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Phase I Study of MK-954, a New Angiotensin II Receptor
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We investigated the safety, tolerability, pharmacokinetics and pharmacological
profile of MK-954, a new angiotensin II receptor antagonist, in healthy male volunteers
after single oral administration.

Twenty-four subjects were divided into 4 groups (6 subjcts/group) and were given
MK-954 (25, 50, 100 or 200 mg) after an overnight fast, followed by 100 mg after
breakfast. The results were as follows : (1) Modest decreases in blood pressure occurred
after the administration of MK-954. Heart rate was increased slightly, but, dose depen-
dency was not observed. (2) Signs and symptoms such as headache (n=3), feeling hot
(n=1), orthostatic hypotension (n=4) and dizziness (n=1) were observed after MK-954
administration ; these experiences were mild and transient. Abnormal laboratory find-
ings such as increased serum creatinine (n=1) and decreased serum uric acid (n=1)
were observed with the highest dose. (3) Mean plasma concentrations of MK-954 and its
active metabolite E-3174 after dosing in the fasted state reached their peaks at 0.7~1.3
and 2.0~3.7 hr, respectively, then diminished with a t,, of 1.5~2.5 and 3.8~4.4 hr,
respectively. The Cnax of MK-954 and E-3174 which exhibited dose dependency were 84.5
~1394.9 and 188.9~2219.0 ng/ml respectively, and their AUCs, also dose dependent, were
201.3~2231.2 and 1348.9~10861.4 ng+hr/ml, respectively. Although a decreased Cnax and
prolonged Tp.x were observed in the fed state, the AUC of MK-954 and E-3174 were 80%
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and 869, respectively, of those obtained with the same dose in the fasted state, indicating
no difference in total systemic absorption between the fasted and fed state. (4) Serum uric
acid decreased and urinary excretion of uric acid increased in a dose dependent manner
and without effects on urinary creatinine excretion. These findings suggest that MK-954

has uricosuric effects.

In conclusion, it was demonstrated that single doses of 100 mg of MK-954 and lower
would be safe and desirable to administer, because orthostatic hypotension was observed

at the highest dose (200 mg).

Key words : MK-954, angiotensin II receptor antagonist, phase I single dose study,
pharmacokinetics, uricosuric effect
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MK-954 : 2-butyl-4-chloro-1- [2'-(tetrazol-
5-yl) biphenyl-4-ylmethyl]-1H -imidazole-5-
methanol potassium salt (Fig.1) 1%, XET =
R« ANV HEREAN I HTHENED S
TWAHROEERET2HLVIERTFFIA 7
D7 ATy I (ALl ZEBETETD
D, ZOEHEZNFED» SBEES L UL TL
L TOBRRICABPRINTWS, 3 TIfT
b IHIEGREER T, ANZEERII URFEY
BETIERAEZRLY, 779F =izl T
BHEEPRIZI RV EPHERINTWSBY, %
oz, 7voxTryy 1 E#ESR (ACE)
PHERER SR A 5N 2 2R, IRE R EF
EEwo-BIER2ETCE 2 b D LS M
%9,
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MK-954

Fig.1

MK-954 1%, % DEREILED A I ZEEETE
RAERTOAHEZLT, EHERATBVTZDO—E
BNEDEEOEV A VR BERSY E-3174
(Fig. 1) CZE#EI NG Z L 12X VRG22 ES 2
AT EEZSNTWEY, N TITb IR
BizBwTid, BEARBIZAREAIBLIY
ANRERIG X LR MGIZIR 2R LS, K
BHREIMEEREANDRS BT b+ 0R
BRI BRI R BRI N TV 59,

SEELZ X, BERABFTCOREROKSR
DReH, BEM, EVEES X UEEEROR
NEEHMEL, 8 1MEERAREEmL 72, 72,
BEOEBRI L 2EEBIZOVWTHRINLIZDT,
I DOFEREHE THET 3.

