1
¢

—

el
&r

{0{= 52 A0j| E[7t2~2{9| &0

S
A

il

BE45 7

oJ
ol

Jjo

_.._._.._A.oﬂ_mm__._
UL
=] .rH_H

St
R
< I
@.OM__O._
NI & M
Bl u-H
._.__.._o._m_l__o
<0
EERT
Wm_._lo_e
M il
iRY Tt Y

=
an

FA

1fe}

Aol &0

o
0o

C

o
11

c|ELHIZ, OIEfRILIBIZ)E &0 &

AN
ioll

10
x
__o._._
o0

3.t

(@]

N
NOTT
i o
0y
Hemw
os
I WH
<=
o
TN
0<%
oo
&dol
ol =
01 )
LS
<
oI
or ol
5
o
P
X 1o
Il
=0

O 24A[2F O|LHC| BIAH|Z0|=

-~

oF E
Ol
0

BUB0
60
. JIO

- ol Y
ol

ﬂo@mM_
oo
oIXl=
Bl © o
GRIEF
EIRSN
<] ol52

Bl X o8

.._A.DA_v

100 miU

U0 FAL
= 59d

Sofe 4

(]}

2 =220

3
==
=

of{Of otCt PLATO ™
0

Of O| |0 AALE A

N~ S Ok



o™
e 5. =
7009 _nlum_u_.H S o7
o 33 XS of - Olares
&M =7 o na%oaoﬂo
—0 TR = J
%% ﬂ% &M @ﬁ%%% &2 7o
< o <o XL H = =
i S Do o g ZEe
) @M% EMW EHF%: =) v WM% %@i 2
%@ Mﬂé viaa %aﬁ%ﬂ % %m m o o1 EEE % %wg -
J o N ON :_F_.rol \ L3 il 2 o3 U O~ —
<Rr LI D m%o%% o @ R oo 50 | qu alm®e
5T AT 5 oM o oS 5 3% o ST I = <oh SwEror
D oo WAE.__._ oy 0 mIM__o_u__boMW gl O SV :_:_aﬁ_o X o SElp H = .r..r.mur
i N B moo_ O | olo & <t a zo.__oqor: s iof o < ol o_uzs T3 ® =
nr sl o 7o - OF 3 ! R= Dl 5 ELt) OF M0 IS oy
Youly Jyen il I N0 Oz P I Mo AN =5 g 8 s & 0351 _.u_ﬂy Emz_oov
ol 8 _awm_.r%m” aaEZQQ NS <o U o} doEe Uk 0 or ol WWEmiigﬂ
jo - XS X 0N o TS bt o M%% Il W T 5 BUH Ao%ﬂ%%
I_|I_I ] = 1 T 4 --- _ - e s P b —_
o B0 oo leoo_e o ,m_;____olﬂmﬁo ek ol ._kmu7n|3 olju;oW w7 m/uao_e NOgy _____%@__A
Il m_aellm_ Tz ﬂ% ol m/uo o or o_eaa E_.w BER A o ST wn o m_c_rr:__ Jo% HME_E_%@
<d- g <0 o mﬂam_m%w_n o CARNEL o z 10 = M m ) SHl N el
X of o© = Kojo R Vs H Lo BU S 0y Ulo =4 N | il oM A SrO o
ar ! LT K <0 ut__._.l__o_ o} o4 < S o1 | = B ST o~ =N
i L_I_ro__& %o H0 mELI__o:Hu_LH o %____o I~3 7 fo tN0g3 |_._|_4_. iU a© n M._LI N mu.umaa_.__
Al ERE - e EW%EW e e SE BIE o =l < < oo %UEEZD
s, rE" EIE ppRAmty SFo NXR e o< Ey O g o WQ%E%H
<& o) S0 %momE L0 o o] 5330 = %50 =AY R S<ny W4Ba§5
o_n_E 0=._.F_|O_ W7D|..A.o LI.O.ﬂ_..c.ﬂE%_o_u 20 ._nwﬁm.._o_._ Nﬂlm = B o |_:.AIO__|_o =0 ..W;.._A.,O XX Hl_l_:I_Lu m
o O R =<5 ] O B0 o] o~ 2 5 0o SN = - OR o0 Sy 0l wojn Y il 7o
_o_ﬁu.l 0 P~ —n Tl o0 mMul__o .. £ ™ RN _|_m||.N ] < o= - 3 _vo T ||A.*._._|
o 9l or <0 w02 = O=iojl O 0= N S O F0< a0 X 5301 M 7o) =0 751 oF ol w o
WH oot %E& Mé%iﬂ & zob T Hor WE7 BT — m% = m@d @W_Méﬂ
NS X o o 5 oo 1o w=< 2 20X
S po oo Ha9E T SUOX i T 5 & ot UF oy umunﬁ%%
Rl b e H%K%m o% Bl e @%: oAy i< @ﬁ o olE %ﬂmﬁ%m
w <P X or AR = Mg ok < = So| X el = 3 = o= I ~nul 3
Bl i =28 0 E S Ry I i Py Ee siw  SRITES
__T_m .n__uo_u_..u. o R =) m.Vﬁ_uI_S_E o <o w:__%ﬁ |_2L|.wl| ol fHS Al_r_. B0 mumf 200[0 __o__a._Wb
E%. < =] =N L <\ H e Mo  of ToRU© oNTT o o7 B0 = =gl a E <5 S E______o___f S
& A a1+ oF w;wlo ol oo roar o+ N0o3 B0 RS e o E o uwwﬂum
e 3 8 2 foteg ¥ o & i pete T o © B33 STRENS
= o —_ i - ! o} A e o T .. nd=+ _L| v O
b 227 358 4 sost b g =8y vagl bey st s 20y o
ow EE IR o o HrE B B i o RN 197 —5 W < o Sl
e =x= < DRl X Shel uSE S 5§ de S
S o meluny W oot @ oy T RS 00 o S zom oo o=
CEIS) =N Mo ar il FFHo 2 [LoX Njo ™ S = o 7 BINDypR
~oiel 5o - Fo-x B 0 B 0f0 o qde o<
5 @ o 3 2001 &3 — XS BU o OF 0 < %QEEEIh
oo © BUTr & =< ol 2o i U og O _aeL&_ro o0 <1 ol LJ
g moem oo m A SOIsRL %%mggaw
ol0JlITT %@ - %ﬂm% MEQQP%a
(@] — —_ - -+ —_
of  — H|_.._ i ® A 7om_|w_.._|.m._ ~N
= Nort \Zf_mm E__ﬂm__ﬂ_no
— ol JJX oln
h= _;._o_uM_o



B0 L — =) NN

N <0jo 87 Fogig|H m= -
By DT @™ o_ﬁ_m_/rl= B a&
u_;mo_ou._ HiioS m.r.mL.__/u@ [ T o a_ﬁ - il c il
Toiwo GemeLlfoo s & % LU il i =
05 ol RS F Ll H3 <l 3 ﬁ ar ﬁ: N
(S Eiﬁ,lfg o o il fo e To| 00 Wl ] TH o y
D L0k =0 U5 o5 ol el = o o o UH Sl loF
ROZ Sopar 2l E Jazob 3V S o | o
N T I HIFOSN R O = - 1l -o <k o ol i)
O od__ .Aoog(\ .__Qu._z_.oA MMO__o ukF < ~
N o O /N\mwﬁu_.__.ﬂ%,l\mur o wo it . -
_._rm_.._MW wﬂﬂ,ﬁomaA TR __Iowﬂ_ NS < Br me
NE 5 0 S 5O =0 il 1_| ,
g T S 20w W=y 2 1 T = o o
— — .An__._.__n - O =0| = nJ Zie A < Ll
oN®0 ™ \/uAIw_._.__l(\Mo_oH |._U__I|_._._._ D ] Ml iy
s PoszimPn _rRy = 3 I
ol g e m_.Tma._aEE_.mm olJ o X N g B iofl =
TR TRBIKEM <O Ev__o__l o = o U —_
o< e E LS KO el e = o L L Y p
20 REiol S < ™ o = =oK< or Ol = . K Ry oy v
oul -« IH — S.__l_ml_._._ —_ <= ol = n BN i) Nd oI N W_.._._mm.._ o

0 Eodatioxulgs Wom # = | w Hlo X YL N R G ) N
B RO NZES Vo =& |l 1o = B & o]  oFmd =N of
o813 ([ D...._”_%WA_Q_ X <o o B
OO ool == Q =1 ol ROC._ 33~

~X0— .A_.._1LI.|,|.7AOH_.OL| Qo= o<
Rt E=LD oo~ < {9 o
oot TRt IR e s @ W | B
el X0 i O R B g =08 @ o | i g .
oo X X0 T =D H__._3M|_ PUTS. — @B | o o, Il I
Wz SRRl od oo = zu | Y U A

=0l Mgy AL U S of o< o T = ol
Mju Ay o =Y S RINjosH o Biol) = oK o 0
Jlﬂ_._._uﬂ_mo |0/O|_M H_l_._\llm 0 1/1\ @ ol E= B 1 __O._
Ue® o SR ok We=gn ol 0 || o
™ W 03 B ol o N0 Al m o© = _
Uos uoup® S0l o A= ht m T

