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[OTC - BT UX> b - f2RE&R] BARL

[B4FFR] B&:156cm 44&E : 62kg BMI : 25.5 kg/m?

AN £ 1% 550 )
M : 141/85 mmHg ffE : 134 bpm (RE) K& : 36.4°C
Sp02 : 99% (room air) =ifAE0HA

(REFFR]
IMRA&RE : TP 8.0 g/dL. Alb 4.1 g/dL. T-Bil 0.7 mg/dL, AST 24 IU/L, ALT 26 IU/L, LDH 202 IU/L, y-GTP
311IU/L. ALP 214 1U/L. CK51IU/L. BUN 12.8 mg/dL. Scr 0.58 mg/dL. eGFR 82.0 mL/min/1.73m2.
Na 140 mEqg/L. K 4.2 mEg/L. Cl 102 mEg/L. WBC 7500 counts/mm3. RBC 45475 counts/mm3.
Hb 13.7 g/dL. Hct 42.5 %. PLT 27.2/5/mm3. TSH 0.714pIU/mL. FreeT3 2.38 pg/mL. FreeT4
1.08ng/mL. GLU 110mg/dL. HbA1lc 5.4%. T-Cho 182 mg/dL. LDL-C 105mg/dL. HDL-C 55mg/dL.
TG 143mg/dL. UA 6.1mg/dL. BNP <5.8pg/mL
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DIO— : BEEFHEERL ARERXL AEHE71%

(BRPREZINE] FEEMEOEHEED

[(ZZROFB]
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[EARE] Z+me  AEe

ID3E%L : 98 bpm

hypokinesis

€ ZN1p:))| [ FrE] [ZE=FEA M)
AoD (19~35) 31 mm AR E 0.86 m/sec
LAD (19~39) 33 mm peak PG(LV-Ao) 7.5 mmHg A 0.81 m/sec
LA (4ch) s E/A 1.06
Iﬁgg& (;( Ezgi g4>< 46mm MR,Q# trivial E Dct 209 msec
Td(6~1 mm =3 75
LVPWd(6~12) 8 mm TR trivial E?Ili/?) = 17.0 cm/sec
LVDd(38~55) 47 mm E/e'(IVS) 5.06
LVDs(22~38) 28 mm
Teichholz
LVEDV 102 ml
LVESV 30 ml
SV 72 ml
EF 1%
IvVC 0.30~1.22 cm
IVC(RF IR 4 2 &) 75%
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Subjective & Objectives

Drug Therapy Assessment (A)

Action / Intervention (P)

Problem #1:
S)
EpiE

0)
#IDEHE
K& (Pesk D EHIED)

BEfE)

#EME

sBP141
(EEROMEEREDR)
hEEFEE AR

# B ERL
#REEEESE

EREBERSLUVAZRE
*EZETHLTOHEMEE
BHEE-OLTF=O)T
SR (BEEKES3Skg) >
91.5mL/min : IE&

Frse . B (BREMEXY)

Medications:
7.LOPE 5mg 1T/1 X

MEMER)
EILS AL =F50mg s i

Risk Factors:
= M E (M /E :141/85)
BEHEEPES (—) . FIRIE (—) . FARIRBEER R (—) L DEE ()
B (BREE + /{KE62kg, BMI25.5) | BERE (MESEUE  ERM=EILAEA)
BEIGHERRE (/5 =2 LAEH)  BUERE (—)
FEHcemLEN=Harra—)L)
Severity / Stage:
CHADS2 RA71m :JuE(+). DA L(—). F#s (—) . #ERMK(—). Stroke(—)
CHADS2-VASCRA71m : SIE (+)
TN ERR6SyoR i
HAS-BLED O : S I [E [EsBP1415 D T X LAY
Non-pharmacological Therapy:
EREFOER: EHnarvko—IL(BE, £FEE)
HTF—TFTINTIL—ay (N EIAO—TREHEENELEDZDTHNIL)
Pharmacological Therapy:
EYARIIDEN? SHE
CHADS2RA7 1M : FEH NS or PEXH /Y #iLE
ELSha =R RkeE (eI Oo—)L)
ARBE A (BEHEELLT)
BRER - FEH S
CHADS2ROAF71E THARSAY EHREITH-TLVS,
FRENH D, BRRABRICEVNT. EMHLESRTHEEENHTLS(HIMD
%ﬁfi&‘;%ﬁﬁ) o

BEEIIDOACHTHNIERECEDLYLLY

PK/NTA—H

Ae77% > B HEit B! | fuP:0.65->binding insensitve

ER’=(155 X 0.77)/0.55/1200 =0.18->capacity limited

Cltot= CLintR+CLintH, Cltotf= CLintR+CLintH
BRE7LOCEVDAHARTHD=OD2H5L05m50NBEEIND,
ZFD=OTRET SV ADERILBHE,

Adverse Drug Reactions:

Hifn CHE & M2 EE)

Drug Interactions:

PHEERMEE

Goal:
H=E:
£
RIEOBRTFH

MmEERED—RFT, (MEIVFEA—IL)

Care Plan:
SEHRS300mg/2 x BA

Monitoring Plan:
HRDEBER(DEHEIOFESL T)

BlERA:

Hm

BEEIADGZVWE THMYLEMM, BOOHhDEF)
R (APTT)

B e T

FFHBE(F S 1L/ ELAY)

Educational Plan:
HMEEDOX S GERDFvy ., BRFORS)
HIMmL=EICRSICHRELEVWESHBE(RBER) .

