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We investigated the safety, tolerability, pharmacokinetics and pharmacological
effects of MK-954, a new angiotensin II receptor antagonist, in healthy male volunteers
after oral administration of 100 mg once daily for 7 days.

Nine subjects were randomly divided into 2 groups (active drug 6, placebo 3). On the
Ist and 7th days, the test drug was administered in the fasted state (before breakfast),
and on 2~6th days, it was administered after breakfast. The results were as follows :
(1) A decrease in blood pressure was observed in the active drug group after 6 hours
following the first drug administration. (2) Some adverse experiences such as headache
and dizziness on standing up were observed after MK-954 administration ; these experi-
ences were mild and transient. In laboratory findings, a decrease of serum uric acid was
observed after MK-954 administration. No other abnormal laboratory findings were
observed. (3) Mean Tmax of MK-954 and its active metabolite E-3174 were 0.8 and 2.3 hr,
respectively. MK-954 disappeared quickly from the plasma with a t,;, of about 2 hr ; the
ty2 of E-3174 was 5 hr. There was no significant difference in the Cpa and AUC of MK
-954 and E-3174 between the first and the 7th days, suggesting a lack of accumulation of
MK-954. (4) Serum uric acid decreased and the urinary excretion of uric acid increased
during MK-954 treatment. The mechanism underlying the uricosuric effect remained
undefined.
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In conclusion, it was demonstrated that 100 mg of MK-954 is safe for a 7-day dosage
period with no accumulation in healthy male volunteers. Based on these results, 100 mg
was recognized as appropriate for the maximum dose in the proceeding early phase II

studies.
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MK-954 (—#&4 : losartan potassium) %, [
FEEB LU OARLE L U TOBRIEHABHRFS
NTVBBIERTFRIA TOT7 v 9F Ty I
ZREERETHYY, ZOREMEIZTTRL,
R#Y E-3174 bW ZEEETUERAEZEL TV
52L&, WAL ORHRMNZENERT EEZ
S5NTWE2, K TOFRRBRBRICBWT, B
ANCBIBHNEE7 94Ty 1 BLUT >
OF 7 vy v IR ERIGZS U2 kR %
ALY, KENEMEEEENOEEICBNTY
R 2B ERI RS SN T B0, iz, S[E
DRETHEITH, FPEBOTRERABFTO
HERE OS5 R 2 EME L, 200 mg ¥ TOReMH
BLUOBAEMOMKR, o EVHEL L URE
DEEDORE 21T 727,

SEEL I, chosDOFREHEE 2, MK-954
100mg #1H 1[H7 HEERREOKS L &
DLeM, DEME, EVEEs X OEEERICD
WTRE L7z DTEF DR EZHRET 5.

ARRIFPER2ESHCERE 7V =v 7B
WT, BENEBREEZBESOARD D LICEML
7.

i

NERE LU HE

1.8 %

HERE L, BRTORBEZHIC X U KBRS EM
DHEYITH 5 LHWBL, 25 HABRFHENCIRER
HLERL S B, Hik, RBEEOHR L FES
N2EHWERFC OV THaRHAER %, B
HEEZ I 2ZBBMORIEE2XECTHEO N
Tz, R 26~47T ROBERABFEFEEFEIRA L L
7z (Tab.1),

2. HRE

14 7z MK-954 50mg 2&E7 5H
BLISA T ENVBIONEAR—D 77 R S
NVEEWTZ,

3. BEEBLUREHE

WERE 9 %% MK-954 100 mg (50mg % 7+
Wh2H TNV BEFH6ELBLIUTITER (7
SeRATNE2HTRN) BERE 3 ZLIHEE
BIZEYY, ThEnlH1E7 HEEGEED
BELE, L, $F1HELE7THHEZEBERY
RE»SHATICBE, BE5YHHOZEEEFICR
BRERRE L, FE2HE» B 6 HEZ TIXY
HOHE 30 %I E 21T 7. BERFE I 150 ml
DKRE EDIROB/E L. &8, BREIZZRSH
HpoREKR TR T, BERE1HE, $£2H