§] o3 W00 = 7. ToF W w = T 3
M0 . 0o g O T XTox & - Mo =T
T Shuy mom.ﬁ__gw%j N o & m n_*__” iy M
H K mM X = |mo Sne _l_l \O/ o - 0 o' I o m
deme BSUTORLTC 598 o I| \Bg o 3 G 5
Hl 5 XEE S = of 0.~ 0o [ < Hl| o iofo o | x| H
=T T HUB 3 2oz =< NS 1 gy -1 @0 | Bo S | = = "8 | = 3| =
oy g WETala g T % 2 XOay © 4R R | Koo X
R_ﬂm.__._w _..TH.M_.LI\_N_)w.o.m.._me_. - m_._IMW/\, <0 X0 | ofnl gn| aN = =g = =N ol x| o =~
olqT= Slgon —h<xmire o oo o o0 | R 1 2 - | - N L =0 - o %o
TMes oMol s 2 HHS - FHZ0F 3| X | <] ® r D RO 2r =
oMo PlRINgSEwlls < e o [ Hsom o | = b= oy dof | oF H ] =
THTE <Ivz<unxds © xMo o -
Skl arRISFHTWA N wo< T H



C
=2i|OtE| Hels

E|

=

(et

_./ T
() X0
) 2
FOI <
™ ™
] ol
(@]
uy 9
o [l
o :
=] H
- nH
. = W_l __o_u
= =~ H_=._ __O._
o o iy _u_l
N ul._ ~
<9 w i) ol
o S o <+
- an) X0
____Mu m H N}
oK oF M M_..o
— — wjr o0
< __O|_ H__._._._
] Njo H
| -~ ol
_2._ -- oJ
i mo o X o
oF iy [H) X -
MU F0 = 33 X0 ]
= - X
30 %0 = h oJ ~D vl
oo o i . &
i iy =) ol o X0 — & Ko €
ol . 2 o iy o < 00 wn = LB =
2 o T <0 o} ¢ =~ -n MU
= @ No il =0 = Dlep 20 X
o s TS i K A 280 2w B =
B0 2 1y TR R F o 5o &L owm & U
oD ~O n <d 3 iy oo - o =l — | ot 3 = "Y N
w| & o= Y R0 - I A o~ = X =
= S 2 R X0 o ) FH 3 s " N mﬁ Mo <0
= ol o m.__:_z_. ar e N H Ko 10 um <0 Ml = =< o g~ ot 0o
o o Mo LT N m @ g o® PO = s o X & o
ﬂm so 0 mIe %0 o o o o W om0 xOB B owm o= om b O
N 0 ﬁ |E\E al % oo <0 sl A U ol ol R0 < LH ol X0 = = o
wm . o_m w T o o oM o ) A 2 R w_p_.. o ﬂ_w il
KRS a3 10 N kxS .. s N .. .. kRS . ar [\ ! |
< 5 5 5 ® ® &8 & = & & N B W @ oos o = W
© o] U __O._ © () G (@) e — —- ~x - < (@] OM 1 1 I 1 m @

71 2 201 A[A|=|0] ATt

=l

AteA|of A4

E|

[ex
=

__r}_
PLATO H0A &

PLATO



NS

0.4336
0.6988
0.0264
0.0058
0.0084
<0.

0.5669
0.3272

0001

127080 Mef =

oS
T

9
N=9186

11

22013 75mg
KM %

11.2
5.8
3.8
2.3
14.6
4.3
7.7
10.9

o 025t |2 A%

tH
=]

|
N=9235
11.6

E[7tZ132] 90mg
3

192

KM%
4.5
3.1
16.1
/.9
11.4

t0] Kaplan-Meier

o

M
&

AMAHIE &2

=

E|

S

=
=

|

7l

E|

[

==

5t

o

o
Rt

¥ |

P =
o
A
o
il
[

=
T
=
T
=

O

st

o

il
—

ql
F+ A0

<)

Z

PLATO 7|2 223 2|2 /A0
PLATO 7|& CABG2 2

PLATO 7|# Al=it 22

PLATO 7|
PLATO 7|& Al=2t 2

PLATO 7|& HA &%
TIMI-7|& =2

S 4
NG|
<Fqjo
-af
el
U
or
20R
o
2
cJ
Sar
<t X0
JUO
B |
<1 o%

H <z
JE1<iD
LRt
au_z:__._::ew_._
o & i 01 2
opBEO="" <
B moﬂmﬂoaeﬂao_a_z_.e_z
oT 2020 0|
ROz B Bl 5 0™
or ot o nju i XF
R AR 5 N
IH 51750 8 or RO
Bl 03 0 M W iol T
WU KA <4 < or RO

2t
|

=Rl
A

A=

=

E|

Ct. 2|Z4 CABG

Ol A 42 %7t

1

5

2
A

Al

, PLATO 7|
A}7} OfL| ACY. T2t

E|
L al
T =2

(14 4, 0.2%)ECt A1}
cC

(et

=

=
=
=
=)

=il

—

—

=

Ct. PLATO SOl M 2]

| 0| EI=X| UL,
=SSO =AM 19 £

of

al =
=

At

E|

=

tof Kaplan-Meier 122 0f

149 &
ALt

1
o2}
HA

[

i

—
M
=

ol

Ol 274, 0.3%)0IA E220|E1
A

[e)
ARE &

A 227t B 30f AH|A|=|0] ACH.

810] 50

o

al

s]

2| =
Ol A
3

.I

|
4

==
4
ol
A
E

7t QACEH 2{Lt PLATO 7|2 A

H 3 -PEGASUS @2 A =

o

0, 2 5, O] 2ol A
of

o2 ==4I0] 30-
E=TIMI 7

180} H{ W A| O] 2F0j|A PLATO 7|&

9

gt
2

At

o
=
=

E|

=
ACH 0|2t

O| &f BERUCH(E 2). Azt
UCH.

c1(2632| I
FO}

£l

(X
=

=
PN
Z

Lo

oro
L

oro
S

=

=
=

ot
2|
=
m]

0

E|70
0| ¢

__rL
PEGASUS ¥0|M &

E|

[e]

(o iy
.
e
=
=2 o=

1 HFAHZE

=
=

E|

2.9%) OfiM

=

[

[t

TIMI 7|2 22
E|IZt1ZH0M O

(e]5

o

yu!
s
% 2{0|9iCh H 2|9
3.

E|7IO2et 22| =J&2 PLATO
=

El7tOeiet 22| =H2 PLAT

PEGASUS

t

=,
=
-
a4

|

E|

[
C
0
S
o

—



_tf of - Y
& oTa i) AT el
Sooo o o oog o X w0 z_.gu_mo.m N30
Soma g 8|838 g ov ©— HFHu ﬂ_u.._._l./_m_..”_._ N o
S99 9 ©| SS9 9 g =0 = I o EWH
NV—OMV VM V|~V oo 4Ro ;Aoﬁ _Ho_u._Alo_u Mu_rmz_.o
s @ m ORER =Dy
<. WERE W Hamt RS
2% plyom® 'V SEEm iy
2T Eyds LR AT BT D
“aeo ~ | ——o o g NEomlE %HEI oS
~ S, RuShs O 2 wEo® B
iy o 2 OIFKIEn Qi urRomoF H U g3
o . X u™y < Hop<iol mpo s
2 _._awm .__M_WD% NN & ﬁ aaml____ma 0f ooy U0
S O Sromiy B WSl 2ol
© o Ty a0 o EERBL O s
— & W R W a0 <] =m0 — MW .
il g ool = B SN orrL gl
il o= Eo_EL_uI_LH&A — OoUu= o — o
N o N O DEEESHTN O N amml S
oy nmeY N o ooy BOEVHMREURR B SooRE Sadi
w NOO—| M — | MAN | — E%on_,_n_m_un_uaa.__._mn_u ﬁ #0031 S o a___n“_._ulm
of o et g™ B e < = =5
- o3 c_.m_:a__x_.o Y |M1z_. BT O Uk
= UF Ok a0 75wy | oimusy] NXEET Of < T TH
of DN P B e TR T B = p A
NF ] ___oaM._@.k_. H vy N ForpK  NF< N
X! = il — ¢ z_.m._o_eﬂM_Ao|oM Eo EFOS HW(,I\_Z_E
ol lo i 57 RO EO nyj mg B ol oS =3
o ) %E%j%%gﬂﬂé% Aok S ﬂ?%%
B x| A Bt e 1S e T o T A= TR o
e I T e - Ry BBy
w |l AR B O W 7 s B0
i o+ + | e ..%i,mmw%__&gﬂrmo@ W rr i I 2N
o Ml | odorm of St o gud WROT] X moolim o~
of w0 0 | Nrggnl NH 00l BN ¢ R R B e BN R
S N A= I IR At AR L
Ny ™| X0 e MEmonH MH SR o N zl_._a___walm__ul B Wiy of z_o_m1o|_
e | N N N 0N N S S BN <R 0™ o woRoi <X
i A N = i Sl = R 0l i S
— == = = - — - _|_._. o o — Nl o OI
=8~ = =4 I8 g %&Nﬁ%ﬁmm_ﬂmﬁ_:m%m Mme%m_ww a___aENM
ErRUA A Fharka o MEoRNE m.L___ME_ITE._m__._ ity