FIBERIFR 2FE6 B LD 7T Beh i) CERE
7V =y 7IBVT, RNBBREEZEZDAR
Db EIWTERL T,

Cl
N
X
N COOH

CH,CH.CH,CH,
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MRELUHE

1.0 &

WERE X, BRTOBEZWNIC X D IRBREEER
DEYITH 2 LHW L, &5 ISERBAARTICIRER
HYERD» S B, Fik, RBREORE L FHI
NBEERZCOW IS RHAERZ T %, B
HEXZEC L 2HZBREMORER2XBCTCES N
7z, R 23~48 OBERABFEHEE 24 44 L
L7z (Tab. 1),

2. HERE
1% gz MK-954 5mg, 20mg H % \»
X 50mg »EETI2HE 1B SV ERWE,

3. BEEBBLUBRSHE

WERE 24 2 E2E T I SFIVHID 4 BEZ 64
TOMERICE D F1, B 1THHICMK-954 25 mg
%, DUFEI1H8 50 mg, £ 11 100 mg, ZIVHA 200
mg & U, BRAEMLVIBCRABREEML 72, #
BRERRSHHIBEISHATICE X, BE5Y
HE DR IC R 2 e 5. Lz, &7, RO
HEPRET 0B VL LT, S ER—
DHERF WXL 2 AR ORI % 1), 100 mg » 5
& (&b o) — 710 keal, #4> 2.1 g) 30 5
BIEE Lz, £ L b, RBAFEIE 150 ml DA L
LHICHEROK/E L, B, SRERRSHTH
DO RERT £ T, BEIZRS HORKR D 5 R
BRIKTREE CEEIE L 72,

4, BEBLUREER

Tab.2 WRLEREBRA 7 Y a—NiZiE>TUU
TOWRE - HIE%2EML 7.

1) I, MR

BE X EEEST (HA&2—Y >, BP1001) *
v, BAMIB X UM TITo 72, BMITiREIE
BAGA S BT & V, MM CREMIMERERS 512
1 A OREEREE LB EREN 2 BHIE 2T
v, JFAE UT 2 EEIE O FEE 2B L.

2) 1R, WEREK

RERER 50, 5% 4, 6, 10, 238XV 30

673

BRI I BIE U 7z,
3) hE
HEBEREHB L URERHO& L BRERE
WHRIE LTz,
4) LER
R 12 FE.OEMB XU Holter .{LEBEF (77
5B, SM-28) 12 & 2 EFEHIE 2 HH TITo 7z,
5) BHEERS L UCMEAFTR
WERE D S DR RFERFRIR S ¥ 2 L L b,
R T Y 2 —VIZREWERETERIERB LU
BN ROBEEIZ DWW T2 21T 7.
6) ERKMRE
RLUMHRD T2 », FHOHTHER TIME, Ro—
EERME R EM L 72, BB, —HMoMmBEES
REIWZ DWW TS 4 B b EMEL 2.
7) ®RIfER
RERERE%, BEINLEKRIRS X UK
REBRECOWT, ZOMR, BE, KR,
WE, $BEE, FMCEERL.. 2L TREBEL
OERBEERIZDOWTHEL T,
8) RER S CIRPORRER, KB, EF
& (Na,K,Cl), 7v 7=, pH O#E
ZeUHERORKRE L X, —ERMI L
ERL (Tab. 2 28), IREZHIE L 7% 0—8
PREGCEEORERKE L Uiz, &8, pHIZDW
TIX BRI O BRASRERT IR 12 D W THRIZE L 7z,
9) M#Ev =M, M7y r7 v /10
BEBLIUTVIERT 0 rBEORIE
BRER U 7z MR 1 33 Do B, A% % 3B U HIE
WLz, BB IR ESH AT — vz vicBw»
T, My = 1M RIA-EEE, M7 > 9%
F vy U IIEE X RIA-PEG %, M7 VN X7
o U EEE RIA-2 HiREIC X DTo 72,
10) [MAFHEEYEE B X CRGEYHRED
HIE
FRER U 72 Mg 1505 e, 1MER % 47 ER L AlE
Wk L7z, %/, SREHOERD 20— %2H#
BRUBIE U7z, MK-954 RZE{bik L 2 R
¥ E-3174 O#IEIX, HPLC ¥Rz & b EE 5Kk
AESHEYRBAET B TTo 7.
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Tab.1 #HEEOEFR
B (54) HEREES £ B @ H K (@m #& # (ke

