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[(IRIEFE] LEINSMEZ TRREREE CSMEZERIN T, 1 4 BRIKDSIER CREINHED DTS
NBDLDMEHZERE UMD LREZ RO TULZ, R4 (CHEMEBROSEENEZ. 1 HDS
5(C 3-4 BIOMEFRIEEZROI D ([C/Ad>fefesd, 2 BRI OAEZZZ Uic. ZhOJUt
U AT —=ZFHFEN. TOROMEPER(CH U TERLUZESSEMUIZ. ULhULZDRS
RIEPEIRDSEE (JIBX CELeHBEEZBRZUICE TS, HRrABITER Tz, SHaRE2IF(IC
TS NTOER, DI O— EICTRASHREMMEZECEFZRD TULRWEDD, BFEZZHITHRE
BERRDOTZHRIRABR E18D,
(BX1EFE] REXK (525%). AR FIRfEE (357%)
[(RIERE] REBORATEDOFEREILL, £ - FHE3 AFESL
[(A7ERE] BME : 20 A/Hx30 £, BUE : ERNEIZE. B2 : IREZE. ADLBiZ
(ZLILF— - BWERE] 72U
(RAREE] —J T E>#FKREE20mg 1 B 2 1 H 2 B#5B#E
ZNVIRSFESmg 1B 15 1 H1B5EE
Z—hOgVUtEUZRTL— FAERFEA
REI>TSAT7ORABRF (REREFERL)
[(B4FRRE] & 170 cm. A& 73 kg. & 36.9°C. KB+ 132/91 mmHg. AR#EER 98 bpm (%),
Sp0, 96% (room air)
(1&BPTR] MKEE : TP 6.7 g/dL. Alb 4.2 g/dL. T-Bil 0.9 mg/dL, AST 17 U/L, ALT 14 U/L, LDH
185 U/L, y-GTP 29 U/L. CK 32 U/L. CK-MB <4U/L. BUN 13.4 mg/dL. Scr 0.81 mg/dL.
eGFR 77.3 mL/min/1.73m? Na 140 mEq/L, K 4.1 mEq/L, Cl 101 mEqg/L. TG 212
mg/dL. T-Cho 212 mg/dL. LDL-C 112 mg/dL. HDL-C 58 mg/dL. HbA:. 5.3%. CRP 3.86
mg/dL. RO/R=>-T 0.005 ng/mL. FOR=>-1 <4.5 pg/mL. WBC 6230 counts/mm?,
RBC 470 5 counts/mm?, Hb 14.8 g/dL, PLT 17.5 5 counts/mm?
12 FELERRE @ ST-T &L
(BRPREZURR] # ALRTEPIIEREV. # ST, #EERPIE
(ERPRIRIE) APtig. LAl (CEMEMERNEIRUEEOTDBROLERZSRUIZETS, I, 1. aVF.
V4-6 FHE(C ST KT Z381z. (DEHNT—F)UREICTEEEED (#5) (C 90%FEZR
Zrzs. Mz EERECFIRT L. EMBLEERT > MEREMZERTUZ (90%—0%) .
FRXEU> 100 mg/day ETFS5RT LIV 3.75 mg/day (T KBHM/IMRE B RE L=
AL TS,
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Subjective & Objectives

Drug Therapy Assessment (A)

Action / Intervention (P)

Problem #1:lEE E EfE

S)
HIzhL

0)

70i% B 1. A E73ke
(BMI25.3)

A/\320A/day X 304
AST:17 U/L, ALT:14 U/L,
Scr:0.81mg/dL

eGFR:77.3 mL/min/1.73m2
AR EHIME (PCIFETTR)
SmE

Medications:
TP RILINRBF2 5mg
QAVTSATUARYF)

Risk Factors:
SMEERE (CRFH DIVRII7I5—
*LDL-C:112 TG :212
BUE RIhd HE5%RTL (14F)
-%H - = S ARRYv oo RA—L

Severity / Stage:
BERER (+)=> ZXFH
LDL-C:112->100(12{,)or 70(42,)
TG :212->150(624,)
ATUMNZEITO> TSI EMLIDLZETIT A EZ BT AE
Non-pharmacological Therapy:
BE(ZPERESORBEEEETAD)
-BEEE ERTARILT—1600~1900kcal ~ #EEERHE L
EENEE
Pharmacological Therapy:
-LDLE Z{E : 100LL T (70LL FHV&Ygood)
BHEERELGL
P RILINZRAFsmgARIR TV RA—ILAR R,
ARFUERALTULVELMES DOHEFELDL-C:#9160. 40% | IHE
P RILINRAF10mgEQ/NRZF22.5mg TLOLY R ITFE %,
ANBEELY, ORNRAFL25mg TR T ENEIFTES,
(AANETOTADT—EKYCLHNL/2)
+IEFIT
*+27475—k
Bl TR ILANRAF L 10mg> O/NRAF2.5mg

Adverse Drug Reactions:
AR RARIE (REFY - T4TS—MERATURI M)
- FREE

Drug Interactions:
-7 RILINRBF.CYP 3A4
©RR/NRAF:CYP2CI
209D AHEE R DL ATRE

tEdHY

Goal:
LDLE #Z{E: 100LLF (70LL F Ak Ygood)