AN
A

A

f=2
=
2|

t

—

i

AN

S

o

P g
= 1

0

o

o)

S

A £

=

E|

(S

E|Z}0&2 60mg HEF0M 6
i

o

=
510] Kaplan-Meier o2 o2

=

OrAL|El Ths EO T A FAF
e

132 60mg FAHZ (152, 0.2%)0H|I A OF

AMAIE &2

71 B 401 A|A|=|0 ALY
E|ZtO#2] 60mg 1Y 23],
OfAL 2l HE
N=5536

= jnl

AteA|o] A4

E|

[ex
=

__rL
THEMIS S0 M &

THEMIS



mm_.__l.l

& gt
p-af

F= 3020M2 =

=
— "

2|2 A2
OfAT|ZI Gt
N=5493

t

S|
—

SRS

EH
=

19 23],

b

m

k7t 2 501 A A|=|0] ACE.
N=5523

i
1510 Kaplan-Meier
OfAI

Z
E[7t2"2] 9

Abe|e] A

E|

=

[ex

P

__l.L

e it
o & _, Bl ol
== s slg ¥ Wm U st p®m W sl
S8 8 S| 8|8 0 ougE M Swonk w | ST
S g o S 3| o o8 U &4 m.r__m_uomuﬁmAEﬂ om= U bl - olJ
I = [y —nO0d ol == gl . =
ce e |¢ee ®gh s PNREEE @ sUsw
- - @) L
W g, NS <TRoRNWml w ST Uk 1)
H 813  JpSporol gt 5200 =
5wt B Jzpol Ol <p 02830i075
= == @ | No& = ol S Fou
2 2. 82 e or®x L | Raogg
& MmN ™ o M RO%y w0 gl oty Rl M
M — | — O — —| O >_O|__/I| IEAn_ __oaouﬁﬂw._l_./lm o O_BMZ_.O
X w05 <Wen i 6 ol b S
aoo/%aw or ™ NHnam“_%aw = 7._.AA_mw|
M.__”_Bz._ama _._._._H_._ mul__nm@ft% 5 m@uOE_.
= 0o B o_rﬁ_ WWTMT_H_MEO_E@ o M.E_.mmol.
RN ©| ©| m| - g1 xr 10 = _ rors
R o o | ©| & o) 1<t ] %__:_i_.__o_@ u/___ E_.m_;._loﬁ
= N NN N| N| M _._:_W_z_.eo_ TR _z_.___m. 0 _°c
WS - - | K zoRT ol aHETBIE 2 Wtz
I 5 0|l O O N | S E I_C.Alﬂ_u_lo_l muaaﬂﬁal__._“?_ D.;l__bm
TSl old © | o olm  womSpoll RTOARCSS | 508
o N N =] Sl e =55 080010 iAZr 5 A_mO,E_L_._
Nl NN N| N N B TuESs rRBICTuZo o} ul
MA=0D RS Fuo:os+==@oI 10 M Hr—
Ton o —q H amauﬂ.m_.__'Rl S <jm 9
nl._u.__._:_npmu%_zg o ol > D.mu3 N80
o - u_/umm__o_._:.xr — mu.__t__4__o_..___M = mm.al_w_r
2 NI S Q| ) N U e b =doh S e-R=g]
> ™M ] oxl Do AR o Wp 7| ®
~N| o O m| | — ~ ool T o o1 = = U<
< W B Z A pnm o Bl Z o ET%L.%
DRGSR o GRS %0,
o) 1S =3 Jpov sp e 5= Fo g
— _z_.E_._._._W__._LO_._._._Lll_ Hmou_.n_ulm L|ra |_H_z_.oo
o . R N2V 20 Z0mp o an© Ny I
Nk il mogy e < gy 2 DL = o 1= B 2ol <
~r by DN G o5 0 grar__ i S <| Z Dugn
K X5 o< N5 ole_.o.qa_L._. < N ST
ol ik J1J . zﬁooL_._.. LN RN B0@ u._zﬁoo.__._ o Ot_lo_l/o
mor | g B a0~ i T N erw gy SEoS Moluy Sy ?
i O I e S S D SRS TS Sog™
B oF| B of im0 SR muo s opir K0 — JjJey
— o] oIl ol oty = Yol = o I S Bl R g =0 YU ™ 5 o)
_m _m_z iy ou| MU %o of _ZE_%E%O_wD %E@z_‘_zg%_zggo@7 i o_._A_lm_W_m
ay @ R0l W g B0 ) o Mg SRRSO ER O] gy &
e AN I L B L O T T A T N T
N il Bl s O | & R_“ il 7moG__o_.__%ULao Ummo:eG__w_._Emm__ m___%_z_ﬁ_mwNMM
S oo o <o B @ SY2HMSAWSTOo e iz
F KH KR RER] & RF K| Rt SEolUMERS Falm UMl s moizd

THALES
THALES &H70IM =
B 5-THALES



10f g
X0, - o

W %0 waM.._AlN

W= mOa T
T2 o M= 9 Hﬂk_‘

- .pﬂua_,_'o_ﬁo S E

N _.tmvmﬁ%o__ X0l O o © o

_.m_:am_.__ﬁo Wool_CTﬂM oD 5 O ||_.__._|._ o K J1J ._Lmu_l__lm.o

= Mzo T e §ﬂmﬁg Y S

= ~ — on_u_._._ (1|_LI|_ 3I_|| -l o -

o ﬁ|_._._|_ -g olo g H oD or™ zr D._I__o.A

oW w.m_o_em_ ol_woﬂm %ﬂ.r iof olz_o_._ﬁ moﬁ._.ﬂm_u

Rt R T EH%l meﬂ@ QZEQJ o) BO o'

eher Al o ) oo B8 IS Zordl O V&% 7 o 0

- A9 FORIR<| ot JWHJQ %%ﬁ o oS
= S oo = 2 o 2 we ol W - e
o o .ro__OﬁmH_ S oF ol L _h.f.vH._LOI __o_._._._n__/nl_HuI._H _n_n_ml_ll_.AoﬁLl. __o_a.r___:_h._ M_o_uE_u_H_
S) v zA_ommH ok =g ol 55 ﬂw_, " N 7_| jojn Wk H MO_._L _LM of __ole mD__o+_.:._o__.|_
o (LN TN < = T _t1um L mJlm

T B ek =) S = oM - iof 3r fol o O% Jmog <=9
_ulr_oﬁ. "oz %@ S S RT ilw_a_ﬁﬁ 30w 4295
~ [¢]] o] = 6l L mlu.A_Io o u SaaLa) MO/oN__u.__L_) o_E_L ZﬂZaLI
- o < Go] of I ST o X T mo__womu).z X o3 < morlLy
o|.___ o B o =1 ol — ™ =0~ O] X~ o S 075
o mﬂlo r_._ Al = gZ__m_z_.__.__._m:_ N =0l @N___o_”__/_._._“_ W/_a._ Fﬁwin ﬁ_ﬂ_ _O._ _||.._|._
H Sy s G =i ol N X g n._ol_IO P an' N
> OXw o 0 &= LoE T 2 oR T AsX ==
< ~ oK Ll _ O IOY T My X = — == om — =S ujn o =
s | 3 o @ D she= SRz & uE R T
S m B M j L W%%@ m%ﬂﬂr% Rk oS B
- e BT o o < Muo 12 S0 RN UrH Ol oF
i < /- M ujo E_.Hmo ol ol 5 O ]
S Z ~ (LR oF U 1o oLy ore O E o N
= = B <jo RMX m oSt = 0= &0 o I <zl
~ o o wgﬁ% %E%z W%W%gﬂ mﬁm mmﬂg
= o7 ol A — N o} =
A u_/HMm.é o ﬂz_o_n_q_.._ro ﬂ._mv_h__A_W ﬂ_m__.,.._,lu_,_Nae,_zl_ o|_/o,m._ |_|__|.L|.A_M_*ome
S ne| BB L | oels fecg =25 ==L o
3 . i 0 Sl == N om . B =
R0 R W 5! ] Sl = TR GRSESR G
n<l M 23 B o R r = E U X U S ﬂkﬂli Rk
"R TG %mi I %m@% mwma wwmgzm Dwmw %ﬁgf
= — S \d o4 5 Ik S o s SSH e
RSN 1O gy SUrd =) ok ol O30 o Uy
LS 5w o CeIRE NS E_.z_.L_:n_ g O3 )16 = MK
0 ol = -1 <] o H Ty I/t__ol OZ:._elm
U051 20 I o [y L= r3l m_.HEJ:_._mMu_' <rr ™ o] ol .
== = 1 —_ =Nl AT —_ - f __2
a9 =hE O ou ﬁﬂyoq N S il g0t fRsEonl N
2 Se w W UFE,MEM .ui_“_% o e o S i< gt
= J = xr | | a7 lofn NN o ™ —

