll N 8% 1.2% @ E*:'al‘aﬂ*’clljé“é.‘,t\?%‘.é?%%ﬁ%’r‘%ﬁ%%', HOIES A7| 249, KI5, Kot 5% G’Jn;g 3 UGT2B70] st %ﬁ%ﬁ;ﬁ?!ﬁﬁs}ﬁia AT22(Z27/2 P-glycoprotein % BCRP (breast canc " L0Ck st °bsffoviféh‘la ggg‘;{g{“"" m ﬁiﬂngﬁﬂlgwg
= | 2 2 oBeom) o5 9 B30 B ! o] Z0lL, OATIS! OCT29] 722 o) L A 2olaols sup i eBEER 2=00153 J21.MACES| £581
5 £ 240l o3 157 275 445, Frso 3 0ATP1B39 7[Z0lL, A SE-A17t BR(AUC)H 242 =0 ohs 9 T 0f31 -3t = 0 7
oial a4 Feu HE(%) 0% 2201 (1245.33) 1852 787) A IS 2 7o B ol g 5 Tits, pﬁmemg\ J/oc, N T3 i)t 8] S0 AZ2IELT S (Cmaje 552 B yEEHI e 0 £2°L e I : .
m - = 169 : E Spnaane Al A Rﬁmi SGPIL o2 7HxE)T| it} —— st wulu}g‘\aiist N Zm? )EM; :‘:J‘am‘ - . .
R 4 Olgdl %  361% ] " t 710 MAIE = % Z7fS{GICt, 0[2{3t 3t UAHOR ojn|9li 70 o §|on§ 0[0] 2247 UGT 529 QA9 Hee i, O/H S8 %8 K2 280/ Q= H2E & s 5718, 291 42 factorial design), 245 YA < %05 SO HoATCE 1
2.5/1000, 12.5/850, ' ojodAred 170 y 284%] S OfR[2ie, 22 Kt KZ 04, 7jot AE = 26%, 63% SI015C 02k IOl SE40| 243 9[810| 91002 0[] LeiFl I 27[E2H Cmaxdt AUCT 2 H G of s o voers o o
12.5/1000, (dntZ2|S2T, HIEESRHMA wa) 206%] 5.3% 19.57; // 7% 13%/13% ‘*'g‘;?xjxﬁluﬁu 3z 2204 SE el oieig, 22 0|, 52 omeiEEne| UoT 95 332 ;ﬁ‘;l‘ %ﬁﬁg} ‘o‘tjg S#70 e Y ol e ez ETE i‘ﬂ:(gs;’sjoi; ; 11000mg, 12.5/500mg 12.5/1000mg; 12 gﬁﬂfﬁg%jjﬁl-gm A2 m i e
HEY(%) 0%/ 0% : SHE, HB B A 25, Az S X (0AT32| 44412 in vitro) Ao, S x| Qoict 51 I3 OlAF EZ=0] 7|48 , Ta5fs0ams, e
s 0%/ 0% 24% N7 30p U ST, 719101, UBE 1785, Umm23(0AT3| EA9l(n vi Hi3t OO ojn|gl HOZ ZH3EN| ot} 2 2421 75% 35% STMAZCH Of2{3t e Ay Ex=dl e Lt 1 oo - )
m— = = . T e B it 92 +5%0 = 422228 Cmaxet AUCE 27 75%, 35% 3 BANZO0 o[zl K02 17 $4 B3 24 AJB ATHOC) (MHIZACHAR) <
| A .= 189 i st S £ 24 0| of 2 445 BHCHEMEOR W), ANZ2|ZER £7]48 QS HEQUD} bt 245 AlY £
00, 5/850, 5/500mg MDI Q182l+/-HEF 20 H8E 186 m BZ U ZY oY 925N Eft HE 2|ZmAoe] Haof st G} 32 270 cef UAEoZ 99| g ol 712 02 HEZ 201 AT 32 E2N A788 5
50,12.5/500, 5/1000, 188 41.3% | 57.7% Uz BT oo 85 PR TN UE A2 3Y g5 12 U 34 435K 55 ol 7402 7HEE[R) 49, QA 0l P-gp Mot Anf22 223 B 5, 912K|2280| gl X2 jito e :
12.5/1000, 12.5/850, N 398%511% O3 O L7, % £5 717 59|25 85 715 2850, HOE ojIfgl 02 213 o1 jetae] HROIR0 R0 AeISHED, Ol - || WMRIERALNG |z | ogzajzen | gezan - =
. 37.2% 1 58.0% - 05%/05% oy Relge | of olye i 5 €5 1 PSS ATF2Z2H LETE P-gp HOFHIQl YUY HE N - = o = :
; = . o P o3l £, QI2ERE, NEFZRE 2T, 41, 8 wany | 10mglad) | 25molgd) & | e £
02|13 - 0.5%/16% SUAHEYY 3 ¢i80| 9122 Ligkirt a0 21213t I[STo|A HET 2D Z2IZ|C, 1O22[EHE, Eigg 2L . ; : n : =1 :
SR AY HE FERE] Ant2AE12.5/50 731 HEL(%) 5% = &4 57} 0jATIREN ofdx Ho| | o328l 24 NER o 0} S22 E 2T OIS0 42311 BAOlA DIEE=A, S2pTEE IomaE AEH AL » o jemiind g
4 e 2125710002/ 73 °.¥11F="‘.!’§12.5/8550=!| 2 oAZ2Z2T(27) 125mg 1928152 919 78 2902 AEE=I0 SHEE (127610) “e*m)wniﬂ g Ani22IZ27 25mg ) %'Eftif;“;h}f';’;};j;fé@ SRS | MBS NHE O, HE3RY 2 %ﬂﬁg‘iﬁ?ﬁﬂ;ﬁa ';6” T — - . “Eiﬂl %;g :losom; ol 5
L} Zax|(H .5m( o 2 == | i L—,E_H:L‘r o ua_vfn_—»:‘ 1 ) e :
Ex Ant32223(27) 5mg ﬁgigiiﬁﬁgpﬁ)ﬁsoﬁg HEZ2TIZA(BP) 500mg - = a0 GOmEg o9 5mgbid) (25mg gd 5 125mg b gz B30, TR B A0 TR0 3EAE 8 485 2T 0 oﬁﬁéa&fﬁ{c\lﬂ e o2 it 83 A S Bl 27} 243 4 L) B4 2l TS AIIZ2ZEA0 S0/ Y 82 WA 30 [ 1E 10(:61 : o = = " * =0
gage | ot =i BP) 1000mg X2 01U, QUERH0AVBIE S bl 437 = 204 A4 Op AR Sl QU ZNE S MT D AW, e - e NZ ‘ ‘
Ex e s e es 2 439 DEENE AL S AR E ¢ At o4 drtzzzene 43 22 9 2152 Heol oufolp) 27} Hag o - QESHR| Q=rt dnZ2|Z 272 JGTIAY, 869 855 . T B ) 3
) S AR | S, S AR | 0] s N 07 05 02% VAR | g0 i 5 i 2 55 AMOM — H e e e o Hoatc (%) | [ [ w0 | s | 6k | 66 | 5 o 8 2 ® & &
— e . ; i 0::& 89, IS B ASIZEY, | g e s ol s o, i i) ol Zeigete 617 1. Tt A22IE2H /S 54913 98 5 HOAZ9I53) ! : 208 | 4% | - : 0 6 Month oo
et | (88A520038), S+4HE, ZMUEE 22 | I2UME20A NBIBIMIEE 2 JO[MSIFA SIC2AIRLMEROA (%) 0% Y TN J8Y 971715 T, = Sl shi2 IGTIAS, UGT1AQ, UGT2B72 AfefétR| k=L Wi2th, - 3 o 5 - . ‘ .k | 1380 W |
= = W R anes 8% | myoon 1z 3785t UGT1A3, UGT1AS, MERE2 518 70z KA, 2202 P-gp 7|2 %423 HoXEY HojAz ol | xj0f - Subjectsatris| o 1 1875 75 153 g
L Ieadasos, ted LHZ20A | 0|SAO[ARIFA S|CRA|ImRLAE: ZQst X8 (%) o 91 out xiof T3 35 038, 2 25 85, T=eHg=0g, . 0| 2AEl AEAONEL GIZ 2O AE invitro) A% 2215 242, N2 E2H2 P-gp o Bt et —HE % pece) 2% 2 " %51 2 &
3 334, SCENTZLMZROA | O[SH0MFA, = Faet HEd 3 1) (24%) = A R o T UGT isoforms0] 224l o S Mefetx| eCt. 4he(in vitro) AIE 225 2AZ, 242} 6%, 14% S71BIGICY, Of2{3t e oo T - | i
O[EAo[eRA, BIEE 45/50022/ 73 0] 91 0] EZ29 H2E0] (127619 (243 ATZRER (125mg) + S 471550, 2 2lg soE N2 714 C12E 2 %12 204 P-gZ Hefof| %=Lt 4 2 0T 2A19) AUC 3 Crax?t 212 6%, 14% & = P | - i |
3 EEY IEHEZH0 gl Bntols ET2D & An2[E2710/25mg B e 93, | MEYE 1¥YE AN274 085 AngeiE2ze 1|z 8% ToI [ 218 HEGS I C|ZAIY AUC B aliEtlz =l 0 : i -
A= 4Y5/8502118 REALK 241 500/1000mg e HET20) (500/1000mg) 12 231504 BEE N2 A HDt 195 tud TX|EE | RYULE L gtz fsr} olTZelZ 21 p-gp 71501 [20g HEE S o | .
AtE955/100082 78 o An22EET(24) 5mg HERZD o/ 13| E0f < HEGE, M8 A4, U 23, 81, AUEE 85 £2 202 ofyElC drzeisat o 12 01| 84 244 (human uptake =i 2omg 5 (-086, sop | -03ap | -048p i
HEY EWEY: AnZ2IE2A () Smg alzes ol 73 & T2 o ot zoj E5 9 H[ERID 24 ol 702 7HXE[R) Qoftt, 15 OATP1B3S 22 Ol §4 44 o foom | o A b
o il 2RIHMH(BP) 500mg 19423 £0f 680 A 3 B HUEE 83, HIER £ 9AHOR O|9ls 2402 7% QO3 = CO|A OAT3 OATPIBT 2 o ;
= = : = : ; oA = don= I3 Z27I2 UAHOR Q08 BEHs S AETIR2 912 7102 K o ol Placebo
sase m@ieﬁvgﬂg(em 1000mg ) } EW\QAMBIIiaw AHORNIE mrzewlAMB”ﬁ'”ﬂ‘l v 3 36, 10% Eﬁﬁ/‘mu,' A E, T4 I Oﬁf‘ﬂﬁﬁ;%h" = 4idl(n vﬂﬂ;ﬁ‘gﬁfm‘: | e Ofg 34 244 7/ga o ﬁ;ﬁiﬁﬂ;[@j:““;ﬁw N AUEE Y | o C‘l. B T '_Odgssg .......... l
Exaql 10, QU 0 | o s perEii== 5 6% 5 (0.01~0:1%D]2t £ 9 Ijot 2% Hof = o5 &7 i Tjx|M A transporters)2 o AT 20 3B =TS HETEY 2 A ’ o | . - .
] o ¢ RITEIEEA| | (88AB20007), 244HE RKet e 0.6% 0% 1] 9l mjet 2% & =8 81, all, 5t SIS (A0 AlKEl AR 017 AT A2l Z 4 olgte x| 2ol (108 (-056, b
i< v : s 3 2204 HeZEMIES 22 HEH(%) 0% £ 22ANzEER sHEX AL RS Ao MAE 4 QS0 UHROT QO[3 OB LIENLYK| UL} Th) Kol ! o -051° | -010) 159
SHHE MABITOICEN | (88A520021), 2 .,J’EA}L}EE 22 | I2UME20A HEZBMIER "N FreT 0% QEMEIHN AGE AT|EZ C2IOST S0 SH2| EX A EZ DZANBHEZ oz iz 0[izH| 2 278 T|F|9| st olAxoz © o o e P . 159 158 ) 157