Care Plan:
1) EEMEEDIEE
2)7RILINRBRAF 2 5mg
SO/NRRAF25mgADESR
3)LDUETABHFEY RonGhof=15E
AR/NRAFL2.5mg->5mg~tEE
A)BEMERTARNREF BRI DIBE
D7 RILINREF10mMeE R
QT RILNREFUSmg+ I EFITALEER

Monitoring Plan:

1)REMEE=4)Y

LDL:3MB T & RE :3-6M A T5%|
2)EERE=4) VY

B FEZE:Scr. eGFR

FFIEE : f25&, AST, ALT

IEE M. FBRR. CK

Educational Plan:

CARDER

B EEDER
-1 B
“EE(IZDNT
-BRENR HLED)
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[(3RIRFAE] 3 A ICREEREZIN (C CIIERMEDISHRS D . IEEZHEZZ2 LA (Cx LT/ ULYILS > 80mg/
7AO2E> 5mg BcAEHE 18 1§ 1 B 1 BERENARICTIME 120/80mmHg EE TR EL T
Wz 1 EFRICERBIDIES. bz ZE2mMIa LR DRIE SRS TRIBERRSIED TULVE.
FeAR2 UTZERZIR(C T LDL-C SfELIE I L 7 F > BMEDIERN G D | @2ERZ/HE L
HZanr.
(BRAERE] 7L
[(RiERE] R LDEEZE (5375%). 8 &llE. F - IREBNHEGEHMED
[45ERE] MLE @ 5 A/H. 8UE : BRICE—)L 1000 mLIEE. BS : 1 H3BEMBEMETIFE
BDIENZL EFBIE : 1AL, B S8 (TROD—TH0, EIEERISARAIN, B2
BETHIE204%)
(ZLILF— - BWERE] 72U
[RBRE] /ULBILE> 80mg/ 7 A0 E> Smgficadt 10148 1 B 1 OEiRE
[OTC - BTUX> b - #RER] BARKL
(BAPR] BER 170 cm. A& 68 kg (20 mh'S 5kg 18) | BEF 82.5 cm. ERERFIME 122/84 mmHg.
AtEEs 79 bpm (28). KRAEIZRERL
REFFE) MR (2886 © TP 6.6 g/dL. Alb 4.0 g/dL. T-Bil 1.73 mg/dL. AST 24 U/L. ALT
22 U/L.ALP 252 TU/L.LDH 162 IU/L.y-GTP 45 IU/L. BUN 14.6 mg/dL. Scr 1.19 mg/dL.
eGFR 50 mL/min/1.73m? UA 6.9 mg/dL. TG 122 mg/dL. T-Cho 218 mg/dL. LDL-C
145 mg/dL. HDL-C 46 mg/dL. HbA.5.3%. Glc95 mg/dL. WBC 4890 counts/mm?,
RBC 536x10* counts/mm?®. Hb 16.5 g/dL. Hct 50.1%. FRI&E : fR¥E (-). FRY >/
(-). H9EB X #REH : LIABLE 42.4%. WmAIRhEEIRIERA sharp. FHEF clear
(BREREZING)] #BIEAE. #& LDL JL X 0O—)LIMGE. # BHkHEeES




Case2 #1 BEEREAE

SOAPFv— b

BT

Subjective & Objectives

Drug Therapy Assessment (A)

Action / Intervention (P)

Problem #1:lEE B EE

S)

BEZH TELDLIEHE
0)

58i% Bt

ME 122/84mmHg(a>k
O—JLBT)

BMI 23,5

fk¥8 79bpm

RS BH82.5cm

FHODERIEE) <« RFI53%

BE NB.BERTEFE

BHIENZN

HERECBEEEME.SE.T

RAYI—H

BE 5AK/8. EEL.

E—JLBEKIZ1000mIFRE

LDL-C 145mg/dL

TG 122

T-Cho 218

HDL-C 46

Scr >EBEHEEERT

eGFRmL/min/1,73m2->CKD

AT—U1Ma

Clcr=(140-58) X 68/72/
(1,19+0,2)=55,7

FFigeEIE S

2 i B I #5895

HbA1lc 5,3%

T-bill 1,731

Rif-AIEL (=)

Medications:

INJLH LA 80mg/

7LADE MR & i
HE®IfE

Risk Factors:
EE(+). BHEEEREE (+). FREAME (IEE) . F#6 (585%) . B2IE(+). BEEEE(+).
BMI<25 (FEFETIEXALY) | FH(+) (RBMNSIFORFICIDEREE) . 4Rl (B1E).

FEGRIA(-).

