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B 3% L1 6% Victoza A liraglutide

LS CRFTRRESRP AP
PRFATREIEE RS PREFELGER?
Wakr=i (4F7) BREHES
(15 P *irdEEd S AR & 1 pAFREH -

A I 1 | liraglutide 6 mg/mL

& 71 6+3 18 mg (3 mL)

el o %3 5 24 |48 Ao T B dﬁ £ % metformin & sulphonylurea ¥ — ;:
IR AT LLHEPAELE L BEFIF > &2 metformin E“
sulphonylurea & * : £ § & F ¢ & < metformin 4c }
sulphonylurea # metformin #4c } thlazolldlnedlone 3 FBE PSR
mAEIEE L EL S PF > 22 metformin 4c + sulphonylurea
metformin “4c + thiazolidinedione & * o

(A Y 2t

R &R AR ZpHE () -&HE12mg

(2) &~ &E :1.8mg
CDE:r: {337 » 0 H T 430475 L » Victoza 424 H £ 5
AB06mg’re”*~frﬂﬂoué?+06mg'Fﬁ%\£p€?'J A5
BV A ERBERY iE LD B ko GRE R
rerdle fE o A A p 06 mg - RS BB BR A EE
1.2 mge4o% 1.2 mg & 325 £ PR E e Bl > 7
Sv@lE 5 1.8mg e

H
[+ »
(CDE 3 : @ik # &b H R TEHE R ¥ #3300 o 9183 o
i FI N F AT (100 EIRAR)

51. # /™ # Drugs used in diabetes

5.1.1. Acarbose (4= Glucobay) ; miglitol (4- Diaban) (86/1/1 ~

87/4/1 ~ 89/6/1 ~ 91/7/1 ~ 98/12/1)
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SERAES B R S Y C R I
5.1.2.Guar gum (%= Guarina ; Guarem )* Lk o blisf & * o
5.1.3 Exenatide (4 Byetta)(100/5/1)
1.9 % v e J % i B~ @ X A £ e metformin % /2% sulfonylurea
WES R RI L 2 AR B e
2.4 & 5.4 {827 insulin ~ DPP-4 Fr+4)# (4 sitagliptin = 4 ) %
e HH o
5.1.4.vildagliptin(100/8/1)
# ¥2 sulphonylurea & & i * pF > vildagliptin = p ZZ & 3

50mg -
RMEEE T REI% | &
BB AR B R | (I RAAIFATE
R FTRTE W% B L iR
FEAHFCHLEL
BERP
L PR3y 5 2ENRBAFTRTERNY 5 3 F 0 %ﬁQ‘"c‘% ol ZEA B E N
FTEE LT head-to-head %%

-l Z\%ATC kB AR AT ~ *I‘I‘%IJ‘ JFREARF 2 LT
Wrek 55 % 2§ > CDE i3 17 exenatide 1% & 5-2_ % - %% r‘%é’i& ¥ ¢k insulin
RUGEET IRV RZTRAE 0 L R S LBRE] > TS E38

ERFERETGLEAER  FELT A -
R ST E ST

¥ exenatide 4p +*

® LEADG &% @ 3 %22 2009 # » =34 929 4 > S 26 gL 7 5 W
OB ARFGER% 0 2 & R [liraglutide 1.8 meg once daily + OAD] £ [exenatide
10 mcg twice daily + OAD] & f8.= & i (triple therapy) &in i & = 24 fjp &
HR o Frrrk 22 g L R oo

® o &xrndpik i " change from baseline in HbAlc after 26 weeks of treatment | »
* - exenatide 4 | ¥ ¥ 1.12% (SE 0.08)% 0.79% (SE 0.08) » = 4 % 52 L 32
49 5-033%(-04710-0.18) » B AT B EFR & o

® X &prrdpik t A&t 1 oexenatide L | mpfa Z 3 HbAlc p £ &8 5 &
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PT% 5 R A gt R & % Bt % 2.02(1.31t0 3.11) 0 £ 4 6.5% L &
A PR e gk Bt L 2,73(1.68 t0 4.43) i w42 F % (minor hypoglycaemic
episodes) s & F it » Hin ¥t s &4 % 0.55(0.34t00.88) °

® bl AL NI AT R A K2 G o liraglutide 22 exenatide
mend IApiT (74.9% vs. 78.9%) - A ficd # 2 F 28 4 F > 6 > liraglutide =7
7 PB4 X AR (5.1%vs. 26%)04?‘ F1 A A E T ARk g ) o
Ilraglutlde Ef i (9.8% vs. 13.4%) -

A4

£7 insulin glargine #p +“

® |EADS #5% P 58 26 3T 7 I e BER£FE% > LRtk
[liraglutide 1.8 mcg once daily +metformin + glimepiride] (N=230) #2[insulin
glargine +metformin + glimepiride] (N=232) % [placebo +metformin + glimepiride]
(N=114)% »vicfe % = ABROB & B> focdt & 220 5 L | -

® 7 'change from baseline in HbA1lc after 26 weeks of treatment | > # 5-## insulin
glargine 4 %|¥ *# 1.33% (SE 0.09)2 1. 09% (SE0.09) » & Fretg2 T34 £ 5
-0.24% (-0.39t0-0.08) » E % BF R & ©

FAE T E R S ANELSPTERT BRT o
R RBFIEG AR BERE O FL 5T E 0 RT g exenatide
% insulin & & DPP-4 &g * & > fffp & &4 Rehig b @& 5 2700 § 135 -

B CDERL 3 R »Tiveif B Bl BB < R §a éu;’ T EFHE2Z AR
MR o
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Victoza Injection

xR

Byetta Injection

TR

Lantus, Solution for

Injection

liraglutide 6 mg/mi

exenatide 0.25 mg/ml

insulin glargine 100

1U/ml

s [ 3ml st s
#5110 £ %

bt (1.2 2 2.4 ml
R

100 £ 1T £ %

st [3mliist®

Bt * 164y

ATC 7

A10BX07

A10BX04

A10AEO04

CES s

i e

$ 2R - ¥ L
¢ &< metformin &
sulphonylurea ¥ — ;5%
IERATLUXAETA
FE L BEFIE
metformin
sulphonylurea & * ; g
FRE B
metformin 4c
sulphonylurea
metformin 4c

thiazolidinedione = & %

Prio A ETLE L A
24P > 22 metformin
4v _F sulphonylurea &
metformin 4c
thiazolidinedione & * -

% 23 -

W -

e r R

¥ 2 3 Rop o A

% 2 3o &

B

R H

77 2,
-y E

it 5V R

1524 3 e B X ik
< @ X A R
metformin % /g
sulfonylurea #f % 1~
[KE-SERLNEag IR

B2 = 2R
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?.Jﬁ °
2. E R BE
insulin ~ DPP-4 #r4
A (4 sitagliptin =
A) BEHEHT
Y E"ﬁ—r‘ 1.2ml= % 3,017 ~ » |3001U & £ 454 ~
24 ml = £ 3,017 ~
7HZEZR | A4HE S 0.6 mg/ A qnFBE S F 5 -l -
FEBHE | X - BHUERME L2 Imego - Ao - B | PFRRA TS N
mo/= AR BEFFIEAS | 0 AR BRI | % (P EER -
G R U5 18mg/ FHABEIEFERL | F)Td Rz 4
T oA PG AEP mege A N EATE | v AT B o (R
EREPpHES -1 | B2 EED 6044 i B B Bk 2y R
AT N AE | P E R | R o
)_gf_\—kvig\;__p RBE o AT;;_&,T-" Hg‘i\)?ggrsg\}
Ll A A
T A% £ Hp £ Hpig £ Hpig
& F A% LES ﬁ:’(Smcg: ,ﬁtfiiig_ri- S 3T o &
?t?j 50.3~100.6 ~/= Pix o 12 WHO
% = 10 mcg : 2 & p TEAE 403%
IESESR %% , 2= Dt
100.6~201.1 = /= U fees 5 - % p F§
%605~ o
% = 11&%%ﬁﬁéﬁféﬁg%iz@ﬁ@ﬁ
xR BATH iRk
‘e £ = CADTH e JC
2 PBAC *ER Y
# & NICE % 3% #- liraglutide # p 1.2 mg fofb e i % ¥ = 1'],)£)T\)§am— & R

2 (22 metformin % sulphonylurea & & & * > & ¥ metformin %
TZD &£ & @ * ) 2 & B2 (22 metformin & sulphonylurea &

B w ) iz Sz pE oo X iiERE exenatide fp e o 2
/;' * 2> HbALe=75% (5 p PR 2 L3P BE) 25
Lortmpbirs (1) mhz P WFE4; 8% (BMI) =35kg/m?
(§) L7 EMEFEAPMZ BN ZENAEY - & (2) B
B2 U84k (BMI) <35kg/m® (Beg) & i 8%5; Fie
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R ¥ TF AR E P T AME R kH @ £ & grvalppl
& B ¢ enF fee Liraglutide 2. = & i > 4o exenatide > v 5
4!E§Lp BTN SR R PF (HbAlc 2 > ™ 1 B3 A L TR Rt
SRE T S E RS 3%) TR Y o (FL L
» ¥ 2 % 3 (1) ¥ metformin £ sulphonylurea #& /2 @
FRIEZ A 02 (2) P TZD 2 DPP-4 Fr 4 &
- F # &g 2 p ¢ oo Liraglutide 2 & & f iz o v G
ArE P (HbALc 3 > M 1 B 7 A 8L) 4 7 %
B o Liraglutide & p 18 mg A ERITL R S AR
2 e g o

)‘]‘:\}-ﬁ‘*}}#ﬁ_
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(4% § o] FH#PHTREL

FLERL MR AFELLRY cFEPH TR

WL = pd: AFI100 £ 117 23 p

ik E RS RS FEPGER IR TRAELE R S
T iR g mf%pﬁuﬁﬁﬁﬂﬂiﬁﬁJU\ B ARAL o F E
o2 87 b v i E R g 3 HATR F F AL ek i
G- BECER 2 EPELOFELLEG B HEE T ES
B%7 o (FEPRFTRE) L FRRirL 435 W RF =7 Lk Fah
SR ATFEPRE Y R R EASEE (¢ TR R
*iﬁ*ff?ﬁ%i)%%%@@%mm%\f%@ﬁwwmaﬁﬁ—(uT
AL ) UITE 2ARE RGEE | LFRESL AL ST o AL R
Lkﬁﬁﬂ#k%%~s$’wpﬂ%@’m$ pmvza*fg&r: ®
GE-A R BN S STt 40

AEFLPFY IR TR AR FERLBTR B ALY R Ry
ﬁfﬂrﬁ%?%dgé’éj%éﬁﬁﬁﬁerﬁ%%%ﬁ‘ﬁﬁw%ﬂ
BFhRe E2HP S AN R RE Y GOV AR ¥ Ao
W2 2 FRh Rk AT R AR AR R R W F A E P TR F
Rk W2 ke dy o R G TR F A & B eie s ke