g i 5 | dattine Eamroa A GEEAIRZLYEROA FQ3t K8 (%) e i Mo o o 2|S5,2HES, | Sof2l E5, MX 85, URCRAE B . BRt0| AlEE S| HAfs1oiA E0f3iCt, (95% Cl) 163 =

:Jv}dl IzEagzoL ‘d#i‘%ﬁ:ﬁfﬁi JEAE«;\AE»:IM SIcEAIRBaER0r | olcHohisn SESNERLY WEE0 9 3 Ea Ee] (12759) (243 = 110 SN | HE RN mﬁrl_g sHoise yuezedes {715 580| 57 £k 219 4 9J002 ¥R Honj= HYK I T2 Hrle] ek 528 B : st | it | o : : E

) St S|CEATRLAE: =cl e, Ex=0l = S 4%} D22 55, SHEE 2053, 4N 2 : A _ ‘ . 32 |

U= 22 10 27% il 521 21010t (1) T3 e H_Y o, S stAE 20/, TOEIT, 4 e ) ) g
5t Elojs] L2 EIM N 0.0% s ot 27] 20 Ao} 53, 21t of - Bei71% 122 SIS O I , - : : g
AN T2 20| 9li= TH7Mo| 930 E23t EtY LEDEY (% 0.9% " 09% LA, _,'LHZ' :o‘g nlE:llj{,' OHEY Yy 3N, i‘;°°} _‘Affozogﬂ g 4rdoaof o4, m\%ﬁlﬁl&“’E’“ [GEECEES R | :
[88] 223 HETR0IgME) 052 24 S Elof W2 g 0% S, g4 A9, o SHZ, ; ol&2IAH, MEofn| porigin i m
0“HgmZsmoogallu(gmgii%r’ “ETE:;’:;&;EEQO‘ s igﬁ ;fj;iloaqw — 0% e w Ha E@ 2aq B 22 Egg\bi‘i" EL\N:}%'(O’M]I\E\ 5), B-AEHH|(ZRI2HEE 5), MAO X, TRHHOMDIE, OJALIOFS, U2 B2 () st Eft S0l K2 A |s XY we 5
= s T . : o =5, " o 0 o —Te " o = VI 1 " 5| El &1 = s o o =
ﬂn}gwwasogaﬂ;(ﬁﬁ:}Ei;l' :’lﬂamgﬂg)qﬂ o oo XME} EE?" EEIT‘ ssgy ETMPA REG OUTCOME 2141917 (1245.25) T 242 “SIESIB NA M, 920 598, 900 B #2118 2Pl o |20/c, ZAHSEE UESER (AR A72 19 10F5IE 7[Et ol 2512 5 08202 12 23] ggg%,@é:?j;ﬂ A 24 TUCH(EAE 52) FAS(OC)H CHE MMRM 2801 112, 43 3
_L - - o ‘ - e - i d Measures)S A8t T 24 EH(E
= e e 5 2333 276% - 53 32 441 I8 HEE 27| Bl {22, DANZO, FERAEROIE, ® MMRWI(Mived Model Repeate 4
= e i . 28% HIEE MY LMY 5 23 a4, &, HIEE, & jmj =2, 2 b, LS| 24t 28 M 9o Agtel HpAleT} B3l is set FAS)0] Cief AN,
oimk2015/1000 Y2 13 (Ant2 B2, Dot 1-21410] Ol 3140] 9fe0| B2t EfI % b S oM ot o Ho LIZEIM, i KIOFEA 9, HLIEQ], ZAHE Ao 9j8iK0| Z71SiE}, K2 45TRY YR 3 HojAgtel S 004 24 Bl nys sl
A=A E27, HEZ20IGA) - 2t40] 9l 51 Elol L2 E(R s 27.9% 13% 52| gHaEATY EC VL R i : T i o
(A EE, Ao| 0BH0| E25 Efols UETEIY HEY(%) 4% Ciy/R-E k] X 5| C120 22 B0 24 932 £E b E
ekt E 20I0M) Fg-irptio] gto| 253 EL] o 14% &7l kit ” 2) 432 So| Ch2at 22 #E0N 34 T 2M2 BEEl 52 (observ a . 1)
(022|227 HEZ2UEME) 78 s 15% }EfiAr S22 ufxIE 20kt 229 17 ol 553 MESSE e o
S s i et st o 20 5s | m 28 238 23 o s e o e B L leren N ; Month m
5 of AN 9 RERHY BXHE FOflC HEY ¥Y < 70mljdL £= 1N 2Re 0l A4 B | L28 TEAUERE, saoy - 240 00| HQo 3 " S Ot A O] O OAIZY] syojadlol o g N ; ’
f 251 0 58 ST 5701 8 AL T sl LNESUNEUEE | SEMLRHEH 873 9m0| Espl g e o s e eazns o Jpp HE Okt il a8 el 2 Subjectsatisk mo om m o om W s
= EZ20Y B0 A 1 28 it & AR AR 0] Tt 32 N80 T e siote & 0 317} 2 XHE SIS 2 SO T3 bl - e L e 2 \Re| H e AR U9 £01E Seh 1A onM 13 | 56 L]
0|92 dni32iEEN HER20 ¥ 3 A8z Mato| S0l Sl Al 118 o Ay SO At " 4 20i2 47 BAS EUfE DRAHE NS B E iz T e = — - ) 4608 |
N - o H28 Yt SpE Ak Ledo 703 8%k 17 163 S0t il E=1000mg 12 28] £01) 28 S0i2 47, 2% A T Bao, FlE, - T (3) 222 BRI 2 A1 2715401 ICk 29C B X8RS 0[3% AN 2 CPA AR40} Bk (2, L3 00 S0jotT| i prash. Doz o0t S50 it 9N 3AZENY g £ (o2 WIZRIZ2T 10mg L 25mgY 4718 4 omom
20| 324 224%| 2 21 2 A8 J|HQY 8L £7]18% 5o s 2 28] 0) HEZ221(500mg £ 1000mg 18 KD S °© SUHYZ, MK U HRE cod B3 T, 20 SRS CENE K550l A 9110] 912 2102 I 0[S 0|2t IZE CHA| Ao 0] 012 E2fei tri Ol EEfI EAYY fET20l3 4ot 420 sk N P — — -
o o £ XIEE:%agm(ETM;‘;T:émﬁsi;ugmmg L A5 H B o ot Nz 2 :amw%ﬁ?ﬁ@@ﬁ%i&aﬁf\ﬁu\g@%ﬂ%ﬂlﬁ”‘ﬂ%%f“‘f[ﬂﬁﬁ;é&&meﬁéw 5 550 e b o st e A e B2 2 pear A 3 Sfeelvs e
12 UIR| Ok o0 2 3 22520(10mg £ 25mg 12 19] £0) £ HER2A 7 EGEloict, 45 - Fof 1o} 2le2fo]=: 23 S0l Sinio cht o] o1 of Bt 20| PEEIGOL, HAE AL, 0 0K Ere] Soie HE 3 OIHAS BIsP| SJ5t OB TR, 245 SIok-04Z R e EngE - . ,
= ET2012000mgS EX| G ook 2% A28 (10mg 22| g THEE E8HT7HE } A4S oY A BY BT, Jen ERLEEE = & e | : (95
B 0] An3e 228+ 2|2 5mg 158 F HiE| OO 94 NS, 9y thA B 32 2O7|X| Tt 22/%240|E9 AUCS Crart 2 Q0[0| EHBICIE A2 LIEL SR A4IZ0| GBI B 0I5t HoATc 7HM0| LIEFICHES). $12% Cht| 4 peay 31247 A8 2T OCF) Lk 22
i e m ¢ HEZ207[Haty Ang2E o oM gl e Z 4 OE K Mo HBIE UOT|x| fgitt. 2 712 0[2f A5 T29| UM Q00| EYsteiri= 42 SX0| QtSEtEH At{S0| GaiS e O 29t HoAlc 74 = 2t SEASOA 762 RIS/ 122 9]0t st 247 A3 ZBHLO!
28o[ct, 0] 94| 82 24 A 0193 (10l K2t 5% AT2ZER 0mg S0 389 NZZE oo BURZ HT o4F Xz MM o2 Zersi 5o 1ol AU e A2 0 A4S T8 o ' ot o= EEO{| 9t} 2 839 A ERAstT - 510 21015] HbAle U HZ 2AE HRAHUA 76 s s s
st b ks o 5 832 AN [E 27 5mg 19 22 (1% 3% 1 20N QAT ATHF2Z2H 10mg eI 75, Ta, SECs, WS 5o o2 SESHY 21} 240 AEEATt ol T2HD|C9| ASASRQ Lt i HEE HE a2 22% 85 AUC 247 QRS0 201l HpAle % S0 & 5[] O H28 S SR k22 S R0 £; 4687