BEIIRERE(). CKD? (§URY) | DRERMEKZERE()PAD(-).
1RFR

Severity / Stage:

WHRO7578 BRI (10FEUANEEIRE B REFEEI%)

BEOI—IL
HEA B 4E . LDL-C<120(17%1E ). TG<150, HDL-C=40,
non-HDL-C<150(%(%172)
R EEZ BBRERICKSETD T

Non-pharmacological Therapy:
HIE E—)L(5%) X 1000mL=50g->25g~NEbT
BE . HEIM 032 BYHEERL
B BREEAARBHKEICT S, S ROPFTHLIFEDITEKEKIIZTS
ABFES305 3ME/E
* BEFETIDLCIE3%IET
FRREHLHATISZ07%ET

Pharmacological Therapy:
ARBDRAYF : \H LAV >OH L2 (REEZTEH)
TSINABFL 5mg~10mg (FF50%. B50% Tt #H)>1RA (5mg)
FRILINAZAF> Smg
2,5mg(¥fFor2 BIC1[R/EHR )
EEMBEEZERL THLEMEE (TS1\REFY)

Adverse Drug Reactions:

R RARIE . S5 D&. IF- BHEET. %R%

Drug Interactions:

T RILINZRAF-CYP3AMTRBISN D, (FLODELEDHRITEENBED)

Goal:

HEAE4E : LDL-C<120(17%1E ). TG<150, HDL-C=40,
non-HDL-C<150(%(£172)

RYBE BEREERIZKDIFETDOFH

Care Plan
1) EEMEE
-BEEE
NEB-REEANIL—EEDA
EERT )L —: 1600~ 1900kcal
EBEE
2) MBRLZ T NILEY R EERHA
TSN REAFsmg GHRFR+ 2B 10mg N EE)

Monitoring Plan:
1)AEEHEE=42)2T
LDL-C/3~6M A% GEEMABEICIXFRAI NS
o)
2)ElERE=4YLY
AbDE, E5EAR. CK, FFHAEIRE (AST, ALT,
YGTP.
LDH. ALP) . B #4RE#R 2 (Scr. BUN. eGFR) . FERFINAE .
HbA1c

Educational Plan:
EMEFAQOMEEIR. MIEDEA
BE.EH. BEOEEMH DA
RHIT—I)LDEREA
mHIT—)LDEREA
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B34 : Cholesterol Lowering in Intermediate—Risk Persons without Cardiovascular Disease. N Engl

J Med 2016; 374:2021-2031

(FEARFRBROFE R LE B2 20 OFEICESERETMZHE L TLEEW,)
N, NA & 72 o 7-TH B N BIER 2R DRSS TH D
KRN YT A2NEZ im0 HEsit T A5AFEA O (A OFRMDO FTOZEAICEHEHE L TRV,

HH e ii] FOEGATT - MRS -
BRI E
Introduction
1. HWFEHBIDTTHNA H D, WY [ON CNA P2022 /&

WD FATEF D ANBR A - TV,
Bl SN CEROERC, BIATOHLOES LI HRNFITEASMILH
D72 EHHERR

We therefore conducted the Heart Outcomes Prevention
Evaluation (HOPE)-3 trial, which was a large trial evaluating
the long-term effects of rosuvastatin at a dose of 10 mg per
day (without dose adjustment or lipid targets) among persons of
various ethnic backgrounds on six continents who did not have
cardiovascular disease and were at intermediate risk.
Introduction MR
< R RSO W TR CTIERRICER A G Dy,
ARG FURFEROPTERANZRZFURBRINTEEHSCEGEIZOWTIT 2 Fa L E R LAV EHABIZITDI 62
AN

Method
L RBRT A ORI DD, BT HE ST, WY DN ONA | P2022 277
(f31)
FUEIMY, AT ETNVT TR, FTAEI—=RT L
0 A A —N— HK i EEHET T ARG, R (active-
controlled). MEALE AR, 25 ik

We conducted  this pragmatic, multicenter, longterm
international, double—blind, randomized, placebo—controlled
trial at 228 centers in 21 countries. The trial had a 2-by-2
factorial design

2 by 2 Factorial Design

Cand16mg IR
+HCTZ12. bmg n=6349
n=6356
0 ANARF O ANAHRF 0 ANRZF
n=6361 cand+HCTZ n=23181
n=23180
7IER Cand+HCTZ ETNT T 'R
n=6344 n=3176 n=23168
ZINE OWkEFEREIZ DN T, A ANEYE (inclusion criteria) <° | MY TN [INA P2022 &5 F
RO HEUE (exclusion criteria) DEED & 5D, protocol P16-17

appendix P45 Table S2
FRAMEHEITE Y)Y, NE OBRIMIFERITEZER 2N DD,

anlusion Criteriaﬂ
Women aged > 65 years and men > 55 years who had one of the CV
risk factors
Suggested CV risk factors for trial eligibility:
< Waist/hip ratio > 0.85 in women and > 0.90 in men
<{ History of current or recent smoking (regular tobacco




use within 5 years)
<4 Low HDL cholesterol (for example, HDL cholesterol <
1.0 mmol/L T[40 mg/dl] in men and <1.3 mmol/L [50
mg/dl] in women)
<{ Dysglycemia (impaired fasting glucose [IFG], impaired
glucose tolerance [IGT] or uncomplicated diabetes
treated by diet only or at most one oral hypoglycaemic
drug)
<{  Mild renal dysfunction(microalbuminuria, estimated
GFR <60 ml/min or creatinine > 124 pumol/L (1.4
mg/dL))
<> Family history of premature CHD in first degree
relatives (age < 55 years in men or <65 years in
women)
Provision of informed consent
We also included women 60 years of age or older who had at
least two such risk factors

