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Data obtained from reference 4. Standardized incidence ratios significantly decreased

year by year after reference year 2008 in both men (closed circles) and women (open
circles) . Error bars show 95% confidence intervals.
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%OME Program 58 CRE[%\ DAPA-HF Reduced
=] !Iy/\"ﬁ“ Y oalAFosuoayv|yNsuoavy | AFoU OIS /oY TaYy | v/ 70
RE 10 mg, 100 mg, 10 mg/H 100 mg/H 10 mg/H 10 mg/H

25 mg/H 300 mg/H
BRI RAE (5F) 3.1 2.4 4.2 2.6 1.5 1.3
WREEH(N) 7,020 10,142 17,160 4,401 4,744(T2DM & |3,730(T2DM &
ff: 45%) f: 49.8%)
Fin (F13) (R) 63.1 63.3 63.9 63.0 66.3 66.8
DINEEEDEE 100 65.6 40.6 50.4 100 (DARZ, 100(1DA2,
(%) 56% (FEMM) |52% (FREME)
eGFR< 60mL/%/ 1,819 2,039 1,265 2,592 1,926 1,799
1.73 m? (25.9%) (20.1%) (7.4%) (58.9%) (40.6%) (48.2%)
ACE PEHE# - 80.7 80 81.3 99.9 83.6 89.2
ARB #5215 (%)
FEFHMER 3P MACE 3P MACE 3P MACE ESRD, IM/5 Cr EROLADIEE, LM OAS AR, D
HR (95%Cl) 10.86(0.74 ~0.86)| 0.86(0.75~0.97) |0.86(0.84 ~ 1.03) f51t, B/ I EREFLRT BT
(A .74(0.65 ~ 0.85) |0.75(0.65~0.86)
0.66(0.53 ~ 0.81

BT7IRNALD FEME Alb R, IM’E | ESRD, eGFR 40% | ESRD, eGFR 40% il ESRD, eGFR |eGFREXET
& Crf%{t, ESRD, | EDIET, B% | ULDET(HD 50% U LEDIET, | RiER ST, B

BT T eGFR<60), &/ BT 18, eGFR O

MEFT BR/RET
R HR 0.61 0.60 0.53 A 0.71 -0.55vs-2.28
(95%Cl) 0.53 ~ 0.70) (0.47 ~0.77) (0.43 ~ 0.66) (0.44 ~ 1.16) | mL/9/A1.73 mY/4E
0.5(0.32~0.77)
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eGFR 25-75ml/min/1.73m2 FRH7JL T = 200-5000 mg/gCr
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TO THE EDITOR: One of the kidney-protective ef-
fects of SGLT2 inhibitors is the correction of
glomerular hypertension by afferent arteriolar
constriction mediated by tubuloglomerular feed-
back.* The existence of glomerular hypertension
and the capacity of SGLT2 inhibitors to trigger
tubuloglomerular feedback during normoglycemia
are necessary for SGLT2 inhibitors to be able to
suppress the progression of nondiabetic chronic
kidney disease. A third of the participants in the
DAPA-CKD trial had received a diagnosis of non-
diabetic chronic kidney disease, in which a kid-
ney-protective effect equivalent to or greater than
that of diabetes was shown. These results suggest
that SGLT2 inhibitors could correct glomerular
hypertension by activating tubuloglomerular feed-
back even without dysglycemia. To what extent
did dapagliflozin reduce albuminuria among the
participants without diabetes?

In addition to the presence of albuminuria,
the use of amino acid loading as a test of renal
functional reserve may be an index of the degree
of intraglomerular pressure attributed to affer-
ent arterioles, which are common sites of action
for SGLT2 inhibitors.? A renal functional reserve
index might identify patients with earlier stages
of chronic kidney disease in whom SGLT2 in-
hibitors might provide renal protection; such pa-
tients were not enrolled in the DAPA-CKD trial.