HE/ER
(EDBHZREATHOLWRZRITEATHLI)
HTERE

(fFE PRI b A— L) RAVETFIZDHEAND)
TRET S RAHERD=H DIFHRIRH PR BFEDIZRE

MR (RZRALTHL588)

ZA




REFI1 #1 PAF

SOAPFv—h

BIE

Subjective & Objectives

Drug Therapy Assessment (A)

Action / Intervention (P)

Problem #1: PAF

S) EnfE

0) HT:156. BW:62kg.
BMI:25.5(IBW:53.5)
BSA:1.61

BP:141/85, HR:134 (F%8)
ECG:AF (48FF[E LIIN)
PH:HT(+).DM(—)
HaERXP : LML R EEL
UCG; IBX. EFIE®E
Alb:4.1, T-bil:0.7
AST/ALT:24/26. TG: 141
r-GTP:31
BUN/Scr:12./0.58.
eGFR 82mL/min/1.73m2
eGFR:76.3(mL/min) .
CCR:91.5(88.4) mL/min
Hb:13.7, HCT:42.5%
TSH. T3. T4=1EH.
PLT:27.2F
BEICRENZEHY
SRR EME ().,

B R
HELEAAF

FRETH

TLILX—_ BIERRE TL
OTC, AL
aAVTSATUORRYF
LAD33mm. EF 71%

PAFIZEIL O hA=FTELE
Medications:

7 .LOUE Y 5mg
EILPhA=K50mg

Risk Factors:

AFDYRYRF: Fn(—) BIE(—) BRHB (—) . EZBKR(—). smE(+)

IDFAIEZEE (—) , CHF (—) . FIRSE (—) BB (—) L BB (+) . SAS(?)
CHADS2: IDFE (—) ( HT(+) . Fkr (—) . DM(—) . TIA(—) =11 2.8%/%F
CHAD2S2-VASc: HTD & =181 1.3%/5

HASBLED: StrokeZEL=0m 1.13%

Severity / Stage:

fMZE R DFRAE R RY

HImDYRY ABEURY
HBETHOIED DL EREERESELEVELSIICTEIENEETHD
SEYARIIVNE

Non-pharmacological Therapy:

A&, BP: fHEZ RN LT, BEFRLEHBTEOREZEINE
Pharmacological Therapy:

GLTIE. FEX YNV EFEASUMNHRIN TS
<TEXHNUDA)yb>

HIM)RIEEZ T, ZDIYRIDEL

MAPT LY

EfZFEH T 300mgkYEHRLY

<TEXHN\UDTA)yL>

CYPBAMDEETHY . 7LADEVEDHEERICLEETILELHDID,
-FLAVCE EMBICEFTT50E—D0:EFRBEERADEZEIL DY)
<FEHRZDDA)YE>

FEHESUILCYAPALIZEE LG, BREEXERE CTEREXTHE
EHETEWIENHD

FIL—2avBDIETUALHS

<FEHSUDTHA) k>

FEAMSUTILHLFREKRDRBERZE, PLERENFIVH FELMNE
AVTSATUREEZDENTVILIEERA DS
HEEERmMDRIIETILIFI EYFL
INEDYRGRRZ T4 EDFHEMNSTE FH /N HBZE L

Adverse Drug Reactions:

FEXS/A Wi, FFEE. FE R

FEARSY Wi, HIERER

Drug Interactions:

TEXH /N :CYPA3AL, P-gpfAEEE

SEH S p-gplAEEE

Goal:
EHEIR: RIEDER
FREAR: EREDOTFI

Care Plan:

EEYAE:

FATYE REIZKBBWDHE. BPORE
BEFLEGEEORE

EYRE:
AF7EFxH/ > smg 1[E15E. 182[E

@FEHLSY 75mg 1ER2AT+JL 182[H

Monitoring Plan:

BEmMR

HmpFTR (B THI, 2—IL{E, BEFRELGE)
PEIRE . BZMEZIER ., FEEL

(FEHSY SHIESRER)

hEmR

PLT. PT-INR. FTHRE. B taE

BP(ERAIE)

Educational Plan:
BEREDIVRVEFHMRIZONT

AN DERMEIZR I HEHEA

HRZ2 . FHMRFOX

=252, OTCEARDOEDIER
(NSAIDsfER. 7Y —IL R, IVASARRERE)
HMDYRY, E=2Y2 T A%
ERIUKE R RHFIFERRDEREA




AE 2

(B&] 74F. it

(X5R] SRS

(BRIBEE] 5 F(FERI. BFCHHASRKRN - EEMHCSWEWVWSTHIERSDRZ UL TS, —8%
AHREMFEVE LS N Tz, DR, AREIROEIR(IIEN D T EDDESAIRT O — (C TEEDIE
ZiEfEEN. PAEUORSAFHIRER Dz, 1 FFERISAEMzEHEN VAT <
(CEIET BIedRBBE CH oIz, 2 BREIFERNSE. BIFEERIDTENED, FhK
R (CIOBRZMIT U & C AR UEHENER SN Y EH S DREN R £ 712D,
KB, EHEZEZHOTTASDE. F-IUEHD. HEMXERD, Fe. HFIRIARROE/L, X
fEHAIME 80mmHg & LMER T2, HES 3w IDFRENCTAREED,