Exclusion Criteriaﬂ

Documented clinically manifest atherothrombotic CVD

Clear indication or contraindication for statin and/or ARB or
ACE inhibitor and/or thiazide diuretic therapy, as determined
by the subject’ s own local physician

Symptomatic hypotension

Chronic liver disease (i.e. cirrhosis or persistent hepatitis)
or abnormal liver function, i.e. ALT or AST > 3 x upper limit
of normal [ULN]

Inflammatory muscle disease (such as dermatomyositis or
polymyositis) or creatine kinase (CK) > 3 x ULN

Severe renal impairment (calculated creatinine clearance [CrCl]
<30 ml/min/1. 73 m2 or serum creatinine > 264 upmol/L (3.0 mg/dl)
Concurrent treatment with cyclosporine or a condition likely
to result in organ transplantation and the need for
cyclosporine

Concurrent treatment with a statin or a fibrate (subjects on
cholesterol-lowering diets or drugs other than statins or
fibrates can still be included)

Concurrent treatment with an angiotensin receptor blocker, ACE
inhibitor, a thiazide diuretic or a statin

Other serious medical illness likely to interfere with study
participation or with the ability to complete the trial
Significant psychiatric illness, senility, dementia, alcohol
or substance abuse, which could impair the ability to provide
informed consent and to adhere to the trial procedures
Concurrent use of an experimental pharmacological agent

FHEATRE L 72D &0 REFMR B HEDOT A (R 1 ha—)b) 125
WTOFEHD B D D3,

AL, AR, A, 798 REK, a7 T4 7 0 AR, fHRE. &
FLOMR, AEFRRNAR EEZRTWSD WIS R 2259 2T
WA, wash-out HARNIWELDY 5 — X OUUE R ONAIE T IEIZOW
TIRARTWD ),

BEE - (B) HAr, B, Bk, i, FARE, MEZEOEDE—0
FT—HUVE - (BRI EREE - - - T—XINEOX A I T B
T —M»

Eligible participants entered a single-blind run—in phase

during which they received active treatments (both for blood—
pressure lowering and for cholesterol lowering) for 4 weeks.
Participants who adhered to the assigned regimen and who did
not have an unacceptable level of adverse events were randomly
assigned to receive a fixed combination of candesartan at a dose
of 16 mg per day and hydrochlorothiazide at a dose of 12.5 mg
per day or placebo; participants were also randomly assigned to
receive rosuvastatin at a dose of 10 mg per day or placebo
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FEANRE SNBEICER SN EE (BIRAY) FHEEE (primary | lY ON CNA AL P2023 £ -4k
endpoint, secondary endpoints) Z-DVWNTEREMNH 5 H> Za ) P21-22
FHME E TR B2 R T 27 DICET B 2 5D, KT U NI LDER
Appendix P14-23
The first coprimary outcome was the composite of death from TV RKRAFOREELELT
cardiovascular causes, nonfatal myocardial infarction, or coprimary T RARA ¥ K%
nonfatal stroke, BELTWDHZ ENS, A
and the second coprimary outcome additionally included EoETWVWBT Y RARA v b
resuscitated cardiac arrest, heart failure, and OFMRMLIELE X Hib,
revascularization. FEIAMBEEOT Y RKRA >
MIN—Fx=> RFEA 2 bD

DI, FEBEEMED VI <2
Each component of the primary outcomes Stroke 2SHAZMAENTND N
- Total mortality —EDOZWEREZRIT TN
- Coronary disease events (death due to coronary heart disease, LD b HREEA TE
non—fatal MI, angina pectoris with objective evidence of LEBEZDBND,
ischemia, heart failure and coronary revascularizations)

Cerebrovascular disease events (death due to stroke, non— TIA <Y -2 RRA R
fatal stroke and transient ischemic attack [TIA]) M2OREINTND
- Heart failure
- Angina pectoris
Arterial revascularizations (coronary, cerebrovascular and
peripheral)
- Renal dysfunction (end-stage renal disease [ESRD] requiring
dialysis or transplantation, doubling of serum creatinine,
development of microalbuminuria or proteinuria or progression
in degree of renal protein spillage). In addition the changes
in creatinine, calculated GFR and urinary protein excretion
(urinary albumin/creatinine ratio) will be compared between the
study groups
- New diagnosis of diabetes mellitus
- Cognitive function
- Erectile dysfunction
- Sepsis (for the rosuvastatin arm)
- Cataract surgery (for the rosuvastatin arm)
Egenlid
+ Cancer
- Myopathy (defined as muscle aches or pains accompanied by CK
rise > 10 ULN)
- Rhabdomyolysis (defined as muscle pain and/or weakness,
associated with CK rise > 10 ULN and evidence of acute renal
dysfunction (with or without documented myoglobinuria), defined
as creatinine elevation to > laboratory ULN, or creatinine
increase to above baseline that is also above ULN or reported
acute renal insufficiency or reported acute renal failure.)
FFHLATRE & 722D K O Rt e B FEO M AN (BT r h2—)1) (2> | BY ON ONA | Fig. S2