Hideo Yasuda, M.D., Ph.D.
Shinsuke Isobe, M.D., Ph.D.

Hamamatsu University School of Medicine
Shizuoka, Japan
ysdh@hama-med.ac.jp
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Risk reduction, 16%
P=0.02 P
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Losartan
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Months of Study
No. AT RisK
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(Brenner BM, NEJM 2001)
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Risk reduction 23%

1
Irbesartan[] i
-—=-— Amlodipine(] |
------ Placebo

5790
[ 56501
568

Months of Follow-up

5550 5280 4960 4000 30401 2160 1460 650
54201 5080 4740 38501 28701 1870 12801 460
551 512 471 401 280 190 122 53

(Lewis EJ, NEJM 2001)



20 #FmL 1=
L= 7oA TV R BEEDOHT

%K‘

c 20%FEEDBEESIURRAU A DERIIE
- BRRBERE PHIRIETSNTUEL
HERRZTZFOIBEDSMEEFIHESNDIZES

- =

. BEE. EBICHT A BREETELANEES
DES



3) ERFMEBIEDND B E

35 4 18 | 4
AL 552 1A |ﬁ3ﬂﬂ|| | BSH
UUmEAT | SHARMEER | | | EATREAND
FEIE
- iE SAMEER BAeH E
(mL/min/1.73m?2) AE “‘*.._ GFR S
PO . ET
ﬂ *
% —
= 50 - ) PRMEERR
1| BAR |
| | ', | : WMBTILTIVR
0 5 10 15 20 25 (£E)

ﬁﬁﬁ# |
AT —X FRFHIT—X

miEa rO—)LEhNz LDEEE,. XEEHE
ESUEBOXTELIFE TETHIHEIZZSEOHD




”~

4);5 ¥

mERKREBEEELEFHIOT S L

b



|
I~l
5
(&%)
S
By

- BREBERARR

T=

auji

BERENRRATHREE
~BEENEOELHHEERHEL T~




SER T AEFE B 1E (KPD B U ST 15 12
(a) HANHEFEIKIT, HOTHRIELE, DX, 285, REZOZDEFRENLDBE
BT BRENERLASE EEERAEL. BRETSEEELFHIOY
SLDZERAZELED. B OEFITEL T, RARESICHICBEBREICRYE
s
(FEIEIEHE)
[$WH$&?@%%®W@&% ]

HERBEEEEEILFHIOISLETRAI AT %

(b) MMYDIFE, AT4HILAREYD, BEREFAEREEAZENEEL T, CKD EELE
HISEY LGB ERERToNnS LD, HIKIZE TS CKD ZRFFHIZFRESE D,
(FRf 512
RN EECRS-BREMERKEA~ DB X
-BREMEREENCHDYDITEZFEADFEEN I
- (2 F5 (15 CKD B2 Z1ES . WM DITEFOERESTEYR F

(c) 2028 EETI=. ERIGEBHTEABENE 35000 AL TFISHDEES, (2016 & )
D ERZHEEITEA B E502# 39,000 A)

(EHMIE4E)
FHEBSHTEARBEHICDOLNT, 2016 FLL T 5FETE% L LR 10 FET10%LL
\ LRDEERTLIMEFER F )

ZTORE HEBORIFICIEC T, AOHEYDEAZERO, FhE. REE
DFHEFZITOIELHEREEZ A LN S,




¥ FHREEEKRBEFEEILL T RIRTR
R3%F2H24H
ERARMEBIEEEILTIEROIRYMEHIRR
= 3STETRETIZE LTI EE LR
TAT S LEFRELTNSTHHETH
1)EET RIS B R (RERRIE B E) ERE L FHHT 0T 5L (R2.3)
QP EH-FEOET - HEATHERREBEEEIL FHTAY 5L (H31.3)
B ELTHHERFREEEZEILFHTOI S LEREMETEE2020(R2.4)
4)BEETHHERREEEEFEIL FIHT7 0 54 (H30.4)
S)EERR T MERRME BIE EAEL T AT 0 5L (R2.4)
6)EHTHERFEBEEEILFIHTOY 5L (H28.4)
7)i T T RE R IR B E EAE1L F BT 04 54 (H30.9)
8) &% HER IR B E EAEL BT 0T 54 (H29.4)