. To N%.oﬁ%ﬁ oh NH =)o I o,a___mo Ao aez.ot m5 %%E_. = ™
~ S it Sy H | R M0 = B i 2 o S| T Sdo= AR
N ™ o_ﬁ_._u__.._m._ﬂJ.q_.= o mw%zl_._ﬂ__o _%Mm_.mﬂ o] o_._oo._,_Nm.._%M m._ﬂmam__nﬁ o|;:%:.&|
M S DIWH_JZ_._.___M_.E y CAE-—aN 761 1ol) ._._A.ﬂo|_%m_.o ST m aoﬂ.._mom Ha_b.wm_lao_ﬂ o__l o o“_oo|.
| i T oz o BORIR igese Z R e,
~ i = Ol [SEA < Aol Il o) ] WH =06

z_o_w_ﬂa_ul._u__.w El__u_._ WETG@__M = .._AuomMm_.o :.i o] W._._nwﬂn_l._ﬂz_.o = Hl_l._lm mem__o_u.__._

ol o|_z+ow___%==ﬂ_gz_¢ uAloE_. _.._Wnc._ﬁ\rw_%\@ aaMomM1, __ﬂ__ﬁ ﬂNM\)_umzrqul ﬁ_m.uﬁa_. H

o @%wimﬂ Rt B S @mmﬂ io Qs

A oI 7ol _tH IR =0l % <

1 gLiEE: I F155e FTad o

o %mn%%wgah Aﬁﬁ#% Uk =
wo| . =o T
0 |
Nfo

5 1
19! 22|, C
70 ol e} 20|

LATO &

=

X
HOIRIM 7|A HEfOlA

7o
&

(o]
ALES &
0.2%00

oict.



oF S0 =0l A
ot

SoiT, A% S

2 E

o=OAM 242 1.6%, 1.5%,

T

o3, TS

ZR-ERES

ZH

o

Bl

= =

<Q

oF E
f

o=, 60221
S0EI3 SN = HAE |

L

2l E
o
=2
=2

oLt
EQ2 At

=

=

902z|a
(o]

)
|

9| O] At Ztof

:l

PLATO 9104 S 21|12 £0{20fA 13%, 0| & £0iZ
Ok
=

5

=
0

<

O

T

I
ol

&0

mm.
110
H

&gt o

3 20 £3/0 7% Wa}s} 0] of 902 13 02, 60U2|12
o

e
=

E|

PLATO ¢510fM O] & £E04F 0.2%, S2L|=0 £047 0.1% A1,

[ex

—

—

E|

B

PLATO G0N 220 =0H S0{Z0|AM & 7.5%, O] &F FHZMAM 15%
6.3%, 5.6%, 1.5% LtEFTICE.

of SO0{R0AE OF 7% L4

FAFRY 2 RE2(1989-201
0|2 M

HU|
O -

—
—

=

|
.

HEA

AZ

2ol o)
=2 O—

q 1
—

A
o

Bl
n

PEGASUS S0 M& 0] of 902%™ £0i=t, 602 2|1 F0it, 2

1.1%2 LIEFHT

=3

|

[}

d

210

¥ |

(e

AlAS

3|



> 3 £l o
R <0 Jpo™ °
= [=) _A.“_n.._m N T o
o | S ol , 2
Lo il G427 Bl 140 nO R
h ® 2 g of ur T Ik
i &r ol mkﬂ_nw . [ep Lﬁwo, =]
] R oK uH.nmu o N0 - =80 mD,
40 < X 010 I %0 oF It o
B 5| meke) ) R 5 i BB
I A < s iof s 5 St Z0RJ z
il o[ = [s} o © <o of N} B ~
N M_lm = = ._.oo/ - No . . . N o 70
R RE IR I s o /M o, M RIZ0 Ko
ERENENEEE Fo | WB ) @ | < | C
- <+ o~ A ailifo) _ mam __u_m - XN __A/_o__o_o "
o <O __ 1o - L
ﬁo o 2 | F i B | R, | mE Hzl_o ik H0 ! !
X T mES Bl %0 | DERO S e - P et =
I S T =Y am | | SR N | S | Fagono 0 | Am
LH 0 sX mo | XOnook or 4 FTW rony | EZ<F | i NOg) | tow
| U 208 | BuFal 30 | gl | ROIRTZ RS | M2 AR | T SOk | s
= | ® W wEs | ER Rl | F e | = | B0 EOE | Honjo
Bu | ml | | s @Rl KB B | @y 00 U Ol won | B orUINe | 3 h
- B ~ =) < <HE™M ok~ OFzomr | RIZT Y FINONOSH S 803070 muR _,_a_/? Mo | zomu
L Mo K - Q) NxO AN | RO | BIROR FINON 0= 1o <H i Iy RURT | o Sae | KT
T s R Y w| & | FES | Ny | LT RS PR a® Wy | AR
RO ooy M 0 B ) [ = H2oxR | sgiR R i o ol w30 sl=Ik | Mom <k
ol <H B Kb RO olX KO | Mo Hl R IR T ROk ok 31— oD g 2
R R LTI 5o | toxuprml I+ i N e T =] 0o O Y R o o = | P
R R LR E S | Pl somerl] K] %E,meu,mwﬂ oo 30 IoRrth ooyl 16" g
| S Rorodo] BiE FB=<IS] WOMOB0R) o] i ke
5 183 L REE N5t ME s Sl N hoaainl el PENE S e
O " —_— (] - | = -7 =
m =N %%_ _ = RJioT o] RORUMDEUZY = F0S|
o o ﬂlr m -
S | oL i o= O K0 -
ofg IR RS I N =2 89 B Y =
ol oy @ . _“Mv x4 7| R ol = H _...._M_ oyl ojo Ww = m.o =
oo | D o "o Bl w2 I = R i < = = &L o
~ N =] [y ey ot <ol0 N — " i = Kl
| el < < R3] Al ~ R , 0 < ar o0
TN S It e I s T 0 < Bl o T il o 30
ol 1] il <0af Mllﬁ.l o[ <J 4 N N _.._._.= - -
o o= o &J ol N0 O Of “n-w_._l m_r
0/0 L.._.ﬂulm ok _1_|_ —_ <
N 4 4 =] =
M B o)
8o olEl e
g 2ol o.p o
__o._H_E




Y —= - = wmm_ﬂ KU mlm__z_o
< < 3 . <02 2N =
~ | Mg o =) o = - g
| RG oe morr i o ; ar Njomu
. &l N =< N[0 ofr U AU ol
% | & o R IR < ; {0
I | I X0 o7 ol - = = 1o muSy
= | v - Ruojr o moo Ol = KONjo
| .1 =0 - d | = - . | KO ll <l
S I ) e I L X - | _| Nooi<
<0 | o Uouo o o .NO TN == OF M N BURNTT
S |ol XX b E| B0 LH Ok o ol o B E_H_NJ
or | |l moxn [a]¢ ] Ny _.__l.rﬂ <. 40 O [ Ul muoro
~no | zozo _ SIS i H | ol | 3By WolUE | B | L REBOR
<y o ru = =z | &w Mz
— v 16l == I ey > o - JE 10! o
5 |zh oo oY g | B | E | Rw® | oUTesw | B
A X o0 | 2T | n TH | Mo o X .Bonlg <7 E0
™ 0<0 o~ | ™. lo] NERfO Ar g-Nood KIoFgp_ | o™ X0
. - <0®N | NOBO N 3 <q moll o nH o+~ .80 ®CRU RSNl
N0 _.Uo B | o L H o =< | nom ol ofr Y o Hury NERN, (S
ol XX i ST N <~ B0 ot || RIS s | L BORUNOLO
oF 0 H Koz B0== o % Worul 0l WUTH-2n Ardmof o | _.==io. | W00 | N H X DO
. | Nq oo X0 <0 .30 RO <9 X0 T o] RUOrgd o B | a0 ol oo | Nlg Dol BUX
Mo | XM o0 [ BINjoTN o~ . S M OUoH 7T sy -Modonr | 21X .FQ mJxo | 8g B0
T | &) O E 5 S _~H0RY HOH] < _3 43U ooy A8 wonkobRo L <oOsonl | nden i Nog M
< Ky 120 HoZo S S ] of MO Sran o~ ot 1) KOEN| MOoirop o BI=H0R
. | W x0Tk B BI20 4 s WO e <9 Mg I8 &1 WO < B R opguan K| Ol Woriir] ) U0om
nlnN & X0 o al 00 .0 ~| N T ol =47 c_n._.ﬂ N WoZo " od W . ] Ul mu ,EEH_H
MU U 3030 " HoNlomd Hojo ] 0 ol 2 KH & Tolon ol%oMd BUn{Nomd A0 HroNER T uoBd UH X Komu
) _
A 0 &
It % 3 4 = 0
— —_— < <d = " - MU
N e = NS ) <) ol = O N
oo N I R0 | 3 X R = @l g o 1 N RO Gy o
Bl B o [ .| ®O|RETY g Al e o T il T R >
o< A 5 Twm S 7|_ ~NoE ol o ~ K R A ol
T E; AT - L 1 L < IH B Ul oo | <! RO o <
G 08 08| 10 | R ORQ EOF Ul = uH N~ iof id oF i T
T
X M
Cul =)




