Journal club 201843H18H

JHospitalist
Network

PPIDRRAEA (XCKDFEIE &
BhEd ShH

ERRIYART  RAEAR
VERk  FRERRRF. AZLLME—
TEEZ. HE

B2 AR BB
Rz Bk




il

[EAI] 64m% 514
(£5F7] FEL. BZIR/IERR. EFER

[IRJmRFE]
TEZ3HFIH SERE DK & RN IR
¥REH., B CEREIEZTROCICOHMBES

(BEAEE] 34%% SIVE. 504% it AiEs

[EF%E] 77AO0>E> 5mg 1T1X
S>YIJ35Y—J)lL 15mg 1T1X

(4 EFE] BIE: 5K x 505 /8% 738 U
ITEZ64 AE(ICERAYZ




il

<fERCT >

1/ ABR i AEiB)
# MRS

ABEU. MRS5S (CTRX 2g g24h10BRIHES)
—STER/ARBPIR (IR U, BEEDE T

# BEEKT

BRZITL). RBER

—ERUEH. BB EIEDTRF D D (BRibSeGFR: 58mL/min/1.7)
ST (IFZRHDN. EDOMEIASHRRRZRHT

FSE(CERB. < BREER U TE/EPPIOU S
- RHISSORMER(X?
SR TO—RE &ERD>TULWBalEEE(S??




Clinical Question

PPIORHA{ERA (L
CKDFIE L FEET D hH



EBM3E Ssteps

Step 1 £ERIOEINL
Step 2 WX DIRZER

Step 3 @S OOALHIBYISER
Step 4 TEBINDIEFE
Step5 1-40REL




EBM3E & Ssteps

Step 1 SEBEIDEINL



SCLbN e

Step 1 ##REIDETL

FEER

- |
—1

100N

~HEAME

1D

PPIOD:

C PPIDOEE

B EEEDERAL



i S DR R

BREI>DS>

Sort

B35

Pubmed/MEDLINE

Proton pump inhibitor”, "Chronic kidney disease”
Best match

PublQed ;v

LS Maticnal Likrary of Medicing
Mational Institutes of Health

Article types
Clinical Trial
Review
Customize ..

Text availability
Abstract

Free full text
Full text

PubMed
Commons
Reader comments
Trending articles

Publication
dates

5 years
10 years
Custom range...

Species
Humans
Other Animals

PubMed v |pr'oton pump inhibitor chronic kidney disease
Create RSS Create alert Advanced

Format Summary ~ Sort by Best Maich ~ Per page: 20~ Send to ~

See 5 citations found by title matching your search:

Association Between Proton Pump Inhibitor Use and Risk of Progression of Chronic
Kidney Disease_Klatte DCF et al. Gastroenterology. (2017)

Proton Pump Inhibitor Use and the Risk of Chronic Kidney Disease lLazarus B et al.
JAMA Intern Med. (2016)

Effect of low-dose proton pump inhibitor on preventing upper gastrointestinal bleeding in

chronic kidney disease patients receiving aspirin. Lim H et al. J Gastroenterol Hepatol.
(2015)

Search results

ltems: 1 to 20 of 155 Page [1 | of8 Mext> Last>>

Proton Pump Inhibitor Use and the Risk of Chronic Kidney Disease.

1. Lazarus B, Chen Y, Wilson FP, Sang Y, Chang AR, Coresh J, Grams ME.
JAMA Intern Med. 2016 Feb;176(2):238-46. doi: 10.1001/jamainternmed.2015.7193.
PMID: 26752337  Free PMC Article
Similar articles CJ 1 comment




JZETE SRR

Research

Original Investigation

Proton Pump Inhibitor Use and the Risk
of Chronic Kidney Disease

Benjamin Lazarus, MBBS; Yuan Chen, MS; Francis P. Wilson, MD, MS; Yingying Sang, MS; Alex R. Chang, MD, MS;
Josef Coresh, MD, PhD; Morgan E. Grams, MD, PhD

JAMA Intern Med. 2016 Feb;176(2):238-46

& JAMAMD20165F2A Diii

¢ 2DDAOFEER)N—XADBIREEHRAFR TPPID{ERH & CKD
DREHE(CDWTIREUTZ




Hae

PPID25-70%(IAEY)IMERATH D

BMJ. 2008 Jan 5;336(7634):2-3.