. A LioHS TRistol Zmsic, S48 81T} 0] 92 BR4N= A A S22 N ZR|Z R 01 £210 10 An22(Z27 25mgE0RT YAZHM F =x) E0{20AE B o 29 Uz piER =S = ~& SH=4 £ CigE0iZ HERE0T FRA1|0 e 2019 $METE ZTIAT|H, B3 Cra2 2%, 8 T s SToap} 4R 0HOR SeTHI[ R G S .

e S e 0/ 298t A2 HUZ2E2N2mg (1432 g gaae EX2000f 37t ggoioz dnZalZ2n 9Jotat QAR 2|22 R E0{R0|MT Oty EE 45995 33) ° 20 (5) 22 A0|=: 24283 AZiofA el $ A9 QOMOl st glo| HEZ 2010 $RsEE 5 FAE|OjOn TEA0|Co| MR £ 6. HEZ201 HEHO0HHRRY BT} 49 0.74,099)*

% L0147 S 12 921i0| HRQMHOR AHst sy HH0| Q4813 2710l S T0| L8t A omfZelZ 74040 4z = R8O HlER 20l X B271 25mg 66% 319478%. 13t S st Anzeiz2 (8558528 Sof 99 Anmh (5 FHOIE: Z2ojck HER2019] A% HA89 o/Hol ¢ UC7H 22 31%8H12% ZHAE[Gion, 2 : i - o =
- HET2QICIS TR0 SOIE Z27110mg (12 S20 chot LipA0] 41t 27 2 int22[Z27 10mg 8.8%, AL22IS2% 25mg 6.6%, o] BT 910kt QABIIC, 9220 Hisf An22IZ C EPTE &d, 7205, Too CHe 248 LRt Z2M0iEe S 0} T4 E0i0| H[s) Z2H0|S2| C,m@ AUCTH 22 AN B3t 988 Hes o, (SHEA) B o— =

P — bam e 50 o TSI asad B S 7 LEOIHe] Q221 sl 45N T SU7lel NS 719 - S0 AN |Ex 2013 8 SoisHS 1, T & iy DICS HEE0! 32 1) ASHRY Het 988 B HEZ29 + 4 227 25m, MACE (22 T2t A, HX|3s 4224, !

TomgHET20I7|Z 28 2E10)7[E S2amER =010 i 58202 S0l 2(88% 210] 9l BTN Q20| Hlsh /%) E0{20A= I3X) U9ITH EE0Ie 922 ¢ 24 HeE, W A%AE, 845, R TPEE S15% ¥SARIC HEESD) FANFIC BHYROZ BE Z2013t Z2A0|CS Has et o 5 — - =

zapt Aot 102 Mgt Sitj= AN 22 22T /R 58 " Jo| ZOE}4,0] 2t Q20| 1] 0| 9l & " oloLt Ant2z|E2 25mg F0i20AE 1% 2 2o CCECL prre 0/, Moty e g0l s o1 FF 1247|2 32% 2ANZICH BHIHOR BE: e M s A ' - = -
igoT‘%ﬂgEJ1M%MWEEHQE§&%SLﬁﬁuag#ﬁm% . :Mofnsémfmi'ﬁf AN 822%0] Wit spioL eieE AT U, Afls e, te WE 215 ke qg;agmxé@ﬂ_‘ﬂiuwﬁl‘i‘ﬁlﬁ,‘%ﬁ 56020 CHOBS B2 358 20U oS5t i i ! 25 2 SEATEN) 197 (22)’ 2305) 087 (070,109
- EER (U S = = RS} | S LM | 9 T © . ES & M BE 1) LI a0l Zhafet X/ u 2 SIMNZICE Tract 121712 B0 B o " e : . |

— jee izl flERE eSS 6) g o4 5 B2 SIAICE T oo 124(0.92,1,

oo - Ao et e 412 27 SESoR <A o B B U U T #4330 5 T 2T ALCE 204394 S G2 ki e D 810 i - = :
é,"ﬂ%‘iée‘é&fﬁwﬁ)éasp s 522 S0P Siiol M 2 fmﬂ‘” ZL,;F'D‘ O Aj=ge ez e, @X?E%;ﬁ,‘@‘oﬁi”ﬁgg LI 22 M\ﬂ%”u'gj/)*&mf%o.oﬂ*t.m@u@a\gga OO U Sl 1 i e sios - § = %Mﬂ;‘g;m S Hngﬁﬁg @E k 815 w 0.77 = m(gyg) : 0‘68 (Oleoy m
0| %2HER29IY 2% i oL, B0 el 82 80 Ot Ol2fét 3R0i= 32 22sElS, haved, ¢ ATZ2IZ2T 25mg 39%, $191.3%) GHAIALE $iof Sy |, 2A A9 58 5§ o A, HEE E itz g < A = ‘ -2 . ﬂ : . 21 E
LR B TR L T T (ﬁnﬁaﬁfﬁﬁﬁﬁjﬂ;ﬂ';ﬁgjgww 35502 35 242 901} Jolof b6 A2 a: i‘fJx}L HIIFE, (e 2 FRED U DIE}Eggg;@NS‘#—%gL(gEBEI; lga;gnﬂﬁgnjpﬁo»m? o :lgljam)w . (?684 . Egﬂ@;ﬁmw : :
EAZC K07t K| 0L, A 2R £7H42QH02 glol| BlefH Ani2 EEEEER o ce AR (HEHHY S)o HE A HEZ201] of o eae s T : : =
ST N 15101 L7127t IE2010) 271 HRQH == 1212, 55 -0CT1 Y 2010] R EA T 0I5 2498 S = u | |
ammee sz, e o g 2 sioe gazer = I ——— He 7, e, Oﬂ;\{{’gx}g&;@g}/ ‘&mm) He 710 B2 P 2504 55 25 4 3 i o -OCTI S %;9:‘fil“;“'ﬁ;;'aﬁﬂfﬂa@m&gouﬁﬂr’éaw%%‘%*‘WE—’?—E”L R St 107 F075,-049 ( w afE2(Teatedse T9, 5 NBIS Bl 01 S0 2 1 20 RS A 2 2

30| AIoH SRt et 8 ZH2 U ; limin/173m?2l 8%t £= Al W[ER =Rl ol 2zZ2xl9| X2 i < amar) 30%, dneiEEn I, ol B 87 =lg, 83, HE2tA JHIRI(AEI!, ESE| 2|2, 2fE2ty, E 3, n | v : R
33;9‘ MIEEF_% shosty| nj2o| 25 &ﬁmﬂﬁflﬂﬂﬁﬁrgﬁ}é{h HEF20I| Al&’%%'%f’aﬁ sggé(;a:; H\n;gg ‘QEEE.;@E#— ETE}- Eu%;’ié—qilow W“ﬂﬂfﬁg@;ﬁ;iﬂf%wﬂ (ZW%)« Gl %iir e HEZ2 953 Mji Tw;\ A%E QQCEE;?L{J(AQLA. 91%2 ot 42 A| (IEEE A9 i 9 0] G2 5 4 92 o 5] 408 29| 22 ot (675% C) 216 2 w bﬁﬂ%ﬁ?&;ﬁmﬁﬁ:fﬂ% a;ﬂhmgg MEET H@gﬁ; ?H:;%ET_ g;fggz%; %Sﬁ&g i xl g\ E‘%Ef
% = 22 22 0 oM ALY 4 ULt Off3t & 9] 124 A|cH £04242 1000m A L} ORzHe ) Yz = Plokaa A 32iZ 27 S0t 012 QARG (HE g = A7 AOEE 52265, e~ =oo+/Too OfFH (32 RE, S2HfE!)or HE A HEE2 0Io| M 48491002 0| Hoj choto] £3] AR0) 2Rt 29 39 N . *MACE| 23H]0] et 254 of v 00498 0P Sl 9502% 2% A2
= = S : S : T 3 95H 495, 4471495 - OCT2, OCT1 SA| 4H{H(SeIZE[d, & 229 HEL20 85 527458 £ 9/00 0| F 42 Jaist Aol %01 S ChAt %3 E1p07| 20 2918 (signficance] 2 512 p2A00
SUER20 4 HE2 SOIZ ARSI 0| 402 £ofd 3,3, CIg Ao M| S0 A 5 R %) HoTSMESORINLE g oz A et 2 K g, TR, L TR wlee Hiros o 0] Cfgt AmaSEn BUA 5 R E [5z Jwgx e 200 024 o/2S e 201 SR HEISH 28 o P HELENY SFFES pefE a0 ofx H0IA2191 HoATc 754018 27 che . O ZRERVIHE0] ER iing hosptaizaton) "
ﬁ::‘wig.smll’;nﬁ%o 2Rt (At%:éelﬁg%&qif ;QMO‘ o1 2 SESHO0F B RIME 2 CiS B FOisiN 22 ot M EEAYERIRG, 437 |§9§f:?ﬁﬁ§?;ﬁ§gﬂg}% 25mg S04203%, %‘4‘;3 ﬁﬂﬁo" f}iii‘ﬁ; Jﬂ SIHMERA | syon aﬂu oo O xE ‘§°'§:E°° gfm ﬂggf &ﬁ{/glgxﬂ; BERaple| oas “52*,*ﬁﬁ;‘Eafi%ﬁéﬂms;\ms) oTjQe et A %‘1‘"1*‘5;'";;2;‘3;54 1;4&' it i &H E%gﬁeﬁmﬁg@% Esgﬁ %2 s
tlsE N . t7150| GakE 2 = N o] z2x i U07, & 2 = A0 2| A NS & T = Sz E3 oLt = = ER LN =3 28UE o' A|Lg| 2al ofste IS T N I8HO0 ofg} LA EHE 2 ST
DI0FCrCl < 45mmin &= 6GFR < 45mlimin/1 73 5012 Za) f; }ﬁfiiifﬁaﬁi OIS?SE\ 0[4f9] 8o 2 33 Het §82 & 4 9UCk 754 01 (0:1-1% Dfgt) 2279 237X Hoj — ;’j} Lx TS s Ml COX-II(CyC\O‘OX)’genilse) %@Srﬁa};msts) 0]z (csa\ FL0lH) 52 WisH S eYE £+ 01 7 1 LOCF: Las observaton carfed orwerd, 851 TAXIE 1 X2 EJPEEEG OU;C%ME Algmw B,