(0.1~5%0| |7t Y A 2let ASTS7t, ALTE7t ASTZ7t, ALTE7}
oh) o
— - H=Z 2o} J|Ad0|AF HHY B

%‘ﬁ'é‘% EI__%:_%EL, |—| |o, =2 |—r— %E%, %9_"

_ _ 7|21 2{8oF NEiotors| AlE -
Ut ME U T e e NIRRT,
ALSEY— =
Al et o) S22l Mo MetlE £33
_ Hly ZAAMEZ Hjx22t
Hl_l:r_7|7-ﬂ 7é|2|_|_ éjl-b:;:' OL-"T -, [ ] -
o I |

R | A oK -

Al2t2¢0f OLRZH, OHE, A|2t0|Af OIRZH

AlZL AlLjob Alop T

o, ol=3, ox, & Al HAHZ= -

ot 215} oL oo

o B — rninid

451 2o k= -

9431 RES 2of =B :

MADS oY) | el -

7|Ef 80 AN=228tg, Haf A=228tE

5. 4=24E

0| ok2 22 CYP3A42| 7|210|0{ Z =9 CYP3A4 A{3HA|O|Ct E|7tD2{= 5 -G THH (P-
glycoprotein, P-gp)2| 7|2 0|Z} &5t P-gp AsHAHIZA], P-gp 7|2 S2 =23 S7HAIZ & UL
F

1) B2 %4=0] 0] %0f 0|12 = &

rr
oot

2451 CYP3A4 A{3HA) - El7| D 22(et AEALIZ0| YR S0l E[7}02{0| Cmax 2 AUCE 242} 2.4
9l 7.3 Z7FAIZCE ESTIALIS] Cmax % AUCE 242} e

4 2{5fA| (0f: S2ARAZ0I0IA, LTEE, 2[E L2
2 05|02 0] of I BEE01512| YES BiCk

o T
| OERRILIEIZ) = RAfSH BatS 712 2o

=

© S5=9| CYP3A4 AofiA| - E|7t1& 2|t HE|OFH| HEE0 = E[7tQH 219 CmaxE 69% L AUCE
2. 7817 A| S7HA RSO, EUAAC] CmaxE 38% ZaA|ZL AUCOI= Hatot SIUCt E[71 1327}
E[OY 23 ==0f 0|12= Y2 SUUCL 7IEF SSE2| CYP3A4 AoliA|S (0f: QHIef|Ld|2, O Et
E, 02| A2010]4], SFILE)2 RAret Fehs 71 A2 o|¢E22 O] ofat B85 & 4+ ULt

mjo

® EIEAﬁ%&“:H Emrollaa*'aﬁr EIE}{IHQII ?ﬁ%gjf Elﬂlaa*'a)e;&m%% AtlJCr% 22t 73% Dz'1 |86%
S Ch SMOIAAIS| Cmax= B3I Z| UUO M AUCE 46% ZAZ|ACTH 7|EF CYP3A4 SEAHE
Of: £l 7} 26}0(A|T, T BF2H[EH) 3t 0f O] s Q) SEAS ZAA|Z 2HOR OJALELY.

@ YAore|oHH ASUZAPES E[FFA2{9} ST, O =AHIRI 2 OLALIRIDO| HEE0H)} E|7t 12z
E& SHOIARIO] 30| §OD EE E|PIae TS Eoj9} BLA| ADP-R& AT S2o| ¥3H0| 9iS
S B} E[7L122{9} 30210 HBECIE BASl 22 E2SHERIALINZHEPTT) 2 2N FAS I
(ACT) 2 X0f 27{5121S 0f 3IH2I0] 0|21 F5ko| giSiCt El71022iet o= ARIFRIO] HEE0fE Xa ol
2 2 M0 2213142 T O SAMIFRIO) 0|2 = HSHo| QIRiCE. YAHO R ANl H2, ATHEBS WAl
< Olzfat OF2 2 Of ofa H& Al F0/5t0{0F siCf

DET £0|S WD 9 UHSUSS2 0N, EFLIU] L 0 B (YAHIS TS50, B2 P2Y 12 A
SA0] 20| Aol & UAT} BEE b YCHEP IO He| e 35% 2H2) 0] NS 2r2e oAal &4 2ta
2 oI5t 249 4 9JOD CI2 Dfory ojor= (opioid) = SIFE 4 ATt YA FaisS o 2 giolf, elpi1
2fot D2 HE Al E[7|1U2i0] REX0| 24 JH5 0] T BASUSE I S} REWS Fo
& Bl Heo 418 P2v1> Ao} 232 BEE 0k P2Y 12 A3lHel BIFT 288 204 &
oIC

AN .

o

[, EIZI2& 22| Cmax

-gp2t CYP3A4 AsliA| - E[Zt1& {2} AO|E2A 2! (600 mg)2| HEEH
A CHAFA|IQ] AUCE 32% =

UCTt 22t 2. 38l, 2.8Hf= S7tZ|RUCH AO| 22 A 0IO| HEO| o|sf &
, Cmaxe= 15% UAE|UCtH

SIE©@
>
m >



HA

—

o

A
YP3A4
A|-Z‘|CO§ Z|A|E’|
o 11—

=
[

.

A . B
Ho ey
Mo_._ 8o

TR~ o
- RT X
. e Oopd ¢ <
Yoy N - o 2<oH K —=
725 ¥ w20 e TS T
fﬂemml < . - 1o ol ::_.._ w| o =" T__._u E_ 30
~d <ol Cliwy Ul ol ofy < 0° X ar S
mﬂmWw 160 o o 53 o oS a{hi} w/mﬂnupo &l 3 w
%%g%m T Aley ST oy Sl Bﬁﬂ% all %ﬁ
™ -+ e e 2
B b, N =% v i, @WM@ = w2
Ui === Of( X < =— =<0 SH . oS T =3
G%H o © 6 TR B | TGO m_m_/ou_zmﬁ Y o u
LAV EF vy M= o3 5 X< S o™
S 3 Y] o5 A% (T by ISEZ & 0T
Oy 9% N it A FRoT I Boot
o/W%.L% o= < M i B0 _ . 7O ol gy > o ©
&%j%é = S ERE oT Lol AT ey
ysn S <1% O%t om oS3 o F= W =
> I STl = o o = O °%ok qu._._or_.: U K033
SRy T gl Ty AT T i
=Lt Dy 1 ) 0% sns —
el wsl by ey 4500l %ﬂﬁ# ol dx
o= L m_u o H__ =3 e A||m AL R B
winjolr — = STt R S B3k iR : kg
U0 ), fayel Mo 7S Wil o0 2 guor o) 0oy
AJFousr oo Ro s R Uo= TS o0 g,
MNMA_W ojoul] ™ i ﬁm_ou S ol & s ™ ol 80 oI
MNEIO o & TR ot LAY I g E
.__._5m__|A_u_||_M orn m_ ¥ Sl =uF ol —S 1 X WX
: oUW o uiRx Guwe =<2 = <laran
ey .0 TN o | = W[ W} &- 0<% A
CﬁEAT E L U< lzp ® ol o S
=.__|UL|L|_ Al B ol ooz A_lom_ H S s TN
— " ol 2 ===0" —— NI S GFR
RoAm_m o R Rk onl =2 A= Uk 10 il 1o
o XY 2 ol o3 ol | | . LH )
H_.ol_z.Alo O ™ H_AI_._._._ ml_l “ol0 :.__ o“_oLIO K00
|_uo._mu._m n ao_no_ WE Hﬂn__/lm.___ |_._|_.__1_m _an_.o_l_ ar Ho mv_.,lﬂ.m.__..t
oR28 N o W3 o N N M0
T3olm 5% e A 5 2%
o7 S 000 ool o % WER Fo= ﬁaﬁiw W
o — © ST r TITE T ol o HE .
AEEEE.JP.r;moL Lzu orll ol J S oo ol S0
50 MMﬁﬁﬁﬁ dOox SH ™o o olut mjléﬂ o onoll
80 o2 aw.A_up__o D i S T o TNF3of K M0 50
STUN{ =0 o _O._l um Lll_tﬁ.o ~< 10 ||_|p||_m <] ' S3K
I g e ooy oy <=8 ax AEHA% MRAR(E
i~ Eqro%wﬁww E._|AUno_n m.__o_._ E) -2 Wz_ﬂom_ﬁ mﬂﬂﬁga ﬁ_ m__.__._|A_|K
o % ore oy BOX [ bl Y T M il &
0o Fl< =¥y C 0 U< + R 5 | ™
= mﬁmoaw wredl T T &m e SXuxy o S50
W DU SzYw R AIEG SOIE it N < G4
or wilanisl DX T T Ny R N
of  wxls X3 |&-X" Aol ORS H 5| O.z_ounr_Ae or  MNoN
e KOy 00 M Ay N = o,owwLL4d of o
s <05 XA T N0 s 1Y oz Ny SL
oow oMo | o J N >3 RO iy S Xz o
— E_muﬂeu_m_.w_ NN AN Vs HAK ©N
S HgaoTéo.r%% oM o3 ©
il o8lsown 3 uisl  ©ow
2 oimash o
~

e

—

3

—

o

H|lw
A=

il
dn
47

a1
1

0| E2I|&

Al opAT2lo)

EéF

1, A2
Ol O|A|-IZ'{ OE T

0o —

9

-4

I

—

2|
2t 24| OfAL|E
=

E

7

.|
gofl 284
24 75-150m

2) PLATO @1510]|A 3

® 7|E}

N
o



© T

Rer]al Dise
SERLN;

qd Al

Ct. @2bA O

Al i;j: S30j| 0|3
M

g

ol igonjo
o 8055
Sl

o

3

S
—_

off cH

od
T

<

IF

al

1) 7tg &g 7t

4O0|Ct. 5= AFOIA A SES LIEILATE O] &

5t

A= 0|
el 0

/=45t
2 gict

of25}
TR
C

1A

—_

ol o™’
< plo
S OF o
%__.rf_u_
oo
T =N
BIS &
180,
o_un/_lo_|
A_lwow
m=<d3

Wk

8. 2~0}0f| Chiet

3t £0f

Afof| T

o

9. 1¢g

(El7Ia® Q| C
2 Jadg)z| gtooz

L=
o

7t

=
[S)

75M| O] &0l A
Ct.