(BHERE] 1815 0AZ, OFEME), —@MMMEMFEIF. SIELE

[(RIREE] (DIRBDRIEREIR L

(45ERE] YE . 72 L. BRE : HEEURIEE

(*t=FE] BESE : R, ADLBIZ. K& 2 AE50

[(7LILF— - BWEREE] 72U

(MARE] FEH RS> IFFS>5—h110mg 1 [E 18 1 H 2 BEAS R

7REU AR 100mg 1015 18 1[OEARE
OILSY > AU LE 50mg 1018 1 H1EARE

T LAOSE> AR LVEEEE 5mg 1018 1 H1EARE

JOt = RiE 20mg 1015 1 8 1MOER%
AEOJ S b2 25mg 1018 1 B 1EEARE
ST+ 248 0.125mg 1E18E 18 1H0#H8% (RERS)
b~ %> L8 250mg 1B 1% 1 8 2OEA5E%E

REI>STSA VAR EEHEFERL)

[OTC - BTUX> b - EREBR] ERBL

(BAFRR (RbhT) ]
5 154cm. K& 58 kg. & 36.3°C. M+ 82/46 mmHg. AfiA%ZX 100bpm (FRE).
Sp0O, 96% (RM10L/min). EERERBS®D. [(LEEEEERED D

(tREFRR)
IMRIRA : TP 4.6 g/dL. Alb 2.8 g/dL. T-Bil 0.9 mg/dL, AST 14 IU/L, ALT 16 IU/L,
LDH 253 IU/L, y-GTP 20 IU/L. CK 38 IU/L. BUN 55.9 mg/dL. Scr 1.2 mg/dL.
eGFR 34 mL/min/1.73m2. Na 138 mEq/L. K 5.1 mEqg/L. Cl 104 mEq/L.
WBC 9500 counts/mm3. RBC 191 &5 counts/mm3. Hb 5.4 g/dL. Hct 19.2 %.



PLT 6.7 73/mm3.
12 BEOLERKRE : STZERU,. ODITO—E (1 Fq0) | £EFEZ 40%

(BEpRaZiia] #HmMt+—iEREER. #8H0AE. # 0EME). #BHEEET. #8MMEE. #TIA

(BEPR#RE] MRIRAE(CT Hb 5.4g/dL. B 3 v U0\ CTHRIES (51 1,000mL). EERMmik
2HEAIZRM. SN NS> TTFES5— hEBRUTVREY EHTHRIFIANTHIEERD.
BREY—IVEEFE. RERMBK 4 Efiz#@m. %591 3 H%0 Hb 5.8g9/dL EBEE
MODETZRDIZIzSD. BREARIREHT. T ZIEREEINL DIREMEDL M ZRDIZzD.
Uy ESOMICTIEMER D, &S50t 14 B, BBERFT. EEEMEORELR
BLTHED HEREFFEH NS OIFTFES— rBRIUTREULINERLTED., Bk
RETICINSOBRAZFEL TLD,

(BAFFR (591t 14 HE)]
B 154cm. K& 58 kg. ¥R 36.2°C. M&E 120/70 mmHg. ARiEER 88bpm (FRE),
Sp02 98% (room air)

(RER (%591 14 HE)]
MRIRE : TP 4.6 g/dL. Alb 2.9 g/dL. T-Bil 0.8 mg/dL, AST 11 IU/L, ALT 14 IU/L,

LDH 246IU/L, y-GTP 18 IU/L. CK 40 IU/L. BUN 23.9 mg/dL. Scr 1.1 mg/dL.
eGFR 38 mL/min/1.73m2. Na 136 mEq/L. K 4.8 mEqg/L. Cl 105 mEq/L.

WBC 8000 counts/mm3. RBC 272 /5 counts/mm3. Hb 8.8 g/dL. Hct 25.5 %.
PLT 8.9 &5/mm3

FHIEERE

URERRSHIE 14BEOTOT LAY b EUEMREN K I DHUBERNED SOAP Z/ER LTS,
ZOR. MREEZBRTINEN BHIDLULESYESN NS IFFHS5— igdh, eNSD
BRICEEDERZEIRTDCENERULNEN DT EZEBRIRINSEDHTHTLESL,



#1PAF 7EfI2 SOAPFv—h

CIE

Subjective & Objectives

Drug Therapy Assessment (A)

Action / Intervention (P)

Problem #1:
Hint+ 157 ES
DEHE
EWEEET

DFE

TA BMlE &Ml

S) &L

0)