3 | GBI A a0 a2, O o ECh — Chy. 3, Ux e 4 I jotensin Il recep g s S ) ) ’ ‘ e |
P83) i %mf%‘?émg anZ2[Z7 25mg SO 1S SIS0 24 S 2530 T Hu f%‘ﬂ%‘i“ﬂlgg‘?am} 8 5012 29 Wls2 B 301 Zl.j,@,,m sgs e g, | 0% Lo S s B
Hﬁw S e e éﬂiﬂﬁnﬁgﬂéw%mg 01% 227, 529335 SO HE g g?LAfEfx\?m tht i %8 S0 oo, HET230y Eiﬁfﬁf;,ﬂ :}jo‘;ﬂ‘, 2tic ATdgADD 2T, del, 501 SEAH RALN TR Bt orE U K o sxo2 e 14 8 R0 Io) 240 71, M 1 @ (A4 A )

o 2 L St ' : = == o =70 o ° - st e 38 o 'xo Y ChiA ) BOIS _ OfM ey AEQ 5 o = [ HH K 3 =1 20 S/1 TS A
= s  Et i B S R b T o T LS 1OR WO g B Pl i QOO T S ot T ey ket e il
2 sz 3ot &7h A2z E2 9%, IZ o3 20 8% C Sosil e HLA| S0 Zt0] THRIDL Cl2t AStot= U211 ASX HEEE00} T|QZ2ERE Hoos0 HERHO| & GX| 9 MY YRsinE e o o g0l 18] Eofotiig 1 212 ot | EAHC EMPA- ol<!\0) 4 19| AfZH0f cist $[24H|(HR1= 061(95% C1053, 0. o e on o thizaze
1.32 Gt (@5 3 %, 3195 0.2%) FE48 0% M2 HmoIfiCt REEEE e U|E, S2LIZH ZH =0 2 Ex20iit loZ2fEtE Y8atoz $gxHo| X An22(Z27 10mg S 25mg S 12 18] & 402 At O2 Hofael X BTSNl cht i ol 5 345 SO ATt £l
5 £l o, AnZ2S 27 25mg 0%, 919 0.2%). ANHOL} A2/ Z 2 Eof7} 5L 0] N il = e Hez2dR o2 SIofE G7E Sof WtELC AntzeiE2n solgloir LEE0R ot AOR e 0] Sl £ TSl S0 Al
Dat g 404 211 RULISOS UB N et A0l002 zopsit} EREEN] S0 X272} KIAE/= SOt UAHO| AL AZe S 24 B Zof ol ol Aosg it E6f < OJ0A= Sofstr| Yerh, HEE OFHAR 01FEI, 245 AT HPE EH K Q0[8t K|Z 244 9 FPG 247} Stolg|oict 5424 AFEZHLOCF) St 340015 7} Ol SRI0A KISR0l Al
5 O AW (Lactic acidosis) 2O i 27 350| eiziEe Y02 4 9/002 Fopsi}, 215t 3t B712H LMAIEOIM XIE7E K4Sl 5 SAZ [ HIfoHA|LIEfHCH A58 J.2%RArRT £ 944112 912 715 80| Sl 0RO = SOfetT e T o2 0IF N, 9ok ci| EARO2 Qoft HE 24 Y FPG L S S e e
”M%MO(LMC&C‘TOQS'E o T:‘HE%}H@ CEA 539 NEg52 ¢ Of2{t e B EF20/0| S0{210] £242 [ it o 7)o 3t X2 RSHHOILL Y& Ee A ot I8 ks E010] cfet BIQAABI0]A %7 298t HoAtc 0| LIERICHE?). 1ok che| EAX = H0% S Stniof 2| 2710 271523 9 %, 312 28.8%, ${21H](HR) 182, 95 % C1140, 2.37). 15102 2t R 74714
x SO12 YRR} HRE0EE 49 £ 720/01A% 2 SR SA (0l A, 4, FE)ol, HEE2D! oiR0[ ) 2% 51 0] 910 7t 40| 20| Cigt KBS HBHOLL, QojLp7| 4ict) Ank22|Z2F SHEE0H0] Tt B E2R9¢ omlle o 02 0| 3 £|R| o4 H2% S BTN A 497%, %1% 288%, 9/ R
: gﬂgaﬂo'il : ‘ e e 5. 24ixizg| 5 Bt A20] QI0A= 50%7t KIZHO[CH 7049 0] F 51 0] 49| A Fede| 9190 A8 FAZ0] AoiLb) A Ani3eiE! o T}, 3129] 01K QA 7| HEZ20i31jo32|ELE HEQHO HHXY OJOEEE A M LI Q5000 I 2B AR = 27818150{ £
= A S0j ZfoIr20| 9l BT EnE0l0| K|Z3t A2 718 SstH| =il 28 oz K waly 5. Y = EfLHE CHAY BleS0|C st A0 Qlofas o Tkl T el S5 Z20j st 217t Y OH Y0 e N & o) Cfgt Qs 992 LIERLIQICE B2 e 211 o B7. = 3) YYESSEAR Y 2|2 ()5 70| ORI LR RICIR O E-E THZHAC, Cro B 218 S
O L X YEE HEREY = 0] 20| ALY 22I18H20| 9) inj173m?) HEZ2019| X253t SEX 129 oAl A AHEHOZ HIEl 02N UA 1) pANE " 2t 5 HEZ20I0| ZHE0f LIELH: ChAP 3 3 BERsIY HAAZ0 9IS 1), Yt Tat 2012 SENHNN T[HYY 1 oo otoL}, EEAEUM 24 & Lo st afet ot ) 71k B QX8| 9 R A T = 30m B0 ATIO!= Q510002 T2 (F)E 7 olnaz|zax ol HER20IS 2Xst 21t H|aLIKS d
o oL et ARe i 3 S0[AEEZ0[Ct, 0] 9S0[AHIS2 BEA Tl It 52 112 E27I= oLt M2, K27t 5 HE. ] ST SANEE ZHo| Qolgt pEfote HAAZO| 9 SOl R =c 8104 K7 MO Qe &g HO|X| gotol o e QICk B9t 9loD2 Tt A e g (S 24 HEZ20 + D|QZ2|EFE (2 30mg Tk A AT O %) 77 E0fs10] 2899 8% A3a|Z27 5l GlE: =tEa £E812 g}
i : i e o e 2 3712 oI A20[4HH30ICt 0] %2014 QUME2 0fQ E87I= 5 ST Mefo B 4t QUNER T 92 51, 2012 249| K[} SO{LY= FeE & i AEHH0) AAHHOR Rofe & © U5 ol ZAHS NS 2240] QLD B27 9 = 122|527 25mg Hol0fH 32 A THe| 27 Sofsfof 2830 & 2 A 48850z 5588 U563l
c | 320 AR} SHTHIOE|AAZ 217 512 (A7) 34 AN DyEE ST ST S 82 ol Za|Z2HI0 K § £712 20l o i S0t} S SIS Aeolu st & x IlL 23, 83 pHxS}, 302 219 K0] C oliimo o d SEH T ARA 7[5j9) 2 Ul 5 SMHS A 2810y EUELE ol 35 A e b 2720 0g 801K g 125 042 A2
i %aoo 448 0,55 LM FBOI0I k=BTt (E Bt g2 dnzes S o 1 ot EREE S Eh) ] QUNEE SY|5, HrjEat 4 OlCt QMAES S5 WA 5T Z7H5mmollL X1), 8 £ A9 HET20I0 $F5LE UttKo2 750 BRI HY ST MY T = Jjo|9] 2E8 Asfolct, oEM A oloF nEeiE=y SIS 1, B 1] 90% 4127240l log 0.
S0 9312 5 4 9l 34 ek ol 50| 24, 3399 o = 3 Db YA A BTGl AR A0 Bi2i0] QL= 3 £ M2l o oot 22 TtseR) gt wr -S| -HBEE -3ge ol O ZLIE|0] LIER 4 /L, QAMEL HE I 50| 010J21 0 BRI AQ, HEE20I9 E5: k= ep i qu : .
== | mo—‘ﬁ-énhwp%yﬁh%ﬂ - T R, £ g2 dejot a2sof Lig £ 743 EX02 it HEX20I0] AMEY| 20l o Q4717 S0t RIS ARBYH= 20| HE 202 BH|EX0 CHst iR E Ol 125 CHECIEIIN FowRes
‘ . - AEUE (Bl HELS 2Y) oM %(74/620%, % 90%) 30 B2 ENY Bt it 3 S50 dirt, 5 e . 32 LSO, AL RIERT0 N B2 ST g 124 <AnZEEY e s
= | i e D, b 2 2, XIZHOl A= 7t 81710008 7498 50l A0S0 O[S 2HAIEIR| oI ATHS: 102 K28 Solj= 202 ZERIT) HRE7HE
£2 0142102 K28} L A S A A3t ATt ZA 23 O[AtARY | 882 olat ° Ofa H0 Liieiict, o e X 2OR LigfLicy, 2 51 049 KOk 7t 37100089 % 0,032 B0l 3ot abings 18 S c S | : ‘(h)
JAEUSL 98RI0 6] AU AJEH ¥ 22D H 5 62032 LYo AN A2 T 2 = ALt ofS0[AEHS2 st HITof w2 ofeh FOj L% Sg/Lg Xaet= 40 QAHIEO| w0 Chet 0 HQ FCHOIZE BR O1F MR RSt} A% RS B3 HER20I2 AR RRS S8} Rl £ S8 £4{zI0iC} AOHR0 M Chot SIS tiRIE 4 81 a : | : § |
- s 2907 M THEIME 210101 43 S 62082 ChY 91 QTS HiE 2 Ol BLfS AS0|MHS2 2iS 201 2 ATi0] Q01 SUHIE9 L] i 90} 5o 9120] E8120] SO| Aefol, LhoIx| ARfHzt =] [0 A2 22X HET 202 D92 S5 SHITIOL] A - 8‘ | . m
§euddties SESIEE SR AT (GHURHS EOT 27094 AT 91 FOhot 04 3l dliEAS CSpptogoue | gezans soue y 240l 27t HEHE 399t fR o120 ZHE 1] 0t 2ol Lol w2t Z715ick, SEAE oeiZan 815 071 T L (ngfmL)
o o | ¢ PR AR e + e e Neolat 1E ZEF2 U2 U - ofatmol 2A7t QUMEO| 9Ige M5 Xfoto] BTt R 0| o002 S2NE HjojA2tol(H) 055 (ng -+ hr/mL)
= na R e ikl 200157, Bl 39 F2 52 RO Wsl J0[Ck A 2 7 50| 245 29 B biS3H0| 9950 3) Al o @82 gl b gict —c 01 0f 150 786105
SRS U E0f5H= 20 B 52, 5% O[2{8t 2} AZIE 2Rt & A TH 01T 510 gl 7102 mel Qlataizof A2igiE Suyst 016%(1/620%, 121) N 50| Q[ofA| AotEl Hint BR0|M LAHOZ el o1 £072 20210, 27150] ANE 20 B s b I : = . * ; .
o= (/90 48 St oLl o e 8713 27 &4 9180l 9IS Ho2 1Y o bl 0%, 12) : b Bt A7150] R2BA Ketel & 231 BE S840 g2 39 32 F0IE S0 AL, s ofrt, 932 flET20I0| MY Ol ef 0] ot e Fefzel olzte) A §HOZ Qufst 32 HOJK| Uoict ol 22401 o -045 036 22|72 4 9136+16.20 (100~250)
12 E0f g STOIME QANS D B = HEQ} 2153} AJ|S T} S 271 &4 ot Ay 161%(10/620%, < O HMAZ EA ToiZD} BAE S4 $i%9| 22 HET 201 Eofs| Y0} ARSe e e —— - o =