- AR

B - AR 2 SN B 0 B S TR R R -

«‘fﬁiﬂ—’_iﬁgi’ %F}?E‘Eﬁ:"‘]ﬁ,ﬂt%—%g,@zm‘ XY %E,,‘%l”%q*
’%\i’E\;{ﬁ—%’bﬂmﬂyJ#E_E#erw:},m’ﬁL* f?fé ¥ 34 [1] -

ﬁﬁ/n\zﬁﬁj M B g EER Sk R AT 0 B g S
Flk s up [1,2] :

> %-7 ¥ Fop (type 1 diabetes, resulting from B-cell destruction, usually
leading to absolute insulin deficiency)
> %7 ¥ P (type 2 diabetes, resulting from a progressive insulin
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secretory defect on the background of insulin resistance)
> SE 4R o (gestational diabetes mellitus, diabetes diagnosed during

pregnancy that is not clearly overt diabetes)

> His BRI ¥ Fips (other specific types of diabetes due to other causes,
e.g., genetic defects in B-cell function, genetic defects in insulin action,
diseases of the exocrine pancreas (such as cystic fibrosis), and drug- or
chemical-induced (such as in the treatment of HIVV/AIDS or after organ
transplantation)

it 95 2011 # % WAERH S € (American Diabetes Association, ADA)  f#% i
i ek #p 7| (Diabetes Care) #74f % ¢hfe/k4p 3! (Standards of Medical Care
in Diabetes - 2011) ¢ #“s2# chF#L > & SR Ao eiR R S [2] ¢

> #itgd 4 ALC=65% or

(The test should be performed in a laboratory using a method that is NGSP
certified and standardized to the DCCT assay.*)

> T8 #n_ ¥ FPG=126mg/dl (7.0mmol/l) or
(Fasting is defined as no caloric intake for at least 8h.) or

> TG FHEER (OGTT) ¥ 2 B | @eha i B (2-h plasma
glucose) =200mg/dl (11.2mmol/l) or

(The test should be performed as described by the World Health
Organization, using a glucose load containing the equivalent of 75g
anhydrous glucose dissolved in water.*)

> EAFLANTEBEARSF LR & (hyperglycemic crisis) @ 2 4§
¥ n afzn-. #& =200mg/dl (11.2mmol/l).

*In the absence of unequivocal hyperglycemia, result should be confirmed by
repeat testing.

hing ¥ = A %%}T(:If;;‘% B oo kg ADA BATIR IR AP ETRE A e b
= Ao 2 B T s A metformin £ & 4 A sc g (lifestyle changes,
MNT and exercise) > » ¥ 2 W% )ﬁﬁimxi B oo A E BT
H EES (RSP RLRTLEF ) NETME A 2L d A
Bl 3t 7% P R o AR LR R AL AR L ERTAR SRS RIS E
(American Association of Clincal Endocrlnologlsts AACE) {i B ¥E Pl

8/44



100BTDO9008 Victoza

g ¢ (ADA) & w4 o A7 L F ¢ (European Association for the Study of
Diabetes, EASD) % I+ % % chijp fr i AZR] ¥ > A P30 F 0B R3] > 2G84 %
AERL o EFRE L FRIFLDRPFPN S L0 8- i
FiE xR T NEROELF AT S > # 3 insulin ~ sulfonylureas ~
thiazolidinediones (TZD) ~ a-glucosidase inhibitors (AGI) ~ GLP-1 analogues ~
DPP-4 inhibitors % # #p % &-[2-4] -

BRI RS AMERE e oA BB T o Rt g3 - RS IGT
(impaired glucose tolerance) > ¢ I# B Pl T A7 7 (the Diabetes Prevention
Program, DPP) % % &7 » IGT I 4 Bt end &) i re % (intensive life
style, 4 s p#lfe= % 30 2 4838 H > F ¥ 3“5 ) HHBEI R €T
AR R Y ’“H&ﬁu,%‘ 58% - ¥ ¢t & Finnish Diabetes Prevention Study
(DPS) fr# B+ @mﬂi»wﬁkﬁ&ﬁm4éyux%miﬁw[u

iR F RN AR P RR

1) it F TEF - FREH  CAEFTRL[EE T T o0 T
%EJW'%%“”‘ﬂ%@%”@U’HQH%@5¥ R 2L

2o ET%??'J: & /l.-a"j"??' ('\‘/l.-a"j'/]’?) _quz ’ }i 345 5 EY "7%— ¢ ;ﬁ"%‘
& Victoza £ Byetta - Byetta 3 2 %3F# & > % I #/ 3] # £ 2 Byetta
injection 0.25mg/mL > H X B 4 - Z EWECr - SR RET 2ZF &

[5] -

»

tm

W

(2) = WHO Collaborating Centre for Drug Statistics Methodology 7 & ™ » %

gk~ & > ¢ liraglutide 18 18 500 AR ¥ & R2 ATC #5 5 ALOBXO07 @

“Other blood glucose lowering drugs, excl. insulins™ zg % 4 > I - & »
Rpenf B E Ry [6]:

ATC code Name DDD| U |Adm.R I E % [7]
A10BX01 | guar gum £ 5B &7
4 z% NT 6.8 & 6.9
A10BX02 | repaglinide 4 mg @) £ 9B &7
¥t NT3.8~8.0
A10BX03 | nateglinide | 0.36 | g @) £ 11 @ &5
i f%’ NT 4.83 ~6.90
A10BX04 | exenatide 15 | mcg P £ 20 &I
%t NT 3636
A10BXO05 | pramlintide X
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A10BX06 | benfluorex | 0.45 g O X
A10BX07 | liraglutide | 1.2 | mg P AR HES
A10BX08 | mitiglinide | 30 mg @) X

= oRuEREd (FRTEER)

ki WL P
‘v £ < CADTH September 28, 2011
12+ PBAC (1) November 2010 (3= 38 £)
(2) July 2011 (¢ &%)
# & NICE October 2010
Hi BFEFTH
(=) 4 £+ [8]

Ryped + F T 0 CEDAC B dn®in g %2+ 2011 £ 9 % 28 p =
FoonT LA NF L ERAEE

(1) CEDAC % | ¢ #4854 b liraglutide ¢ 3%
(2) 5 e 2 d

g%—aég6%%%ﬁmﬁﬁﬁﬁﬁﬁéﬁ?ﬁﬁ%é%tﬁﬂ@ﬁ
% o $EZ 40 4p 2t o liraglutide & & metformin & & & [metformin + a
sulfonylurea] » # 3541 4p 37 & #2 £ %% < HbALc & # - Liraglutide £ 2
BAEER AR > PR I E R A R(E AT TS E) 10
AER PR g R &= 52 6 ham > poplivk

I oo

() it B

Liraglutide has a Health Canada indication for the treatment of adults with
type 2 diabetes mellitus to improve glycemic control in combination with:

® metformin, when diet and exercise plus maximal tolerated dose of
metformin do not achieve adequate glycemic control, or
® metformin and a sulfonylurea, when diet and exercise plus dual
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therapy with metformin and a sulfonylurea do not achieve adequate
glycemic control.

(4) 55 5k

v

el v)]?cﬁb/ég“rln\ 176 BREBWAIRFEHR LA L 2B &imik’ﬂ
T 0 — & & #EF2 (dual therapy) > — % = & 2 (triple therapy) -
B ofiE endfiz > X~ 418 5 8 26 ¥ aids% 0 T LEAD-1 - LEAD-2 .
Study 1860 ~ Study 1796 o f.= & FriE chifiz » Bl » 7 2 B 4 26 &
e#% o 7 LEAD-5 &2 LEAD-6 -

d 3+ CEDAC £ /274 PBAC 70 » 33 chfek 3850 1> > i Study
1796 PBAC ix 3 i » » 17 » ¥ CEDAC =7 % % & PBAC 4pi1 > F] >
P K% 35 CEDAC #1355 it 325 G fl o fGEim 2 (RS AP M T 0 3
2B RN PBAC 3R A G o

X >+ Study 1796 > H 31 & F #7 7 liraglutide 1.8 mg, 1.2 mg # 0.6 mg
£ glimepiride 4 mg ,__-)%‘ B M G LR cBR PoE AR
© %z glimepiride % 7 17 B 538 » 2 H @ * 320 % 5 v JR(4&H])
£ % - glimepiride # ATC #5 % AILOBBI12 - *i e ATC A #f 3

“Sulfonamides, urea derivatives” - £ & % ¥ % & liraglutide 7/ 9
ATC %~ g “Other blood glucose lowering drugs, excl. insulins” (ATC 5 3
AL0BXO7) 7 F o g » gt g B - GESAP M L N B Sk

(5)CEDAC £ f ¢ # & 34sh & 2

(A) 135 »GE G iAo e L@ % metformin 2 sulfonylurea
# 2 LAFE A L Jr)g:m;fs 4 > CEDAC % 5 & M B AR liraglutide
A B P e A F e e Lk metformin 4 F - &
sulfonylurea = & ;2 2 4% 374 i = Fg e 4 > CEDAC = ESAE K A
i * insulin NPH 2. & & = A»xF o

(B) 2  ¢Bfz3 > P wmivily E&oanEdpd o A7 liraglutide #
FEAE AR 4 il B 2% o F 2 G chyE % (reduce microvascular
or macrovascular outcomes) » ¥ — * & o ¥t - BRATIF S B
P ko HbALC & v i F o adg Bl 7 iy £ TR e I
liraglutide r’v’ﬂ%#ﬁ%‘ e L P end R R E D g AP R o
o By TR (5 - B3GR FRERERT &
NN ,__@J‘—xp i % liraglutide & > ¢ vl B 2 & h& IR-)

(C) 2 F ¢ ¢ ik » B liraglutide R g M E xR e %3 &
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(D) £ A ¢Brf33] > % W FDA #r % > B> @ * liraglutide -3 + &t ¥
® E%H;F NS ;}%HIF C m*z % (thyroid C-cell tumours) ¥ £ -

(E) # ¢ liraglutide i * i js £ 4L T i b > F]P o JUR/ A R R R
B B G FARIR F AL € TAAR Y I gt o

(F) £ R §BfE3 Ko trangsk F4 ¢ 75 liraglutide 1.2 mg £ 1.8
mg kst iz o Bk & AL R ikl (little difference) -

(=) BH

(1) 2010 & 11 3 22 2 3R 4F2 [9]

A. PBAC w1355 Jx ¢ liraglutide s 3% -

B. i &g 2010 # 8 * 26 p liraglutide J& i i@ + 3 énF v & -
H o\ 5% ¥
RN F e

Liraglutide was TGA registered as an adjunct to diet and
exercise for treatment of adults with type 2 diabetes mellitus
to achieve glycaemic control in:

® Dual combination therapy, added to metformin or a
sulfonylurea, in patients with insufficient glycaemic
control despite the use of maximally tolerated or
clinically adequate doses of metformin or sulfonylurea
monotherapy; and

® Triple combination therapy, added to metformin and a
sulfonylurea in patients with insufficient glycaemic
control despite dual therapy.