BREME- /(4L
BP:120/70 HR:80(af)
Bw:58kg &t 74i%
Hgb:8.8 Hct:25.5
BEHEEIET

Crel.l FiflCLcr:41.1
Fris:
AST/ALT:14/16 Tbil:0.9
ALBfE:2.9

BE1E
IDFE TA ShE

HERE:
ADLEIL k&EZAELL

RrRT—4

ERR AR B
MifERER S
EEDiHTa—
fEERE

Medications:
FTEASUBEREX
INAT7REY)UBERXK
odxoy
PPID T 5 4B

Risk Factors:

CHADS2:45 DMZA~BA
CHADS2-vasc:65 9.8%
HASBLED: 45 9%

Severity / Stage:

RAEMHOLEME >FREICBITLTOSAIRERESHS

Non-pharmacological Therapy:

mEEE |BF-EHRE
HiJRS Phomhbon
TIL—riavIcBLTEMEICHEE&KE

Pharmacological Therapy:

PUBERERRR TJF¥1—X25mgx2/day GR{FTXETIES5mgx2)

EREH
tDEFNELLASTEHMENDLGO-OERBETROZEL DL,
HIEERS - BREBETAHYTEA S (TRHF =0

BEEH
FE#>75m% KE<60kg HILEHMEETF /MRt =>EEHE
EHRA:2018&Y)

P /MREBRICOVWTIIHEBARIREZBETML TH 5,
it TEZSTHNIEHIL, BRTIDOTHNIEIOERTLILHE

D=7 ) B BRFEOVED, HIRELAH D, BEOHDINRTIVFA—)LT NIXH
mYRIMNTIFNDDTIFEELD,

Adverse Drug Reactions:
HinA Rk
EE=RESN

Drug Interactions:
FAEYY
oaxiy

Goal:

EE T BHMFEHH

Care Plan:

II)F1—R2.5mgx?2

PPIFA

HEEARPEZ O 1A

BEEHEE
F7IL—avmuaEEarvYIL

£ o) & EE

aVTSATUREEHEL CT1EEBRES

Monitoring Plan:
HmAER FIEMEME R
TIASE K

FEEVIT S RAEEESEDEFIDEMGE
(cYyP3MEAE MEE-ERE)

BRE=>EIETISRITONIET—I7)o~

Educational Plan:

HmJRo

P B 14 At 26 D WD BRE AR

TIAGE K
HMJRIAFW-HNEEENEE
BBITHM) RVIZHEEIEFIRRD
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Subjective & Objectives

Drug Therapy Assessment (A)

Action / Intervention (P)

S) A~BH
0)

CHADSRO7 :4/ 8.5%%
C1. H1.S2.
CHADS-VAS 782
C1,H1,5A1,2,V1,51
HAS-BLED 35
A1S1,E1
(REE) (—)

F#h 74
<BFKmR>

BW 58kg

BMI 24.4

3=

<BEfE>

BEre(+)

SmmE(+)
FIRARAESE ? cOPD(—)
CKD (+)

EF  40%(14EH7T)
<KEFEE>

BIE (—)

TILa—)L (BEEE)
EEI(?)

<R M7—42>

TP 4.6g/dL

eGFR(##1E 34ml/min)
Cer=41ml/min)

Hb 8.8g/dL. Hct 19.2%
T ILIZY 2.8g/dL(AREHE)
SCr 1.1mg/dL.

BUN 23.9mg/dL

ALT 111U/L/AST 141U/L
<INALZIL>

M[E 120/70mmHg.
B$8 88bpm
Medications:
7LOCEY
oadxiy

YRIIF7FTIE3—, EHEE:

CHADSRO7:45 8.5%

CHADS-VAS 78 9.6%

HAS-BLED 3572 3.74% 4R (T REVUVHE#%) 8.7%

DEHEN) RVEF
WEARE: BB, 7I)L3—)LEERRHT
WETRATRE: INEG. FTFA L. CKD
Non-pharmacological Therapy:
EEEEOHE B, 7L a—IILEREREL . HTOHRE
7IL—ar: RE
Pharmacological Therapy:
-UEEREABRORREE >l
RBC, Hct EMEM, 7REY HFIEZEL TN

-EYEEODLEN S HE
- HIDER
JILT7)> or DOAC =DOACHEEIR
JILTF)
Ay INRCHREIER ., AERABMNTHE, Zii. TETURAHY. FRHBHLE
<:I/7’7/(7/5(0)%2%"&w (FIZKL, FEREILH D
FAJyNBEOZE HEEA. HIMOYRIMNE L, INRS LN SETHER
75\75\75\6
DOAC:

AJyh I UTFIVEYHIMDYRINMEDN . IROEBRENEL, T2

75\7'%
FA Y, BRFINFTEH NS LAV, BHRE
E@%ﬁ%%i"lﬂbﬁ’b\

OEBERTLTL, PHE

DOACTEIRT HEHA:
IRF YN TEFH/N\OY =2 KEOMATLI7IOKUKHNICEREICET
IRFY/\r: 1816 HEEH (pHEER).
FEXY/U:1H2E., HHE/EA (pHEER. CYP3A4) .
2K B BEWEEIC KO EERITD
SAVTSATUREEETHEIB1EDIRFH/N\UEEIRT S
Adverse Drug Reactions:

Him (BEZEMA. JHIEE)