AL

oF
LS

10. AFFHAIS] 22|

gk F0Al, 02

710 £

2151%| oo 9

=18
=]

A|HOf| A Bt

Al o
=2 T

Hio

13. 7|Et



ion Il _
pRRE X
e = < 20w
~ w__o* el __A/ <0 1o} =1 T0
[N 0 |HH|__2u: E
o o“_om_.nA _._.__ oo™ zre Zml_._.__'m_unl_ .._A.o_l_ﬂ: -
y <FENE v _.I&aﬁoM_mEE_.mago ur_um.b__% a5 = KO
o ~LHTT LH o - S = .53l ke
H = 50— — o_EE_u... TR m TuX
a5 oMl Ho mo H AmLL__o_.o_eaao:__ QE o <0 [ <= _
Y 1o < << ] gmﬂn m_.om.Ao_Ol_?_._ g_Lu_u._m/om |_,.A|_._._7m - .r
2 am_f%mMm.m___ N <0 O3RO mmMBEmo:.._ rir @20 X0, O
= _-Noor A Ly AOHE_.SH_ET mOmDﬂz A O Tl -8 - o A1 <070 oy
| oo = JH K ioD (@) = — = o0 =L T SouEl oWk EN Jue < i) o Ko <
g0 o %%%gm&ﬁw N R AR e i FRT o S REEd x B
O- 04 X — 29— ; ol - o N — o o _un\/_ N e
mﬂ@% % o@ﬂﬁ%%%m WD%VER%%$%B% BN ﬁ%@% %AW91% TR D
ﬁ.nr_ﬂn:.; = mﬁwuu.m___ku;|1ﬂﬁ 0 V._WR qm@_mo o0l 2= © o W N oI_:.n_mA ﬂumamwo__m_e an.SW
Hop el = Wﬂmigé,ﬁ he%igiﬂméi%% IERS LR SRE Y ]
EILEEEE ol DS ol mlH_|O H . -~ o_LHam_”_LIrOm.Auo_n_.._?_ﬂ._A.o o3 - O_o/_._._._A_l Wk A_/|OJ. " HOLE_u
—— ol < WTZ_.A ! <\ _- |_.._||__._.__| S 1o N I _—— OﬁLIﬁE = O " 0(60 o ol 730
ST i a%%%ﬂé%w @mg%wowﬂ%WW@ %M% wQ%% %w¢0q4 ma&é
:Alol_@% X mJT_Eo_)EE mlmp_ Uk g ST R =1l ol a9 o B02NE5 S E;E;w_
L <M 0o <032 it oy M oy o= Ol Solkm or %0 Ol T q_o|_P
oo nH __o._o_A o uri = o_.o_.|O o' N m.@|.r =l Ol LHolo ol T il omAO T |
=58° & ol 2o RS %%@gﬂ%m@ﬂo%ﬁ P Ty Eeh ]
m<Rosy L gmgc%lM R0 XTI Rz ) & oG w0 i
ol %0 2 10 ol m =3 TR |L:H+7AD o e 2 Mo Q- iol A o X = =
o 0= s .AO_._.__:H_ A_._._._ou_o ol ol =0 ol AR ~ £ |_d._ﬁM ~ 0] B Lll_._._HZ:LIO _._._I_m._/.oo o
B H£4|§1w% au@|§W&H%MO§ SHIS ez )2 SHERN S 5 ilic
s = < o n XU o N _._._o._2 |erE._m._ z*o._,_Au._7w=_J._R6l_z - o ﬂ”o_mM — ,zeO.o_._ o MD|Fon
o o o 3HO = <HENMeO %o ORI REGCH 0T AR
MWW% x %Eng%@ﬁn @@NHuo@rmmgg £0 0 mm%m wwﬂmmsﬂ 5 sFE
e = Mnﬁ@%%gm éMW%&@EW&%%% X A oewﬁymﬁ ES
N_Nmim Z 6_Ez_on_ﬂm.v.:lﬂ <0 e B~ =gy NS 20 Mon_l_6mo o <0 GIN B o) T
e ~ w ,_._._EID_._._oE_u |rmn\ ...o_._._._ 0= A_o_l_Lu__om F ok = IR TN |=_ = = lo. =
B0y M0 O s, ugﬁE$hmE@%gg X3 A R omaTEx sol®
MRS — f%i%ﬁ%%& %@Héﬂz)@%Hmﬁ O Euﬂ% %MWﬂﬂMi Y
waBy o wi@L%@@u zuw@%RMEggwﬁ N2 oz H@m&o%% oo
10 0[0 fof =8 b _,_.._ro_c__ﬁ__g ._GE %> IEECIDS 0l o< ,_/JH_U_ 0 )aﬂmﬂ.l 100 /ozemw W.Aro_u._ T
ST Tt E@2353M$ %%%JE%Qm%WV% — oo MOME WO&Q?HJ st
Eﬂ%ﬁ% u ﬁ%%aﬁ%%ﬂ Waﬁﬂmhéwoﬁm% %0 ﬁ%@ Sﬂ?m W%%L9JJ 5%%%%
o/ diEE Mo T o UE OF < BB0X: D S WP 5 0BI% ol g™ g moe s
X AOE-_ D O._ ol =S o 1o o _I_O.A._O I -+ = Ol 8l _._.__IAO| O__o_.__OO E.__u ol y
oWy T aewé__ﬁmﬂ o F0mo M & 0 owp e < of B MK T O 780 O 0 xC 2w S jrie” S gorT
frHuﬂ s +1EA5$ © ﬂkg%%lgmé@% ~ L%E EXDE ur S &Y ) ]
—HJ =T o3 0= IR K0T oo X ity ol ES i m= — % 00 = 0 <0 ol ki — 0 udtEe
,iﬂUL e EW@@%E@M WW%7W?N%@$@W ~ W&% %E%W %%J%W%% N@WM%
R el o 20" 0% D 750 O BT i OF L o B St zodt RER -y
KBS jof K o0Z0=— B B3 oF T = o = oh oz = 0o S Anw DS
m_._lm.._AuoDnmm_ ;m_v.oo__.__ JEH___L_._._OM_,AMW_/ |m._m MMZ_.O_._._O_Mm._/.OOTl__/IHO.H1 J C._L_I._ ._”._._._.I@_ ol m__.n_v__ml_.__uMu»_/ M._._H=__.n__.__|||__MW|M _AH__ ..ol 4::A Mll_gf o) .__.u__.oZ._Ml_nA
Aémwa Hox) H Ewr,W@¢A _mmegmﬁﬂ@%é% ol S g = 0% mw%sﬁw% S m
%QHmE Iy x TFE e :ﬁoegéﬂzemm: 5 AFHR oo X2 ,hmoﬂ%o M%0+1
BT o o 4 4| e 2 %@ﬁﬂmaﬂﬁ ?%6@ﬂ%é%@&Wﬁ Lo oy = WUEREﬂR & W0~k
WWO_EM._ 4 o__um < o=0 %__Oo_amow %%muwoamﬂm%l@qu/_m_ 20 = o .&ouu,z_om. WWOWH 0| ~NT w_w_.m.__uzo.h
=N BEBIRD 57T 0 < Bore nmyﬂ_%ﬁ_ Umwaauﬁ.h),ué___iwwﬂ_ 3 RS 2o, 80 oui 3 203980 o_aw_wa..w
T5S o o0 H§$H~Omhq MQBWE%D%@@%f - eIy o3 o é%S%WWH é@ﬂ@@
L @@ggnmrgﬁ Gﬁﬁ@%%@ﬁ#%%w TopgHE R R, Hw<w$
e o B %oeﬁﬁwmﬁﬁthh n A=) E WmOé%Eﬂ E%ﬂa%
— 03X K @EE3@6¥E7%YWE s E%O% TR Ol O &6%%QU| KP9W%
ot &% SORUoEO T & 5408 W O s 0% wr <k ar _HO2S o X ol
— &I ar L|M77ruz N Ao.__.eauo_| oF W 2 Mol & 0
NIT O LU M S R0 5 S s SRR
L =rar X = =0l M|O|_||_Mmm.__.__._ Blilo o<
R o701 JaT T H =CUgs P&
A Uoor 0 E.u.u.o10_|..c|7 BH|oC,IN_u|
ol A WIS.L%, S35 — =
mIOI_I._IHnr _ll_ EO 0/0 :.__Hl_
1o __OH_mmM _H|ﬂ|__|_.|___% Wnu ol
TUOES