N E SRR S A S

@)
B

Listing for type 2 diabetes mellitus patients as:
(a) Triple therapy
Combination therapy with metformin and a sulfonylurea.

® |Initiation of therapy, in combination with metformin and a
sulfonylurea, in type 2 diabetes mellitus patients who have an
HbAlc greater than 7% despite maximally tolerated doses of
metformin and a sulfonylurea.

12/44



100BTDO9008 Victoza

The date of the HbAlc measurement, which must be no
greater than 4 months old at the time of application, must be
provided.

® Continuation of therapy, in combination with metformin and a
sulfonylurea, in type 2 diabetes mellitus patients where the
patient has previously been issued with an authority
prescription for liraglutide or exenatide.

(b) Dual therapy
Combination therapy with metformin or a sulfonylurea.

® |Initiation of therapy, in combination with either metformin or
a sulfonylurea, in type 2 diabetes mellitus patients who have
an HbAlc greater than 7% and in whom a combination of
metformin and a sulfonylurea is contraindicated or not
tolerated.

The date of the HbAlc measurement, which must be no
greater than 4 months old at the time of application, must be
provided.

® Continuation of therapy, in combination with either
metformin or a sulfonylurea, in type 2 diabetes mellitus
patients where the patient has previously been issued with an
authority prescription for liraglutide, exenatide or a DPP-IV
inhibitor.

D. #Fpf: Fp g kY 4 liraglutide 2fesk frreini - A
# gt exenatide fv sitagliptin ; A Z 4 % > B3R5 >
liraglutide R|£2 exenatide = sitagliptin % F.4p § -

E. "% 5 %5 5 & exenatide {o sitagliptin 1 5 +¢ % %o j& PBAC
R ERRG  KIRAREEAS S G kYR AR a0t
#EF 2k 5 exenatide -

F. fehed B rE g ey &0 8 BiRA A& AT liraglutide
Byt R e 8 BR& Y 0 A & H study 1797
(LEAD 6) ¢ study 1860 3 i & % ikd > H 46 B
R RS LS o T LM T E B R —
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(a) Study 1797 = 4 # >+ 2009 # > X3¢ 929 4 > 3 26 ¥ g
TiF 5 R BARE% 0 o & v g [liraglutide 1.8 mcg once
daily + OAD] ¥ [exenatide 10 mcg twice daily + OAD] /5%
CER VTS LAY LT EFYE RS

(b) Study 1860 : % # >+ 2010 # » X3¢ 665 * > 5 H 26 ¥ L
TFenos B AR 0 2 & [liraglutide 1.2 mcg once daily
22 1.8 mcg once daily] £ [sitagliptin 100 mg once daily +
metformin] #icf % = 38R B BF o F a2 % 22 5 oin
28 -

(c) £ #F =g 1 & 4 study 1573 (LEAD 3) ~ study 1436 (LEAD 1) ~
study 1572 (LEAD 2) ~ study 1574 (LEAD 4) rz %2 study 1697
(LEAD 5) %% % & 2009 # crizgh o & BiRsh A WitHh 7 b 2
#Etw’;m%%_i%@@aiﬁ RoOTEE 2§ ch
AR ofapt— 2 g gkt % PBAC & A 2 F 3G 2 P
Fem o g i R e

(CDE:x : PBAC éinE 44 @ W7 ¥ 5 BRKNFTH )
G. BE%kEE:

(a) Tk A o :

Study 1797

liraglutide or exenatide added to metformin and/or a sulfonylurea
(liraglutide 1.8 mg vs. exenatide 10 mg)

Primary outcome | ® change from baseline in HbAlc after 26 weeks of
treatment
mean difference -0.33% [95% CI : -0.47, -0.18]
LS

Secondary outcome | B proportion of patients reaching HbA1c targets

HbAlc < 7% odds ratio: 2.02 [95% CI 1.31, 3.11]
LR 2

HbAlc =6.5% odds ratio: 2.73 [95% CI 1.68, 4.43]
LRI

B minor hypoglycaemic episodes
relative risk: 0.55 [95% C1 0.34, 0.88] £ siztig %

Other outcomes B reduction in fasting plasma glucose, triglyceride and
free-fatty acid levels
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liraglutide ‘e 4 $+ e i » £ 53 A8 ¥ (3wl )
B mean reduction in body weight

A 8 kB APt

mean difference -0.38 kg, [95% C1 -0.99 kg to 0.23 kg]

B difference between two groups in fasting C-peptide,
pro-insulin to insulin ratio, total cholesterol, low-density
lipoprotein, high-density lipoprotein, the homeostasis
model assessment index of insulin resistance, waist
circumference, systolic and diastolic blood pressure

w L B RENEF

Study 1860

liraglutide or sitagliptin added to metformin
(liraglutide 1.8 mg/d or 1.2 mg/d vs. sitagliptin 100 mg/d)

Primary outcome B change from baseline in HbAlc after 26 weeks of
treatment
1.8mg/day  mean difference -0.60 [95% CI -0.77, -0.43]
LY i;J'%F' El
1.2mg/day  mean difference -0.34 [95% CI -0.51, -0.16]
LR

Secondary outcome | @ minor hypoglycaemic episodes
H & Hyp b kg o liraglutide e g g R R g A

BE e e ’wﬁwmﬁwfﬁ&&%mi%ia
liraglutide 1.8 mg/d £ sitagliptin 100 mg/d et g
(p=0.0206)

Other outcomes B reduction in fasting blood glucose

liraglutide 1.2 mg/d ¥ 1.8 mg/d AR sitagliptin 100
mg/d 4p vb 26 iF ik 5 5 A or liraglutide = 2% 5 %
L2 g HP £y I|raglut|de 1.8 mg/d .,:*;% o t“ -
AR Ry (Eiwlicd ).

B weight reduction
liraglutide 1.2 mg/d ¥ 1.8 mg/d # %|¥ sitagliptin 100
mg/d 4p vt > E2 5% % % & o liraglutide = %% 5 $ios 2 "%
tg o B @ %12 liraglutide 1.8 mg/d = 5 H » pt - 2% E
@‘uff%ﬁ F (f#wEz )

B waist circumference
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liraglutide 1.2 mg/d £r 1.8 mg/d ‘= % 33 & 335 % 26 &
FTRAZEMER M- BEEANEY (e

—

F)oe

B reduction in systolic blood pressure
HHEP 26 FNEEF LI HFLA (AT )

B reduction in diastolic blood pressure
£ liraglutide 1.8 mg/d #p v+ - sitagliptin 7 #.~ 2 *% t§ >
oo BEREMIEY (REeikF )

B fasting lipid parameters
",ﬁi 7 total cholesterol y* - ip iRz ‘k s H fk#g#‘%%f " E
KPR EFEE (fFeEkF)o

B fasting insulin or the HOMA index of insulin resistence
AEFLAI I HEFLSY (AFwlkF )-

B fasting C-peptide, pro-insulin to insulin ratio and
HOMA-B%
Big B g fR et $z¢ » liraglutide ‘=27 sitagliptin e
REFLAFHFLR ALY, (A wF ).

(b) 2 /& & B - (patient reported outcomes assessed by Diabetes
Treatment Satisfaction Quesionnaire)

® Study 1797 —

I ¥ 26 Fehi % BT o liraglutide 22 exenatide ‘2 X 3
SRS F % R & (overall treatment satisfaction) ¥ F = 'T'EL
liraglutide =3 $ie+ et 2 tg & (p<0.0001 & %3t A8 % )o ¥ -
Fhoo ‘Fm"iﬂﬁ’}‘ EAE RSl M e R
liraglutide e %% r]ﬁ&’ﬁx“ (p=0.0021 and p=0.0401 £ *t3* &g ¥ )

©® Study 1860 —
MR oe R X R OISR s L AR (overall treatment

satisfaction) 3 + = > 'ra liraglutide 1.8 mg/d ‘=3 $ < et = by
A& (£ sitagliptin 100 mg/d = 4ptt > p=0.03 & % & % ) ¥
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= -

- % & > liraglutide 1.2 mg/d ‘=¥ sitagliptin 100 mg/d &= & > H
ZRPlE A HEFALE (p=0.3962)

€ Fi % 21t

® Study 1797 —

exenatide ‘e e BApiT (74.9% vs. 78.9%) A ficd * 2 ¥ 2 5
4 F 3 6 o liraglutide =Bl #8 g 2 F AR (5.1% vs.
2.6%) - X FH F1F A F F3MESK v B liraglutide Je i i
(9.8% vs. 13.4%) -

B EE AR L DT 2§ 284 X3 G > liraglutide ‘e 22

® Study 1860 —

BEFEERL DT AL 6 o liraglutide e e 4 F ik B
(66.1% liraglutide 1.2 mg; 72.9% liraglutide 1.8 mg; 58%
sitagliptin 100 mg) - A pc€ 2 2% 2% 4 52 5 > liraglutide
¥ exenatide feenz IApIT (2.7% liraglutide 1.2 mg; 2.8%
liraglutide 1.8 mg; 1.8% sitagliptin 100 mg) - = ;ég F]A LE 2
19 41 3E 5 gt ) o ositagliptin s #e i€ (1.8% sitagliptin; 6.2%
liraglutide 1.2 mg; 6.8% liraglutide 1.8 mg) -

d) 2FEFpRET s | - Bk Ry hE T > 2
CREE 3 T Z £ o4p b o liraglutide & %% # 2 H — o 2
(monotherapy) ~ & & % ;* (dual therapy) # = & % = (triple
therapy) P¥ > ¥ £ 5 "% i< HbALc = & #h4p ¥ »c o {2 liraglutide
1.2 mg ¥ 1.8 mg 4 %] & & metformin ;% P » ¥ glimepiride &
# metformin 4p+* - % mean change in HbAlc 4 - ik & - &
ARG ALE c(RFwEF)

PBAC =i ¢ 32 o

d STk R T SR e FE T 0 70 o PBAC At R ER
fe? FEE NS AscF LB o B 1%;‘ liraglutide - 12 ™ % 2 PBAC

HUELP
(@) A rxnix > Study 1797 =% % & 1 - liraglutide 1.8 mg/day #

exenatide 10 mg twice daily & 2 &  »cdp % ("% i< HbAlc) -
o OBk ¥ OB XA F v 4 B (incremental benefit of
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|

-0.33%) @ ¥ PBAC ¥ #ixB L8 ¥ hiph & & -

Pre-PBAC Response #p 1 > 1345 Tk infdp 31 & f 4.5 F
FrER o - RRGeRDLIBELLRALR A ¥ - 25 >
PBAC £ B ¢+ Brjas] » £t E mehg > 0.3%
HbAlc £ £ & 5 non-inferiority margin ¥ & f&k 7 & &
HbAlc % <& -

oz k> Pre-PBAC Response { i&- # 3% &' "% i< HbAlc
&@ﬁ@@%@@w@m@ﬁ&%\@pﬁﬁwﬁua
UKPDS (UK Prospective Diabetes Study) # 7 &7 » 323 "% i
HbAlc #c & «fE & »< i (threshold effect) i3 & | ehw % o & & >