WTDFEHD B D D3,

L, HE, A, 78R, a7 747 AR, fHHEE, &
FHLEOBR, EERNR EERITWD 0y WIIIIREA25 92T
WY, wash-out HIFILE YA 7 — & OUE K OWIE T EIZ DWW
TRRTWNB D,

BIFEYE « () EBAr, BERE. [ B, fERZRE. BEZ OB 0E—7H
T—HWEE - DA RS - - - T XUWEDO X A I 7| SRR
TH—n

Eligible participants entered a single-blind run—in phase,
during which they received active treatments (both for blood—
pressure lowering and for cholesterol lowering) for 4 weeks.
Participants who adhered to the assigned regimen and who did
not have an unacceptable level of adverse events were randomly
assigned to receive a fixed combination of candesartan at a dose
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of 16 mg per day and hydrochlorothiazide at a dose of 12.5 mg
per day or placebo; participants were also randomly assigned to
receive rosuvastatin at a dose of 10 mg per day or placebo.

5. REOEREE OHETFBNRITE, KETH DD, Y ON ENA FIEE O FEAE T 720
2 DA ANIHEL Y WY N ONA WHA 27 TRHET L &HY
- Women aged > 65 years and men > 55 years A7 I E U AT OBRE DX
- One additional CV risk factor BlrihoTWdeEExLR
Tablel £ 9 N
- AEHR K656 Bk
CDMERT 2oLk K 45%
« LDL 127+ 36mg/dl
6. HRERBHBHOT U NI LAOEENRH D56, AENA L HAOTHES | BY ON ONA AL P2023 £k
D
This outcome was adopted by the steering committee in July 2015
without a protocol amendment before unblinding of the data on
November 3, 2015
At the same time, a prespecified renal outcome was removed because
of limitations of statistical power
Additional outcomes include death from any cause, the components of
the coprimary and secondary outcomes, new-onset diabetes, cognitive
function (in participants >70 vyears of age), and erectile
dysfunction (in men).
7. LD XS ICHEHERED I b ILTEDRE D D ), HY (ON ONA AKX 2028 AT
o, A, FHANCEHE LIZER EOLTER8ME, miHl FR) #E
IZOWTOREHE &L,
TTRARTOT U NI LREE 1%/F L AGH
FEEJBBMYIH 5. 5 45 CRIMRAYIRHRIE D BAFH nonadherence 2 23%
5B TI1%D Fr v 7o 3
BANAZFFEIT LD Y A iR 22, %L LA EET S
80% D )= ABIER] 12700 LEH]
X2 Ta T — :0.05 ZHRT 2D OFEAKE
first coprimary outcome = P value of 0.04
second coprimary outcome = P value of 0.02.
A nominal P value of less than 0.05 was used for all other
analyses
8. HEAMIRE LIZEIZOWT, ZORIMDTHAH DA, 72243k | MY ON DONA HOPE3 protocol
RHIZCERRH 5 B DD, P24-28
WAt EHE SN EBEREDBR EOBROS 2L —HTH LI 206D U A ZAKT & RAATe D
7 A VBHBNETHNTND T EREE LY, TERREIC b 2 e S HE L 5
ZHD,
BEOERABR - BEFRELECREIN TS, A&
25 protocol \ZFEMA, BIFASCERDFEE D Y,
AL
participants would provide the trial with more than 80% power
to detect a risk with rosuvastatin that was 22.5% lower than
the risk
with placebo.
9. PRSI OIS E . TUIREEICOWTOREDS H D 9, WY ON ONA HOPE3 protocol

AITFEBIZRVB T 0 h VU TOR#HSD V.,

Interim analyses and study monitoring will be done by an
independent Data and Safety Monitoring Board (DSMB), which will
review unblinded event rates. Three formal interim analyses are
planned equally spaced with respect to accumulating number of
the DSMB
may recommend early trial termination. A conservative stopping

events. If the interim analyses show clear benefit
rule approach will be recommended and will be formalized at the
first DSMB meeting. A suggested guideline for early termination
for efficacy is a reduction of 4 standard deviations in the

P28

W RIEAT D FE R FIEIC DWW T
DOFLHE 7 L




primary outcomes in the first half of the trial or 3 standard
in the second half. a 3
deviation excess primary study outcomes with treatment in the
first half and 2 standard deviations excess in the second half
would be considered evidence for harm. The monitoring boundaries

deviations Conversely, standard

should remain crossed at 2 successive analyses at least 4 to 6
months apart. Given these conservative monitoring boundaries
and the modest number of interim analyses, the type-1 error rate
The
decision to continue or stop the trial will be based in addition
If the results are clear with one
intervention, but not for the other intervention, the study will

continue to evaluate the other intervention.

adjustment for the final analysis will be negligible.

on a number of factors.

10.

TIA Y RIZOWTORHDRH D0 (BE, SIAF, 70 b L5
B, TERNE), 7T ROFEEE T,
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11.

FE - BIREST U N S OFEMEEIC AV b o BEEH AR R IEO R
WD, WY ITFENER I TN DD,
The analyses were performed with the use of an intention—to—

treat approach. Survival curves are shown as Kaplan-Meier

curves. A Cox proportional-hazards model, stratified according
to the opposite group of the factorial design, was used to

estimate treatment effects and to evaluate effects in subgroups.
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12.