5’1‘5E,U\%ODPPIODE,HH1§ JIBJBERTHD., N> CEl

YEFRBIEMLU TLD

- KEDOIRBEOPPIZFERT IS i1
S8 L TUV\BD(19994F: 3.8% — 20124E:7.6%)

Gastroenterology. 2017 Mar;152(4):706-715.

of
ithin the last 30 days (%)
W s o 3
T T 1
— n [ =~ o [=2]
g 8 8 8 8 B
S3|2IHE M3U JO Jaquiny

Pls wi
- N

N%n-insﬂhrtionallmd adult

& 190FR(CKEITHR TGN TH S, BHEBZIBHEUIEEHE
HRMNMEXTETTLSD JAMA Intern Med. 2016 Feb;176(2):172-4.




x4

(% per patient/year)

Ao AIIJLE BT DAH* 0.07-1.5
B RIAFTD o+ 0.1-0.5
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and University of Mississippi Medical Center (Jackson). Par-
ticipants provided written informed consent. All participants
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Atherosclerosis Risk in Communities Study

PPI Users EEE‘E;?;;?I' Nonusers E *@ E“é\ EG FR\ B M I S _I=:.ﬂ_ 'I.I IE

Variable (n=322) (n =956) (n =9204) P Value

Age, mean (5D), y 628(55)  631(55) 625 (5.6) 1008 ,IE ag g I}% ':t%./ 7 z E U ~ / z g ;
Male sex 42,5 39.3 144 01 00 s i -’

White race, % 86.0 84.2 779 <.001 ~ -~ —_ = — = ?-':— = ~ -
Education 212y, % 81.7 79.4 81.8 18 /@WHE@ ((_ﬁ,%\ Ijj\ E?L‘?\w bnt_
Health insurance, % 92.2 889 85.6 <.001

(H2RA{ERE (CHERIFROAEMRSD D)
el il e (replication cohortTE k)
87.8(13.4) 86.5(13.5) 88.9(13.1) <001

Rato orarmary Omin 4.0 (2.0-7.5) 3.6(1.8-7.1) 3.7(1.7-7.5) .71
to creatinine,
median (IQR), mg/g Figure 1. Prevalence of Proton Pump Inhibitor (PPI) Ever Use Over Time
Cigarette smoking, % in the Atherosclerosis Risk in Communities Study
Current 11.5 15.5 15.2
30
Former 48.4 442 43.2 23 1 %
Never 40.1 403 416 ER T
EMI, mean (SD 29.4(5.3) 29.4 (5.8) 28.7 (5.6) <.001 3
Systolic blood pressure, 126.5 (18.3) 128.2 (18.6) 127.0 (18.8) 16 E 207
mean (5D), mm Hg =
Prevalent medical condition, % 131
| Hypertension 54.3 50.0 4438 <001 3 19
Diabetes mellitus 14.9 18.0 15.6 14 E 5
Cardiovascular disease 13.7 14.1 10.8 .003 j_ | :
'D”mm’ta”t medication use, Baseline 2006 2007 2008 2008 2010 2011
55.3 485 39.9 <001 e
B 16.8 134 12.9 A2
Diuretic 16.1 12.1 9.6 <.001 <> \ ———
Aspirin 64.9 67.6 54.9 <001 P PIl * IHE,Z\ ( I EEI”\HH FEﬁ Z 3 %
— -4 l N\,
Aspirin 64.9 67.6 54.9 <.001 4

Nonsteroidal 27.6 328 33.2 L E
anti-inflammatory drug ;I_
20.2 136 103 <.001 L/

Anticoagulant 1.9 2.8 1.7 .04
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turere ARIC study ' o replication cohort
Variable No. of (n = 10482*) articipants No. ¢ (n = 24875 1*) pants
PPl users 56 SEZ 1977 100U
H, receptor antagonist users 158 8956 1022 6640
Nonusers 1224 5204 27 204 225221

Association Between PPl Use Hazard Ratio . Hazard Ratio
 and Incident CKD (95% CI) P Value (95% CI) P Value

Unadjusted baseline PPl use 1.45(1.11-1.90) : 1.20 (1.15-1.26) <.001
vs no PPl use

Baseline PP| use vs no PPl use 1.50(1.14-1.96) . 1.17(1.12-1.23) <.001

Time-varying PPl ever use 1.35(1.17-1.55) ! 1.22 (1.19-1.25) <.001
vs never PPl use