ZH0{| A 2] 1

b

—

3

H6-



- olop(opA T2l
E|Z7I 2 60mg 1d 2§|, EI‘%)
OIATI2IT} 2 N=5558 Na
e s | A
HFAH 2led|&E A o a
58| sz KM% ©5% Q) | g5in KM% P-2t
_/'ﬁ
12t HItHS
0.85 480
23| 404 (7.3%) 65 05507 oom|77 0.0133
A
2+ 0|
Ao 0.96 183
S5 1743.1%) 2.7 075118 |G 35|26 0.6803
Sk At
%l-
Al 0.80 216 00266
Za | 1713.1%) 28 (0.65.0.97) |(3.9%)>8 :
= 0.74 131
H%E 96 (1.7%) 16 05 00s | 39|21 0.0243
22 HItHS
N
2+ 0|
Ao 0.96 183 0 6803
2ol| 174B.1%) 2.7 (078,1.18) |(3.3%)[%° :
Sk At
%I'
e 0.80 216 00266
A | 17161%) 28 (0.65,097) |(3.9%)|38 :
ol 0.79 113
EE 88 (1.6%) 1.4 (0.59,1.04) [(2.0%) 1.8 0.0888
==
pE
20l
oz 0.88 323 .
ot | 282(1%) 4.2 (0.75,1.03) |(5.8%)|*” 0106
Atat”
% 22 3674 240 2FE|c o -
TS 231 o gram 2l %éﬁgﬁafoﬂf 21 £ S0l et SIEHIB P2t AT RU &
O iA2 AFBSHE Cox B2 218 DEof o3 Ay i
S B0l K15 0| Ao SISt AT A2 A 8 ol Bl gt 3 Wl A 42 2 24 2401 o
of AA| 24 HY AtH 0|0 S HIHHSO| ALA 0|l = ShAtz| | QLQULCH
Cl = AM2|7ZH KM = Kaplan-Meier;
“y2p-gt
b =9|E 3|5 StRI9| HIWRAO = AR 71T M| AEf AEE 7|80 2 S AtAHS T SISICE
& 1 THEMIS PCIZERFOIM A2t O| Ao 2 QIS AL, AZAAM L|ZZO| 12} UM ST It H

Kaplan-Meier plot (A 24 M E)



MR WA B (%)

L B =t L]
HR{BERCT) 0.5 {0.74, 0.9T)

T T T T
m M M T ¥ @

T T T
49 45 &8

B 8 2 15 = = L]
FEH A & AIHE

EFIZMY 5558 S488 B4 EMT SMT S S281 S2OO S183 G108 G0N S0E0 3MQ PTR R AR OB i

L 506 S5IT S4B S4D8 BT B30 E2T8 G210 5100 G115 BOG G004 MTE DEO DI 1T 9EE 490

o E= o SL 25 A o|& 5 5 d 5t ol &
O or2 0151l 54MBA| 0] 12f SEEIHA2 2| Z4(A-1)= BAF 2d A0] BdE 2I=0l U
= 5 A= L =
= ¢ 0] 422 RS A&ots A0 AHES LEHCEH
= —_— _ 35|= = [«) =L=L = = o =| = =10 = =
0| o] X REI= HZ, At 2 U 22|51 2 AS L5 At EMS J|HO R Bt 812} 51 18 A
Of| A L= LIEFGEHAE 2).
S =] = S = == 5 =5

17 2 THEMIS PCI2t2to| 5t9] 58 deddt 0422 st A, A2 E3M 2 L2529 12 Y4 S8 Eot

A o o|& o v | =
0| Hlgut 2 YH|S (/A 24 ME)

Charsclariaic R T Total AP HA 3% CY

Pataris e
n. (.

Al paatisnin i Bl vy nad {100%) M &5 T G T BT

= 8 A1) 450 A8 AT OT9ES 08

o A LET I T I T 1T T

’-l-"'ﬁl"?lvl e T4 123 128 LR T N

] TTiE [ . QPR

-l'-—l'll'll i d4 AT LT R RE )

- N - > Tm d: as  impaces

st (3] Tomn &5 A [T T AR

’Mﬂ"ﬂr"“ﬂhmﬂ] & 48 AD 100 R, 2

% 0 (S N el 75 LN )

= 30 (A%} — AT CE B A 2T, BATY

nm:;mmm —— SIT 88 A2 G R bR

S ot A rada e e AR G R, W

Pt Amioa [15%) T & G GTSESA N0y

Camtral il Snn Ao (1) LET TR E T T TR

A (e ] [ni'ay (7

= 81 [41%) — e O TR T T X

= B[S d L) a8 T4 QR [2T B

FiaA s bamalng %)

g § BB o4 omemm

=TT o ke (il T3 )

+ B [ . M s 08 ARENM LN

= 1 (7] EEG 35 AT QR0

B 88 o bt

W (IR = M AT W0F  GMETL LN

P [T} Hif 84 48 QBT L AET)

ity of sngra

Fou [0 L T T I Y] R 7 T ey

Péa (41 — Feot ) &8 13 BT [RUT, 1A

Mkl coronary sty deasne 1 vess]

T [N o o T A3 80 S, L0

P [} M 33 TR OTT RO

el ]

'wes (R WMo 84 TE QU R, BB

P [P - L) LS. ] AT (207 24l

Tira s roat o PG pear)

o1 v _-— ERC T TR lll-lﬁ-llulm

1+ 3 R - e & T3 G AT N

= 3 PR = ) LR L] [T R RT )

sy o CABD

e [17%) - 1A &4 02 O RS L

Py [N} 0N 83 T4 QNS [ET 00

T i et pooecs CABG (raini)

“Rll - - | A7 T QORI

=8 T LLE I R e

Casrerd. irohar

Tl (1% — idd TH AR L ]

Pl IR} N &5 TR G T G

[Choraten o claabasti (s

= 13 [} Sa8d A4 B 000 0

w10 {55 §- any 7T AT QBT [RLTA, WD)

as i :
Thoagreof Berriar Plascas by [l e
i =& == — =| &

@ THALES @+(24d 51gd 23 £= 2ad 51g 24)




THALES A= 22} 11,0168 S HH22 & Atd-F, 24281y, 0|1S=7HE, 9|ATH=E,
AL 3y dYAEC=E 59 5iEd blE2s L= g S8 &

o} Bl w5t0] E|7}&2] 90mgt OtAL|2IO] HEFEO It & SS I At S O st=t|
St7| elet S0t

= _ - 2
A0M| 0|4}, B A% AN T 3{8A LIESZ(NIHSS M4 <5) T D98 U 58 L2H(ABCD” M4
>6 T ZS0 T S S0i0)q S2 =A 25PN B2>50 % o= Fo|g[)0] Y= 3217} 2oist
20, SO W 24417 O[] B Bl TS HY HASS we At HoF 4 SUCt
0| AT M BN HZZ T AnpA 5B Wak 4l S 244|7F 0|0 DAY BYE SR PAEYS
o, BAFS 2 30 =0 E[7F 122 (1 23], 13] 90mg, 23] 82F 180mg)a} OfAT| 2l HBE0] £ OfA
mj2l Che S0jS wioiT) A% OlAT|2l 22k 19 13] 75-100mg 0|, 23] B2 300-325mgOl%
o} W@ 22772 3120|910}

} Kaplan-Meier plot (Z] 41 A|

=

12 3 THALES HIRON =25, ALY 13t Y4t £8 B 4 24
=

E)

— - |

[ o
g e
g . ¥ ) _r_l_'
d
Ed
2
WY OE NPT
§ HABSALCT GBS T Dy
a ] 1 15 20 5 30 ="
LI
EIFiTWs 5523 5314 25T Erad 227 5HE L] RLih]
e 5483 L] 181 5155 5148 5138 5998 1138

H 7-THALESOIM Q| 12 & 22} = F7IHHS0 tiet 24 (M4 24 ME)

E|7tO™e] 90 mg 1¥ 23],
A FIHOIATIR i)
N=5523 o
INTal-1p ) 2 HlE INTal-11
EN =S T r
=< A T KM% gsy ) | A KM%
12 HItHS
s . 0.83 .
= 5| 303 (5.5%) | 54 |51 5oq 362 (6.6%) 6.5 0.015 (s)
wzz | 284510 0.81 .
== G1%) | 51 |68 005 | 347 (63%) 6.3 0.008
Abgt 36 (07%) | 0.6 | 811-32319) 27 (0.5%) 0.5 0.264
22 HItHS
SI84 L2 | 276 (5.0%) | 5.0 | 6%-7(?93) 345 (6.3%) 6.2 0.004 (s)
1 23] O] 2F 90mg2} OtA I ZIo| HEEO QL OtA L2l ChE E0J0f CHSH /&bt P-4/2 2=
EFOEI%._" M Ha=2 ALZoH= Cox Hld 21& 220 sl AlAtE UACEH
KM 9% ZFe3022i0) 2250l



H|TL A 24 L|Z 2, AFQO| CHSE 3 BB AP 2l 2F A QAO| Cf3H AL H HEY A
20(0] 28 TIpZ0] A 20| B[R] Ot
(s) = E72 Q0|42 LIEfCY,

..l
Cl = Al2|727H KM = Kaplan-Meier;

— "

AN

T

F2 (ARR)Of| SHESHCE 0]245H Aot=
0 (0]
A(21%RRR, 1.2% %ARR)3HC}

a 1
C} OFAT| 2l THE E010]| B|5H Of OFf OfAT 2
2+

Ol2| Ho|=l B ZA0|M, opAL 2l T S010f HISH(188(3.5%)) E|7I1™e] 90mgt OtAL|ZIS EE
05k 8H21(150(2.7%))0M =& ZOH LSS A (F5 £ZS0| AL mRS Y47t 28 2f6ts A2

ZO|=[=)0l H AA| LtEtkitt.