S1-1 25 171.5 60.2
S 1-2 99 180.7 69.7
S1-3 29 174.4 60.2
(ilmﬁg) S 1-4 3T 167.2 67.2
& S1-5 35 166.9 56.7
S 1-6 35 168.3 5.2
F#+S. D, 30.7+3.9  171.545.3  61.5+5.8
S 2-1 29 165.1 58.6
S 2-2 31 174.8 67.9
S 2-3 32 180.4 73.9
(ilfq) S 2-4 33 185.0 76.5
g S 2-5 34 169.6 52.5
S 2-6 39 173.8 63.0
FH#+S. D, 33.0+43.4  174.847.2  65.449.2
S 3-1 24 161.7 74.9
S 3-2 2 173.4 62.5
S 3-3 33 169.1 69.2
i
(ﬁojﬁ) S 3-4 36 163.9 55.0
g S 3-5 45 173.7 79.4
S 3-6 48 166.1 52.4
T#+S.D.  35.349.8  168.045.0  65.6+10.8
S 4-1 23 172.5 67.5
S 4-2 25 162.5 48.8
S 4-3 25 165.6 64.5
(iévf) S 4-4 2 186. 4 84.6
& S 4-5 27 176.3 63.9
S 4-6 31 181.5 67.1
F#+S. D, 26.242.7  174.149.2  66.1+11.4
F 3-1 2 161.7 74.6
F3-2 2% 173.3 62.5
. F 3-3 33 169.2 69.4
(ﬁi\lf(fm ) F 3-4 36 163.6 5.2
& F 3-5 45 173.9 79.5
F 3-6 48 166.2 52.9

) +S.D. 35.3%£9.8 168.0£5.0 65.7%£10.7
* BN & [/ — O BERE

5. i ¥ 7z,
AT RIEE B L TiE, ‘ST D E L EEFER T A —F B L T, BEmiEh
TR SHT & REFS L DEDRET % paired  FEYEE B ZERFH (Tha) ZORFBEEOE—7

t-test 'C“%ff@.bf:. F 7‘:, ’,Z‘g blﬁf\ Ufﬁﬁé}*ﬁ B%FEﬁ %_?q %%mﬁﬁmﬁ%g (Cmax) 1% Tmax B%?@ﬁg %
bEMLI, B, BRES%2boTHEEL AL M RE-FRERTER (AUC-.)
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V3 IMEE R IR O B E AT HE e B ACRERE & TR I
XVEEL, ZO®BROEREK % TOHME%E mono-
exponential B CEHE L, EH L7, HEFEH
(tuz) X, %‘ig?ﬁ Tmax 0)‘(5\'@5#,@:17) 6%5@&%
ZRIERR £ COMBEPRE 2 BEBRL, BF
B/NZREC L 2EREROMEECIDERHL
1z,

w R

1. MES & UIRiaE

MK-954 # 5% OEAAIIME B & IR O H#
#% Fig.2 wrL7,

MERDVTIE, FREGHLELBREGHRI~8E
e —7 L LTBOLETRE NN - 2RL,
200 mg HREHETRIMOKREGE LKL PP TR
DRBE EM» -T2, %72, 50mg UL EDRERET
i3, ST L B L TRE 24 BRI BLT A
B2 (p<0.05) TEHA SN, B 100 mg
BEEICOVTIE, EERHEESHCHENZDO TR
OREIFE» o1z, S8 E AV TERRRS
B (25~200 mg 5D 4 8) ORIGT —> (B
RIXHE) 2MatLize 25, EHMETER
ZDRD 51, 200 mg BEFHHIMORERF L TP
DR BRGNS — Vv RR U, —F, R
EBLUEHMECZIEEZRIRD SN » o
7z.

PRIz DV TiE, BB L b MK-954 54
R DEHIHERSD &z b DO ARKESEIZR
ooz,

2. iR, MURE, &, LEBX
WTFhOBRERICBWTH MK-954 051z
I2bDERONIEE T IELE 2RO Lo
7.

3. BEER - thEHRR

R DOV TR, 25 mg BEEIZB VL TR
LEERES 1B, BERDAH 14, 50 mg BEEIC
BV CEEREDS 14, 100 mg #E5FEIC BV RIS
{EIMFESS 1 4, 200 mg e EEEIC B W TR MR
ES 2 6, BIEEME LIS 54081 FIRD

sz, B 100 mg H#EFH IOV TIIRCRE
EEDRPoT., BB, IhsOEREIER LD
MEUNFRCEETERVEOEIERAELT
Wotz. 72, 200 mg BEFCRFIC L HREB
T VNIRDIERRD 1 IR o Tz,

4. ERERIRE

BEHEEOHRIIBWT, BECEHLIE
B R & e BIERBLUMN E W T h b B
EFE#chy, ARKFEERZZED o L»o7z,
MERBEIC D W T ARKENRET 2R,
B5H, &5 4E%SB X ORE 24 BRE#BOF
E (BAI D mg/dl) ORI, 25 mg #5.15—
4.83*> 4.63*, 50mg #6.10 > 5.33***—>
5.58***, 100 mg £ 5.88 — 4.63***— 5.18*, 200
mg B£5.62 > 4.28***> 4.98** 8 L ' & % 100
mg B£5.81 > 4.92**— 4.70** (* 1 p<0.05, ** :
p<0.01, *** : p<0.001) THo7z.