Baseline PPl use 1.39 (1.071-1.91) .05 1.29 (1.19-1.40) <.001

EE PPI{E % (1*1§ - % t 01 1.16 (1.09-1.24) <.001
;; J:I:$ L/ t H Rl 3 5 1.24 (1.20-1.28) <.001

V5

% (95% Cl, 1.17-1.55)

Baseline H, receptor antagonist use 1.15 (0.98-1.36) .10 0.93 (0.88-0.99) .03
vs no H, receptor antagonist use
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e ARIC study '

== replication cohort

No. ¢ (ﬂ=248751*) pants

Variable No. of (n =10482 A) articipants
PPl users 56 SZZ

H, receptor antagonist users 158 956

Nonusers 1224 9204
Association Between PPI Use Hazard Ratio

and Incident CKD (95% Cl) P Value
Unadjusted baseline PPl use 1.45 (1.11-1.90) .006

vs no PPl use

Baseline PPI use vs no PPl use 1.50 (1.14-1.96) .003
Time-varying PP| ever use 1.35 (1.17-1.55) <.001

vs never PPl use
Razalina PPl iisa

1361 N1-1a1)

replication cohort CHEIEE
HR1.22(95% Cl,1.19-1.25)

191 IO IUU
1022 6640
27 204 225221

Hazard Ratio
(95% CI)

1.20 (1.15-1.26)

1.17 (1.12-1.23)
1.22 (1.19-1.25)

1.29(1.19-1.40)

1.16 (1.09-1.24)

1.24 (1.20-1.28)

Negative Control

Baseline H, receptor antagonist use
vs no H, receptor antagonist use

¢ 1H1EERX D E2RERDAIBERICCKDREED U XD
(2[El/Hadjusted HR1.46vs 1[El/HHR1.15)

1.15 (0.98-1.36) .10 0.93 (0.88-0.99)

#FACPPIER U BB ECKDOFEAECHERICES




FEER-PPI&E CKDHRED R -

Athero d Geisi . o
m=1 ARIC study [ o replication cohort
Variable Mo. of (n = 10482 A) articipants No. g (n = 2487 5 1*) pants
PP| users 56 3ZZ 19zt IO I0U
H, receptor antagonist users 158 956 1022 6640
Nonusers 1224 9204 27 204 225221
= Hazard Ratio
=] ﬂ'ﬁ*ﬁ' Z :5 ‘I,‘:t% ( j: 1 ) > § (95% C1) P Value
IAVA~4
1.20 (1.15-1.26) <.001
WS TIOFFTUSE
Baseline PPl use vs no PPl use 1.50(1.14-1.96) .003 1.17 (1.12-1.23) <.001
Time-varying PPl ever use 1.35(1.17-1.55) <.001 1.22 (1.19-1.25) <.001

Baseline PPl use
vs baseline H; receptor
antagonist use

Baseline PPl use vs propensity 1.76 (1.13-2.74) .01 1.16 (1.09-1.24) <.001
score-matched no PPI use

Time-varying PPl ever use NA NA 1.24 (1.20-1.28) <.001
vs never PPl use, after excluding
baseline PPl users

Negative Control

Baseline H, receptor antagonist use 1.15(0.98-1.36) .10 0.93 (0.88-0.99) .03
vs no H, receptor antagonist use

¢ H2RAERA#TBEER U

1.39(1.01-1.91) 1.29(1.19-1.40)
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w=1 ARIC study " o« replication cohort
Variable No.of (N=11145.A) jfrarticipants N (n=248751.\) pants
PPl users 47 JISS TED TO 00
H, receptor antagonist users 104 1053 347 6640
Nonusers ' 809 9734 9101 225211
Association Between PPI Use Hazard Ratio Hazard Ratio
and Incident AKI (95% Cl) P Value (95% CI) P Value
Unadjusted baseline PPI use 1.72 (1.28-2.30) <.001 1.30(1.21-1.40) <.001
vs no PPl use
Baseline PP| use vs no PPI use 1.64(1.22-2.21) <001 1.31(1.22-1.42) <,001

ime-varying PP| ever use : . ! .001 1.54 (1.47-1.60)

vs never PPI use

Baseline PPl use .58 (1.05-2.40 A\ .30 (1.13-1.48 =.00
vs baseline H, receptor
antagonist use