PBAC £ i § 22 AipfRemi ik L Ji § £ 7 535 $0
% - B HDALC HciE ¥R § AP S endUIE M T is > Tt - B 1o
P T3t — 0.33% 4 B ehfpsk va s A28 £ A Lt  eniddh o

TG 35k TR o ch % 22 Tliraglutide # exenatide %
G R AFETE % > PBAC HEF N EF TR Mt

212 -

liraglutide %> (superior to) exenatide 1z f» ! 3 & chigwm e

¥- 235 PBAC» #RI|EFFFTHF ¢ £iXF & & Study
1797 ¥ liraglutide 1.2 mg £2 exenatide 5-10 mg 4p +* feni % o
Liraglutide 1.2 mg = > &_d %&ﬁﬁ%\ NI ANGR AR S IR

/

¥ E G hd RAPIT o

(C) fit* > = & ’Eﬁﬁkjgé'?r";? ALiEF TR RES - OO
M et 38> e §_PBAC B f# EJ - % Z & 18S =X chexenatide
Apet o liraglutide - = 7 % £ /1 T— ERE S

(b) &%+ % 24306 - liraglutide ‘24 exenatide ' 24 &7 %

1.;,\' \‘31

(2) 2011 & 7 7 24 2 € 3% E#%[10]

A. PBAC £ =t it 4E.% e §t liraglutide e 3% - ( 20 3 Fi %ehd ko ok
£3%)

B. 134} PBAC *f2 % efig hichelin - BR ¥ REFFAY
T EREERR

(@) Z 5 77 & ¢ liraglutide f-4p #45 >8> £ BT (superior to)
exenatlde s AAP¥E >R P £ exenatide 4p § o
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(b) +* o 5. WIE ¥ exenatide fa kvt B 5. o

(CDE > : % - =t ¥ % ¥ » &7 iE 4% exenatide {v sitagliptin i

C. ¥ Zp ok > PBAC £ | ¢ 4% pivotal trial % ¢ > & @
HbAlc 7 0.33%:7%4 £ & 3 & ikfek & & 0 (marginally clinically
meaningful) » * &_# = liraglutide # »<# iE v (favor liraglutide) -
®q - PBAC £ F ¢~ FPRLITEBLEEE 5% FF
(95% confidence interval) 3+ & (upper limit) # 2 ¥ 3]-0.18% -

(=) =R [11]

NICE *+ 2010 = 10 * = # TA203 3¢ 2 (Liraglutide for the treatment of type
2 diabetes mellitus) o o >+ # * = chi 8 0 % (LEAD 1, LEAD 2,
LEAD 4, LEAD 5, LEAD 6) #?4c £ ~ CADTH -~ #;% PBAC #71:% 15 ﬁ &
BT FY o NTRERAL BT SR B

(1) NICE £ # liraglutide =& # =

1.1 Liraglutide 1.2mg daily in triple therapy regimens (in combination
with metformin and a sulphonyurea, or metformin and a
thiazolidinedione) is recommended as an option for the treatment of
people with type 2 diabetes, only if used as described for exenatide in
‘Type 2 diabetes: the management of type diabetes’(NICE clinical
guideline 87); that is, when control of blood glucose remains or
becomes inadequate (HbAlc=7.5%, or other higher level agreed with
the individual), and the person has:

> abody mass index (BMI)=35kg/m? in those of European descent
(with appropriate adjustment for other ethnic groups) and specific
psychological or medical problems associated with high body
weight, or

> aBMI < 35kg/m? and therapy with insulin would have significant
occupational implications or weight loss would benefit other
significant obesity-related comorbidities.

1.2 Treatment with liraglutide 1.2mg daily in a triple therapy regimen
should be only be continued as described for exenatide in ‘Type2
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diabetes: the management of type 2 diabetes’ (NICE clinical guideline
87); that is, if a beneficial metabolic response has been shown (defined
as a reduction of at least 1 percentage point in HbAlc and a weight
loss of at least 3% of initial body weight at 6 months).

1.3 Liraglutide 1.2mg daily in dual therapy regimens ( in combination with
metformin or a sulphonylurea) is recommended as an option for the
treatment of people with type 2 diabetes, only if:

»  the person is intolerant of either metformin or a sulphonylurea, or
treatment with metformin or a sulphonylurea is contraindicated,
and

» the person is intolerant of thiazolidinediones and dipeptidyl
peptidase-4  (DPP-4) inhibitors, or treatment  with
thiazolidinediones and DPP-4 inhibitors is contraindicated.

1.4 Treatment with liraglutide 1.2mg daily in a dual therapy regimen
should only be continued if a beneficial metabolic response has been
shouwn (defined as a reduction of at least 1 percentage point in HbAlc
at 6 months).

1.5 Liraglutide 1.8mg daily is not recommended for the treatment of
people with type 2 diabetes.

1.6 People with type 2 diabetes currently receiving liraglutide who do not
meet the criteria specified in section 1.1 or 1.3, or who are receiving
liraglutide 1.8mg, should have the option to continue their current
treatment until they and their clinicians consider it appropriate to stop.

(2) Bredtis B R BT L 6 BUEPAIRGERL T 0 S KT
- i» MTC (mixed treatment comparison) 4 475 % < i&i» MTC ¢ 4%
76 % LEAD #5112 1860 i85k * M WAL Z ARiERE (L
# metformin £2 — B sulphonylurea # 4 ) - liraglutide ¥# sitagliptin ~
rosiglitazone ~exenatide ~insulin glargine % # 4 & 7@5k f»c> t 4 £ o

() LTk B e % Mi> NICEZ R #1135

(A)= &Rz - £ R €5 f#3] > & insulin 4p2¢ > liraglutide A% & = o
FILFE > ) %ngf/,?a AREE G G e ¥ b JR* liraglutide
SEEIURGE S RSS2 N O I DR e B O sl
e e st 2 b o liraglutide — % - #4eng A % 54 g% exenatide
SR

BYMTC : £ R g:85 > Fl5 & = AMp A pai- BFFe
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7 erfias 0 F)gt > (@) & @ (pool) #73 & #E 5% (dual therapy) ¢2
= & 5% (triple therapy) = e 22 % (overall effects for
treatment) ¥ 2 i % c(b) £ R -+ 2 F L EF 7% chw & BEK
TR i SRR BRE RAIT R SRk T T gt
Pogo BRI  Z R ¢ H MTC #7ig * chm dr B3R > o 45 % -
BFEFTDER RS E? G A - LD, T
B BT AT Ik g B e R m 2 BLF AT 2 48 (robust)
C)&ERZE LR €305

(@) 4% & & F E o & i gt g #E x L sulphonylureas,
thiazolidinediones £ DPP-4 inhibitors -

(b) & LEAD 1 @ #% ¥ (Iiraglutide+su|phonylurea VS.
rosiglitazone+sulphonylurea) - # % % &5 - liraglutide 7 #& % *%
M HbAlc th# TR e § £ B g {&B’\T&-ﬁ? B pong L@ r
B 10-15%:<h5 4 ¢ 4% sulphonylurea+thiazolidinedione i& %
gy xooom B¢ 38 F &R pioglitazone @ 2t rosiglitazone
SUEE -SRI B g R % rosiglitazone ;5% o
< FRre8mg H R TIGHE D B AERY hAmg & FIsR e
2 ho TRk B R #oT 0 R EE% P AT - rosiglitazone
A EH 2] 8mg o 4 HDALC "% M ¢ 5 3 Se TR %o
e 4 miehk FT#\I“J%”] AR 6% 4% R LEADL

¥ & * rosiglitazone 4 mg & & sulphonylurea i ¢k 4& 31| fopk

dorg e A R R > RERBIR P R 6 P AR IR
gAY o

(c) % LEAD 2 #=% " > Iiraglutide+metfomin Eei R & HbAlC

T B rxdp R & 0 X2yt glimepiride+metformin e 5 it e

e g s 1__.}]% ARE fon fﬁ%ﬁ:}ﬁ = &5 > liraglutide # i id - £
Bg i btk fipdlanscd = 5 o liraglutide sh& 3132 5
>+ (superior to) sulphonylureas > 4v% NICE { # P # #7i& 2%
® s Byt 0 i@ liraglutide & UL SF4NR] 0 R-g3E S T
Mnip i L HaEd = 2 E F G i hF e bl e
FlZeo¥->mo 'I'F"“?‘tnjrﬁ—&«f”m' &P i A B
7 ?”aéffﬁmAl £ Fporcdpth o R E 20 Ryl € B
CAIE o R AT PR R Bk LE RE SRR
ip

(d) & 1860 iz B 3# =% ¢ (* & liraglutide+metformin vs.
sitagliptin+metformin) - liraglutide . *% i<« HbAlc #& % » ® 3
5 et € R (weight loss) - e & > A" < HbAlc * & -
liraglutide # 3R i 4t ek 3§+ sitagliptin 4= 0.34% (1.24% with
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liraglutide 1.2 mg vs. 0.9% reduction with sitagliptin) -

(D) vt & liraglutide 1.2 mg &2 1.8 mg: ¢ £ » % | ¢ 1945 ERG (Evidence
Review Group) p @ & {7ense s A 478 % 70 o' 1»3:)?«, 4 HbAlc
e Rt o liraglutide 1.2 mg £ liraglutide 1.8 mg % »c4p i1 (NO
significant difference) - AR EWIIP TG wREEd
liraglutide 1.2 mg # # = 1 8 mg s> oo By 47 B4
L od TRk B R F A - AR BRA AR E A (dose
escalaton) m;}%}*ﬁ Moo om0 AN E R 4EF 0 (robust) ¥R
Pk AR liraglutide ¥ w 4l ehig o 15 > £ B € 2 23
liraglutide 1.8 mg * ™55 % = J’“Hﬁﬁq%),% Ao

(E) 7=k @éﬁéé UG L g e R ERP CHET BRI F LR
o R A Y DR AP o ¥ s d R L e
i* 'ffm B R ondp iReng R o gl 0 - B R osndp iR
(surrogate endpoints) & {735 o Al 7k A ft g E% (sample size
calculation) » Ie #f3+ ZA3Tiga B RO ddg tR 0 AT EGE G 4
R TRA po (clinical events) = 6 chi & o 54 B
B 4B ¢ it Iiraglutide e f1 & PR R TR e

F)@ie* 25 iR L B ¢ 2% - liraglutide =8 @) (5% £ G
WERIZOEF EPREFDEARI B RTHT ERY o

St
e

(z)