Tab.1 #HEHREOHE

BEH HERE R T (R & (cm) & (kg)
MK-954 #5557 6 36.3£7.5 172.6+5.2 64.3+9.1
77 e K5 3 35.3+5.0 168.9+6.4 63.21+16.0
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Hi & U5 7 HHORKED &% H ORI
ERRTEE C&IEL,

4. BESLURIFER

DToOEBIZDWT, Tab. 2 ZRLUIHRERA Y
Y a—NWIZREWERL T2,

1) Mk, MR

HEZEHEBmMES (H&xa2—-Y >, BP1001) %
v, BMIE X OAIE TITo 72, BALTIZEIE
BAIA 5 BT & D, SAITIX 1001 & D ZF 2R
LU7-t 2 Bl 217, FRlE LT 2 BEIEDH
FfE xR L 72,

2) 1R, MR L OEE

Tab.2 WWRLIZAY Y 2 —VIZEWEIZEL Tz,

3) LER

28 12 FHO0ENB & U Holter LEBEF (77
5 BT, SM-28) 1 & 2 EFHIE = 8 TTo 7.

4) BEMERE X OMERRT R

WERE D S DFF 2 R PERFELER S B L L I,
RERA T Y 2 —VIEWEREATERERE LU
HEAFRROBEEICOW TR 2T .

5) k&

REMUWIEDID, $1HEORBREREH,
%4 HEB X O 8 HEH ORI MK S X IR
DO—MBEERBE R R L2, BB, —EORE
D2WTIE, FE1HAEBIUE 7T HEDKRS 4 KFH
iz b EMmL 7.

6) EIfEM

REREI 5, BESNIBERRS X UK
REBEMEREE ICOWT, ZOMER, BE, FKBERH,
LB, A%, FEMcEiskL, HERZEE ORRE
RIZDWTHE L 72,

7) RER S VCRPORRER, Kk, BH

B (Na,K,Cl), 7v7r+=>, pH OHlE

BEMRER DR L 33l —ERFE 2 L IcE
RU, REZHEIELHZO—IBEETHEE OH
FERREE U, &8, pH I DWW CIRBRRE O
BARERITREFR 12 D W CHISE L 72,

8) MV =M, M7y 37y I

BEBIUOTIVEAT OV EEDRIE

FRE U 72 I I3 0R D o i, M % 43 ER L HIE
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U7z, BIERHRAEHZ AT — LI VZBYL
T, v = ¥EME I RIA-FEEE, M%7 > 9%
5>y v IEE X RIA-PEG i, M7 VKT
o VEEE RIA-2 FiFRC L DiTo 7.

9) ImiEHIRYIERE B L CRFEYHEE D

HIE

B U 72 M 155 D4 R, TR % 53 U IE
L7z, F7, SEFEHOERD Z0—HEEk
B UBEIE I L7z, MK-954 REAbA & 2 03
) E-3174 ORIE X, HPLC ¥z & b B SRk
REHEYRBARILC BV TUTo 12,

5. &

1) M - Bk, BES X Uk

MK-954 ¥ 58 75 ¥ R EEICOWT, &
i ottig e UCEBERNC K GHT L RFER LD
E OS] % paired t-test TEML 72, £72, MK-
954 B GOV TIRALEWE U THE I &
LRETbITo Tz,

2) EGIRRRE, MmEEy = &M, M7 o4

Ty VITBEBLUT VAT OV BE

—EOMIE WV LIROREEE (REEXK,
R, Na, K, Cl, 7v7F=V) z6NicImsEr
=ViEd, M7 o7y v IIBEBLUT
VR RTOVBEIZDOWTIE, MK-954 %58 L
7o RBERICOWT, {EAT L ckEHTE
DOZEICBT 2 FH B % grouped t-test T
Uz, %7z, LECIM#EK - RBEEE =& 0— KRR
RREIC DWW T, BEETE Ol E U TEER
R EGRTE SRS L DEDKE % paired t-test
TEML 7.

3) EENFHNTA—F

R MAEh YR RERF (Theo 12IMMEEH
BEOC— 7MY, REMEPRE (Chx)
Tax FEOMEZERA U7z, MAEIRE R T
HifE (AUCo—2) BEEE1IHEBIUVETHH
DEZ %54 24 B Z COMEFRREICOWT
BRETEE Uz, HEEEE (te.) &, B5%&
Trax DRDEFE D & EEATRER RIERFL & TD
MAErhBE 2 B L, MR/ _FEICL S
EFEROES L VEH L,
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Tab.2 HEBEA7Ya2-—
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H, LE1), 2)BLTRERES %% b -
THEEEL LT,

w R

1. mES & URaE

MK-954 8L U772 R0 7 HREEFF& S
DOBEAIME B & VIR OHER % Fig. 1 Rl
7z.

