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MEREMAEIEG HEY ERNAE
7S 25 [ A RE M E FR 9% B 3T (UK Prospective
Diabetes Study, UKPDS)> 1& #& I {9 H B9 BR i
MFE (legacy effect) ' IRREBETE 7 T EENEFR R LE
)3 R E MR TSN E R R R AERRITE
2017-18 FEFEBIREARNE  FTEBEENRA
B B AR5 AR BE 1B /O I E &= 7% (atherosclerotic
cardiovascular disease, ASCVD) JRBERE —
T MBI ZE YR FE B R E A B ol [F
RO M E R BV ZEY)TE LR - 25 OF F T B B S PR
RE R R ERAOVAST RIS E 5 ERRFERISE
CREBEF SEEEmEER (HbAlc 3 Alc)s
EZEE IS E A (low-density lipoprotein, LDL)
MEE R MBR [ E R (albuminuria) ARFE %>
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ORI DAE HREBEEHDE (heart failure
with preserved ejection fraction, HFpEF) #
AR (heart failure with reduced EF,
HFrEF) M%8 2R EF LRI & 2 A (40%-49%)
R SRR BRI R B 5 K BB 152l
SLBHE FIBAMAER EFEENR BEE
ARAEHORBEMENETBAERRERFE
KRIBLEABAE BRSNS RERILIFU
It (Bl—) °» b9 B AR 35t sa s E N B MOy
RIBAEZ A OIS 2 MR Z RS MBRER
BENZEHEE SIS T REe

BT ODRIBZIM 1B M B 7w E (chronic
kidney disease, CKD) th 2k T I H X EA e
HEE F 2o Z—IERENER R BTEER
B Z & FoVerma # X & F 7E Lancet XAV
XERIER 2 BUSH - & E ME L [F) 8k 28 40 I &)
(sodium-glucose co-transporter 2 inhibitor,
SGLT2i) FFRAERFR T EMER O EEH
v BEEBRAENE AR EEHE
REDVNEEEFEERNOMESRDRETE
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Survival probability (Kaplan Meier)

02 o —— Asian Non-diabetic
_| === Asian Diabetic
——— White Non-diabetic
0.0 _J === White Diabetic
| | | | | | |
0 100 200 400 500 600 700
FU time(days)
Number of patients at risk
Asians 1001 806 705 479 423 396 334
Whites 19537 14809 12250 10224 8407 6674 5341 3884

E— . Af0RIBZEEBA | BRAERRE | IFERKREF SRR LR

KRR LB EEF FEEE BUNTEFR S
Zet% & (European Association for the Study
of Diabetes, EASD) TEMERIFIEZ L RIZH
it ¥H ASCVD A CKD B9 % £ % 17 My &
TERRRVEEY)  ANERAK -1 ZEHERE (glucagon
like peptide-1 receptor agonist, GLP-1 RA) #I
SGLT2i (B =) **> BN fE L il BB B
F 2 "ERRMiEZEY) B HbAlc ZEAZ HEE B
GLP-1 RA Y SGLT2i B H A 1 FEAZE LU MH

DIMERERER o

RARFRIER IR S B A B EIEHI MBS
REFFER/NME (microvascular) BEEEERIRYL
H=ESEREBHROME SR (cardiovascular

disease, CVD) ¢ CVSE TR &K FEFHBE N &
HEHAR S EOE BRHEES T BER
SGLT2i 2 %) 89 5\ & EMPA-REG #1 CANVAS &
RN EZY O I E E B outcome BIEME
Wm Lo BERH OB WA BRI B
MK ER EEEIBERENNE FRAZE
F18 P St SGLT2i YR E R E R EMm
& B1ZF EMPA-REG #HERRET empagliflozin
HEOMERRBIERFEEEREEIEELR
BaMIg (B= )" ERRRRBEARTER
BB R A AR A EE B A SRR B B OIEREE
(diabetic reno-cardiac syndrome, DRcS) 18
FAFEN R a1 EE IEREY) 2 TR
metformin~pioglitazone~GLP-1 RA~SGLT2-i
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GLUCOSE-LOWERING MEDICATION IN TYPE 2 DIABETES: OVERALL APPROACH