2901, HEZEQIS £of =2t 811, 48AJZH OJLfoll= TECH7} E753Ct A " E0{ 487 H HHEA| 50H FEr d HE0 HEXS0IS HAHAZ, U4 IHEZ U8 270 91 971 2 HEEE0IS S0fsH S | ¥ -

90, 012 SE0A0} 812, 4BA2HOlLi= 0} 92 Q8 AHH| R0f 48417t A d B HE0 = 10| A T ASIAI AZA0| O/t 3 A - ! : . }m@)

7 = ’ o - e toue qErte P LF20| M= Tlefop Stk . = AT oty % 123 [LEL ERETE] 150 792+116

sopias : o e NS 7 A e SOf2t Tpfetc) = o A o 91 [T TotEl 91002 oo st 2 Eqf 8- 5013 - BhIR0l UT20| T i, 50| O AlBHE %2 He X A0} gt E0] 0[Bto] AOjofA| Sof= ARSI QL. N A=tS .

£ [30{et X122 TIC 555 A0 21kl BR(ATACL 9[510] 812 7O BHoiE o[20ft TpaicH) - REREEE m Cl 42 A & 10| olonz HERZGIS S0 2503 - R g 22 HISO/ B AU, 130 cf o 32 Hien , e e = : : = -

LT 1Dkt ISNEI R R 48 T0E e 471 8]2E) 7 A7 50| HAO2 HaEl 24 0 ¥F2 01| & 75 40| Qlonz, SE SEiat QEZl Y EXN A0 HIS0|H SAE B0 A= DOt OfR{3t ZA0] LIEKLES] AO}0f chst o] 2] oA X REAR SRIE(| ok AL SR K2t A4L0)| ) 118 ATALRH 5/1000L2| 2% 61761015 :

2 o[ [ TS0 E7RSBIC, A7l Tt S & FAI=iojof ot 2iRto] 274 37} A= E| 1 A7[50 B 245 N7 B im0l (0 0] 0f247 2, 298, 2ETT, TES1 5T 55 0 o 21 Q10fof i, Sk Bk ofeit 540 X0l A0t cht 0] £ AEQIN 0|9 1|0} QUL 754 OJ4) BIRH= Hoi2t A4 v E i :

i SR TEE AXTE MY RUNZ A2 (2 70| oD 28, 22¢ SJME Ofeiet S422 ZQ0) s 21 9 QMAES Boldfr] 983 2 9lr} TER0] chst E0f N £ AEj0] 82 F 4 s HEN 0]k HtElof ol ” 24 57 (B THt0H ) -

T 2Wisoize PEVE i AZEE, T o T HEO| LIEH 4 QUL BiRfQ QAR O[2{3t 5 EX20I0| 85 LT QMMES Eolot=t| - 9. R ot = 5t A2 ZRTI9| G2 KL 2 AEfY) S E 49 o | To4O[A SR ChA 85 ° 09721 log 0.9140 -
8) 55 UYZ Ee 550 by HUE SXJe/oforetn, Kl 4ARIO| K|t 3 A [0 B4 dE X183 EE 92 ZH Ajl0 ofpjZ TN o, MLt Ay e g 5, 3E, B, 85 pH(<7.35), A5 ETESI0 8 e L - - — il ‘ m ‘og. :
: A - o = | o8 2 330 24 S ARE o 118 00, 56, S0l 01 508 3 Z = oz s 4 H8 A| FOI8H0{0} Bt (4, disdd R0 M71SY 2Aet0] HEst e XN anE o % B2 HE (%) 90% Nzi72b 101 -0
HEZ A AsfoF B 0|l R 442 T9) 0] 42 42 8 & o A4 32N Y3 = &7 | 20| J207 80 BB ek, A, 2, 7|0 7 90| Hget A sick, £, R S 3k 1450 R E L = : v
(BAfot o] 0l Asto| gl Tl 242 =] oo e 22483 T3 OANZ 90| 2 390} o] ZYZNS 7|y 4 o OFBIeet £5) QIR EN0| LiEfL 4 901} B HETS00 AKS 24 4 2|2 23 BRfe A7[S0] Fefel= 280] 9l o e ot s | . - =
9) 25 19 F0 B4 orsir %0/ 2229 28 25 Bof 8, GAHE0 oJlo] 2 32 ST HET20/0] EX S20A OFESIE| E5| Y& HEZ20I2 A%S S s A, oo} 511, 28HOZ DT AHEHS S bservation carried forward, 8% 7H1|E & v | o
1 IS S0 1|22 CHA| ARIEHOFBIC) N LB " ST 0|2 08 |(0.01-0.1%D% =il N2 AM 4517 4/9.02 ZOBict, 12 £7)0f Bt EE2S L oAS LiEfR) o a0t i TR T 502 M758 RLER o 1= " LOCF; Last o Sel (AUC, Cra, ti; BRULEEHR, T B
*O’OEE;”E” i i“*‘“"'ﬁﬁ%‘i;ﬁ”ﬂ;ﬁmjM S e gil’%i“ifmfﬁﬁ'”'“ e 35483 423 f%ﬁ'ﬁ?,”il&imﬁ:g s B e A, $IHEAK OO[TSt SmmolL Ol 2, %‘L"L’f"l';”f*'f"‘ﬁfa e 9|ﬂL§ 'j;”ﬁ&,ﬁ ﬁ;‘ﬁ“ o 2 joj2tol 9 %RW:";HE}“ ﬁ%ﬁ%zww o8t 51 28 0] 220/ o E\UC“. 325t 5B B UC B
CEECCE ) 59 B 2904210 | mh2oy, Lt S R A= o S0i0| AIME % OfE S rilis Sriol 2 Al Kok RO MM 5T BANBH 0fA A0l DH{oL 20 CH2 7|Hof 71018 £ QUct RAMS2 A& e S -
o — Vs o 2 F0f 92 2info] 35 A| H Eho| o 20 9/0f 7|4H0l 2HQ 22 12 7|H xe S7H 950 et PP
1) 27Is BH(ELE s [SXON IR} 7 ERMABES k617|412 A st ABS AR Rkl - HEZ20IZ £0f $2 810 3 o} TLA SHEE Ee HHE C12EE o] =TCE )54 % SE2T0A 100mg (12 A0 2R oo 01 o ke i :
T0FBICt) B2 S50 7S X0h 2Rt 4 7[EHRAL N 1276 A3 YZ Y83 1Y) o 15 2} Ctl Boj LigsieCt B ZHe/ g2 S HOlLHHP, KL SHEE = Cho BI04 OJAlefof Bick. . SR80 57 letriol o P p— to| 32840 )R] CH8IE0], 3 oY Y Bo|Zole *p-2 <000 ot It 2209 27188 S 0 £ g 715 245 0 CotitErE
i ’mém%?gﬁggo| AT el of): Hofiy ME 971 529 42, g LIS WA 4 O o1 S5 o208 i WD TRl o Eﬁiﬂha%é)g‘ SP1SiE A 30l euts ;h%,;‘ﬁx‘ﬂmﬁ;owzo‘%L_»g% T T B 2 v oy CRIB N | f i (1321 25t o A HBS A A9RE TINTL, 299 B HER2013 2L %‘émﬁﬁ;’;go‘%;ﬂ 9= Be8t8 oz AnZefE21l ng {02 998 Hollo 148 o120 A4 B2 -
m e — RENe o &s}(’}“ho RS Tm:m AR S E"iwﬁﬂ';nfxfﬂhri S0 1, Ot S4E LIET 210 0 ﬁf tept HET200} 2|32l smgoR %j;[jx' o7} 4 onzazan 10mg £= ZSmQC‘IAEﬁima(E—é)_FPG o A tiohAE & JE‘HEmL;}s}ExE S HRA K 0N
13) 2A HitAZe U+ =0 EGT, QAR SHAE ot OfAtox| Zt 0|4 olaak 2T ws o QAMNES QISIK|ZE ot LfTHE 40| 71537 mhof (Yot Eoisty X2 o 29 Aeo] oHe) x| v S0foiS 41 o 2014 800mgS Xa4el0) 073t HL girt, exsy G s ok st v s . 3 :
S Egis A " i} Qlakzizer Atel= oot 23t 3.23%(20/620%, 237) S AAsfo} sict IE X201 £M0| 7tset7| 2K (Y 40| Z4 I 8|22 JReL, S oloton AHOR QO[3K| oL} AR = o S WReP| S8t 01BN, 01011 S0 bkl 7% 011S P g S E
3. L 2Rl M6 FofE SEIC}, 3202, K25 AP M 22D 3 o e 0%, 65%) " Z8i2 AAJsH0} SiLt HE Bt MKl Tl ZZE0 54 o 8j=g 8% oJZx02 plolo], Koz GMolo ojsst HoBH TANN 42 A . 5 ~
_ 152 AIKS Sof HAsit 1292, v T Y 9.03%(56/620%, 657 ofztat 2o 517] 9J8} SRl 8o EM0| AHEIL} O[22t KA S SEA oy . 250 HLETE QYT HETSRIENG gott Hofs o %00 HoATo HolAZel 4 L R e -
) Wls 218} 15t AEHOICH HEEZRIANES 1% BT ], 919, & 24, T3 Tof, Hofot7] Sfeh ZAKQ 8 £4 51 Q10I2 L0 81 ZOYot S SJsiel HEMS HET2oIgME 50| LIELRZ! oLt Ego| 28R of 49l QUNES ooz 9 O, HbAle et B —
TA2 M8I|HOR olef 7|50 9ZH 98 e 4o A3 ol o) 913 & UE, MEDE 4t HD St SO MAB0l912 oa ¢l FrjstMme o = S 85T ECEIIS 1f SAMZO| LIERL7! 3 e ins Gos on Snse o o . : S i
E = = | £ & ; e i S e HETSDIANES 85g7HT| SOIHS QIGiAE0| HST0] Ei 0[] 415 YR QMMES = 5% 0[50l SHTi0] CHot A0l HJEl 8915 24 ) C. Crax Trax(h) i
. 42 320fE| L 58 ZFefop Birt. = ofxtal R HoE &, 2R} IHEID! R EX cEoe, s om=z[Z2xIS T8t SOLT2 Kal ce ol [BR AfR{7t 08 B QIC O] %S AT Yt IS Kl = = HA82 EME HET20IHMS0| JHE0 Tk ) S R G e :Ila .
O[22 FI|HOZ ¥5 pes RS ST A= AR 2 Ty 2 ozl 5 At S SN ditZ2 2 2Ts 242 ST AENF L Htefol KB 02 K|z S04 20| e 4] K Bl 170mU/z0] 02 8422 SAE (Bl 71 a0l 81 HoHEMo, el e : N .
SIS E oy ) 43 2 Sl L TIAR o= 0| = ORI, =74, £5, ole[ofc}, AT 22|Z2RI02 K|Zete 3 | HEAZO BBt A 0loD [(REEREL N SoH 2 i &2 St ASH0[0H H2l0] X500 B, B}, A U HETS0IAMES Hpfst 718 B0l e Bl HoAc B 340031 DO, gz .