BHWHREH B 2HERREEORELH LT
1%, 200 mg BEGEICMEI VT F=VEDO LR
(#5871 1.2mg/dl— 4 BFfE# 1.2 > 24 B¥[E %
1.7) 1618 L CMERBRECET B5ET4.7
mg/dl— 4 B4 2.9 — 24 B 3.8) 5 1 iz
Fooh, ME7 V7 F=EEAFIIEIER &
Lz, %8, ZOFIIES 4 HEROEHRE TK
EHioEEE L.

5. BEIfFA

BRER - RN RS & CERRREEORY
ZEHITHRERE L ORRBEFRHEE T E 2 WEIE
BAELTWY ETFoshizb DX 8B 11 4THY,
ZOWRIZ, 25 mg BEFFT2H 34 (5 - #
B 14, SEE 14D, 50 mg REHT 1614 (H
F&140), 100 mg H#EHT 1614 (EiH(EIm
FE16l) 88X 200mg 55T 4664 (MFE
I Vv7F=EER 16, EIMEMLE 26, &
SMHEIE 2 Bl— 2 & LTEH— LB 6 A
18) Thotz, WThOER, REERELE
BT, HCELHET Z e {ERL/]: (Tab.
3).



677

(mmHg) IR 48 HA 10 £ o : 25mg
0 50mg
a : 100mg
v . 200mg
A I E12100mg
(n=6)
25ng x
501‘[‘(8 x| xxx xx * * ok *
100mg * e
200ng *
£ 100mg - .
(mmHg)
80 LR EA M
704 A
60 L
50
40
ZSM * | xx| wxs = xxx - £ * * =
50mg hd = e | ax - - . P .
100m * * * * - *
200mg x| = x| = = xx x * P *
#%100mg =
(beats/min)
80
70
60 X
50
2 5nmg * = x = xxx Py
50mg * * =
100mg *x o = = x =
200nmg
#%100ng | wea - | - -
T T T T T L T L} ) T 1
01234 6 8 10 12 14 24 30 ©br

HERT & DS (paired t-test, * 1 p<0.05, ** : p<0.0l, *** : p<0.001)
Fig.2 MK-954 BEES£OMES & Vhkafozet

6. RELSUICIRPORRESR, R, ERE ~ 4 BERE R L T F OIS L, E-HE
(Na, K, Cl), 2L 7F=>84U pH WERLRELY Ao o7: (Fig.3). 7,

BE#0~4BEEORTEBIEHEICOVWT V7 FURABZOMOEHIZOWTIZ,
X, ZHEEHYS T 25~100 mg ORICHEKRERN  MK-954 #5123 bD RO EE 21
RN EERD, 100 mg & 200 mg TRIFIZFEUE  EE#HEED Lo T,
EThol:, 5% 4 RELIREDRERPEME X 0
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Tab.3 BIfeF—%
ot o R B o R Pjge” aE e
sS4 2 i i 3.5 SEM FH sl @
S i 6 6WM AW sl B
S15 2 S i 1 WM RW L @
S 2-5 50 GRS B 10 14/ ANBA 7L EfE
S31 100 RS PRI B 24 15 4> ABA zL  [EE
S4-1 200 mE7v7F=ELR B 24 3H Zw ZL [EE
S 4-2 200 REAZ PRI = B 6 54 W 2L B8
S 4-3 200 e MR R (2353 35 I L [EE
Csad 20 EUMEMEY B 6 543 T xL EM
EUMENES B 8 55 Zeo xL EE
WACRECY A B 10.5 143 Zw zL [EHE

1) MEREMZEAGIT 100/53 mmHg  (EILE/SRRIGME, BUTRR), AT 72/29 mmHg.