TO AVOID
FIRST-LINE THERAPY IS METFORMIN AND COMPREHENSIVE LIFESTYLE £ NeHNISIINE
(INCLUDING WEIGHT MANAGEMENT AND PHYSICAL ACTIVITY) MODIEY

TREATMENT
IF HbAlc ABOVE TARGET PROCEED AS BELOW ATl

(3-6 MONTHS)

ESTABLISHED ASCVD OR CKD

EITHER/
OR
GLP-1 SGLT2i
RA with with
proven proven
CcVvD
benefit,
If eGFR
adequate

CcVvD
benefit

If further intensification is
required or patient is now
unable to tolerate GLP-1
RA and/ or SGLT2i,
choose agents
demonstrating CV safety:
eConsider adding the
other class
(GLP-1 RA or SGLT2i)
with proven CVD benefit
*DPP-4i if not on GLP-1
RA
eBasal insulin
*TZD
*SU

NO

l

HF OR
CKD PREDOMINATES

PREFERABLY
SGLT2i with evidence of
reducing HF and/or CKD
progression in CVDTs if

eGFR adequate
________ OR f-—————-
If SGLT2i not tolerated
or contraindicated or if
eGFR less than
adequate add GLP-1 RA
with proven CVD
benefit

l

If HbA1c above target

Avoid TZD in the setting
of HF Choose agents
demonstrating CV safety:
eConsider adding the
other class with proven
CVD benefit
*DPP-4i (not saxagliptin)
in the setting of HF
(if not on GLP-1 RA)
eBasal insulin
*SU

[E = .EASD EFRBIR-EFAREER
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COMPELLING NEED TO

MINIMISE HYPOGLYCAEMIA

DPP-4i

{

GLP-1 P
RA SGLT2i

{ |

TZD

|

If HbA1c above target

SGLT2i OR

sGLT2i ORTzD  GLP-1RAOR ' ppp_gi oR

DPP-4i OR TZD

If HbA1c above target

GLP-1RA

Continue with addition of other
agents as outlined above

If HbA1c above target

Consider the addition of SU OR basal
insulin:
eChoose later generation SU with lower
risk of hypoglycaemia
eConsider basal insulin with lower risk of
hypoglycaemia

COMPELLING NEED
TO
MINIMISE WEIGHT
GAIN
OR PROMOTE
WEIGHT LOSS

GLP-1
RA with
ood SGLT2i
efficacy
for
weight
loss
If HbAlc above target
v v
GLP-1
RA with
good
SGLT2i efficacy
for
weight
loss
v 17
If HbA1c above target
v v

If triple therapy required
or SGLT2i and/or GLP-1
RA not tolerated or
contraindicated use
regimen with lowest risk
of weight gain
PREFERABLY

DPP-4i

(if not on GLP-1 RA)
Based on weight
neutrality

v

If DPP-4i not tolerated
or contraindicated or
patient already on
GLP-1 RA, cautious
addition of :

eSU ¢TZD eBasal insulin

e|nsulin therapy basal
insulin with lowest
acquisition cost

OR

eConsider DPP-41 OR
SGLT2i with lowest
acquisition cost
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—@— Placebo
0 —
| | | | | | |
45 50 55 60 65 70 75 80
Age (years)
T2D patientage EMPA Estimated mean survival (years) Placebo Estimated mean Difference (years) P value
& y survival (years) y

45 32.1 27.6 4.5(1.3-7.8) 0.007
50 28.5 25.4 3.1(0.9-5.3) 0.005
60 21.8 19.2 2.5(1.1-3.9) 0.001
70 14.8 12.8 2.0(0.7-3.2) 0.003
80 1.7 6.7 1.0(-0.3-2.2) 0.13

Differences in mean survival by age with empagliflozin versus placebo estimated using data from the EM-PA-REG

OUTCOME trial in patients with type 2 diabetes mellitus and established cardiovascular disease
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HEIEMEER < 8.5%