Bt Lo SBE CGEAIOMRE R E) ORLE’H D7
Bttt OREI O E &,

BT ERIEBRO 72 WIFFEE BN T A v L, T — X fRAT
BAEBRORNENTH ZENEE LU,

Funding was provided by the Canadian Institutes of Health
Research and AstraZeneca. AstraZeneca provided the trial drug,
served as a single voting member on the 24-member steering

committee, and had no other role in the trial.
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Results

13. BRI HONT, T U AMEEIIT Sz A, BRISV2iad %27 | BY 0N ONA Appendix p26
TENE, EET U NI AOETICHO B A OFEHDS B D D, Figure S2
7ua—F v — FOKREETD

14, FEHZOWT, RSB LI B £ THREEZIR T La-7220 | BY ON CNA Appendix p26
F B%E) CEBAREENHEB L & bICREHIN TS, Figure S2
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Ay Y —=v I HIZBNT
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RGN BEOH L b0 L ORI, wi TRER A B L - R FEMT D> B ERIL STV B,
FHOE, B ERREERI TR Uy, REITRIICE 0 T i
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TRIEEIE 10%A S A3 577 4 i PR AEEE A 252 4 (1. 7%).

15. ZINF OZEEWIH & BHAIHE 2 R E T2 B OREN & 25 0, HWY N [CONA A P2025
SAEHA From April 2007 through November 2010
BRI The median follow—up was 5.6 years.
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17. BEEHOR—R T A BT D N O#EEF (demographic) OFLE3H 2 | WY TN CINA AL P2024-2025 Table 1
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o DD,
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The analyses were performed with the use of an intention—to-— NTHEH . ZZTOBRIAIZON
treat approach. T ICE £ TV,
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Discussion MR A |
CBWERIC K D HIERPMED -T2 Z EIZOWTRENRDH DN, A7V —=r TIZBOWTCRIERARRF IINE Z S ETWH 2 & i
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« limitation OEC#E 72 L

Y:idu, N: vz, NA: Not Applicable

< ARG F >
outcome (+) | outcome (—)
I A a b (a+b)
235 6126 6361
i FERE C d (c+d)
304 6040 6344
(a+c) (b+d)
539 12166
< FEROTAI>
MABEDFAESR  a/(atb) = 3.7 % =EER
KHRBEDOFAEF o/ (c+d) = 4.8 % =CER

RR (#Hxt U A7) =EER/CER= 0.77
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BH3C4 : Primary prevention of cardiovascular disease with pravastatin in Japan (MEGA Study): a prospective

randomised controlled trial. Lancet. 2006 ;368(9542):1155-63
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Introduction
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This prospective randomized controlled trial was designed to assess RSB D Z < ITAARL 0
the primary preventive effect of a statin against coronary heart B IR 72 BB oD B E B FE N S
disease in daily clinical practice in Japan. Hx Ciibh<TEy. HACE
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cERRBR DS WX A AR XV HEEIRE R ORIESEE NS WE L TIThTRBY . BARIZBWTa VAT a— WV EIK T & EEhRE
B Y R 7D OENMEIXDD > TV,

AETEEIECEEIIRE R, M EORIEAE N AR L FEOE 2 TR A 720 (MFEIXAARD 1/3, EEIRERIZ 2/, 7
T YA TITON T BEREBR OMERE HARIZIMTTE 2008 9 2idbio T,
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Method
2. BRAEHETED) D, XEOBRIMIFERITEER WL oh, RERTY | BY ON ONA | P1155 45 Methods
A L ORENRH B0, FID T HEE T, - 5l H XXk 14 P860 A
(f511) Methods
FoEMMb, =T FTNTITA R, FTNEI =T L)L, 2 ba— /LR RRBERA .
m AL — = ERL W, EERRT TR, KRR i FE£ 5 O B 78 IR AR LR A &
(active-controlled) , MEAL{E IR, L sk TS
c BHEIEPARZ O NIZER ST
The detail of this prospective randomized, open-labelled, W5 (40 - 50 JklTLetEns s
blinded-endpoint study have been reported previously. VIR 2N L N, ) =L EPER
%5 ‘l TWw5s
Between 1994 and 1999, a total of 15,210 subjects were temporarily . ;"i oL 2T 0 —/Lc L=
registered in 924 hospitals throughout Japan based on their age, D HT DL | »
gender and cholesterol concentration, which was determined by the “TC O R %2
relevant institutions. R X 20 : g
Briefl y, men and postmenopausal women aged 40-70 years with a L "JA’" 1 /’ /; ‘/)7:\,
bodyweight of 40 kg or more and hypercholesterolaemia (total S e




cholesterol concentration5 69—6 98 mmol/L)220-270mg/dL
(Ref.14)Exclusion criteria included familial hypercholesterolemia;a history

of angina pectoris, myocardial infarction, coronary artery bypass graft
surgery or percutaneous coronary intervention; electrocardiographic
abnormalities consistent with myocardial ischemia; a history of peripheral
arterial disease, stroke or transient ischemicattack; a diagnosis of
congenital or rheumatic heart disease; chronic atrial fibrillation; current
diagnosis of malignancy; severe liver (chronic active hepatitis and
cirrhosis) or renal (creatinine e4mg/dl) disease; poorly controlled
hypertension or diabetes mellitus; secondary hyperlipidemia; current use
of oral or parenteral corticosteroids; and other conditions at the discretion

of the individual physician.