MEWZ DV TIE, MK-954 # 58 CIRMEDT
RS o, HEHTE K LIZIZLEEHMTE
BESTED SN, REguco>wTiE, F1HH
B GRNC LENRE OISR Sl 351,
B 5 HOREHT £ &5 6 BRfE#OIME, A
WRAL 7 B b 7z BHERE & BT TIRET L
e 2%, TN LB LZICICERENRD
s>h, %581 HEOKRSHIE L gL, ME
BE5HERDICEOTRES 21D, F 7R
F EET 2 EEANEFNREFNERICRED S,

2. &R, "R, 4E, LER

MK-954 #5807 5t RIESOWE L b,
EHIOBEGIZ LB HDEEON DB % 12 13EH)
BEO o Tz,

3. BEERS LUMMBMAIR

MK-954 # 58 T1%, RKSE 1HEBL U2
HEWw 1402, Emx28s54 (1, 5, 6
BIOTHBEC1H, FE1HE1HD, 326< 5
ADNEIFEH1IFED s, 77 K5
T, EESE6HEB LU T HE W 146124,
FERR—y & LREULE 2 HE W 14, HER
pof HE2HEK 1A, FeHBEW14) #ED
sz,

4, BRERIRE

MK-954 58 75 ¥ REEHOZNLEFN
OHRNIZBI AHEL DZEDOHBICBWT, BE
WEB L ZEEBSEE SN, »wiTh b Bk
EETH Y EENEHHPEANO L DTH -T2, &
B, MEREBHEICDOWTIE, MK-954 58 TH
557 568+1.08mg/dl 2 1 HEBLUETH

HBo®s 4 B%IC 2 Fh 4.48+0.87 mg/d],
442+0.73 mg/dl ¥ FE (p<0.001) RETH»FE
o,

fE 2 DBERE DWW CHRREEORELE X
28I THoT, ZDDH 1FIIMBEREENET
ThY, H1HEBSH 4.3 mg/dl &5 4 KEfE
BRETIE 31 mg/dl £ TIET UL, ZOBNIE
7 HE#S 4 BEEBRETY 34mg/dl L{EES
AU, B8 HE (B7HE®RS 24 FrfE#&) 1<
i 42mg/dl L5 1 AEREH LIEIEREOET
bHotz, BEKSG L OBE®EIX [H0] LHErS
niz. 1EF»w GOT, GPT, LDH 8 & U CPK @
FHE% 1HRD 1208, ABSAR A OB D&EH) I
Y AMRBEEHRLTBD, &6 y-GTP, ALP
EZORFRIADONE»oT2Z &5 MK-954
®5 L OREEIIEE I NI,

5. BfEMA

BRI - AP BB X CERRREE DR
EEPIT, RERE L ORRBERIEE T ERVE]
ERELTERY ETFonkzb0x3fl6H4TH
D, e oak] B1FI14H, [FHRE] »2415
H(1fhzowTid®ks51HE, 5HHE, 6HH,
THEHCENENRBELLDOT, InE4ELE
H) Ewonis, WThOERLBRET, Frcil
Beid e {EIEL (Tab.3).

6. RELWSTICRPORRER, REE, BHRE
(Na, K, Cl), 2L 7F=>&4LU pH

MK-954 #5533 RIPRE PR & O INH
BE5eMEEL, S5 HOREE 0~ 4 KiH
HHWIF0~12 IR st (Fig.2). #1
HEHDO O~ 4K, F2HEH, B3HEHD0~12
BB LIUOET7THED 0 ~4 BT 7 2 R
ERICHARTEE (p<0.05~p<0.01) ZEME%S
w7z,