E

32 Tk

(1) FP 15 B2 v B 02 7 A -
(2 BrGERMHHEY T IR RETRRA S SRR
(3) ¥ b MIF 44 g3 cnE g,% :
(A)$120 5 — S RAAIFTHTE > d WH A KA FE | 23 Pl 6 #
R x:l%‘,ﬁ‘;ﬂnfj FLRET LS L - ST b R

e

(B) B7 ¢t och 4 BenE & 12 B3 TR SR L BTR(
VIR FERRBAIATR ERRG) s g2 2 F kT 03
AELHWL

T~ R AGTG B

1. 4 & & B~ 3 RE liraglutide 53212 4 5%
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® £~ CEDAC £ | ¢ 2011 # 9 7 fadide % fo i liraglutide &

e

® By PBAC 2011 7 7 f =t gadi4E% fc b liraglutide 3% -( A

WA FE TR A E B %)

# & NICE »* 2010 & 10 * =% TA203 #F £ “Liraglutide for the
treatment of type 2 diabetes mellitus” -
EHk oG FRAFLF LT
¢ 7 L*’i;ﬁfé—v BN R S *“'H#ﬁu)ﬁsmﬁr,— Ao

¥+ liraglutide 1.2 mg =g *
¢ liraglutide 1.8 mg =338 (> » £ §

2. Ak A RW S BRERIRE Y T F OTRA 3RS By
ﬁi*\ﬁw‘ﬁwﬁﬁﬁﬁ%ﬁ%ﬂ%H*%ﬁ&ﬁﬁﬁﬁ’i@%

liraglutide # 5 & 5% ;% (dual therapy) =
TG edEEAI R d ALK
f%’ IRy 2e %% &

EE AT RAEAIRTATE Fooed

&R H

PP

= (triple therapy):ns @

FEBERTRETE
AR B F I IR o friE E et ¥ - 5 exenatide 0 o
RipgLp cnpriz > » T AMR-S Hf2E
N A R R P

W& 74 liraglutide 22

exenatide ® 4% '" o2 Tk 5% % % ik %% o (liraglutide 1.2mg i 3 &
Bt iy VO 57)
£ liraglutide 4p B 2 TRk 385 - g BE 12

9}@3 Wik A - o

Trial Population Intervention Outcome Result
Lead 6 | T2D pts; N=233; change from (1) The mean A1C value
18-80y; L1.8mg+ M+/ S baseline HbAlc Lvs. E
HbAlc 7-11% N=231; after 26 weeks -1.12%(SEO0.08) vs. -0.79%(SE0.08)
BMI =45 E10pg+ M+/ S (2) Estimated Tx difference and 95%ClI
Lvs. E -0.33
[ E10ug twice a day] (95%Cl -0.47, -0.18, P<0.0001)
3. ERugTH
(DFF 1 s Afhs o = e 7 445 o

QBRI T DB RE TR RA B SRR

@®)7

(A) ¥t % - 25 RBLAIRTAT
MRS S

(B)# 7 %30
G2

iz 2

Ak EHHaEg gL

FFE

b RE R R EFTH
RS

R RIATIE T ) -

oo nd A ke FEE
pHY ERD F
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7 ERERES (32 REMEFT)

%k wE
‘v £ < CADTH September 28, 2011
% PBAC (1) November 2010 (3= 38 £.)
(2) July 2011 (¢ &%)
# & NICE October 2010
i BFEFTH
(=) 4v &+ [8]

Ry £ S B RFE SR L R ¢ (Canadian Expert Drug Advisory
Committee » 11T A CEDAC) *+ 2011 # 9 * # # b M3 g% > 19450 =

it CEDAC £ | ¢ & 7 23k <" liraglutide - 2 57375 2 & &1 &
J_Fé_;; liraglutide 2+ p # % (4’5 489-734 ~ ) F»HE B &HF S > o 3
sulfonylureas (<#c % 1 = )~ TZD (<#4c % 3 < )~ DPP-4 #r4 ] (<4 3 <)~
insulin NPH (<#c#* 2 = )~ % insulin analogues (<#c#it 3 =~ )-

2 metformin & & @ % & HBZHET 0 RF THRIES At 2450 &
w) vt g% liraglutide 2 sulfonylureas (glimepiride) ~ TZD (rosiglitzaone ) ~ DPP-4 #r
+# (sitagliptin) % % b e 5.2 & A»cF 5 @ & metformin %2 sulfonylurea
EEHB* iz S iE BT 0 B &% liraglutide £2 insulin glargine 4p b $i2 o & &
LIS m%ﬁtﬁf = AR TH Iixkop e %16)?«’4 B AR R & 5 United
Kingdom Prospective Diabetes Study 68 % liraglutide %% % §2/% ##% (LEAD 1 ~
LEAD 2 ~ LEAD 5 % Study 1860 ) -

LR et o A metformin & & @ % end B oj o 8T o liraglutide

ppdRoT H @ #F 2 3 4o 2 ks dk b (lincremental cost-effectiveness ratio > 12 T
FICER ) &% 74 ¢

N Sulfonylureas TZD DPP-4 e 1|3
ICER (4c #*/QALY) 27,556 ~ 23,777 ~ 25,425 ~
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#.22 metformin % sulfonylurea & & i * = & % 8 ™ > liraglutide 4p #i2
** insulin glargine 2. ICER & /| 5 % QALY +4v % 28,815 ~ -

R o LR HEREF AT o RF TR BB ERERRT Y e
liraglutide » & 32 B R RIFF O AR BB >c7 AiF 40 & ~ LV R EY FHE
¥R R RGE T (4eiE * glimepiride > @ 2w o0 glicazide ) ~ BMI
FRATE Rt BBV A BB AT BAEOH T F oom AL BRI
#E i o liraglutide 4p 3% sulfonylurea ¢ insulin 2 ICER & 3 4r T 4c % 70,000

P J] _}' o

b i CEDACHRER IR 2 ¢ 7 % » fde £ %J}:;}i:}i?‘f—% .*}‘H# Canadian
Agency for Drugs and Technology in Health 74 i sz k¢ > $3t @& * metformin
ISl - a3 I S E ER R sulfonylurea #_= A »x 7 & iF enE# > A A< metformin
& & sulfonylurea /% v 324 7 & e A sinsulin NPH A 2 = A5 R E ang H o

(=) &

2010 & 11 3 22 2 3= 472 [9]

B EAg 3R 4 R ¢ (Pharmaceutical Benefits Advisory Committee > 14
T4 PBAC) 12010 £ 11 ® s ¢ R didES Jed liraglutide sk & o g
AEn S om esZd Lo liraglutide 4p 43t exenatide 7 ICER & 7 @ fd if chfiim
T i € AR R 70,000 7/QALY A4t A E 7 FE %t e ICER (B
PBAC k3£ J< " liraglutide -

Fufs 0¥ 3¢ 12 exenatide 2 sitagliptin i 5 0t #2502 PBAC 32 5 085 (5
WERE RERT) 2 EAYE kg 0 KEH exenatide TR 3 &R 0 B
B A4 ehs A3c* 2472 &+ CORE Diabetes Model 2 & 3+t 2 S{ 8 72
WHRAIPGED OGS He LR L 5F > m TR L L35 £ -

1245 Study 1797 2 Tl ériFens 7% % 7 > & % — =t e liraglutide 1.8 mg
P>t & % - =t ehexenatide 10 meg 2. ICER & %) 5 £ % 45,000 ~ % 75,000 ~ 2
B o @ 1345 Study 1860 2 F L #7iF s 4752 % R4 1 > & X — =t <0 liraglutide 1.2
mg 4p #&3t% % 100 mg #sitagliptin 2. ICER & % 4 ;2% 15,000 ~ % 45,000 ~ 2
F>m & % - = enliraglutide 1.8 mg 2. ICER & 7% 4piT < By 7 FF FF4% i= 7 exenatide
% sitagliptin A %] 12 50% 1% % fE#cie (7 4c 8T 3aehh 4755 % » H ICER & fi® %
45,000 =~ % 75,000 72 @ o {e i 3 AP 2 50% 1% 5 ERIRd o ATR R A
TR BB R B F] S 2 4500 2 A~ # HDALC e vk ~ 45 IR F 2 3 i
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PBAC A L IR AT i Y L5 Sl 2 rmesn¥ 4 > £ 8 A 057
TR TR BB A B AR E B ¢ TR SRS G ‘75‘ a2t
Mo ke 7B A2t A B e s A B R4 {8 liraglutide 4p ¥t exenatide 7 ICER
@ p R 45,000 ~ 3 75,000 ~# F I ;2% 75,000 =~ 3 105,000 ~ o

2011 & 7 8 242 ¢ HEH[10]

PBAC 7 2011 & 7 7 $** i cnf =0 ¥ g% d1d5k 0 4 » f liraglutide &=
j\éiéj’ﬁf_‘ﬁ T TN F '*PBACI LT A3 J,[P](?\:o
(=) #R[11]

NICE »* 2010 & 10 * = # 1 TA203 3F 2. ( Liraglutide for the treatment of type
2 diabetes mellitus) * #£ 3% % liraglutide + p 1.2 mg »]uﬁ » ¥2 metformin %
sulphonylurea & & i¢ * 22 metformin 2 TZD & & ¢ * T 5 % = 7| a‘:}%f{(:)];; g1z 4
Rz 0 2 & metformin sulphonylurea LEH* (FL N C ﬁ']ﬁ%ﬁﬁf}rﬁ 8 R E
HwmZ BHRGFLE S

R #THE B eh 5 AT $912 CORE Diabetes Model 3 A #_ - CORE Diabetes
Model & # /it~ 171 & > d 156 B e srie & o HEE R e il
BRI BB R ELY T 2 A RSB TR R F T AN
B oehgde gt A4 0 R Bk m B4R liraglutide s PR S 5 # 0 @ i
BipF P& iE 40 E o

BB AR B3 P RS TR SRR 71 B R 2 B eha B 0 0 B R
32 heT 2

.

