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ACCORD &% (HbA1lcD#Ei&)

BT (M B%) : THO1E 8.3% ., I R1E 8.1%
8.5+
8.0 | : . ; 1551}15&
SRR th {5

HbA1c(%)

Years
No. at Risk
Standard 5109 4774 4588 3186 1744 455 436
therapy
Intensive 5119 4768 4585 3165 1706 476 471
therapy

Figure 1. Median Glycated Hemoglobin Levels at Each Study Visit.
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evidence level & endpoint strength (Cancer.gov- ISDB Manual)

1.%%t/éﬂiﬁtotal mortality/overall survival

2-a.3§,%1“3|]§|51"_'$ cause specific mortality %

ITRARA ) ZHFZE SAL .
eSS N O
2-b. TR FERE 3R cause specific morbidity %

RERBEBEREISUCHEESIUNRAUM., 2-b
ABe7s & £ soft endpoint--- surrogate [Z3F LY
3. ICFfIcn QoL (EDH)
4.F AR IEBIVN K {Vbsurrogate

a) SR £ 7F (Disease-free survival)

b)IEHEE 1T HE TF (Progression-Free survival)
c)Tumor response rate (fE% K 3)
d) R EE(MPEE. HbAlc, M[EHE)
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GLP-1 D X 4E FH#Z IR

The Physiology of Glucagon-like Pentide 1
Hypothalamus JENS JUUL HOLST
*EM |\ JI:iIB : E.Ii :H( 1‘3’2 Physiol Rev 8T: 14091439, 2007:

(a rcuate nuc I eus doi:10.1152/physrev.00034.2006.

)
BAR R Z 4
GLP-1. GLP-1 secretion is stimulated by nutrients in the

Medulla § 4,
Oblongata IE ﬁ]‘ﬁ
gut lumen (a magnified intestinal villus with an open-

‘* ﬁ *$ %2 type L-cell is shown at the lower left), and newly re-
I bk leased GLP-1 diffuses across the basal lamina into the
== N lamina propria. On its way to the capillary, however, it
J&’ LI\E% may bind to and activate sensory afferent neurons (f)
originating in the nodose ganglion (¢), which may in turn
activate neurons of the solitary tract nucleus (a). The
same neuronal pathway may be activated by sensory
neurons in the hepatoportal region (29) (e) or in the liver
tissue (39) (d). Ascending fibers from the solitary tract
neurons may generate reflexes in the hypothalamus, and
descending impulses (from neurons in the paraventricu-

oK 7 P
SRl B
R RE FHH

SRS 3

Nodose ganglion

R i

Liver

FiG. 9. The neural pathway for the actions of

H’% % ﬁ % lar nucleus?) may activate vagal motor neurons (), that
) send stimulatory (%) or inhibitory (g) impulses to the
Villus . pancreas and the gastrointestinal tract. Interactions be-

Stomach tween ascending sensory nerve fibers and vagal motor-
neurons may also take place at the level of the brain
stem.

D 1 B2 {1 |
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H_é_i Hﬁ pancreas
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Effects of Liraglutide on Clinical Stability Among Patients
With Advanced Heart Failure and Reduced Ejection Fraction
A Randomized Clinical Trial FIGHT 5i.E®

JAMA. 2016;316(5):500-508. doi:10.1001/jama.2016.10260

Kenneth B. Margulies, MD; Adrian F. Hernandez, MD, MHS; Margaret M. Redfield, MD; Michael M. Givertz, MD; Guilherme H. Oliveira, MD; Robert Cole, MD;
Douglas L. Mann, MD; David J. Whellan, MD, MHS; Michael S. Kiernan, MD, MS; G. Michael Felker, MD, MHS; Steven E. McNulty, MS; Kevin J. Anstrom, PhD;
Monica R. Shah, MD, MSH; Eugene Braunwald, MD; Thomas P. Cappola, MD, ScM; for the NHLBI Heart Failure Clinical Research Network

- EASR S CGLP-1 EBFI L. ERFOFECH I HSTIMREEAA DA TULV,
FIT.ABIDAETAREDHIEEDHBAREZUEZT HHNEINERET,

DR EHEFBHESEFEY25%) 20 R PLAE, 3 IS4 Lk LLEEER (RCT)
ETYM L B RESUIRAT STNIEERT B (LY ENT ORI LSS D)
T YRHL TR, S Conh R F AR, Eorh R B AKorb R TRASD
LB ARTE25%HMADIELIENTESLERELT. REAHZEL,

Table 1. Baseline Characteristics &5 = K]

S5 ILFR 7SR
(n =154) (n = 146)
Age, median (IQR), y 62 (52-68) 61 (51-67)
Female sex, No. (% 31 (20) 33 (23)
New York Heart Association Classification, No. (%
I JSEEIZ, OB (1) AB L 49 (32) 36 (25)
Il 93 (60) 96 (66)

\% 8 (5) 6 (4)



Table 2. Study End Points F I G H TEK%@ '%:Iélz %

ERFEE CODAEEL

S5 ILFRITE)

Liraglutide Placebo Treatment Effect P
(n = 154) (n = 146) (95% CI)? Value
Events from baseline to 180 d, No. (%)®
Death 19 (12) 16 (11) 1.10 (0.57 to 2.14)" .78
Rehospitalization for heart failure 63 (41) 50 (34) 1.30 (0.89 to 1.88)" iz
Death or rehospitalization for heart failure 72 (47) 57 (39) 1.30 (0.92 to 1.83)" .14

Other Clinical End Points *&lu\Xn/% &)é&é{$—c%'h\,ﬂ:34%i§é 3'5(}\:'%'(‘&( E"_" \'L'\'ﬂ:

Events from baselineto 1. ..