MEER o3%20 . 7LOVEY

Goal:
HEAR EImAR Uk
REAR: MARFEA Rk

Care Plan:

EEMELE A FEEORE. EBDER
MR IRXS /N> 30mg 1B1ME

Monitoring Plan:
<PHBRDE=H)LT>
EEEE. FRE. £ERNIMLE

<BEMERE=ZHRYLT>
HMmGEK: E R H M, £H i
HIEEHm
BEER: BAE, itm, §HARE., JkiE
RERR Hb. Hct
FEES ]l
BEEIK R, FRRE. BELANIL

BREMRER :Scr. BUNZEEIE

Educational Plan:

hREZEDIRA B

RIEHT HBLRE O et s 715

AR OFEME (BIEFELZRETHH9)
ATEEIEOUE (REEH, I EE B2 LE)
HAMIZ OV TEEA

AN OEEFIFEZOWTHER

Mo U 27 ERHADAY > MTHOWTEBAZ Lo
PVATVD, JBEHMZEMELTHH 9
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#3C4 : Apixaban versus Warfarin in Patients with Atrial Fibrillation. N Engl J Med 2011;365:981-92.

Y : 3w, N: Wiz, NA: NotApplicable 7% L 72\

(FRARFRER DRGSR 2 5 2 2 0 OF IS SR ETHhz HE L T ZEW,)
N. NA & 72 o 2IHH BEERRBFE O RA R TH %

KRN Y T DA im0 Ol T 2 583 HE O (EM) ORMOTOZERICERLTTFSVY,

HA A R FLHCHET ¢ FEAMELR -
BRI E
Introduction
1. WHEEIOTER & 5, BMY N ONA | 3CHK5 [ Apixaban D ZEWIEIREM
BHEHEh TS, XHE 6 &
WD BN FEL OB S TWRND, warfarinWF) 8 & & % aspirin
SIS NI SCROERR, 5IAITOMXDOER &I HNEICESMETL cHBELEE_EERAER
D7 E bR (AVERROES EB&)., X#k 7 &
In the Apixaban for Reduction in Stroke and Other Thromboembolic ARISTOTLE FHER(AF BEEHR
. L - ) [ZEHME WF LEELRT
Events in Atrial Fibrillation (ARISTOTLE) trial,” we compared apixaban 7 E, CEER, AT
with warfarin for the prevention of stroke or systemic embolism in R =R OT VA LR
patients with atrial fibrillation and at least one additional risk factor LS DU T DR,
for stroke.
Introduction ¢ FRA &
Method
2. BTV A L ORERD DD, B0 AT EET, BY ON ONA | P982
(1) TRIAL DESIGN
TUEMME, AT ETNTTA R, BTNEI =T T
0 AF—oN— TR, WE, BEMET T B RMR, EESR
(active-controlled) . MERL{E I, LHzk
With the use of a double-blind, double-dummy design, we randomly
assigned patients to treatment with apixaban or dose-adjusted
warfarin
BV THE 11
3. BIE OB IEAEIZON T, AANEYE (inclusion criteria) P4+ | BY OON ONA | P982
e (exclusion criteria) DOFLHA D D7, BRAMEMEITEE) A, X2 STUDY POPULATION
DERIMIFERIZHED 2 b DD, SCHik 7
(LA AHLFEHE)
Eligible patients had PROTOCOL
P37-40
Inclusion criteria
(Ko Eo i) Exclusion criteria
Key exclusion criteria were
4. BHWHREL 72D X5 REMARAFEON AN (AR 7 7 ba—1) (2> | BY ON ONA | P983
WT DTN B D D, RADOMIZATION AND
STUDY DRUDS

Ak, A, AR, 77 8RE, a7 T4 7 AR, fHHE &
BB, AFRRRR EERRTWE ) BRI EE R D H 2T
w5, wash-out HFIF#EY A 7 — & OUE K OHIEHIEIZ O

Sk 8 ¢ TTR D& H HiE
(Rosendaal 1)




TERTN DD,

WEE - () AL, e, B B, EHRE, WEEOH DL —)

T2 (BRI ERER - - T =X UEO X A I T BT

TH—»
Randomization was stratified according to whether patients had
received warfarin previously and according to clinical site. Apixaban
or matching placebo was administered twice daily, with apixaban given
in 5-mg doses; 2.5-mg doses were used in a subset of patients with
two or more of the following criteria: an age of at least 80 years, a
body weight of no more than 60 kg, or a serum creatinine level of 1.5
mg per deciliter (133 pmol per liter) or more. Warfarin (or matching
placebo) was provided as 2-mg tablets and was adjusted to achieve a
target international normalized ratio (INR) of 2.0 to 3.0. Patients who
were receiving a vitamin K antagonist before randomization were
instructed to discontinue the drug 3 days before randomization, and the
study drug was initiated when the INR was less than 2.0. INRs were
monitored with the use of a blinded, encrypted, point-of-care INR
device. An algorithm was provided to guide the adjustment of the
warfarin dose. The time that patients’ INRs were within the therapeutic
range was calculated by the Rosendaal method.® A program was
implemented to improve the quality of INR control through education
and feedback at the site and country levels.