R PEer) - adF Study AQALY | ACost ICER
L1.8mgvs.E1IOmcg | £ M~Su & * | LEAD-6 0.163 £1,638 | £ 10,054
L1.8 mgvs. | 2 M-~Su#E* | LEAD-5 0.241 £3,638 | £15,130

L1.2 mg vs. Si100 mg BME 1860 Trial 0.187 £1,842 | £9,851

L1.8 mg vs. Si100 mg g ME 1860 Trial 0.308 £3,224 | £10,465

L1.2mgvs. R BSE LEAD-1 0.331 £2,064 | £6,226
L1.8mgvs. R B S E LEAD-1 0.398 £3,730 | £9,376
L1.2mgvs. G g ME* LEAD-2 0.238 £3,157 | £13,257
L1.8mgvs. G g ME* LEAD-2 0.245 £4,858 | £19,837

L: liraglutide; E: exenatide; M: metformin; Su: sulphonylurea; Si: sitagliptin; |
insulin glargine; R: rosiglitazone; G: glimepiride -
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pUeb BB T YR A~ 45 2 2 (incremental analysis) kit $.1.2mg 2 1.8 mg
e liraglutide > & 1393 1860 ;8% FALi& 7 4 7@ # 3|1 1.8 mg 4p 3 1.2 mg
ICER & % £ 11,414/QALY > e % :xdx LEAD-2 3% » B ICER &~ tg#i4c 1 £
249,494 > 4p§ * fE 2 o * f2 {4 145 ERG (evidence review group) 2z & L #7i€en
i fs > 1 LEAD-2 35 3o w1 7 e 47 { 7 1) liraglutide 1.8 mg #& 1.2 mg
Pl 0 A AIRE RS o

AT > BMI g k3 m e 70 X5 EA T FHRET I R ZA i1
%% > S % Mor liraglutide 7 Bhin B k3 Y § RiE S Aoy (BT 4 )o

O B e
BMI=30 kg/m? | BMI=35 kg/m
L1.2 mg vs. Si100 mg YEE £ 7,593 £ 6,125
L1.8 mg vs. Si100 mg EYEE £8,721 £ 6,001
L1.8mgvs. E1I0mcg | £2 M~Su & * £ 11,535 £ 8,555
L1.8 mg vs. | & M~Su i * £ 12,053 £ 9,241

L: liraglutide; E: exenatide; M: metformin; Su: sulphonylurea; Si: sitagliptin; I:
insulin glargine -

ERG (evidence review group) i R P g i BRESTRA RS (LB
LEAD i 7385 ) #85 § RH NS o @ P o s 4575 A0 BB L o
ERG 3% 5 & insulin _rmfé ¥ ~ mixed treatment comparison (™4 & f = MTC) -
2 %2 5% - BMIse s~ Joip/Recg 2 HbALc :e g 74 kehutility 25~ 32
£ ArEEL o

TRE R AR TP w & liraglutide &2 TZD 2 DPP-4 Fr| & iv 5 = &5
B ( é: & metformin % sulfonylurea & * ) enfefk 3 % > R F Bl EE* MTC 42
;¢ Rk B~1¥ liraglutide &2 TZD % DPP-4 e8] ik ot B crjp % 3% > T Jp b (7 18
Fensd A F A 47 o kL R € #id DSU (decision support unit) $ MTC 4 4 ¢
%i’?ka’Dsuau;mﬁﬁﬁaﬁeﬁMTC@ﬂ+n;u@aﬁv%gafgg,igﬁq
FARFE DA AT F oA R €305 Xy AR g &7 L 4F liraglutide
=z &indp T AR TZD 2 DPP- 4#!’#1]’*'?'],1 B4 R A F e o T b
exenatide =+t e b > 33k % B € /L & I| & NICE ¥ exenatide #7 ¥ cruE kg * %
# 7 o liraglutide £ & X A2 Ffehz £nk2 V- BiEH -

RIS & E ISR iﬁgz—.g,i ﬁf}éfi/ﬂ\ﬁ;%ﬁﬁ‘*?\*iﬁﬁ’“ ? ¥ %
» HbALc ™ % ~ 2 FIREE B 2 n B A0 ke d o fafi iR i»
Frens A F 470 BP9 BMI cjp b ec g 2 o KPR E KR ﬂ?;rs]r ; )
B s 73 ICER E”*ﬁd’ﬁfiﬂiﬁ’!ﬁrg’ HmEkdeT L o KRa o B

=4

) E@
.il

o
o
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= 5;—14\%6 (,z BMI it {74 ) » 487 3 4t 3 gt g d rii sl B 3g 4 4p
ek o T BMI g gk %E“»?- |f i e Ay o £ f g RE IR
% ¥ oRp BT =X %:%1/)1}%{%“&17/} Bk ABAR R ] AT o
AR ¥ s o 5N #EEa ICER & | # &t ICER &
L1.2mgvs.Silo0Omg | & M & * £9,851 £ 14,600
L1.2mgvs.R 8BS H* £ 6,226 £7,550
L1.2mgvs. G BMEH £ 13,257 £ 25,300

L: liraglutide; E: exenatide; M: metformin; Su: sulphonylurea; Si: sitagliptin; |
insulin glargine; R: rosiglitazone; G: glimepiride -

pvh o B R NICE 2 gkt i SMC (Scottish Medicines Consortium ) =4
157 #Béﬂm%i PV SR F e 3R EE NS I 2 GEHE R T 4p
oo 2 2 Hojs ¥t Ilraglutlde B B R ME T 2 AP BRRE TG AR
foofimpt ZAARAENY Py F i Ay AL G
dONFERE L IR RS T RS IR kg R
F BB PEE TP o pteh o liraglutide PR B E AP FR R B AL 0 T iFL L
Bz end 8 BERod v RAA] o Fpt o b B R A Aoy s A
T2 18 0 £ R € A3k & K liraglutide 1.2 mg 7] & % = Al +ﬁfpﬁa - AL g e
e EHE % b4+ metformin ¢ sulphonylurea & ;2 < & & 5 # & Ao E
&Rl gt TZD 2 DPP-4 #rd|#aizm< &85 £ .}jf_\:[fia A F g
liraglutide 1.2 mg -

bt E 7 FAE o liraglutide pF > £ B € 54 B or (T enil i 2 47 B %
(incremental analysis) » & BMI1=35 kg/m? e % ¢ > %4235 1860 %% TR
A5 @ 8 R 1.8 mg 4p 3 1.2 mg 1 ICER & % £ 6,800/QALY » % :2 3% LEAD-2
Eé%E » B] ICER 2.3 4r 5 £ 22,600/QALY - &+ & f/k ¢ * 1.8 mg # liraglutide
SSRGS P EBERET 18mg T i 12mg } EEFOE 0 U E FFE
Lh‘#ﬁé Behd kAot FE %% 0 4 B ¢ 2 i3k liraglutide 1.8 mg & NHS = % % {4
E AT E o4 TP RAERRE NS R = :]ﬂl%ff\f}ii

(z)

bR e %vn6”ﬁ¢1—ﬁfwmmeﬁﬂu%§ww%$ﬁﬁ
FFE (32 3 &I ) A% e 3 liraglutide & exenatide 5 = &%z (&
metformin % sulphonylurea & & i * )2_t #[12]-liraglutide £2 TZD( rosiglitazone )
5 & B+ (2 glimepiride & & & * ) 2z v #2[13] ~ %2 Iiraglutide £z glimepiride
T2 H oot i E[14] - “f 7 % liraglutide £2 exenatide ¥ 5 = & % 4p -
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pF o liraglutide g 22 % %, & % % > exenatide z “t (ICER & 5 42,282 % ~
IQALY ) H &= 7 ¢ liraglutide 2 s3>t i&é%w liraglutide =8 2 3 #&
[ mg%%)? = & > W liraglutide 4p 43t 2 & vt B B 5 G HIER o

= \;\'.Ez]_tii’#.t}_

7. % WHO ATC/DDD Index 2010 %% = A10BX07 - & " A10BX : Other
blood glucose lowering drugs, excluding insulins | % » @ F Bt sge o~ %% o
X 5 T 3E > ¢ fEguar gum\repaglinide\nateglinide‘exenatlde‘ % mitiglinide
[15] v H ¥ @_“}a exenatide ¥2 & 5 % 2 &4& 7] > ® exenatide 2 i %45 1 4R L( EER
2 Urtdr— ~ Exenatide 2. 4R E ;) A2 L FPV i RERE %&
1T 0 ¥ & A %5 head-to-head “E 1% Tk :#% (LEAD 6 5% ) At ATC %nfb 4p
TR HRTE FREAD - 2 £ F head-to-head " Tk R% % 4 £ - CDE 2
k1) exenatide 1752 A 52 % - %% FiEHE o

gLtk “ﬁ% 7 exenatide » #~ 5-#¥7 glimepiride ~ rosiglitazone ~ insulin glargine %

# 5.7~ 3 head-to-head 2_ {8 Tk :#% (LEAD 5 3% ) > # ¥ insulin glargine
7 G EtA|A o Tt CDE 23 2 insulin glargine F 5 & 52. % = %% %5 #& -

(£) * BVlm A FHRE & 2 Ay

PR E R B E R NICE 2 & 420 A 4 ¢ izt %34 5[11] » BMI 3
( 5]4-=35 kg/m?) ¥ . PR e Ay o

()7 b #

R ARL -~ &R 2R G Fh A EF[16] 0 § & R F TR
(ICD-9-CM 250) mfIPF,E‘ A rmm}% £4 1433621 4 > H P g L LG
— Lo E R OB A 0 RRERP LB iR L 2 £ E 160 A o
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Chang % 4 [17]49455¢ | 1999 & 1 2004 & 2_ i Mﬂ—'ﬁga 7 2 B AR B
FFEFA SR PBTAAT BEFRAGEE LRI 2 (5 BRI A

—

F A0 AR E R e B > A B £ A<40 A2 80 K RHEY 5 A
A SRR FE AR S 5 o Pl E A RAFE T A ERER IR

AR 0 et <40 e dEEE Y fr I 4 i B 4 I g o

I=q
9

RMBIEG A SR > EFRE s #-7 i B~ 1% exenatide 2 insulin
& DPP-4 il dlchig * § > dp o & &4 kehip X % 5 2700 § 215 R~ o

Rl #rie ® hi & Bk 4eT

(1) RF R EF I ASP RGeS - BT 5T £ A9 Y S4B
¥z H%ff\iﬁﬁp‘%ﬁ‘ SEEIUEE S AT AT

(2) g ﬂ\r.pmﬁr,— B¢ iEE G IO RS Pt exenatide ehig * o H AR et
RI % A P~ % insulin & & sitagliptin snié * & o

(3) Exenatide 2.+ % Z % % 3,636 ~ -

(4) Insulin & & DPP-4 e w2z & 0 Ze gL 2382 ~ 0 H ¢ g v ositagliptin
&k & DPP-4 Fr4]&| o

CDE o5 i rieehif & drf BiEA RiF ¥a 678> e §s b B2 8
WM REEFTG o T ikw it B IE A B BT

(1) 23 EF2 R il §328 . ¥ 55 AmEft e
2 ﬂ\ﬂ«% exenatide 2_ ;5% & 28 i 4piT rw AR N GRS 1S P R
> exenatide 2_ i * —i‘g B RS L2 KA finsulin & & S|tagI|pt|n R I

CDE ;.1:; A o8 BETRES T A WA 15 insulin chig r pRYs o B2 dame it

R S R s 'Mﬁ TohovEd Gk &3 T 8 DPP-4 4

kD (wﬁr sitagliptin) & # &P = » R AT A P i insulin £
sitagliptin sniE3kdesh 4 = = > ﬁr@ S R

(3) Exenatide 2% " F§ p 7 & 12 " Az3+-f 3,636~ JF & 3017~ & ARK

kg PR T o W g Ak eTE B R e 4 o

(4) Insulin 2 % § & B 5 F¥p > e F L WHO #r= 25 p . &41E 40 1U 3+

g »insulin glargine # insulin detemir & * # % % % 1,816 =~ > @ insulin aspart

PEYRIGL 1012 ~ o & @ sitagliptin (F 0 #% 2 1020 ~) 2 FF

.E.
SE7H 5 2,836 % 2032 & > BRE TR B APIT o

—\\

¥ ¢k ’)',;';L'r‘:ﬁ rf'—i—ﬁf_ﬁi;ﬁ?;}iﬂ ,Z,J;tﬁ’&f—\«j{%';f;zﬁla?v s ;E/éLng%%ﬁﬂﬁng N
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<
4

(w.