b
S
j -
N
=Y
L

N -

+THHT




EMTEEREERERERE
EREEBIEEEIL T
VN




I
I
Y
%
=
<L
i

FERAA R T E
\. J

ERTEREBEMARKR FERFEE

ZE4 HE B AL

&% IR7 28 A1 B f) U1 R Rl R A OR ik 2 (B E)

& 5 A B8R — R E N RS EMS

JIABLAER BFE FE = RTE B A A RS T E B2

49 #E AT BERIBD LD L WEREREES vy 2 (BERIFHMAE)

%R HE FERIG O LD L WEFGEEEZ »xe & CBERIFEEFE)

EablI N3N — X AL N A T e A BE R =

RMBHEE B B PR PR RO S R R W AR (BIREEFAER)

H k= — & AL H E N R TR A A S

AN ] FERFO LY LWEEEEELZ »v & (FERFEME)

s+ FERIRDO LD L WEREEZ oor & (HERFILE)

= I’F X RIS Ep bl B0 MR B R R OR Wk = (RIEEME)

ZEHEH R Bl URO1E MR RO S i R B ik & (BIEEE)

E & M NASAE S NE N R s S

== E/\E}J:Im
Az o<

o

REEEE

/

E e

AYDIHE b BME
¥ET

A2 BV AT L)

(o




OS5 LELTHETHE

. BHIEE DB
2

il
éi:

c FEREADEUNIT

s BEHMBEZERICREY

= TID XTI DIEZEAL

REBIEICKOENEAZRLI BT



A0S LIZEITARZ EEARIE
I AHICHI->TREEIN=CE L

- BEEICENT HA) NI A ?

}_}ll:

HEEONNYDHFEDEESDTOYSLICHT BEREMNENETOTS
LOEENESHD

\1l¥
FAIRE

AN ERITBEREMERE)IICRE.
BREMAEOICZEIZEILT D,

HERREERREZH SN EEESLIITrA—T YT
EENENITI,




JO0SLIZEITAREZ EERiLd
SIZH->TREIN=CL 2

s FESEEOZ(TIMEAEPAEEMEREMN
UO- LGV ?

ki
\a1l¥
M7

- B ER#EEICHDZTFUNNT T, BTREEZE

SLTHEBLOTLVS,
SEEORRZTR T EEER/NAEEDLHENEZR

E9Y.

)d#




JATSLICEITARZEERIET
BIZHI->TRHRENT-CEL 3

- EMEICENLEI B ESICEEZEED”
REDELLGELVMN?

i
\a1ly
AT

H

7#[E R CTIRIBSN TV OB EEZERA,

'«_-.-_—?E’E/ﬁf’bf'b\b&.:’)frl_l B2 ‘T‘n)l_d_éutg
ERELTULVEWDNICE THRBORIEFRRE)EMMNY
DITEDFTEDERERIIZFH|ETIIZXK>THITLTIELS
&75'7057“31;('5)5]'3




MERIRTEBIE R
IR INAVRDE

Rf=AIEL RT1=AEL
(—) (+)

eGFR
30ml/min/1.73m
Uk

eGFR
15-29
ml/min/1.73m

eGFR
14ml/min/1.73m

Rt



2017 EYFE #2258 42,530
HbAlc 6.5% Ll E &3

B LB LETFEY
IR CRZDE 2408 (1#128% 1H1118) | . LboTREL

RIzAIEL  FRIZAIES FRI=AIEL

(—) (i) (—|—) INMYRDE
[ N\ (2% XK 3:2)