In addition to monthly study visits focusing on control of the INR,
visits every 3 months included an assessment of clinical outcomes and
adverse events.

INR @ #l & F ik 1%
point-of-care INR device

{FHEMEIC DV T ERER

INR @ HAZME2 H AR DOHE
TEL WD

- HAATIE Img A ¥ — kR
ZWVO T ? RG2S 2mg
DY, BRATIEE I 2%
Aenm L7,

cUONT 7 UERBALZNE
I TERE L T 5,

T UL T BRIV T 7
Vo ERALEZZERH D
%, PETL, INR2IZLTH D
BIIA L TV D, Zhid, IR
EORH LFE U THo T,
PSR EHER LI,
CYP3A4 fHESE, 160mg LIk
DT AEY v OFEEEZE,
GP IIb/Illa BHESR (BMEEE
ERE VRPER T, HARNTIZ
9, Hifn A X2 MEMo 7=
O L), 3 AU ED
184 NSAIDs Th - 7=,

5. HANIKESAMEICER SN2 (BIKRK) FEHHEE (primary | @Y ON ONA | P983
endpoint, secondary endpoints) (22N TELHD & 2 7> STUDY OUTCOMES
. . ik 9 REMA RV D E
FEAmTE Rl ) B BERK DIz Y Z 5
\ Aﬂﬂfﬁ HITaRBR B2 T 572 0IHE & B2 Db = EEOBEmEe
(£g§¥ﬁﬁ€ﬁ E) (ISTH)%ZE
The primary efficacy outcome was
GIVSR2iEIED) Appendix P15-16
The key secondary efficacy outcome was
5. KIBOEIEEDHEIIFBNL A, KETH D0 WY ON ONA | Mz fasRE - (=75 5% ; IMaE
W — R PENE MR E [TIAD -
e VEFERIEREE 5 3 22 A LN
DIEFENE O 2 H DML EF=
40% ; BERIA ; MR & T
LiEiiE) % 1oL AT 5.
(CHADS1 /5L F),
6. REREHOT 7 NI LAOEERS D5EG, BEANR BB ORI | OY ON ENA | ARSTHICFEHEZ L
BB
7. E0O X5 HEEREA D SO B 5, WY ON ONA | 7k 10 - AF BZ 08

a. BHZI, FRNCERE L2270 S onEesE, mml () miE
WZDOWTDFRLHEE G T,
The primary noninferiority hypothesis required

W[5 4 2 B JE I D BR D 5%
FENTEH SN TN D

P983 £ F~
STUDY ANALYSIS

PROTOCOL
P89-
Sample Size Determination

P983 /5. Protocol P90,




P94
FRHIY ST & o THERMN
B n & o B H CTHEX%
V27 DIHME~—T
2o (1.38 & 1.44) =hn
T, #O ARKELE
HALTW5,

W{R] 95%CT @ FFRAY 1.38
A (AR E o =0. 025)
MR 99%CT @ FFRAY 1. 44
A (AR E o =0. 005)

8. HAMNIRELLZEILOWT, ZORMOFTHLHHH, Fiozhidhs | @Y ON ONA | P983 £ T
IREIZERD DD b DD,
. . - 90 D
Hiah L HIE S0 AR EISHER LT BB E L 55 £ 5 1 Grotocol B 90 i
T b A AR SR TN T & A E LU, P
Cik 10 (P836, Figure 3)
WED 6 RO warfarin
vs placebo @™ RRR (FAxT Y
A7 WA ER) fE 0.36
(95%CT 0. 24-0.53) @ LR
D% 1.88 (1/0.53) & &
D, FDO¥45r % apixaban
& warfarin OZhF% LG
THHkEEME~—T L
7= (MPHEE 1.88—1=
0.88, 1+0.88/2=1.44 ; %t
BHBETIE 138 225,
9. RN SITONI S, FIEEEZ OV TORED H %0, WY 0N ONA | p984 7 |
An independent data and safety monitoring committee reviewed the
accumulating trial data, with one prespecified interim analysis for BB\ BT B R R T A
efficacy. HEICERELTCW=Z L
DR TS, FEHET
protocol(p97) (097 1 R
8.5 Interim Analyses protocol(p97) (= L 7> FL il
No interim testing for non inferiority will be performed. As outlined in EAAN
the DMC charter, the DMC could recommend stopping the study if the
one-sided p-value associated with the superiority test for the primary
efficacy endpoint is < 0.0001. If at the interim analysis the observed RR
for the primary efficacy endpoint is below the critical value then the
DMC may recommend that the trial be terminated for superior efficacy
of apixaban. The DMC may choose a less stringent boundary to
terminate the study for harm and may alter the number and timing of
interim analysis.
10. 774 ¥ FIZOWTORLHEAH 570 (BE. MAE. 70 Mo L5HE | BY ON ONA | Protocol P63  Randomize
FH. T—HRNE), T T4 ROFEEET, Subject to Study
With the use of a double-blind, double-dummy design, we randomly Medication |
assigned patients to treatment with apixaban or dose-adjusted warfarin.
Protocol P45 (27 7 A v
Protocol P45 S
5.4 Blinding/Unblinding ;@xj“%kob Titd#l &
U7 7V ORNARERD D
b RTE, TES R TEY
fHron-Hae, HEOHFHED
BEPRNOE KDl
&L FMDEREEN B D03 b H
RN,
11, B3 - BIRBT U N AOBEREEIC AW B FEH AN FEOTE | BY ON ONA | P984 /& E