ZDMOERIZDWT I, MK-954 5 &
B3HDEEZONZEEBLIUEHIIRD SN2
»o iz,
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Fig.1 MK-954 7 HREei 5O MES & Cifmfiozift
Tab.3 EIfFA—%&
W - BEATE L O N
BE gem  omr BE RSN ORRRM Tpe,”  oE B8
R1-1 MK-954 36K 5H BE 3HHE 1HfH JETERW 7L i)
R1-4  MK-954 It 2353 1HH 4 B ! L &
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GEbE BE 6 HE 2.3 IRefl N8 zL =g
B [ THHE 4 IR ANBA %L 18
R1-9  MK-954 GEEE B 1HHE 2 R 9 izl =18
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(mg/hr) ] MK-954 (n=6) * 1 p<0.05
100+ 75 % (n=3) ** 1 p<0.0l
(77 e RIFEH L DOLE)
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Fig.2 MK-954 e 50 O R RIRPEM & O H#R

7. MEFL_2EM, MET7o 2T NLRE

BIUMEF N FRTOVRE

m#gy = ViEEB L mE7 o7 vy 1
BECBEL T, MK-9%54 #%5#0E 1 HEB LU
B7THEO®RS 6 FEEZEIX VWIS 77 2R
ERICHBELUTERE (p<0.05) 2 ERE2TD T,
—F, M7V AT VEEIZO>WLTIE, MK-
954 EB LUV 77 REEOHREL b, F1H
H, £7HEHOKREFIEICLERZNZNES 6 K
M CTIHMET 3+ 2Em %2R L7 (Fig. 3).

8. IMYFEPZEY AL

MK-954 K&tk E & R E-3174 D14
FEBEHRE % Fig. 412, £2Z2h o DEEIFEN
NI A —%% Tab. 4 iZRL7z,

MK-954 i3, £ 1 HEB L UE 7 HE DT
BEHER» TN & h, MK-954 K& L&D
Tox 3F1HE, FE7THEBE DWW 0.8FRITH-
T, by B 1 HEM2.27 KR, 57 HE 1.62 K
fichote, FIHEBLIUVETHEHD Chax X
FNZFN639.88 X 18655.0ng/ml, AUC X
952.6 38 L' 7739 ng-hr/ml TH b, BEHE1H
HBLE7THEHOEDHEKTIRE ST A =2 13nT
NYEEZRFED o »oiz, —F, E-3174 ®

Thex BEIHEBLUETHHE b1 2.3KMH
& MK-954 RERICHERTRRENRTE—7
WL, ty, ZHS5KETH Y, RE(IEICEE~Z
DERIIFERTHoT. /2, BE1HEBIUVE
THEH® Chax BEFNZTH1227.7 B LU 10743
ng/ml, AUC % 5535.8 38 & ¢F 5290.7 ng+hr/ml
ThY, ARt LEAKCEIBBE THEDE
NRIXA—FDODHBICBWITEEEZERR D>k
hotz,

9. RepEHtR

MK-954 KZA{bik B L CR#Y E-3174 D 1
HE&S5% 24 R DIRFHRMBRI ZhThis
BD4.T%BLV6.5%THY, B 7HE (BKRE
5H) %#5% 8KEME COHMRIZNATH
3.9%B LUV 6.0%TH-7z. iz, HHIABKE L
L2 HE»S5E 6 HE % T ZRBREE,
MK-954 RZEAAET 3.9~4.3% 8 X O* E-3174T
6.0~6.3%ThH o7z, F 2 HELREDRHHEME
25 1HHE (0~24 Ff#l) O Z 1L &l L T MK-
954 KEbiR, E-3174 L b ICEBRREZRED T,
T - EGER ST E-3174 © MK-954 K%
ikt 2 e R DX 1.5~1.6 DI T
Holz.
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Tab.4 MK-954 HEf# 500D MK-954 RE(LE & EHAREY
E-3174 DIEEBSIHEN/RT A =¥

BE5H Thmax (hr) Cmax (ng/ml) AUC,_,, (ngehr/ml) ty, (hr)
MK-95¢ #1HH 0.8+0.3 639.8+251.7 952.6+234.7 2.27+0.85
REAetk  m7AEAE 0.8+0.3 655.0-£381.4 773.9+202.4 1.62+0.80
E-3174 E1HE 2.340.5 1227.7+400.3 5535.8+1591.2 4.54+0.99
£7HE 2.340.5 1074.3+:344.8 5290.7+1443.3 4.99+0.98
N=6, Mean=+S.D.,, Paired t-test
2 = T REERABM TR R W EEEZL 2