Fugg o EHMREFL Y2 RiE S x4
B e

L4k =~ 2 BRI E G 4 liraglutide i 7326 > # ¢ &5 3 B NICE 23k %
H 1@;\‘. » 1T SR 2

(2) 2 PBAC 3% i1 exenatide it 5 liraglutide 93 & b i 5 (e FIRF enig
AGERHGY R T BB BN LBt d B 2 EHHUER B
EREE LR EORE A LR L T R AT LR DR L R PR
liraglutide 4p ¥+>* exenatide 7 ICER & %r p ;2% 45,000 ~ % 75,000 ~= § %
;2% 75,000 ~ 3 105,000 =~ » PBAC 7 i¥d1% & 12 »]’z?‘ - F_ o

(3) #t>* liraglutide ¥# metformin % sulphonylurea & & i * > ¥ metformin %
TZD £ d i@ * iv5 = &ipf > BRNICE; RL A §305 ¥i2F R #fa
%% 7 & 4 liraglutide 4p 44>t TZD 2 DPP-4 #r4 ] 5 & 5 = A»cF eif o
v & NICE #f exenatide #7iTerzzk i * 3 ¢ > liraglutide p| 2. % - B # &
* A s iE o Flet E W NICE 2 3% #- liraglutide = p 1.2 mg fz§* ¥
R AR Z £ ER > B HERR 2 exenatide 4p I (4 £ 4
HbAlc 2 BMI» 3504 - )

(4) >+ Ilraglutlde #2 metformin 2 sulphonylurea & & & * > & & NICE 3% % §

(1) 44+ CEDAC 4% fcft 2 vy £ 5 liraglutide % p % 3 ol & # 5.5 3 -

ESRREE RS L IR Ee b A SN AR PRy
’”#im B4 RB AN A b Bk A Ak b2 2 A

v oA

2t 0 & R € A3k E &% liraglutide 1.2 mg 7] & % = ’;Hﬁf}fﬁqm— i L
e EE “ﬁi E4+ metformin & sulphonylurea & /% = & & 3 'r,\_.}ji\f}%
Ao PRI TZD 2 DPP-4 el gz mf X 8 L FLpLp LA
i¢ * liraglutide 1.2 mg -
(5) &% 74 & * 1.8 mgoliraglutide shig s mAp g 5> ¢ v & #5487 1.8 mg
?3&12mg MEGwLEF oMU E A FET AR Y B S ArcE B %2 K NICE
kL R ¢ 7 A3k liraglutide 1.8 mg &= NHS ™ & 2 % & & kg >4 Fgt 2
).E%@f RN F R 2 AR

4

2. MBI AP > EEREOE - 2T 5T & > 7 i B~1% exenatide 2 insulin
& DPP-4 Frildlenit » & » SERE &4 keif ¥ 68 5 2700 § 13-
;U,CDEgg};;;&-ﬁgwrf% SRR o R HaLm o fe¥ —a.@’ixpﬂs:v\
EILPBRIEITE 0 o AAAFE RS G ORT o exenatide 2+ 7§
PERH AT A H icmmf;’if‘i? °
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“ték—  Exenatide 2. i %35 AR 2

ROR FEREUFPARPERES

Hormones & drugs affecting hormonal mechanism

51. #fp* ¥ Drugs used in diabetes
(F=ph:? =2AFI0#E4" 16p #>F5 EFFF 5 1000024474

%’;ku
(F>p¥:? =®I00#£6" 28p H~>F5 kg F 5 1000031819
5o

5.1.3 Exenatide (7[' Byetta)(100/5/1)
[.F2% 3t e X s~ &< & ometformin % /&
sulfonylurea #g # 4= iv & ;2 12 B4 o fE2 % = Al

23 nsulm DPP-4 Fr#]# (4- sitagliptin
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Wdr & — ERRBE AT iRk %k 2 PICO Tt
Trial Population Intervention Outcome Result
Lead 1 | T2D pts; N=233; L0.6mg+ G + Rp P —change from baseline | (1) L1.2mgor 1.8mg  -1.1% vs.
18-80y; N=228; L1.2mg+ G + Rp HbA1c after 26 Placebo +0.2%
HbAlc 7-11%(m)* | N=234; L1.8mg + G + Rp weeks R -0.4%
HbAlc 7-10%(c)*; N=114; Lp +G + Rp (2) Estimated Tx difference and 95%Cl to p
BMI <45 N=232; Lp +G +R 4mg L1.8mg -1.4% (1.6,-1.1)
L1.2mg -1.3%(1.5, -1.1)
[G 2-4mg/day; R 4mg/day] L0.6mg -0.8%(-1.1, -0.6)
R -0.7%(-0.9, -0.4)
(3) All L doses were superior to p. (p<0.0001)
(4) 2 higher L dose were superior to R. (p<0.0001)
(5) LO.6mg was non-inferior to R.
(6) R was surperior to p. (p<0.0001)
Lead 2 | T2D pts; N=242; L0.6mg+ M P - change from baseline | (1) The mean A1C values (meantSD)
18-80y; N=241; L1.2mg+ M HbA1c after 26 weeks L1.2mgor1.8mg -1.010.1%
HbA1c7-11%(m)* N=242; L1.8mg+ M L0.6mg -0.710.1%
HbAlc 7-10%(c)*; N=244; G4.0mg+ M G4.0mg -1.0+0.1%
BMI=45 N=122; Lp +M Placebo -0.1+0.1%

[G 4mg/day; M titrate up to
2000mg/day]

(2) Estimated Tx difference and 95%Cl to p

L1.8mg -1.1%(-1.3, -0.9)
L1.2mg -1.1%(-1.3, -0.9)
LO.6mg -0.8%(-1.0, -0.6)

(3) All L doses were superior to p.

(4) 2 higher dose were non-inferior to G.
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Trial Population Intervention Outcome Result
L1.8mg vs. G -0.0%(-0.2, 0.2)
L1.2mg vs. G -0.0%(-0.2, 0.2)
Lead 3 | T2D pts; N=251; L1.2mg P — change from baseline | (1) L1.8mg -1.14%(SD1.23)
18-80y; N=247; L1.8mg HbA1c after 52weeks L1.2mg -1.14%(SD1.24)
HbAlc 7-11%"; N=248; G8.0mg G8.0mg -0.51%(SD1.20)
HbAlc 7-10% ' : (2) Decrease proportion of HbA1c
BMI =45 [G 8mg/day] L1.8mgvs. G -0.62%
(95%Cl -0.83, -0.42, P<0.0001)
L1.2mgvs. G -0.33%
(95%Cl -0.53, -0.13, P=0.0014)
L1.8mgvs. L1.2mg -0.29%
(95%Cl -0.50, -0.09, P=0.0046)
Lead 4 | T2D pts; N=178; L1.2mg+ M+ R P - change from baseline | (1) The mean A1C values (meanSE)
18-80y; N=178; L1.8mg+ M+ R HbA1c after 26 weeks L1.2mgor1.8mg  -1.510.1%
HbAlc 7-11%%; N=177; p +M+ R P -0.510.1%
HbAlc 7-10%"; (2) Decrease proportion of HbAlc
BMI=45 [R 4mg twice daily; M L1.8mgvs. p -1.1%(95%Cl -1.1, -0.8)
titrate up to 2000mg/day] L1.2mgvs. p -0.9%(95%Cl -1.1, -0.8)
Lead 5 | T2D pts; N=230; L1.8mg+ M+ G P - change from baseline | (1) L1.8mg -1.33%(SEMO0.09)
18-80y; N=232; I1G +M+G HbA1c after 26 weeks IG -1.09%(SEM0.09)
HbAlc 7.5-10%(m)* | N=114; p +M+ G p -0.24%(SEMO0.11)
HbA1c 7-10%(c)*; (2) Estimated Tx difference and 95%Cl
BMI=45 [G 4mg/day; M titrate up to Lvs.p -1.09%

2000mg/day

(95%Cl -1.28, -0.90, P<0.0001)
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Trial Population Intervention Outcome Result
Lvs. IG -0.24%
(95%Cl -0.39, -0.08, P=0.0015)
IGvs.p -0.85%
(95%Cl -1.04,-0.66, P<0.0001)
Lead 6 | T2D pts; N=233; L1.8mg+ M+/ S P - change from baseline | (1) The mean A1C value
18-80y; N=231; E10 g+ M+/ S HbA1c after 26 weeks Lvs. E -1.12%(SE0.08) vs. -0.79%(SE0.08)
HbAlc 7-11%(m, c)* (2) Estimated Tx difference and 95%ClI
BMI=45 [ E10ug twice a day] Lvs. E -0.33
(95%Cl -0.47, -0.18, P<0.0001)
Lead 7 | T2D pts; N=225; L1.2mg+ M P - change from baseline | (1) The mean reduction of A1C
18-80y; N=221; L1.8mg+ M HbA1c after 26 weeks L1.8mg -1.50%(95%Cl -1.63, -1.37)
HbA1lc 7.5-10%(m)*; | N=219; $100mg(oral)+ M L1.2mg -1.24%(95%Cl -1.37, -1.11)
BMI=45 S100mg -0.90%(95%Cl -1.03, -0.77)
(2) Estimated Tx difference and 95%Cl
L1.8 vs. S -0.60%(95%Cl -0.77, -0.43)
L1.2vs. S -0.34%(95%Cl -0.51, -0.16)
(3) 2 higher L dose were superior to S. (p<0.0001)

OGLAs: oral glucose-lowering agents;
L: liraglutide; G: glimepiride;
E: exenatide; S: sitagliptin;

*: treatment for = 3 months;

R: rosiglitazone;

y: years old;
p: placebo;

O :treat with diet and exercise;

m: previous OGLA monotherapy;
P: primary outcome;

M: metformin;

c: previous OGLA combination therapy;

IG: insulin glargine;

W :treat with oral antidiabetic monotherapy
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F= B o0 B g s 4760 17 Tk sk 2 PICO 74t
Trial Population Intervention Outcome Result
Lead 1 | T2D pts; N=233; L0.6mg+ G + Rp Primary outcome — (1) L1.2mgorl1l.8mg -1.1% vs.
18-80y; N=228; L1.2mg + G + Rp change from baseline Placebo +0.2%
HbAlc 7-11%(m)* N=234; L1.8mg + G + Rp HbA1c after 26 weeks R -0.4%
HbAlc 7-10%(c)*; N=114; Lp +G +Rp (2) Estimated Tx difference and 95%Cl to p
BMI < 45; N=232; Lp +G +R 4mg L1.8mg -1.4% (1.6,-1.1)
116 sites in 21 L1.2mg -1.3%(1.5, -1.1)
countries, primarily [G 2-4mg/day; R 4mg/day] LO.6mg -0.8%(-1.1, -0.6)
Europe and Asia; R -0.7%(-0.9, -0.4)
(3) AllLdoses were superior to p. (p<0.0001)
(4) higher L dose were superior to R. (p<0.0001)
(5) LO.6mg was non-inferior to R.
(6) R was surperior to p. (p<0.0001)
Lead 2 | T2D pts; N=242; L0.6mg+ M Primary outcome — (1) The mean A1C values (meanZSD)
18-80y; N=241; L1.2mg+ M change from baseline L1.2mgor1.8mg -1.010.1%
HbA1c7-11%(m)* N=242; L1.8mg+ M HbA1c after 26 weeks LO.6mg -0.710.1%
HbAlc 7-10%(c)*; N=244; G4.0mg+ M G4.0mg -1.0+0.1%
BMI=45; N=122; Lp +M Placebo -0.1+0.1%

21 countries;

[G 4mg/day; M titrate up to
2000mg/day]

(2)

(3)
(4)

Estimated Tx difference and 95%Cl to p

L1.8mg -1.1%(-1.3, -0.9)
L1.2mg -1.1%(-1.3, -0.9)
LO.6mg -0.8%(-1.0, -0.6)

All L doses were superior to p.