:g Ir:nll:/{min/1.73rﬁ 3 120 473%
Bk 210 28 11 11%
eGFR MEPR R T4 B E TR X 52394 29
15-29
ml/min/1.73m O
eGFR
14 mi/min/1.73n 1
i 9

(ERTEERELHERFERIVERHEY)



RERZZZ

HbA1C 6.5% L. L

30015']1175‘75‘;{3%5%’\@11 249451 ﬂ 47351(98% VB E)
X az #=

HEPRIR £ BE T
I w
28f31(12%) 4735

e I i DY HEND
B P
B S

- BEYE
BEME £ =gy g S =




<7055 LEBER

RERRLEZDE

My ES L EE A
ARPMTE g RS E e 3 HA U B )

\
Y DEAD
R ENR

R | i g UDHEAD
B A e v R el AU/

i EFIE (RE) FHE O SFf

: BEHE
(EFEEEE] gy sams yfE

EMTABREDRRBDRN(JRZEHE)ZILET D




*&J/—I— ==

ANVA)

DT

KRR EEFF > CEBAICHLT

EXOF e

= [CHRRBEWVT S E

1)FERBIEBED EEE 758
ERKEETENRTICHRE
3)BIREFAEADRBINTZTER EHER

2)ER S




<7055 LEBER

RERRLEZDE

My ES L EE A
ARPMTE R RSSE e 3 HA U B )

\
Y DIEAD
R ENR

R
BAEA

BREME (AR

(FFIEREHRE)

AMTNEBF DN RE DTN (JRZE

EffE) %t

WY DIFTE~AD
Ja4—k\yo

B OO FA
BEHE
EFWARORE

£9 D




[FIBEMAEICLTESYZ &)

B fig m D R & 5B 5T
BHBEICHSITAmMMEIFO—)L
BEAEHICHITAMEaFO—)L
_/E:]:EI%

X & ?El—’a:ﬁﬁﬁﬂ
e SGLM2MAEZE, SRTOJNFaAAMFZBRRIEMEDHFENL

||‘r

« JAA—TFYT



AN

BElEEMENEDLES

BRARIAREEXE(A+EE) A& ST

EEKE 4 EEERE S\ khEH BiaEs FAXE S
WEEET77IU—2UZvy s )= N O/ N - 053-432-6111 |053-432-6112
pE N\ bS] 77 HigEEE (B, A & 0120-928-901 |0120-928-902
EHFAR )=y A. ko K, KR, &, + |053-422-7777 |053-422-7771
Qe SR s 7 s EEE (K 053-586-6850 |053-585-2532
SR ENR T HisEEE |A. K A & 0120-107-352 |0120-107-362
SR = 5 RIRER issEEE (A, Ko K K 053-439-0001 |053-439-0002
"X U=y A, ko KOAKR & 053-586-0555 |053-586-8586
M ERKF R I EEE (K 053-435-2637 |053-435-2849
ENERE & — it EIEE (A K. & 053-451-2760 |053-452-9217
TR+ FIRET I EEE |& 053-401-1116 |053-401-1166
RN ST S B E |k & 053-411-0366 |053-411-0315
| S oV NS s EEE (& 053-588-5000 |053-588-5001




FEH

1) KRB A= DREEEEEER
DKDMW I EE R, ZHk1L T HEEEIR,

2) MEFRIRTE B B Im D2 -

BHRIGCTE R E~NDERZHEILE,

3) EFRAIEBIED E I
BHABEICIFAFIEELCEI FO—)LE5RI1ET S,
ZEREHZmMEa FO—I)LEEYIZ,

ZNZBS0 gEEE ?

4)EMTRERFIEBEEELLTFHIOT S L

SGLT2fAZE E AL

=P S

%zt

T, ZHTE. Wz & DE]

— a8 {ELAIRIET B,



CERREHYMNESITSTVVELT,