e S s e e F Aty S— e e “ 3 75 2T, Hl4 orefe ?;Hj;i‘sgm*gfﬁqim;q.wn@el%éﬂﬂlﬂéﬁ‘ 0 A 3 6 9P A A e By 3 s ez s s — ) TeteTs
e b s A 90 ielg o 17012l LS S SHF I, Bl HEAEO| sl 2 2 AR 28 B E ar3eEaT 25mg 02593 5100022072 72 2510 00-4
i B 36HE 27 (LBEHEA Be o el 2050 20 ol E0f2 Bchsjo} 3ict, 45 pe oip 2] 0| 2AE|= S Y Ao EAGIO0] HEA: ot EMA| A3 2719 HAY Chojods HpEl E2710mg Li [l olzsfol(z)

R —— .. S0l HesE 85 € 50 2 S ¢ [E4 UL oo e 10 =T AR 200 373:050
e LT A FNETTE [DZHAHE EF O HE BT, HoIEe HOITAIS ARefof et s2EoTpR g A QL 2 TSI U HIOA HENSS U077 4i2 HoHEL RN " e al 109 - 513 " :
5 = %Eﬁaﬂ?ﬁig)‘ : e | LT 2 rmn R oy ﬂ@}ﬁfﬂff‘:\afmagw?i 8714, 58, 2, §§E'5’E,Ea%’F;\FJ :wgw i yes ) 1{)%1'5\7;\9\ 209792 20 . 21 ST|Bi0)A LRSI 2002 Hzfol 87[0] Hs, 106 o AR 510002212 1284:3.09 219740 (100~5.00)

2) KA 2419 9J0] Qli= 2R} (5, LH X e ;;golosm%tkﬂﬁw 0] Of2HHBA| HEEo| 91218 Z0]7] oih, Ot R CR SHz g8 My 35 HEMES SN AL €481 S20| LA ME: = c\‘rﬂ;ﬂ m" Tt 8 ZEg 207 )= HEHoH 0 Ag Yt HY : e Nz : : = | -
I e——" ' 0l B A S0 15019 5019/ e 0% 33 o, P orh &4 gHloz g4eISE YL 342488 A ES 44200 LRI DO i} 0] 802 Kz 20 2‘,5*:,% e HoATe (4) % 797 ‘ log 0.9601 log %2% )
dlEel S " fORIR0| Y= 22 S0t BiRiOA A5 FOfIC, i BE U2 I Al oloiD 2 olrf A4 olrj ey C—=rat ot ' #12 8210| Q4=X| uzfefoF3ict, 0] ccE 2. 52718 A8 7! -056 90% Mz 77t 4 ~I

ST, 5 IR0 $53 32 2 28R s Y ASNR0 =% ALEEYNEUET U= ZE 4D of = A 2|0 23 L20| S0lEioir " 122 TS AEMES 407 ]7| 4/2 8010/ 9l AR s . -Olas DL :

| ﬁgﬁg%&gomﬁgﬂwm - 3 . s al!ktéq;&w st ﬁ‘%ﬁfﬁi@m st ww‘?a;ﬁéﬂ?ngﬁlaggﬂa‘eﬁa o ) ':J.E‘SETEEN’ I 229e| HE01 N2 LIEI02 e S 920 ﬁg}% fﬁ‘”‘%c HE LA 2 :}0}@}0|(Ju| Hop ord 7 o7 VI g2 -y ;ff' T T 50U 08
M . cey Rkt SR Q224 AEA0| 45 2L, AENEE 207D 42 SN A S QUNHOR FEH AU AN et 2LIEHS DRfBiCt i S 5 27)6h 2ol HEHOl gtz S0 £4 T3 BRESl OjeEo SH HE Y } a0 E o i = |
i e ¥ [T ER] 2 HE 24 HAEAZ0| Lt S o, R YT M, 0] %0 KIES UNKOR BT A Yl MEE oty of2], QRS 2ets 22 Y 8219 1081 0[] E0H 54 327} L o 57} Cle9 BEYLY 2 op (-102,0.55) 9% (AUC, Crx, S AEUEEE M IR $E AR
| e = = = — a1 2, K| 112 5 foiel 271 S Aol am2elz2 oy 820 19500 912 et 76t Y RIS 7, Ut 25 gtk Kol 2, AUC,: SIS 2 8ESE 53
1) oA Z2MHl0| 9} 2 AI32Z 2T 7} E3QH| ATHUZ WA AP = 8199%0[91}, HE 32 o% A0IE O FERIE 22 12T AE 3 9lCk Rp 224l A e, Tt A S AMS 7] 54 N 91 CHHE) O 9 EELARHAY 712 stelele A4 0 HojH S3543} 2eig) o[ ; * =
S Ch 3 30| HEZ2000] AnZ2(E2T & B, 015212t E8)OF E0f¢t 2Tt 8,199H0|HCE q o7 9 AN N 1 ThsA A5E 493 10| 9J80| Ol 817 £ Q7to| Hot7AIS QutSt 4 Olrt, itk Yaizl CERY e SPRnE e i T = : !
e WHZMSOM N 8 S SR oo U8 9 HebRol ot 0[n| HeT ofFtY TEmAT @ % A% O FEN 3K 3) Mo £419 90| = el SUELE UTEH Ol 41| BUGHS U = M| SOfBlO{0F B, 4, MEWH 371, A 4 B 2LY 27/58f9 22 H0 A WS Tkt 1 F Z27] 25ma] 24 E9| of 4t 100 mei Sk = Tt
A L ] : Aol o2 & fof ASELYF, ¥ e 18770 et HEROR Trgit] Sthel M) 21519 180 Sl A= L1351 SOfiolor Bt o o' A bty ol Al ol oje 0l 84 TH0INe| S1efs 22 HOIe ot PPt : i

2018 YEQH (S Fe MTEQRof, 2z M 22| S27I3 HE 2T #8 £0f A|9] FHHH © B R P SGLT-2 KHHI<] &2 [iof " Sxjor 22 A2 S 29 Holtslo| 80| 9l 3t " EE D83t AGAK AL 52 L Astig T g g ey e s | 3‘ ::

L IO} Rofst SttolA dnk2e 2R s 8T 1 271240] C oy enHz 8 SR K2 501 34T} = 754 0] BRi9 22 2252 S S0 U0l AN, HUIAE SOiET2|ES Tast AsAn T st e - : -

EMPA-REG OUTCOME 2/4/AI%! 227 10mg2 HRE0 1 12718 Ryl . 20|l YA NZ 501 BNt E 247 )0 AnE2IE2TIS S0fE T AR B sk 10| TeiEl0f0Fic OFZ(o} ARSI, ol SO RS, BT o = mapsiei HOJAZIOL Hoke 7% 01 iR e 170 o o -

" . PES I0f Ant=2 227 10mgS HEEoist T8 oot A QUIgH4 Ol AISHOIZ S0, IR HE)ojA AntZ2iE O} Q2 UAHOZ ZCh= 70| T o SO 2 p 2}9) Zeto| 27 |XI3H2 TSSLE =FIC +Hi2 [0 sxias sag| T3 * HDHIRIZNE 2248 B /=012 5/85022[ 12 ATIIEOF125/5002 %
= o i T— R SZUM Mt 4T, Hudt 5 200 2 20| % 72u40f ) 7tR| £ HoAlc 7% 0|2t T2 HIZ (%) SH A YR K| Y K2 ASHeY R0| T3, elle N I O%125100022| 73 ANAFOB125/850%2| 18, o8Ik BT8R

h — = WELO b i a oH E40| 9l | S (ALZT2H AJch UK HAlL29 % e 2l eGFR(MDRD), RI2[3% X%, 2, = X K& § 8712 M7 A 2880 12 A8} ATl 212.5/100082( 0%, 10} O%5/1000LE T33P0l A2 DR