D& D73, WEIZRIFEINFR S LTV D 0, Protocol P93-96
The primary and key secondary analyses were + -« - Endpoint Definitions 7> 5

AT R IZ OV T

The primary and secondary efficacy randomization (intention-to-treat
population) and included all events from the time of randomization until
the cutoff date for efficacy outcomes (predefined as January 30, 2011).
The analyses of bleeding events included all patients who received at
least one dose of a study drug and included all events from the time the
first dose of a study drug was received until 2 days after the last dose
was received. In a modified intentionto- treat sensitivity analysis, we
analyzed bleeding events that occurred in patients who received at least
one dose of a study drug and included all events from the time of
randomization until January 30, 2011.

12. BERUEHE L toEE CEROMRE R L) ORLERH D0, EmY ON ONA | P982
B e fRUtE ORFIOLE A & T,
—RIEHTIZ AR Y —T
¥ % Bristol-Myers Squibb & F
BT TWDR, 20K, 2TO
EEPUGTICEBIMLTWD,

Gt L FERRORWIIEE BNRBRE TV A L, T —Z T
HRIEBRORNEPTO ZEBREELUY,
The trial was designed and led by a steering committee that included
academic investigators and representatives of the sponsors
(Bristol-Myers Squibb and Pfizer). Approval by the appropriate
ethics committees was - - -

Method @ [R5

- CHADS2 227 1 R ETH 5728, apixaban [CAHIRFEREZ AT Z &2 HRITHR N E TN TV D
DT ? —JT CHADS2 227 0 D ANE E TR,

- B BERREIN T O BE IXE £ TV 7Ry (creatinine clearance of <25 ml per minute )

- warfarin JE¥E % 6 FRREIC 35 < BR C CHADS2 A a7 | i & &7 2 LIt 72 > 720,

- #?HMIE H @ non major 1XEE OME KT DO T, /NG E 7 D FREMEN B 5,

-CHADS2 1 LU ETH 2720, IRV AZOFbEENTWD, i%tffﬁ< URTHIZHNMET O N
LEFHET A LER D D, —fiRE B D5 &, Figure 2 1,2,3 DL EIZT CEMEL T\ 5, 3LLEZF TN
WD ? 3 LA ED NECEIG WD, Uw77)xﬁ@ﬁ@&wﬁﬂ&okﬂﬁﬁwéif%ﬁwo
- 7TAE Y v 165mg Aiifi (ROCKET-AF TlZ 100mg #Kiii) (ZOFHREE 72> T D, 3 BB MNE Y
JHREAETIRALTREY, BRBRP LA LT D AEEERH D, 2O OBRE TIIHM Y A7 BNd 2S5 aTFerks
b5,

- T IAFu s (P-gp BREH,CYP2CY HEHRD) X7 830, U7 7 U O yEEL iS5 et
b5, PEOBRENBEEIZIVERY , BROMIRITETL720, BRAALIZTNRENST-OTIIR NN ? —
. BEEKREZEZDEZOXHIREBEL WD, EERICEILTEY ., 2 BB X722 0h->720 T, WHDOT
BV S AoV AW
- BRAMEHET 25mL/min, HAROIRM LETIE, 220% 15mL/min L FTH D, (7 LT = AMEOREERAR
BHCTHDHT-D, BARDHEIEHFIELER UG 202D, isd 25mL/min &V 9 L2 ZOFEAARIZH T
XD T LD AR
- HEFEMEIL, HARDIRISTELF L,

- POCD THIEET 5 INR & HATHIEL TWD INR TR D,

- BARTITEIE TIHK 1.6-2.6 # HIE &L 35, ARBRTIE, FlIcBfR7e< 2-3 ThsH, HATIZ 2.6 UL

TITHIMY A7 R”HHDT, ZOLHIRBETIIUAL T 7 ) o TN B X0 b, TOERCAFEICH
OEREZLTH o700 d LvZzuy,

« 2 R >TOBEMGEH DN, BARANIH L TUEEDIZZR > TS, HSEHICB TR, 7SN
CCHI Y R BT IR B RREER H D, W IETHLREETH 72, ERNLN E, TESH O
I AMEND T, IR T,
cUNT 7 U COREIETENNR EDL ST L TWAD), EMPDLNLERNEIICTLTWEDN, FHTHS,

Results
13. BEEIZOWT, T U X MBI S AN, BRESNZEEEZST | BY ON ONA | P984-985
TN, BT T I LD SN ABDOTZH N H D h, Tablel,2

Tu—F v — FORRE G Figurel
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Appendix P14