#2) MEREMIZEAMT 91/45 mmHg,
& 3) IMERIEMIZEAMI T 108/54 mmHg,
o 4) MERAEEIZEAMLT 92/40 mmHg,
#5) MEHIEMIZEAMMIT 97/50 mmHg,

7. MEFLZ—EM, MET7 2472 CILEE,

MEE7IVERT O BE

TERERFG S B DL TI, SFEL bERE 6 BEf
glcmigy = EME (PRA) L7 945~
YYII(ADBEEOERER EEB L UMET LV F
ATuvBEOETHRD o, kB, BRER
ERICBWTH 6 FfE%RD PRA tANIEEIC L
ABRED SN, ZOREIIEHEIFREHIZY
SHE Tk r o7z (Fig. 4).

8. MiEFEYBRE

MK-954 KZA{tik i & OREY E-3174 DI
hEEHR Y Fig.5-1 8L U 5-2 12, ¥72%h
5 OEENSTHERINT X — % % Tab. 4 TRz,

MK-954 i3855 Ee» I BN & h, MK-954
REAAED Trax 13EEEEHRSET0.7~1.3 KFfH
Thote, £z, t1, 13 1.5~2. 5B TH DL
HE DL TH 572, Crax 13 84.5~1394.9 ng/
ml, AUC iz 201.3~2231.2ng+hr/ml TH b, #&
SR sl TsmL 7., — 4, R#t E-3174 T
1E Tomax 13 2.0~3.7 B, ti. 13 4 BRI TH
D, MK-954 KZELEIZHRZF DWHEIZERT

MALT 88/37 mmHg.
SIfIT 92/42 mmHg.
AT 95/41 mmHg.
LT 105/48 mmHg,

Hotz. 72, Cax i3 188.9~2219.0 ng/ml, AUC
1% 1348.9~10861.4 ng=hr/ml T#H b, MK-954
AL It Chax T1.5~2.31%, AUC T5
~TfEOBEWEER LT,

100 mg HETORBEMOFE OV TR, B
#BEE5IC L D MK-954 R&E bk, K@Y E-3174
ED Crnax DIET, Thax DERVED SNTz, %
7z, AUC DO IZ 22 51t MK-954 KZE
b4k TH 80%, R E-3174 THIS6%TH D,
MK-954 RELETEEIC (p<0.05) WAL H
DD, E-3174 TREEEIZDohd» oz,

9. RApEYHkfE

MK-954 KRZ{btkB & CR#Y E-3174 DRF
PR EZHEL, &oKZNS QRPN EORE
Sgstd 2 EaR2EH UL 5% 0B X T
ORGP IZ, MK-954 RELEE L TRIBE
B0 3.2~4.1%, E-3174 £ LT 6.1~7.9%Th
D, 25mg HE5H L MOREH & OMT MK-954
KEEB L O E-3174 L b EEEZRIZID SR
otz ¥, ZHERRS EAB%RES L OHET
LEBERBEDShE o7,



( PRAFRESHE &
gt O zsm
EE somg
80 _ 100mg
‘ E3 200mg
60 [ ro0mg ()
40
20
0~4 4~38 8~12 12~24 24~30 (G5 #%EERI hr)
e RepoLT7Fo>
80
60 -
40
20
0

04 1~8 8~12  12-24  20~30 (RSEREhr)

Fig.3 MK-954 BB SR ORFIRES & U027 v 7 F = »Hhlit &

(ng/mli/hr)  PRA

30+
[ #&58
N 20 1555 6w
M #5527 %
10 (n=6)
oLt .
25mg Omg 00mg 200mg & 100mg . e=ihi5
(pg/ml) ey e 1p<0.0l
60.] A || o *** 1 p<0.00l
-y k. 2 (R58TE DL)
40+
30+
: B
Oj il
25mg 50mg 100mg 200mg &7 100mg
(g/mD) 5y pz5ms
1254
100
I *
50 | *w
** I V i
= | 7 !H% .
5 7 2 |
25mg 50mg 100mg 200mg &7 100mg

Fig.4 MK-954 BiERESROMEL = o3& (PRA), 7o Y4 57>y 10
BLUTIVR AT 0 EEOHR
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(ng/m) MK-954 REE{Li%
30007
] O——0 25mg

1000 % O----0 50mg
5004 o——a |00mg
] v----v 200mg
1
!m; i1
4 1004
Y
’éh 504

624681012 24 30 iz a8 00 20 3
%54 (hr) #54% (hr)