18% x| 245&5\&;1 S Y2E0{8t 3TH=1,259%0/9iCt ZIIICH (S 0|t it 2 8 1%), = AR E=Cla) Sof 1o} e 5 Mo T AnZe|Z2T2 98 S50/ gt 11 8201 700mgrkg/2 8322152 a3t ZA| 0| HRE0LE 300mg/ 0= H0|A2{0l HoAlc, H0|A2{0! eGFR( , e o

227 25mgS BRSO Ax= 1, 219, $A) 19, e SIS olEtS 22 giof| RCEEEES o of olatatz BE/R| T Tl B ar5 ool 810 AR o134 0] 52 82l 70t 2ROl oY oat 54| o] BaElloL, ; P ——— 5 e =

S B S — D i 47ey 910 ATrERIE 2T A7) ol 2] ANFAZZH2 2710) LAY M 2% EO 2 820 K 2-2HA8 F10t HIH| o1 & ko/2 O] 820K = FAS(0C)H Ei tients) FOU5/BE0E T AT OBE/R0C H TERN MEINEEHS SO HERERNEIEeE

= O[4HS2 MR8 Qs 4TS 98182 2 29 OIS Hlmeils uf 27HHel PR EPUTER P yrez oUE 5 e 200 2440| Hasig dnieiEEn oo ioio p mor e ZIHAFIR| S0iT 431 HTOlA 21 8 o B R s . — | e

74 gt H el oy ot IAASOA OS] 0| A S 2t JH A 4, A5 230 AMAE 5 ALZ2EET0M 2 61 5712 A2fet 4 OlCk UM 0] 92 A OfoloiS 1 % wHs = i Bl 2[R ftrh M3 AT 59 7] Q01T = 9 D BEHAE & ki 45| T S HZoI{0n| (fXD 8540/ 5 B et s s

== A | = e S A SeoiTIB(Z e A) ol =9 9 264101 o)Al 22 ehe)oE 226N 9lct 5 =S © jojAefol 9 A3t eh R W "  Hto] HE0] Ofd S 99| ALATH12.5/100022| 3%, ALAF 2%t 125 Ael0] SUS HZYHOR HBWE S

Ju==Hl R (EREEHES =3 0 ~ <1/10), Z5t%| %A (211,000 (8598528 =01 5) QOEs ZUH £0f 84 2 91O 0= HIET20] S04 St HET2010] £X 9 QA S S04 4 9lC} (6 ASTIR B ), ko/2 S (AN32/Z2T A} U4 22 o 22227 Hrf 24 HA50| of 1860 gl #olA2iel 5 " |- O[Kh 7fet0f Chst A% 2% BAjo| HEo| ofl o #.0) %2 (5 760| 2A % ATt R oF Ao OR5/500U2| 12t St HBS AR6H0 &

S VL ) - 3} THR|Q| Hotz0|0 MRS Qufsh 4 0l0n Of= ooy 52 TR fofol A0 Mekel 0f50] 042 2 Tt 6.4 /2 &% %OL}, 100mgrkg/Y 8 (AI22Z2T 2/ch U4 HA ox 47X QOIM0] cist Lot Otk OfKt Hfia A S170 OloF 2|Lt2EE Smg Sojuole =27 10mgfe 22l gl ALAFOY5/85022( 13, ATATOHE/500%!
2) Ot 28 " HITE 12} 20| HOSIQCH: B St (21 O=ybA 444i9) 2AZ TN S T [27HR) S0{5]0{Af= Ot £l A7kSS TBF10l BAL 2 HZ2 HRESI0U, 100mglkg/2 & L 171K E0fBI%IS 1 Z0F e & AT TS STS2 HET2DI BAQH S oie|LtEl o DRRUESHZA ALZ2IE2% 10mg/2Lt2 510002212, 950
2 Ligelglon], i 131 2 2% (I8 758 MEE S W 2 818). % FEIEI0{0FBED ZAFS AA AgARZHTY == o coE 24240| 9l {02 BO[T| Urt AN 29| % 62610 sf)7tx| SofetS 1 B 5 910120) RRIJHHE HTtEL HET20! 2o e 720 0Ha A THEREY h
0[ABHS2 Hrj ¥l T o i} 2 E27 (<1/10,000), 1z 3 (08 758 e MHEE AR SHEOFSFD, A B} 44 58 CE A7 R ey S%OL Af2T 2240] 9l 740 o Q2K ATIZ2|Z 2 A|0) UM L EO| % Z27 A0 A4 &9 oF 11t S0 PRI 5120 SRIQHHHE SRS HEZ 20! BiA Q0] SJEt M.
= ~<1/1,000), 1R EZ ,000), Setx| 4 2 Mz RS HEs 3 ASE 22 Al ZHE(0f0} SiCt 25 B8 = 27 YY3 OFu=H, ATE QAN 31 83011000mgkg/2 S(ATZ2Z o [VEEEGEREERE I REESSR 1122227 10mg i 25mg A2 SHSlHEE 5 :
<1/100), 2 (21/10000 - <If T8 0[S SR o 43 NEA D 6)42 HE Ee A0ko| 047} LRt AZE 44 A| BT An32|Z2EI2 943 DAY 31 820l o el e At -
o9 A 2 20N 208 o)A = =T Yz g9 1~1%0[2h T 2 3194} 91002 0] %2 Uttt K i Hale) Ot =Tl 2 ot e QA= 1000mg/kg/ 0IM A% ©O= T i A (e 2 40§ 2201 ot A4 0fe 0] Sl a2 g g 20 ‘ :
S @ = == (0:1-1% DRt %35 HEZ202 89D 9oz 0y <1 290] 0] ot E0{Z Tpf £ 9lct. THAIZIR] 0L % T2 A0KE 2 A 8 4 g, M st Y Tt A 5mg = Ak xoh e 1] 7|27, A2(1-30°C) 23
| * : e s 50/ 588 202 WIHE 290 0] %2 & T 3 Z90] Y7 |2 ARH HEE 4 8l EREERE YT B oojzkyt  [AEWH] 71287,
T | weE U B\ e 2y e s e oz s i e e e L R e | NS Ty Bt @2 200] AB £ 575§ 9, SLT2 A o e e DU SRS S 1y P S el e 7“\210mg I s T
o o . = o 1323182 0= WA Al & 12 B 4 Ol FCHsH OI20|AHI20 i bl 2ATEST AICAS 4 51 AIEET AQASS TatHE B o ER0[Ct 23] D1RA] A% U2 A1 210 Ol 2IE2TE 2es U 27| S fofet & SI0IAIS Ottoly 0f4f EHERRF A Oladl QY(HEREN T lin, MDI) R0] cfet 221228 S HiEIol0 A0 405 e A B
A0S, ASHEY, (foumiers UHOIM THIAS Sfstod 6 S0t 3, = ARt O[ARRY % OITBAAIE BRI g1 BCAot of el HOfHE Mgt SRl R2ETEE < Tyjstol A45) KiZsic, EH0[C +5 £55| B3 L3014 B2 2N aeks Y AR S0fRlS Qsien £ 3] 0152l E0{(Multiple daily insulin, 42| 8212 OBX0Z O|E|9OLH9%; SHAIA| SIS FOIZEHZ 96
m B dnEen 9 N s R 203 A0 Sitiol 02 210! N2 S4S Bofeto] A140] 28It 82 0[3 ol ' EHCH 52| HT 8 L EqM U 304 ATZ2Z27I2 HCHA A 8= HEZ200} 1] QI8 & 7 O OFX[9f 127 50 0152 832 OYHO T 42| Q20| ZRE(oI), cHCR0r 7| SN B oraringl
= = L UEEE 512 ZINZICH B3 A $1j0| 9 2% T Mz 8% o ol ! G| QOIC it 2b| S4 2 Anke|Z TSI £7]18% R ORI 125 AZS UMBh| 9o 9142 80| H HESIR : ) SHIA| gk okZehZ 18 of
il b 29| Sfgie Bt Ladt 39 6] 26t KB S SOfBIgtE 1 70| LeIR| QoI Chet 24 £ B2 2 50% kT eRoly ke 2] (7.8 mmolfL) OISt 28 B8] 4 3] %7} 12 E0i 0 | HbAle SOOI 27l SN $EE HoBTd S
2ot QEAFILNGY Bloict A0l STt olR0AltS) oH Qg2 a2 2o 93 20| ety 4lck Xms| 28ketn R|Zsic, E2T2 FofBigtE 018 9 HZ 27t AR offst g 8 92T I ) 0]t 3! AlZ 8 K] 140mgfdl 7 227 10mg = 25mgQ] 12 13 %7} 8 Eoie 9ot A 5 % Eeatojens 2 S
u [y stk IIatRi7E iR O Bkt b A7 | 32 fof 0] Ol BITIS2 AL | T 20| o 27| 4] © x5 3] ol sftete A 20 ATI] HE 24T B 4] 100mgfcl(5.5 mmoljL) J2t 2! A% ] 3 157 11 22/E 27 Tomg £ : o |
QRYIES Tl Qlaiairo} A2gk= SfSt oA CHEAS: ol 8) 4A| Tz SRS BTHNICH A | T2 20 Sl SRS 2 4 EEESI N 32Z2H A0 4o L9 O 4840} shefets oo T 2003} MDI 91£2! AR 0 Chet 18%7+ 2 o
2t e ot 115%(5/3,231%, 521) 272 M| i321%00| QIS ZIIICE M ° 9 ° S EN S0 AnZe|S2 ) 44 2A0]0] AL BEDIHILY, dlole 202N HEZ2Z VD) 212 i b
B Asum | ows wae A  10%(5513231 672) . o et e ESHEASIEN 8 1270 51 e K e g Tz A1 3 £ S 1 SO 20 ) 0 A o £ e 2 oz s 7 A (LOCF) A ATk A glg;rm 1 EE O
loior ey | HERBRZAYZD (il {60 20! R £ 9) Hltel AH[Z ZHAAZ A 9lCk L1 HIERI B12 A4[2) e i 10! X HIERI B12 242 PLIER ¢ ore s TR AnZ2E2H Af 2y SEysE ATS LIELR) oLt T Hlexzol VDI QIE2IR ] Cht dntaei 52T 2788 - Akt -
RAEL e Ao JEoEEN | 4400 919 289 75 e éfjfj”lfe m\ﬂgﬁiﬂfﬁlﬂf@fﬁ;Wfia“m B2 ol 3l ;ﬁéﬁﬁlﬁgi@?w 7ol B s00fs f A T mlzﬁ'ﬂ%‘lg@m 02 s 20l B4S Al %%%E";EO@’;;@QA gg;g@gngmo\e@%%ﬂ\ﬂﬂdﬁgwu | Eesisxan e — - o
STISH S " o o =2 o ool S 3 T HEC L QIS 1A Ei= 24180 T B ) pie) E ] - ‘ . - :
B GERES S 24 oyg B e it Pl A ; gﬂ,‘ﬁf@}m‘%g@w\smur%é(w'%mLj‘m? S abrh oy e SaNTus - = omg 7 e EobEor SoES S -
F I TS 4N IHEE, | o HCD HEt D K27t RI2Elojor it e a1 st o Lt 94 0FQA RS0 HEET20IT 224El e : v s
TTE ] 2 9l 7% et HE 5959 I, A1 A2 B[EF2I B2 20| chot &Est > " J i ohgol 92| X8 0IK|Q) 12 Hc) 82| oF Aefo|c, 24 D1 2 97 AN 94 T 713 80 Sl A e e " = =
R ) WIS 7 2ol Ay T}, Lt 59, HE 43 e 32 SUAZICKD 22F 91 T2 37 0] 92 B8et S0t 34 EE DiE0l 992 7‘;":}31,“405,}%"5% 221 00mghgiday2 =6t 93 0;3"4 Ve 47 2o B ] A8 OIS S 13 ?H‘E S =<
H — t S i 20 SRS S5 85, 24 o Jaliod| 183 55 HEBE 71502 50l g9 g SHESSIS A PO TRE 2