Rehospitalization for cardiovascular reasons, No. (%) 78 (51) 62 (42) 1.33 (0.95 to 1.85)" .09
ED visit, No. (%) 39 (25) 28 (19) 1.41 (0.87 to 2.30)" .16
ﬁ = \; =4 = h
ﬁET'_— DIME&EE ARG MEaS2 97 (63) 81 (55) 1.34 (1.00 to 1.80) .05
Death, rehospitalization for heart failure, or ED visit, No. (%) 89 (58) 72 (49) 1.36 (0.99 to 1.85)" .05
ﬁtE | HR=1.54(0.97-2.46,p=0.07) 3__'5 51 HR=1.02(0.60-1.72,p=0.94)
Q 45 )57 ILFE Q 451 )57 ILFE
~ 404 \\ A0 =
IR : I 5.
é 254 7°5_t,, 3 é 25 o 77‘t’l \
T 207 T 20-
)\ 15 j-\ 15
10 Y 2 10+ pd y
B0 WA B SRR
—~ T >
0 —~ T T T T T T T T T T T 1 0 0= T T T T T T T T T T 1
% 0 15 30 45 60 75 90 105 120 135 150 165 180 \/9 0 15 30 45 60 75 90 105 120 135 150 165 180
~ Days Postrandomization Days Postrandomization
No. at risk No. at risk
Liraglutide 91 86 77 69 63 60 58 53 51 46 43 41 24 Liraglutide 63 60 51 46 44 42 40 36 34 32 31 29 16
Placebo 87 80 75 73 72 66 64 58 57 56 52 50 31 Placebo 59 55 49 44 41 40 40 36 33 31 29 28 16
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NETREBLSEAHNIE. BRASILHASH

HbA1lc . ZNE]
z 7 ST ILFR s Sy - .
o 88 U77 )[/?I‘ Liraglutide
Ol EHMEBEZEVOICEEEMEDT o B CIHIREE @S REFH
JSEICHEEITDLILNOR=0.74,p=0.02) .| . . , .

5.0

0 3 6 12 18 24 30 36 42 48 54 ECT* 0 6 12 24 36 48 EOT*
Time since randomization (months) Time since randomization (months)

B -IEM , BATIR, MRBEET. FERL>ITIEISTILFRERIGHELG,  ERTE

S ILFR PA N " \

ioos) | (aern | oRm@Rwe | NI

A1 % | A [ % [ OR]F®[F@w| NN
S 77 | 16| 18 | 04 [434] 269 726] 79 | <0000
Bt 31 | 07] 2 | 004156373653 -161 | <0000
T 27 | 06| 5 | 01 543|209 141 212 | <0000
e 1 | 02] 3 | 01]368]102]132] 583 | 00323
ARET 1 | 02] 2 | 00562120249 519 | 00124
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7< 2 . LEADER HERICHBII B EEL TV b A LB X UEESROIBELLE

USTILFREE | T5ARE \\
(Neaces) | (NCasrs) | AvRE(ORwe | M Pi&
A 1 % | ~ | % | orR | v ] rm | WNTH

TEA TN *a 608 | 130 | 694 | 149|086 | 076 | 097 | 55 0.0107
YREEHE & 7 IhA L *b 948 | 20.3 | 1062 | 227 |0.87 | 0.78 | 096 | 41 0.0044
BT 381 | 82| 447 | 96084 | 073|097 | 71 0.0169
O EBET 219 | 47| 278 | 60078 | 065 | 093 | 79 0.0067
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Figure 1. Cardiovascular Outcomes and Death from Any Cause.

Shown are the cumulative incidence of the primary outcome (death from cardiovascular causes, nonfatal myocardial infarction, or nonfatal stroke) (Panel A), cumulative incidence of
death from cardiovascular causes (Panel B), the Kaplan—Meier estimate for death from any cause (Panel C), and the cumulative incidence of hospitalization for heart failure (Panel D)
in the pooled empagliflozin group and the placebo group among patients who received at least one dose of a study drug. Hazard ratios are based on Cox regression analyses.
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Figure 1. Cardiovascular Outcomes and Death from Any Cause.

Shown are the cumulative incidence of the primary outcome (death from cardiovascular causes, nonfatal myocardial infarction, or nonfatal stroke) (Panel A), cumulative incidence of
death from cardiovascular causes (Panel B), the Kaplan—Meier estimate for death from any cause (Panel C), and the cumulative incidence of hospitalization for heart failure (Panel D)
in the pooled empagliflozin group and the placebo group among patients who received at least one dose of a study drug. Hazard ratios are based on Cox regression analyses.
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