2 higher dose were non-inferior to G.
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Trial Population Intervention Outcome Result
L1.8mgvs. G -0.0%(-0.2, 0.2)
L1.2mgvs. G -0.0%(-0.2, 0.2)
Lead 3 | T2D pts; N=251; L1.2mg Primary outcome — (1) L1.8mg -1.14%(SD1.23)
18-80y; N=247; L1.8mg change from baseline L1.2mg -1.14%(SD1.24)
HbAlc 7-11%"; N=248; G8.0mg HbA1lc after 52weeks G8.0mg -0.51%(SD1.20)
HbAlc 7-10%"; (2) Decrease proportion of HbAlc
BMI=45; [G 8mg/day] L1.8mgvs. G -0.62%
126 sites in US and 12 (95%Cl -0.83, -0.42, P<0.0001)
sites in Mexico; L1.2mgvs. G -0.33%
(95%Cl -0.53, -0.13, P=0.0014)
L1.8mgvs. L1.2mg -0.29%
(95%Cl -0.50, -0.09, P=0.0046)
Lead4 | T2D pts; N=178; L1.2mg+ M+ R Primary outcome - (1) The mean A1C values (meanSE)
18-80y; N=178; L1.8mg+ M+ R change from baseline L1.2mgor1.8mg -1.510.1%

HbAlc 7-11%%;
HbAlc 7-10%";
BMI<45;

96 sites in US and

Canada;

N=177;p +M+ R

[R 4mg bid; M titrate up to
2000mg/day]

HbA1lc after 26 weeks

(2)

P -0.510.1%
Decrease proportion of HbAlc
-1.1%(95%Cl -1.1, -0.8)
-0.9%(95%Cl -1.1, -0.8)

L1.8mgvs. p
L1.2mgvs. p
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Trial Population Intervention Outcome Result

8 T2D pts; N=45; E10ug+ M Primary outcome — (1) A1C decreased in all groups, but the
18-75y; N=47; R4mg+M glucose-potentiated decrement in E+R was significantly greater
HbAlc 6.8-10%(M)£; | N=45; E10pg+R4mg+M arginine-stimulated than with E or R alone.

BMI 25-40; incremental insulin area
17 sites in US [ E1Oug bid; R4mg bid; under the curve
Combination dose as (ASI-iAUC)
above]

9 T2D pts; N=231; L0.6mg+ M Primary outcome - (1) The mean A1C reduction from baseline
18-80y; N=233; L1.2mg+ M change from baseline L1.8mg -1.4%
HbA1c7-11%(m)* N=233; L1.8mg+ M HbA1c after 16 weeks L1.2mg -1.3%

HbAlc 7-10%(c)*; N=231; G4.0mg+ M L0.6mg -1.0%
BMI=45 G4mg -1.3%
17 sites in China, 10 [G 4mg/day; M titrate up to (2) Mean HbA1c reduction
sites in South Korea 2000mg/day] L1.8mg -1.45%
and 24 sites in India. L1.2mg -1.36%
G4Amg -1.39%
(3) L1.8mgvs. G -0.06%(-0.23, 0.11)
L1.2mgvs. G 0.03%(-0.14, 0.20)

(4) HbA1c was significantly reduced in all groups
compared with baseline.
(5) Treatment with L1.2mg and 1.8mg was

non-inferior to G.
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Trial Population Intervention Outcome Result

10 T2D pts (intolerant to | N=63; E10ug Primary outcome - (1) The body weight and BMI values obtained with
M at the max dosage | N=65; G5mg change from baseline E were significantly lower than the values
3000mg/d); body weight, BMI and obtained with G after 6,9, and 12 months.
>18y; [ E10ug bid; G5mg tid] HbA1c after 3,6,9, 12 (2) After 12 months we observed a statistically
HbAlc 7.5-10%(m)*; months. significant improvement of HbA1lc, FPG, and
BMI=45; PPG compared to baseline in both groups
8 sites in Italy. without any significant difference between 2

groups.

11 T2D pts; N=137; E+ IG Primary outcome - (1) Reduction of HbA1c from baseline
>18y; N=122; p+IG change from baseline E+optimized IG  -1.74%
HbA1c7.1-10.5%; HbA1c after 30 weeks (95%Cl -1.91%, -1.56%)
BMI=45; [E10ug bid; At p+optimized IG  -1.04%

Pts had been
receiving |G at a min
of 20U/d w/o any
other insulin, alone
or in combination w a
stable dose of M or P
(or both agents)*;

59 centersin 5
countries (Greece,
Israel, Mexico, UK
and USA)

randomization, pts w A1C
>8.0% continued to receive
their current insulin
glargine dose; those w A1C
= 8.0% decreased their
dose by 20%.]

(2)

(95%Cl -1.22%, -0.86%)
Between groups difference
-0.69% (95%CI -0.93%, -0.46%)
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Trial Population Intervention Outcome Result

12 T2D pts; N=111; E10ug Primary outcome - (1) Evs.p -0.84%(SE 0.20) vs. -0.10%(SE0.23)
>18y; N=54; p change from baseline (2) Mean tx difference
HbA1c7.1-10.0%; HbA1c after 16 weeks -0.74% (95%Cl -1.06, -0.41; p<0.001)
BMI 25-45; [ E10ug bid] (3) Mean reduction in HbA1lc were significantly
Pts are taking stable greater with E at week 8 and persisted until
doses of TZD for 120 study end.
days or combined M
and TZD for at least
90 days;
28 sites, in Canada,
Mexico, Romania,
South Africa and US

13 T2D pts; N=96; E10ug+ LF Primary outcome - (1) Body weight significantly decreased from
18-75y; N=98; p +LF change in body weight baseline in both tx groups, beginning at week 4
HbA1c6.6-10.0%(m)£; from baseline to week (p<0.0001).
BMI 25-39.9; [ E10ug bid] 24 (2) E+LF had significantly more weight loss than
11 sites in US p+LF, beginning at week 8. (p<0.01)

(3) At endpoint, E+LF had a greater proportion of
pts w weight loss of
>5% 48% vs. 33%, p=0.04
>10% 24% vs. 9%, p<0.01

42/44



100BTDO9008 Victoza

Trial Population Intervention Outcome Result

14 Japanese T2D pts; N=40; p Primary outcome - (1) Reduction of HbAlc from baseline

20-75y; N=38; E2.5 g change from baseline E2.5ug -0.910.1%(p<0.001)

HbA1lc 7-10%(SU, N=37;E5.0 g HbA1c after 12 weeks E5.0ug -1.210.1%(p<0.001)

SU+a BG or SU+a N=38; E10 g E10ug -1.4+0.1%(p<0.001)

TZD); p +0.02+0.1%

HbAlc 6.5-9.5% ( « [E2.5ug, E5.0ug, E10ug bid; (2) E5.0upg

-Gl or meglitinide SU could be discontinued or (SU dose reduction or discontinuation vs. w/o)

derivative) the dose reduced] -1.110.2% vs. -1.310.1%

BMI=50; (3) E10pg

20 centers in Japan (SU dose reduction or discontinuation vs. w/o)
-1.210.2% vs. -1.610.2%

15 T2D pts; N=234; E10ug Primary outcome - (1) Improvements in HbAlc (LS mean [95%Cl]
21-75y; N=232; p change from baseline were significantly greater in the E group
HbA1c7.0-11.0%; HbA1c after 16 weeks compared w the p group. (LS mean
BMI 25-39.9; [ E10ug bid; pts continued between-group difference was -0.9 [-1.0,

Pts had been tx w a
stable dose of M
and/or SU*;

23 sitesin4
countries, 242 pts
from Cina, 99 from
India, 80 from Korea

and 51 from Taiwan

to take their usual MET or
MET/SU combination
therapy for the duration of
the study.]

-0.71%)

(2) Baseline to endpoint improvements in HbAlc
(E group, range -1.1% to -1.3%) and
between-treatment difference in HbAlc
change (E minus p, range -0.8% to -0.9%) were

similar across all four countries.

43/44




100BTDO9008 Victoza

Trial Population Intervention Outcome Result

16 T2D pts; N=77; E5.0pg Primary outcome - (1) Significant differences in HbAlc change from
=18y; N=78; E10ug change from baseline baseline were observed in both E groups vs. p
HbA1c6.5-10.0%(m) N=78; p HbA1c after 24 weeks at 8,12,16 and 24 weeks. (all, p=0.001)
Q; (2) At the end point, the change from baseline
BMI 25-45; [E10ug bid] HbAlc were
23 centers across US, E5.0ug -0.7% (SE0.1%, P=0.003)
Puerto Rico, E10ug -0.9%(SE0.1%, P<0.001)
Romania, Russia and p -0.2%(SE0.1%)
India

17 T2D pts; N=121; E10ug Primary outcome - (1) Reduction of HbA1c from baseline (meanzSE)
21-75y; N=112; p change from baseline E -0.8910.09% (P<0.001)
HbA1c7.1-10.0%; HbA1c after 16 weeks p +0.0910.10%
BMI 25-45; [E10ug bid] (2) The mean between-group difference in HbAlc

Pts were tx w a stable
dosage of a TZD(R=
4mg/d, orP=
30mg/d) for at least 4
months;

49 sjtes in Canada,
Spain and USA

(E minus p at week 16)
-0.98% (95%Cl -1.21%, -0.74%, P<0.001)

OGLA:s: oral glucose-lowering agents; y: years old;
R: rosiglitazone;

TZD: thiazolidinedione;
£: at least 6 weeks;

L: liraglutide;
S: sitagliptin;
antidiabetic monotherapy;

G: glimepiride;
P: pioglitazone;

p: placebo;

m: previous OGLA monotherapy;
IG: insulin glargine;
O :treat with diet and exercise;

M: metformin;

*: treatment for = 3 months;

LF: lifestyle modification
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c: previous OGLA combination therapy;

E: exenatide;
U :treat with oral