A 245 74 R kil 82} AHE SHHZ 2322 JY o= AIE(S. typhimurium), £ Sl M;E} o4 #EQ| 28452 00mglkg/daye] 282, = i -

2 ool siEm a8 o 2o g AHE HY 33 AHE URE REREEE =k o oz Siilof olom Al 21| Ho[2H IS 0] ot 574 gioick. o4+ HE e ﬂ/ ) .

MM g?j : L EE’ - L ST E201] Hol2y of8h e ux) 0l )9t g o} YEESENER MO S a0 HbATe (%) 829 - 103 K25030101-H
12 TS (utmel) gzl | SEpP ° Qan O! D'ﬁfﬂl ioi‘ gitxn m Xgﬁﬁoﬁim NS o{2(43), 24 SUYNRH agﬁ?ﬁ:—f ?.;EJ; _Q\Eo:or; EéTé‘:\l Ssfof B, wéﬁﬂ:ﬂf ﬁiggﬁr@ﬁé g@ﬁaww(*ézé‘%\(’?’“v x‘?ﬁ?gﬂlz)g}igjﬂ é}a‘}q ‘MZ PN ggn ﬁ:é‘ :fE%h FETEY z] i 01.45’ |

23 aae), oM AU OIAIIZE A 10| HO| §A 5 A AN o A0l0j Of3t AlE o;,'xggurﬂrxwlm\ 5 0] L0, 0] %) OB et 33 AHHO2 NS :,OZ,WMAM% |9 aHziEI CIE 918 2458 Lh*'”""ﬂ}ﬂm\?’%’}’ggu it e E * -‘

: h : | n o R I3 3 4l BLEE 54 & 3715 L7 40} QBT HES QTP AN ET20IMES HEF 0 52 710l HE 249t 8 ol Nl (085, -025)

: | n = = s S S SIS & o E"owo;m\alcr S0I24 2000 e LA EUH HEE2IRIHR Slof i 1o[2 (-061,-021) 85, -0.

Mgyl i Z7f A3 Q2 3o Hoix o7 85 12)¥7ls 5 Metel 980 O 5L OFFH ok M BTiel 29, 2 S0l SOf8HR % 3 HE). SIELo o 12 - '

M N2 38 85 - EEeE 4119 39 a3 o Wls st 80 B L1 oy E0fehM OF SICH (2. THS BTl & o A o |

| ot 21| < THE HUE NEH STt A2 ML Y | SOMRY MBI SiTfofA SofohAti ot & i o =

A c2y Chdl %TXEHH 1895, 9u% AUEE 85 1895 HUER E3 0ft 4 2l 0] 92 HET201 4% 420l 24 3 B0y A N T e 2 ﬁzgén‘fgsgw It eni 22|z ﬂj‘f@ YuEE (YOS AIZESER 10mg 55 25m93‘ﬂr;f§§§[ Eﬁﬁ%:wo A — - EI429I;

TG 25 0190/ PNERCE : m et ou otz g " ofHE Al B0l 9IS 2007 Sfolof Ol E 0l 2 mmol oo HLAH0| ¥ ER| o H2Y YRBNE (o = 25mg2 12 18] SOf61%42 1f 242} 9/of Cht| EAKo! o 1L0CF: Lastobserva ' ot

By 0.01~01%0/%H) By 13) HEY 9% 429 Mg EFIR= HESS QURICE T2y 0] ot 8 A| RS HEE20| HEQHOR HFH0| ¥ 210 AIZAZ2T 10mg £ 26mge 12 18] 20 . lucose, FPG)UAf & 2ol o sy Cféh HRE 17 R HiC

E0 =9 oAt 5 " ( £ 1[5} 2% Ko g o | 220123 PHATHE 1HEE Rt . | o L 7 HUUE Aot 230, Ani32I2ET $015/o{on ZESEH Fasting plasia glucose, o[ 2201 51 Sefof cief 2B E B . 40 78% 471719 0[F 7t —

: - - = i 551 e St 58 S 140 L S 1 $YoE 3 8 7 208500 3928 e o F BEEET g S Dnge 450 R e 1 Ml e

. AWEEQ; e e g$%§°'°*°?$~fﬁ‘m\mm|§_amnﬁommws-a@sm eggtp TR, MO g 8 S | 57 2723 AR (HoATe) A0l ;;Ey &4 DIl"E;Em'M_MHga\ow;moﬁﬂ o fﬂ?;@%fmgmowoq Ol 60% 52 100mgfdL. 2t FRGE
ekt HOESRES 27 & Hoj =g, SN oA 3% He| 8 P HEUYR SN AR Hasii - Efc;ggngapEﬂl‘Qﬂg-?—ﬂE-lo e oo TS ze A 4802 R90[3t 44S HA, < 76317 SXJEloICh 5147 A2 Z3H{LOOF)RAIZAUAZ oloIiR ARSIl Bk £7] 18% S0 012 822 0EROR Qx5/oLt -
: = Ry e 24 SN 01 HoATe 2465 2 T6 TSl T332 2T 271422 010 81 24% A1 234 OCFI A g, 919Uz, Aol BIAEIR, = T 25mg9| 19 18] 3748 Soi=
s e E S Eg 2% =7 0t HEYe DR Y p-ojcaR Kicteg 22 247 LEA0|A Zolgl U= M8 Yudints (o2 AnZeiZ 2o X7e (o) ol Chet 1857 At2| 227 10mg =
e 24559 HAZ TAIXE EAS BN SU T Sk 8i%H= HEO| LIER{7] &Lt Mg 1% = o210 HRE 01| ChA EE b 20102 SETH0| B £[R] %= F28 HuniE o S
127 B Of et TRt AT P BA5, TR HAE, S0|Sl= At R 82 A 4 9l ot2l0| R E S b . | s -
e S ’ﬂ'%‘u‘é'%f: e 14) WSO HEZ2E Ly a4 e A | A 4 W 202 g 2 "'l:;“m H22/EEH 25mg PRt o T —
152 2EE EryE——— Wil 32119 4 201 g 90 5 Agdoric onyWpus T} WZeiEEn = R
O cist Ao 42| B Lrfeo] oy AS ot c_SeooniTie < Jias A Ol 0 S| EE0|= FOohA ASoof dtct. EA0| bt A w24 277 10, HET20!(+/- 472 ol
R e e IR AT ST 4 g 922 " 4| 291 S50 5pIe 34| 24612
< , " 5ot Tmlol ZIAMol TR BEaE ot 37}0| QI A i3} i o O S (28] 2851 XA Ol .
= s o) o R R T sy AT B 15 R E 2 Y i e T SO0 = T o 34 (2512 0l BN e pH S T N
3t HETHo| Sl 79k 23(met+SU), 1245.33, ) (45483 oA 7101 CIZ c < 7| 0] %02 B AHE|E K 2 8 St it e AR R I o
i 501%0%5; JOTETX@QMME B R 25998, I H 1%, 545 m@gwg&%-Z,'ETEEL%?;»;\wgwas\ OO0 0k Opfe 271 2 fog;;wq;ag@mg AERspprE, HORTe (4] 794 78
B2.94NH Y a5 a0 52575] Z27125 T o sx SeElBEE U 0191, HELS = Q0| s A2 0] o2 2| 5] e - -
1275.9,(ina+met) and 1245.25- , | onzagemiomg [ on3EEENasmg satx A 21 A% Kof WS o oy ;lD{I%E‘%55EDWFOEHQ‘;OT‘;;é§¢%&@m7|x@§_mﬂgg}xgq\cfﬂﬁﬁgmq gzj20l L
0) o = ol So oo 034 3 —tL O )5 L:: o} = it ! i ; =
= ‘ : = Trm—— ? “:lﬂ%ﬂ%i{gojﬁ_}%%ﬁﬂg z‘ﬂ SGLTOZ HofHSS 0/of 2 SRSUA| AE 22 5
X = ORI 221 ORRIS TS T 4 ol AR 22 o
HEREQ HB20f (1245.23(met)) 220?) 27 12 ﬁ/ ot olakaof AlBigl OISR 2t o|AAfze} OlTatAS iR - Qé@% :
. 18% 4%
E 05% -
M (%) -
3 0%
ZR8t HE%)
-01‘—\555“?; SE030} HREN! (1245, 23(met+SU) (24%)