Baseline PP| use vs propensity 2.00 (1.24-3.22) .005 1.29 (1.16-1.43) <.001
scurg-matched no PPl use
Time-varying PPI ever use NA NA 1.66 (1.57-1.75) <.001

vs never PPl use, after
excluding baseline PPI users

Negative Control

Baseline H, receptor antagonist use 1.03 (0.84-1.26) 78 ©0.98 (0.89-1.10) 78
vs no H, receptor antagonist use
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Figure 2. Association Between Proton Pump Inhibitor Use and Incident Kidney Disease Stratified By Subgroups

4.0

ather  ARIC stu dy tudy
Overall Population Baseline PPI Users
No.of  No. of Mo.of No.of
Events Participants Events Participants
Age
Young 556 5468 20 164 —e—
old 882 5014 36 158 Heo—i
Race ' '
White 1060 8253 48 277 —e—
Black 78 2229 8 45 .
Diabetes mellitus
No 982 8826 41 274 Ho—]
Yes 456 1656 15 48 Fo—i
Sex Al
Male 757 4596 30 137 —o—
Female 681 5886 26 185 He—|
ACE-I/ARB use
No 1148 9116 47 268 e
Yes 230 1366 9 54 —e
Diureticsuse
No 1205 9433 38 272 e
Yes 233 1049 18 50 f—e—
Overall 1438 10482 56 322 e—
20 10 20 30 4
Hazard Ratio for CKD

2 fﬁﬁﬁ\ 'I‘EEIJ\ **E(ARIC Studyd)ai),*ﬁﬁéﬁd)ﬁﬁ, 4#%%@

replication cohort

Overall Population

Baseline PPl Users

No. of No. of No.of No. of
Events Participants Events Participants
Age
Young 2761 127542 1175 8518 >
old 27386 121209 1746 8382 .
Diabetes mellitus
No 22907 222829 1463 15081 L]
Yes 7240 25922 458 1819 L
Sex '
Male 12808 108070 721 7304 L]
Female 17339 140681 1200 9596 »
ACE-I/ARB use '
No 24694 223579 1380 14277 L
Yes 5453 25172 541 2623 L]
Diuratics use _
No 25055 226879 1408 14569 -
Yes 5092 21872 513 2331 o
Overall 30147 248751 1921 16900 L
T T  m— |
20 1.0 20 30 40
Hazard Ratio for CKD

ERATEMEUTRETLTE. RRDIERTHOIE




EZXD5B)\ A7 A &Limitation

RIR) 1 7 2 1#%8) 1 7 2

- KEDEE(ICETE -EE%IJOD > ASAFDE]EEE -Eﬁsz(:zb*w%CKD

- T—AHARABEZTIRSD AN ZIORREDRS
MSERINAEEED - HIEEHIYONSAIDS (IR —e2idDIEME I (CRER
sXTEZ L CLVZRLY) TEBATETIEOHEAHRA HKD

- PPI{ER&EDEH L CULWEADRZERESENT

EEKEZSAOIRZ LVRUAETEEE

X: PEC Y: PECO
PPI%Z R HIPAR CKDFEREJ A1




s DX L&

v PPIDERECKDDFEEI AT EULTEASULT
AV

v FTRRICPPIER U BB BCKDORIE (CBRI(C
HS5 U

v S1R(IPPIDERAZ IR 9D Z &M CKDFEIEZ
EER(SWMS ITHE DM &ML TL < BED
DD




Step 4 EFINDEH



MREBEHEIRIROEFF LLLTLED

@ Inclusion criteria/Exclusion criterialCc DU\C
<ZEH> ]
. 645 Inclusion criterialC= U730

. BMEPPIAM(15ER) [P (SGFRO6OKE) .
. eGFR=58mL/min/1.73m? Exclusion criterialC8%=9 3

& BaselLine&E DtHIE

<AEEfH > StudyEH IR AN KRZETH D,
- BEA » AARAZIRE(ZLTLRL)

*SBP : 126mmHg DtDIEE (FBaseLine & 4A{
. BEEESEIEA : 5D cORORREBaseline S

& {5 FHEEA
<AGEH> P Study&¥ CHEERBZ IR

- SV SY—-I) & ER ([CANTLD



プレゼンター
プレゼンテーションのノート
・CKD発症時のeGFRは42.3であるが、内服開始時のデータがない。
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Diagnosis and Management of Gastroesophageal Reflux Disease
Am J Gastroenterol 2013; 108:308-328
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More Data on PPI Use and Kidney Disease Nov. 8, 2017
(American Gastroenterological Association)
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プレゼンテーションのノート
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