PROBE i£&4 M L T\ 5%

3. BINFEOWKEIEAEIZONT, HLAANIEYRE (inclusion criteria) <°kR4 | MY CON CONA | P1155 45 Methods
HHUE (exclusion criteria) DFREHNH 5D, 51k 14 P 860 4. P861 /£
Methods

FEA AFUEEHE
* 40-70 B PE. PARERR-T0 i £ TO &k AL AT v — N ED R TH
- 40kg DL I KA TEY, LDL,
cEa L AT —/VE (= LA T a—/ U 220-270mg/dL) HDL, TG (2B L Tldrtilize L
The baseline cholesterol was estimated as the average of these
measurements and for entry to the study was required to be
220-270mg/dl.
Eligible subjects included men aged 40-70 years, and
post-menopausal women up to 70 years of age.
BRONALYE
cFiEME o L AT o —)VISE
EBIRER ROE, (OfifEZE, CABG #%. PCI#%. O MIC &
B OERER. PAD). BiAh. TIA OEEE. CHD (ERPELHER).
RHD (U v~FMOE~E) ., caf
- PR
- EERIPER (RPEIEEENTR, FEEZE)
- EEZEEE (Ser=4mg/dL)
sy b — L RBORIME, BRI
 CWRVEE L AT a— LIE
-0, BEARF AT 2 A4 FEMH
Exclusion criteria included familial hypercholesterolemia; a
history of angina pectoris, myocardial infarction, coronary artery
bypass graft surgery or percutaneous coronary intervention;
electrocardiographic abnormalities consistent with myocardial
ischemia; a history of peripheral arterial disease, stroke or
transient ischemic attack; a diagnosis of congenital or rheumatic
heart disease; chronic atrial fibrillation; current diagnosis of
malignancy; severe liver (chronic active hepatitis and cirrhosis) or
renal (creatinine >4mg/dl) disease; poorly controlled hypertension
or diabetes mellitus; secondary hyperlipidemia; current use of oral
or parenteral corticosteroids.
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T

After at least a 4-week washout period during which subjects were
encouraged to comply with the low fat and low cholesterol diet,
blood cholesterol was determined by a standardized procedure on 2
or 3 occasions over 12 weeks. The baseline cholesterol was estimated
as the average of these measurements and for entry to the study
was required to be 220—270mg/dl.

Eligible patients were randomly assigned either diet or diet plus
pravastatin by computerized randomization by the permuted-block
method. Patients were stratified according to sex, age, and medical
institution.

Treatment in the diet group was the step [ diet throughout the
study period. Physicians could prescribe mild hypolipidaemic
drugs(eg, vy -oryzanol, riboflavin butyrate, pantethine) to patients
in the diet group if they deemed that such treatment would be
useful to prevent dropout.

Treatment in the diet plus pravastatin group was started at 10mg
per day pravastatin. During follow-up, the dose of pravastatin could
be adjusted by the treating physician, with uptitration to 20mg per
day if the total cholesterol concentration did not decrease 270mg/dL
or less.

Patients in both groups who had total cholesterol concentration
above 270mg/dL, even after alterations to the assigned treatment,
could be switched to other aggressive treatments, including statin
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therapy.
5. HANIKFE SNHIMEIZER INEE (BIKW) FEMEE (primary | BY COON ONA | P1156 45 Procedures
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The primary composite endpoint was the first occurrence of
coronar(;lf. 1h"3af1ft d}sease, .which (ilpcludec(li fa;ci?il agd llllon-fzétal EFERSITITEN TS
myocardial infarction, angina, cardiac and sudden death, and a S ST
coionary revascularizationgprocedure. DO, TSRS LE
% Primary OfEH=T F
- HA v MCART VBT
ORI ., HWAFEA &4 TR
Secondary endpoints included stroke, coronary heart disease plus N 7%
cerebral infarction, all cardiovascular events, and total mortality. °
Ref 14 IZ= 0 FARA v hOERDBTEH S L TN 5,
% 21X, Angina pectoris (stable or unstable, both of the following
criteria must be met): (a) Ischemic cardiac pain, relieved by nitrates.
(b) Equivocal ECG.L7>L. coronary revascularization procedures,
either coronary artery bypass grafting or percutaneous coronary
intervention ([ DWW TIXEFRDFLHIL 2V,
5. HREBOBIEEOHEIIEBARIE, BETH D), WY ON ENA | SEEEOERETR N,
FAAANRFEDREAE T B 5,
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B DD,
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A sample size of 8000 individuals would have more than 80% power
with «=0.10(two-sided) and an assumed 20% dropout.