FITERE LT MK-954 OEEERABFICBIT
3 BERORSHEBEICB W T 25~200 mg %5
TOREHMELZRN LI 25, BREHAED 200
mg ZERRF S CRIIEHEME % 6 4 3 filic
Iz, 1L, WIThLREREREETHY, &
BERICEE L2, choofER2#E 2, 7THME
R 53R T O MK-954 @ F ¥ « F& i3 100
mg 1H1EE L,

MK-954 #5818 W TMED TR A S R,
FIZeERSHHTERENRD s iz, MK-954
BIEEMES v NS UK, mEL T
BELLZVLEDREDH D5, FEHS L ICE
ML 72 EE R A B 2 B AR 0% 5 R
THENC & 2IMETHEERERL TV, iz, i
HZBLTHRBRERAFMEZR & L7z MK-954
1H1E 100mg 8 HEERROARSHABKTLE
ERMETEHELZEDTWEY, BEREANCBT 2
BEERICOWTR, 7vIoF7ryy | g
# (ACE) HEEDOE 1 HHER TR DO TH
DO E MZBWTERENEDOREDAKE ST, IE
HBMEOHRKFIZOVWTH 7Yt F v Il (A
I BEEL w3 Z EaRBENT, IR
DVTiE, MK-954 #5805 1 HE RS
% 6 BRI I B R N 2R, HERSHE L
BIREDMERZ R L7208, 77 RBEEET IR
HOBEEREHRIRD s NihoTz, 12120, &
EORERTIZ, SMEE L1275 2 R ESERHOMER
BRIV TH o 127 DFEFHERNCEDS TR b5
e Bbh s, ACEHERDE 1 HHRRTRD o
N IR OEING HNEENC & 2 b O TILEE

23, SEly HNEE L& 2 e,

Zet, BEAMCEL TR, BEERELT
MK-954 £ 58 IRG S 1 B, B 2 BB & O
B HANIHERD SN, WIFhLEET
HOFIAMEZRT e {EIELR. —FH, 7
Z 2 REEFHICBVLTHEFEL 14, BHBR—v
ELRBUL 14, HERN 2HRED sz L
»5, IhsOEREERIBEOES L CHHR
WEBAPMVALZERATZ D DEDEZ SN,
%8, BEESHAEBO 100 mg B L O 200 mg 2=
EREe 5T 4 & NN ERINE X, 4 B 0EfE
BRESFBR IO s hkho T,

— MR TIid, MK-954 58 I8 W T
RBC, Hb & & Of Ht OBERA DD S i3,
IR RBRERIIBLTLEDINTSE
D, Wi X 2ETHLEEZ OGN, &2,
HMOMEEE TLHEH¥ LEELEH2ED D b
DOBEREND, I bIEFEHFENOZH T
HY, BERCEEEZ2bDTRE»o7. &
WeERFE &k OBELENC O W T IRIMIERBEDZE
B 1P oh, HABE L OREMD D L
Edhiz, &7z, fibd 14z GOT, GPT, LDH B
XU CPK OE{ENTRD SN0, ZOHEBRE IR
WEOEEN X 2HABEFRZ TBY, MoKkE
HH (y-GTP,ALP &) 3R E 2D R > 7z
ZEedo, REBELOBEYREES R,

m#Ev = EM (PRA) B X U MAEA ITEE
DWTIE, EEFRE2{ToRE1IHEBLUE

7THEO®S 6 RefkE B L, MK-954 58
377 v R EEHICHNRTEER LR 2RO 7.
—%, M7V RERT o EEcEL T, MK-



954 EB LUV 7 v REEDOHEEL bIXK5 6
IR ELRSHIME L D BT 2 EHASRD S
niz, UEDRT 2= OEENZDOWTIE, HE
B 5 RABEHED B & MR REABREE & & <
—HLTwi, ¥%bb, PRABLUMFAIE
BEoE&I1x, MK-954 8 X U E-3174 DA
UZAEEFREROD, Atk 3 v =VviEE
@ negative short feedback H#HEMHE S N2 Z
EWRXED V= VEEMNTHEL, TN HEST
AUDER L TTEL RO EEZ 5N, —
J, MEE7NVRRT o BEOERLIIDWTI,
BV XNV TOHRNEHOFEHKEBST TH 5
S EHEIN,