Fig.5-1 MK-954 BE#5 D MK-954 KZE1 ik & R E-3174 O miEiss

DR (THEERE)

MK-954 RZ{LiF E-3174

024681012 26 30 024681012 28 30

#5#% (hr) HE5% (hr)
Fig.5-2 MK-954 100 mg ZEkFS & B%ES BT 5 MK-954 K& bEB L U
R#Y E-3174 OIMEHEE DR

2 = DANDERD 2 WIZEAZIHE T2 2 L%, &
MEZW IO EDOEBRCERTHL I EHT

VIV T UVATFTUY Y TNVRATRY  TREFIINTBY, 20L52BS5»5 ACE
(RAA) RIZMERAMOAKERERBICERE LS HEE, Vo UHEEE, AUZEEETHEOMRE
BERLLTBY, ZITRAUDPEREEME  SED SN TE LY, ANIZAFETEEL T
ELTWTWwBZ iR, R{AohTn3, & X, 1970 ERICANI 7 Fa s THBERTF I A4
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Tab.4 MK-954 BEIREGD MK-954 REAbHA & AR#HY E-3174 OEBS%M T 2 —%

B5H Tmax (hr) Cmax (ng/ml) AUC (ng+hr/ml) tys (hr)
25 mg 0.8+0.3 84.5+40.9 201.3£79.6 2.48+1.54
MEK_954 50 mg 1.3£0.9 197.6+108.5 354.2+128.8 1.69+0.75
KIS 100 mg 0.7+0.3 800.5+330.9 1069.1£392.6 1.514+0.41
200 mg 1.3+0.5 1394.9+513.1 2231.2%1065.2 1.7940.19
&% 100 mg 2.8+1.2**Y 282.4+97.9**Y 854.7+238.5*Y 1.59+0.21"
25 mg 3.7%£0.5 188.9447.3 1348.9+203.6 3.80+0.50
50 mg 3.0%+0.6 462.5%£161.0 2653.31+656.0 3.75+0.70
E-3174 100 mg 2.0%£0.6 1210.8+271.4 5958.2+1192.2 4.171+0.48
200 mg 2.5%0.5 2219.0+484.9 10861.4+3316.5 4.37+0.36
B 100 mg 4.5+1.2**Y 774.9%156.8**V 5116.4+702.2Y 4.16+0.44Y

N=6, Mean=S. D.

! ! Paired t-test by comparison with 100 mg fasted group, *:p<0.05, **:p<0.01

TOEEFONEEFEINTD, BOEERI LW
& B L U partial agonist fEABHZ I L H—
BIBEETIRAV SR TWLIRY, 208K, FFE7F
K& 4 70 ANRERETZEORFEI AL S 1,
1990 W IERIC AT BE e A I A ERE L L
T, BOWEMEE2E T2 MK-954 (DuP-753, —f%
44 losartan potassium) 23¥FR 2 hizD, MK-954
FREENYEE B L OV O AR R I X
D, WAL ORI ZEEFERALRDONTH
D2 Z OEBEEM I DL TIE MK-954 RZE
CED AL ST, Z2OHINVKRBERBYDTH S
E-3174 5L TWw3 LEZ 6N TW3BY, &
[El, EMICB W TRERASF 2RI MK-954
HEKRETORLMY, BEMN, EVEEL L UE
HIERAZ2METT 2 BT, XFBREEHE L2, B
BiowTildBATERBI NI BEAND I
~300 mg, BEAD 10~150mgBEDF—5 %
BEL, BReMEER L C25mg 2¥EHHE &
L, Z&E2HEEL 2> 50 mg, 100 mg, 200 mg
EHBR L, ¥/, BEOBRUC L 3 E PR
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FRIAROBE 21T 7.
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~ 8B EE — 7 L LB R TEEZRL,
50 mg L L OB EHETOIEEIX, 24 FFE%ICB
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Fxlz, VTHOBIOERETH Y, FRUE 2
FTERLI5GLURKERLTE Y, 7o HKIER
fHED 12 FELOLER B & O Holter L ERX O HI
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50 mg S RICEE QRS R » LB 4 4R
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HELRBMEOHRICEIZDbDEEZ SN
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Hotz, E-3174 @ in vitro B} 2 ANZEE
HEERE (IG5 3.7X107%M) ¥ MK-954 FKZ bk
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AUC B2 50 86% TH W HERZIXR
Bighotz, IO s, RBEOERITZ MK-
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