CHD JEJEAS 5.6/1000per year, BF T 10%ik. A% F BT 40%
iz

Ref.14 Power Calculations The CHD morbidity and mortality in the
general Japanese population is estimated at 5.3/1,000 person years.17

The following assumptions are also made: an annual CHD death for all
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TZIEONREN-7=d L7
/AN
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males aged 40-70 years of 0.9/1,000; annual rates of major nonfatal CHD
events twice that of CHD deaths; a combined incidence of fatal and
nonfatal CHD events in those with total cholesterol of 220 mg/dl or more,
twice that of the general population (therefore in this study cohort a

combined incidence of approximately 5.6/1,000 per year);

8. FHENIRELIEEIZOWT, TOMRMWMOEZHNDH D), £H-THITE

REZEWRNH D H D),

et EHESNDIABREVPER EOBROHL5EZL BT H L1

T b A= BB SITHENTND ZENEE LYY,

an incidence of fatal and non-fatal coronary heart disease of about
5.6 events per 1000 population per year and reductions in the rate of
the composite coronary heart disease endpoint of 10% and 40% in
the diet group and the diet plus pravastatin group, respectively,

were assumed on the basis of health statistics data

HBY [N ONA

P1157 /& statistical analysis
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Three interim analysis were done in September 2000, September
2001, and September 2002, in accordance with the predefined

statistical analysis plan.

LY EN [INA

P1158 /&

HRRIARNT X 3 AT 723,
IEFEHEIC DN T OREEHEIT AR,

10. 774 2 RIZOWTORENRH B (BE. TAE. 7T U I LETHb

F. TAMRNE), TIA Y ROFEEET,

Analysis sets were determined by the data review committee before
the end of the study without knowledge of treatment allocation from
prerandomisation patinets’ data to avoid the possibility of

introducing bias.
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11. FZE - BIRINT U b A L OFER I W b VTR FI FHE O R
W% e WYL ITHEDNER S TN D0,

Time-to-event curves for the primary and secondary endpoints were
estimated by the Kaplan-Meier method for the entire follow-up
period in both groups. The log-rank test was used to compare the

incidence of endpoints between the two groups.

Hazard ratios and CI were estimated with the Cox’s proportional

hazards model.
Subgroup analysis were done by much the same methods.

The Cox’s proportional hazards model was used to identify clinically
relevant interactions between treatment and prognostic factors,
including sex, age, total cholesterol, LDL-cholesterol,
HDL-cholesterol, and triglyceride concentrations, diabetes,
hypertension, body-mass index, and whether the patient was a

current or post smoker.
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1999.
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7730(98.7%) study patients completed follow-up after 5 years or more
patient who provided written consent at 5 years to continue the study
were followed up until the end of March 2004
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In the diet group, aspartate aminotransferase and alanine
aminotransferase concentrations exceeded 100 IU/L in 55 (1 - 4%)
and 104 (2 - 8%) of 3729 patients, respectively, in the diet group and
50 (1 * 3%) and 107 (2 - 8%) of 3869 patients, respectively, in the diet
plus pravastatin group. Abnormal creatine kinase concentrations
(>500 TU/L) were seen in 98 (2 *+ 6%) of 3738 patients in the diet
group and 111 (3 + 1%) of 3629 patients in the diet plus pravastatin
group during the entire follow-up period.
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In the present study, the risk of coronary heart disease was 33%
lower in the pravastatin group than in the diet-only group; the
absolute risk reduction was 0.8%. The NNT to prevent one coronary
heart disease event was 119. Although this number is higher than in
previous statin trials, it provides valuable information about the
best therapeutic strategy for a low-risk population.
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This trial, done exclusively in Asian patients, goes some way to 5 FpkRE, THERE ij(rl]m
address the lack of data for evidence-based decision making by IZHEWEE TR T IER
physicians for such patients. TSI TR0,
Our results show that Asian people obtain a benefit from statin HMEINZ < "]'LH/J'L B
treatment of much the same size to that seen in non-Asian - ,\ L ) P ;/,A
populations. " W'L - LN PIER L D
DI, /\H W\\/W#ﬂu I [
Our results show that all population will benefit from the preventive HCTHH
effects of statin therapy, whatever the risk of coronary heart disease,
even with high HDL-cholesterol concentrations at baseline.
Furthermore, statin might provide benefit irrespective of various
demographic factors, including age, baseline lipid concentrations,
and complications including hypertension and diabetes on primary
prevention.
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This study shows that low doses of pravastatin can reduce the risk
of coronary heart disease in Japanese patients, despite only small to
moderate reductions in total cholesterol and LDL-cholesterol
concentrations.
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SEhifEE 85 57 0.70 (0.50-0.97) 0.03 101 66 0.67 (0.49-0.91) 0.01

BRI > RRA > b : Fig2. Fig3, Table3
Fig2 &k D1&#s BRI T B

D&t D+PE¥ HR(95%CI) pf#

i = 62 5 0.83(0.57-1.21) 0.33
it 46 34 0.76(0.49-1.18) 0.22
EEES st 14 16 1.18(0.58-2.42) 0.65
SR EE 2 0 - -

BRI + BT EE 144 98 0.70(0.54-0.90) 0.005
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AST>100IU/L 55 (1.7%) 50 (1.3%) n.s.

ALT> 100IU/L 104 (2.8%) 107 (2.8) n.s.

CK>500IU/L 98 (2.6%) 111 (3.1%) n.s.

EELEEER =R L n.s.
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