RS 2To B 1 HE LS 7THE (B
®5.H) & o8B % MmiEd MK-954 K144
B L URHEY E-3174 OIEENIHH T A —F 12
DVTRBEBEIRD Mo, £, Zhod
B 13500 M U 72228/ 100 mg BEKR ST O
" LIAL Tz, FRPEYHEERICEEL T,
F1HEH»SHBTHEZLITTORREHIT LD
REPHtR I EZRRD o ho T, Thb DK
B oHMr LT, MK-954 100mg 1H1E7H
MEFRHR S TCOEREBEVDDOEEZ SNk,

PREZWCBEL T, BIZREL2E8M2E L, MK-
954 S5 TMBREMEOET B X CRPIREEHE
HWEROHEIMHMBED sh, ZOMEMIFZRHLE RS
BRORMHICEE T 2, 7, MK-954 #
SETINE Na OETH& SN2, ThIInE
Cl b EELTEBD, EEER T35 %
RESHTHRBOEABAONE Z 6, B
HEROBELEZ S, —H, KE, RPRKRE
%, Na, K, Cl BXUO 7V 7F=v s efid
HHIZDW T, MK-954 5.1 ERT % &2
SNBEHIFED SR oz, Th o DRHED
S e L 7 BEIR 58 R T A S Lz MK-
954 #5012 & 2 IREEHEMEAEIE A S HER S L fz'?,
CDAHZARLZDWTRERHHIEHINT
Bod, SHBRORFBETHL, LrLEHs,
ERBIES S EFSERRBOYVRAI 77 75—
rLTHEHIRTB DY, SE0O MK-954 it
B 53R ERIC B CHEIR SR & [ERR O FREEHREE
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HEEASHER SN 2 L3, BIMEFERRIEL L
TD MK-954 i2& o> TRERLAY Y MIZRD D
LLEZD.

5[l DERE G RER L B R 5 ERD O B iE 2
5, 1H 256~100 mg &5 TRIZLEIC[HEZR
O, BEFABPTRINIZZ L5, 5 2HE
IREBBRIC D & &I IXRES W EE Z s de,
L L, 200 mg #E#EE T3 6 Bl 3 flhc ot
EMERRZRD LT L LD, PR OMKHABR
TRIDRICERZILD LEYD B,

W

R A BT EEE 6 41 MK-954 100 mg %
7 HREEGR DRSS L, B2, AEN, XY
BB & CEBEERAORE 21T 7z, BRI
LT 7 REHEILEMAT. BB, B1
HEH®B X OF 7 HEHIZFAZERC, £7-82HE
5% 6 HE X CREHAKICKRE L 12,

1) MK-954 # 58 CclR%EE1HEHD 6K
1 ARG R 2 I T REDSRE S S iz,

2) MK-954 & 55#ICHERE, b & 5 ALRD
s, WINIBETHYFRICUERET Z
L EIE L 7z, EERIREE I D Tid MK-954
BEBIMERBEOETNA S NLIH, MIE
FRERIRE & 2 2EENIFRD S g o Tz,

3) MAEEWEIEEIZEE L T id, Thax 13 MK-954
REAART 0.8 BfE, Y E-3174 T 2.3 KR
ThHhY, D% MK-954 RE(LEIXt,, ¥ 2 RS
THP»IZHEE L, £, E-3174 O ty, XK
5B TH > 72, MK-954 KZ&Ib4E, E-3174 D
Cmax BEU AUC oW TRBEHE1IBHEE
THEOMICEERZ2RD Y, 7 HMEERRS
EToTHERMBEZRE LV I LRI,

4) MK-954 #5102 & v, MERBEOETS
X ORHREEHR & O 528k 2@ U T
ol

LR LD, BERABFICEIT 2% MK-
954 100 mg EFRE KRS TRIHEANOEBREM X
BoonT, BEAMLREFTHS I LHPHERIN
Te. iz, ROBBETDH 5 HERE 2 TR T
D1HEERSEIZ 100mg T35 EEFL
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