14. BHEZHOWT, RBRICBEE LN EEETIHELKT Lo 722 | OY BN ONA | P986

# (RS CBBRREHEH L & HITRBSN TV, 7% BB RBERR R O 0
ZDONBIIRER B BT 2D b D TR D, AR
R VR SRR O b 0 & | BITEIC & D@ friRe B MRS .
LM BO D5 b D & DR, B TR A S L 5 o PR L7ZNARIE p986 £
B, H 7 &S HEEERER IR U, BB EI 0 fHF iz T v STUDY DRUGS & 7 =
APHEFF S LTV D0 OfER. RENBROE AT 16%Am, EHIAE —7F % — b Appendix P14
13 10% A 23 FF A dipH WZEEH D

Data on vital status at the end of the trial were missing for 380

patients (2.1%). The absence of data on vital status was due to 1k % O E A R L G

withdrawal of consent in the case of 92 patients in the apixaban group 95% % B 2 TV 2 D T

(1.0%) and 107 patients in the warfarin group (1.2%) and was due to BCE A B 5 B ’i‘

loss to follow-up in the case of 35 patients in the apixaban group SRS A<

(0.4%) and 34 in the warfarin group (0.4%). 72\, Apixaban THIL

#FE MRV (apixaban vs

p986 STUDY DRUGS warfarin 25.3% < 27.5%)

Fewer patients in the apixaban group than in the warfarin group DITFERZ KL TN D

discontinued a study drug before the end of the study: 25.3% of the 1t LA

patients in the apixaban group, with 3.6% of the discontinuations due °

to death, versus 27.5% of patients in the warfarin group, with 3.8% due

to death (P = 0.001).

15. ZINE OFEHEIM L BB 2R E T 2 B DR H 5 7, EY ON [ONA

TR

From December 19, 2006, through April 2, 2010 (P986)

BB

In a modified intentionto-treat sensitivity analysis, we analyzed

bleeding events that occurred in patients who received at least one dose

of a study drug and included all events from the time of randomization

until January 30, 2011. (P984-986)

16. BN T LI B, 23R LESAIciEzo A EEAORE | @Y ON ONA | Yo a3 ciE, P 2.1
MBHDB FEDIEBIE & T LT3,
January 30, 2011. EEEOBHIO FUEIL 1.8
15.16 72 5 BRI follow MIF % HEMI 5 = & 23 ATAED> F

17. BEHEDON—R T A BT D A ARKE ¥ (demographic) DE# 234 % | BY ON ONA | P984
7 BRI A TR E BT, Tablel

WHIERIER, KO, ZORRITTOREBEZREL TV DD,
BRI ED ZRBDH DG EMBIEEL T Db TRV,

CHADS: 2 =7 1 L | (OF
¥ 2.1) 2 HRICEEER
Lo MifETHI BT%D &N
LR WF ARA,

- IKE O 4 Gy {r P
70-96 HULfE 82kg 1.
AARANLD Zu,

c FHAANVIEHEIT 18 F LA
7R EERITFRAE 70
% & i 63— 176 %, SEH
DIFINEEN,

- Ml FECIR B DN
DORENTEET 5,

- CHADS2 2 Ll ETovu
N7 7V ERETD
DITLVA, 1 AT,
LIV Z RV T, EE
#8945, CHADs2 1 &




DOUNLT 7 U ol ImER
CMEFRITENLLS BV
7Zol=Dh, ZHNETOHR
HER LD

18. AE - ZAaVED BRI BT DIITEM (ke 72258 Oft#insd | OYEN ONA | ITT it S CWL B8, %
2% . \ DWNFRITAY]
ITT, FAS, PPS 7 i b) e fiifr R 25 8RR ST 5 2,
Randomize : Apixaban 9120 # . Warfarin 9081 %

7] 5 SN CE S
ITT : Apixaban 9120 # . Warfarin 9081 4 Table 2, Figure 1A ARET 2 LED AT

4k Apixxaban 9088 44, Warfarin 9052 44 Figure 1B, Table 3 ER T EH g (ITT
ITT L 24D N$ D&V L Appendix ¢ 2. ARISTOTLE CONSORT RHT) o

DIAGRAM 705, 3% 2 o728 3244, 294 Th 5. eI Es 1 H
P984 TRBRIEE Z T o o
The primary and secondary efficacy analyses included all FhRBL L, Th4b
patients who underwent randomization (intention-to-treat L FAS (BEARYICIE TTT

population) and included all events from the time of

randomization until the cutoff date for efficacy outcomes S LERTID, L

(predefined as January 30, 2011). The analyses of bleeding b hff} ﬁ/‘\%ﬁ a
events included all patients who received at least one dose of a AE L 72 B IIFRATERSL) &
study drug and included all events from the time the first dose Ezbhb,

of a study drug was received until 2 days after the last dose
was received. In a modified intention-to- treat sensitivity analysis,
we analyzed bleeding events that occurred in patients who
received at least one dose of a study drug and included all events
from the time of randomization until January 30, 2011.
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In patients with atrial fibrillation and at least one additional risk factor for stroke,
the use of apixaban, as compared with warfarin, significantly reduced the risk of
stroke or systemic embolism by 21%, major bleeding by 31%, and death by 11%.

For every 1000 patients treated + - -+ in the apixaban group than in the warfarin

group.
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in preventing stroke or systemic embolism, caused less bleeding, and resulted in LAk 7= BN T,

In conclusion, in patients with atrial fibrillation, apixaban was superior to warfarin

lower mortality.
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