T ARSETERMEEIRE: Metformin B Insulin &5
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BetBEBLERTEASEZELTN3
& SGLT2i 24 IR N ER SR ERE
IENINEE T HEL B IBINE B VEHE L PR T AE
PRAEMESN B R E A MIER I EINAE 7,
IHERRA SRR ER IEIFEET#Z%%B
BEEREREBEROEBERE (R—) 2 2%
#) GLP-1 RA #5224 A R & liraglutide B1E
LEADER B RIVHBRBEEN LS L METER

BM Y -BRaEBEEERE empagllflozm
0 liraglutide MZEA IR0 ME AR Z 18R
BIESE

TETERR B MR ER ) 5T L A BRI MR ZE
£1 4% EMPA-REG~CANVAS~DECLARE £2 LEADER
LR EREREEE SGLT2i B2 GLP-1 RA $EEEY) 0l &A@
BEEHEREIER JEL B MigERESImmiR CKD /Y

v

BinES—ERESENERRE (SU# Glinide R A 6H>DPP4i #1 GLP1-RA FEE&H)

—

e dieh- Rt (e ey b

BE KB ILMEE At B IR AR ANGE
B 44Dk iB JE =X (estimated Glomerular filtration
rate, eGFR) #F > 2205 > B B R B SR piitd
BAEE % WL R AT IR L EE R RREE
FRIE 2 485 DUERIREN B i mTar e
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(Kl FEERERREFE T OIS R Y R e Al iR
BRSTRR O RIE B #L 1L 2008 F R B an &
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$REY O E RIEE X M SGLT2i 452448
HOMmERE RSB REER-



EMPA-REG

Medication Empa
Study type RCT
Patients 7,020
History of CVD, % 100
Follow-up, year 3.1
Primary MACE Outcome, % -14*
CV Death, % -38*
Nonfatal M, % -13
Nonfatal Stroke, % 24
Primary HHF or CV death Outcome, % -
All-Cause Mortality, % -31*
Hospitalization for HF, % -35*

CANVAS program DECLARE
Cana Dapa
RCT RCT
10,143 17,160
66 40.6
3.9 (6.0/2.5) 4.5
-14* -7
-13 -2
-15 -11
-10 1
- -17*
-13 7
-33* -27*

*significant

%— .3 78 SGLT2i MERFRRERAE RELE:
—— . V. - - -]
BER:ImER

% B ¥ R 7% 2 2 (American Diabetes
Association, ADA) A% 11 B EXRZHieH
FRIRREAR outcome B ER R RBIRE CV &
D ABRREZMABEN/NEME DREEE
EENFEAE - UBABEANBERABEREN=
& SGLT2iv 15 3 BMERNREEXATER B O
ERRRER B0 MmE M B R outcome
B T EREE L thEEREID MEINEE
CV BB ARRRIFANZHIL (neutral)oily
R AT RE = 2/3 IMEFR B EH CVDEMPA-
REGZHREER 9% U LBOMEZRRES
CANVAS L M E 7w B S 2 6 pl’ FRIAE (R
A f A empagliflozin BR canagliflozine % &
ABELMEME | BEMER R EAE O M
BHRFNEEZ empagliflozin BHEEE 5

SNEEIRER Z T canagliflozin F& MBI R R IF
BHEIRFERREREHRAELEER
(peripheral arterial occlusive disease, PAOD)

BYEE RS

ME#FIIRE 21000 2 AMMERFBEEF K
N—FBTEMRAHELEHE 1/4 7RO RRHEHE
FRUAOERINBAEHEER D B0 BEFE
B hERIETIBHE - E 3 18 CVOT (CV outcome
trial) HEEB R SGLT2i H B WA B REMEG’
S8 SGLT2i 1 GLP-1 RAMEE Y N W =
RA—#SGLT2i AR BRISRRAE
fE> ¥t eGFR TRt A 4 B> M GLP1-RA B4
Mt ZLUR/DBE B R (albuminuria) 2
FIMELZ BRI eGFR MEREEEH
FR & 5715 B B outcome’ S EIMNAS iR B W)
10 eGFR HIFHI R A B RENSEB LT U
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