== ¢ Botd BAS0| 30% S 2ifote AS 2= A Yol HAM E45 S5, OfAL
2l th= £040f H|3l(132(10.9%)) EI7t23H2] 90mg2t OtAL|Z S HEEH A|(92(8.1%)) 12 BItHS
(| ZSS 2 ALYS| SE) A0 2| H 2= T A7 LIEtKRLT.

d A THALESS 9| 5t9| A2 =&, AL 12} o S 87 40| HE2t AHI2 (A 24 Ml
=]

£)

Charsctaristic HR % Ch Total Kl HR % Ch
pasents TP
:::;m-.}numuu —*— 1MEE 54 65 0. (071, 068
L]

i —IJ— 5308 49 81 079 [0 08

o —— 358 57 88 045 (0651.11)

r:u?ﬁ I. 2050 B4 T 0 [DLB4, 133

L] i 677 BT 70 0U2(0.68, 05E)

Fasmugia - 4279 80 59 a0 100)

R |

i S 28 48 078 (08D, 1.00)

Bich o African Ararican 5%

Aslan = 4582 TS 00 086071, 108
|

e —- 350 34 B8 0089 D38, 1.83)

Wemgrd (gl

«70 ¢ 4ane 85 &7 00 1)

=70 - EMT 53 83 08 (08 1.04)

B (i) ]

<30 —— 75 58 A7 0.5 (0.7Z,1.00)

230 _._i_- 2073 38 B4 0T [0.48, 1.06)

Gacegaghic amgon

Asia mrd Acatrala —. ATE T A9 0 (DT0, 1.08)
—— ST AT 48 008, .00

Morh America | =1

Cortral and South Amenca - -— BT AT S8 0T (038, 1.48)

Dringreain of inche everd

Shrean HIHES poere <1 —4—‘ BT A7 BT 0u2 (0., 1.01)

Sirpkn MIHES poore d or & om e TE G0 uba U8, 1.06)

TIA e a1 33 AT 0 0 150

i b i vt B0 FRASSMIBRIGN (heuri) |

=12 — 588 54 B3 DuB4 D4, 1900
=12 T2 BS BB D2 (055, 0BG

Ty B Fuhien Gwiill B0 I choiod [hmori

=12 — M4 53 B3 DU DU, 1.11)
12 I- IO 55 A7 D (0.6 0.08)

Crabdss. masitun.
Yes

& 3MeE T2 TE 0SA0THL 1.2
Y — TAFD 47 8.0 D078 D84, 058)
Hiyyig e ey
e -, M 83 AT 078068, 063)
Mo —_— 2406 B0 80 102074, 1.81)
Pries ot stk o TIA
™ [ B3 T (U85 (048, 0.90)
Mo - - - BTl 55 82 089075, 1.085
Prio ibchanric hoart ditass
1065 56 55 1040, 1.71)
) —— W1 54 660U (0.6, 065
wlﬁ& |
= 43 53 53 102085 1.8
] —a— 583 55 67 081 (089, 0.95)
Pl SEEIIR Ll Frael _L._
Yea 17 A6 52 050 (058, 1.37)
He —0— T2 56 08 02 (065, 0.96)
Simokdng wlaius |
o —— W E L EeEy
o = | }
P —— EITE 55 66 053 (088, 1.02)
as as 1 138 2
Tieagraler Batter | Placalbs Batiar



ALt

2L

t

prul
[l

2120]

23}
O

Al &

=
=

o2 5=0

dl

22X HE =] = ol o [H N
o = B o ME_Ezl_gwo w2 % @ FO = = % o
mdle =l  TEEl  aiA oo | 5 W .| L
1o ni0 — e R - — had N
— 1o %% 00 < Ko ~ < nJ ] =~ S LN =
N Bl—ohT ar— o 8 O o S| < ~N =
=Zwonon00l X Xwo S 5 SR ~ ~ 0
MR ofo— 00K KO~=m0 — =0 COT=1 U N ) . =
N = O o) 0N = = TR B3 A < < N
H.:u_”__ﬂ_z._omqmr N O ol T O = - o e} H = & i 30
0 < =7l 0 113 oo LA = il 5 I3 x| =8| <=8 RIS
M e U o B o5 © el 3° 5° %
ol aE_ﬂ_.H__i ol T (NKO ol ¥ N - ol = 9 o g =r
ST 0 WESTE o g 2 ox U A R E X
0= _ﬁoL_m:u T OAo._t N < T W - _ Bl
oo DF X0 oD el = Ho o =
0 ©00 — P S0 () ~— o o = T
PSSy Aodl X = ® M o © P T L R
R I L R £z o 2 N| 2 (L N
N __o8an e Tz 0 ME of ot B K €<+ + 0N & I
= 00| DM =2 J|J7i0 < 70 o U9 © m o9 N W
oS L X0 oot o< ul -, nyf O o = o o~ o =y 0 -
1[e) u| o o o= Oordd, = 00Ty TSN = = — m o0 [210) ~
M=~NZ ., 8 =TS Pod W 2 o 2 ok ™~ © = -~ Ko !
=V Nop, o Mou I M ol < oo B3 S o5 T | » N R il
“mERSR Al Ay T Moy |B = = m
SR SnE piEs = ok T 2 = | O ~ | o . 2 3
0, U Pl 5 ml__._o_:._ 0 < =2 S ol xXx K o
SR 2EEy RD—3T  fnxsl <3S 358 © F |8F &8 5
PEIWS EFol a2 o0k o I X o Re S 1836 B S
<odzz ol 2 53 K = N o o o& o+ + 0 | . %y ]
— X <X KK R U 0 AR -~ ) oY 9~ < — s N )
VJOLmI_z_.E T ey m.__l (@)} :._onl__H|O_|~ n _.:._ 00 S O ™M 1) o o (W] = =
a|_._.__||_|_LI?_ oJ D._LMAA o ROIF_/L =N - (@)} cC m — ogd 2D m 1
SHoup 3320 T =QU X070 L - (— = | S o X
Sl o s w8 % s w~ = i X
<mlipo| o 9> Moo=05 Wypd I = — — "
mw_._RoD.r._ HAA._ B0 %) Immy.mumu R 7003 Y K 1 T ] T o
Ow_._Ju___M..__ RO jof MﬂmW,o_m Hiyr= =0 [ 7 o A= 0 =% @& o
Roptugs ©N%E wwm . O o W og On i @ol g M
N O R0= Ko € =< B o g Tl o TR _
Hzoﬂrﬁmmmme_ﬁ Hr XS 3380l 3u &u noN = T| SxHU| * o 1o
STROGOE Iooe mlm B S W R 2 Qu T Rm MS ™
A oTh R <O gie0Rr - <X B o = R RolWll| L o) My T W 1 o
m..__u.__._ll 0 <"l IV o UO=-8o3r :_W_.._E < KO Kb iy W il ] |_.__._||Ar_ _._|E ~ ] M I 4o H0
A_a_:_z P0Fyr Xz Ry P00 N o W - | mo| U oH <o = o Ko
AExFsT SMAgor U o M T . < o M < o < @
ob IR0 T < =T Liniol gk o - = al o oy = 2 O = o
oo -omois Botn Ul oz o4 L 008 e L= or
— W 5T F oV W_._ mrw 0" Fng3E) ur or w| ~ O N wh
o =T zisool oM BT o o ol T or ar = -
=) < oy XJ500| Joroli Mo g 4] woor o ~ &
mB o0 oo Ul20mUIE nTE 0 5 M X il 0 = 5 g
Nl ¢ Tepix Usgx & X B R S LY
QUM liIc T~ OIVMNKES @30T



i
1o
19
OjH
N Ol

[

~
==

I
rlo

2 12
|0
[
N
19

ojn

SAIR7|E AM72A220] wef, ARt E|lZ22d602 | 1 (E|7t 2" ) (= LIO|E|=A]
3 El

10

]

e

213902 2| AH(E[7t 22 ) (S=+LIO|E|=A|2fF) 2| B R EEAHAI=E A&t

oo
M 1

1 E2YY0| SSOIAULE. Ofof It g A=R2N Y= 5SS YSSHRAC 2.



