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ARV GER | PEETEL | PEETE2 | PEETE S
Bt Trajenta 5 mg Januvia 100 mg Onglyza 2.5 Galvus 50 mg
mg/5 mg
4 &0/5 % | Linagliptin 5 mg Sitagliptin 100 | Saxagliptin 2.5 Vildagliptin 50
mg mg/5 mg mg
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> %-7 ¥ Fop (type 1 diabetes, resulting from B-cell destruction, usually
Ieading to absolute insulin deficiency)

> = A s (type 2 diabetes, resulting from a progressive insulin
secretory defect on the background of insulin resistance)
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> SE 4R o (gestational diabetes mellitus, diabetes diagnosed during
pregnancy that is not clearly overt diabetes)

> Hw e Ve PR T (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 # % WAL H S € (American Diabetes Association, ADA)  f# i
i ek 2P 7| (Diabetes Care) #74f % ¢hfe/i4p 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.*)

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

> TIREFHALHROCTNF 2 ®] Fehi i (2-h plasma
glucose) =200 mg/dl (11.1 mmol/l) or

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

> gt 7L 3PB BEAS B BAE % (hyperglycemic crisis) & ® %
% 5 af:n. #& =200 mg/dl (11.1 mmol/l).

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

Bio ¥ 2 AR 6 0 Rdp ADA B AT SIER AP TR A R L
= AR P TS metformin & & 4 R A % (lifestyle changes,
MNT and exercise) ™ ; & 2 S F HARHR > A e 2 5% {8 ch
F EES (RSP BLRILEF ) NEDME A 2L d A
Bl 2t T%i0p R o ARBE SR IR AER] 0 B AE TR N AR E RIS
(American Association of Clinical Endocrinologists, AACE) £ - & % B
B & (ADA) Zw#ps 1 & ¢ (European Association for the Study
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of Diabetes, EASD) * I 4 & chjp R in A2 # - 2P 30F WU 25 > A KE
AFAGERL G R L FAF AR RPN L -
s RiER OV UER DB FEEGT § > ¢ 3% insulins and insulin analogues -
sulfonylureas ~ thiazolidinediones (TZDs) ~ a-glucosidase inhibitors (AGIs) ~
GLP-1 analogues ~ DPP-4 inhibitors % % # % 5-[2-4] -

IR RS AMERE e o d N EBRBE T o Rt g - RS IGT
(impaired glucose tolerance) - 3¢ F# #% f 5 ## % (the Diabetes Prevention
Program, DPP) &hig % &7 - IGT Js 4 ficfecn2 7 4 52c % (intensive life
style, & g 37#lfc* = 30 ~ 48186 > FF 3 5 %) BRI £
Froehaf By = AW FopiE 58% - ¥ ¢b & Finnish Diabetes Prevention Study
(DPS) {r# B < & e#7 F » Mh%éfﬁ&ﬁ;m* A e g enE & 4 [1] -

R RISREEN AR RPRR

1) w2 ¥ THEF - FREH - CREFTELNTCE T T 5]
Lo Ti g 38 aE s N F J"H}%fjlfﬁi”’ AV EE A YR
T 120 2 EFAPUGHEFT s REHA 0 27 EE A
EAFET T TT L B Y o A S sitagliptin E 2 5§ 3 £ (Januvia
25mg, 50mg & 100mg) ~ = » % saxagliptin ¥ = iﬁz’ﬁ 2 4 (Onglyza 2.5mg
& 5.0mg) ~ = 4 % vildagliptin ?{’ﬁ 3E e BAE S A 0(% B2tk
vildagliptin & 3 - £ 7 2 5 82 > > {22 #5428 - )

Alogliptin st = Rl A EFRP FrHE - (FFpH 5117 4p)

(2) & WHO Collaborating Centre for Drug Statistics Methodology 7. & *
[6 ] Sk o & 6 ¢ linagliptin {5 7 &> A k¥ &R 2 ATC 4 5
A10BHO05 - & “Dipeptidyl peptidase 4 (DPP4) inhibitors” #5 % 4 » k= f§
Raomad By (FPHL 11 4p)

ATC code Name DDD | Unit | Adm.R I E S [7]
A10BHO1 | sitagliptin 0.1 g Oral | = 8 i &8 > H = ﬁi
’ﬁ 1B &7 B z% =Y
NT 31.8 (100mg)
A10BHO02 | vildagliptin | 0.1 g Oral |+ 1@ & > 5 H> >
SR

NT 17.0 (50mg)
A10BHO03 | saxagliptin 5 mg Oral | £2 @& ¥ 5 H 3>
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AT

NT 17 (2.5mg)

NT30.2 (5mg)
A10BHO04 | alogliptin X
A10BHO5 | linagliptin R HEL

C;—»-’\WHO .Pf‘F' ;\%;IJ F‘Im LL}%@_’Tﬂé\-”JiEJ o

CROTEREL (Y RTERL)

%k wLp B
4 £+ CADTH $100# 11 % 4 p ok & A B FISR2
B4 PBAC \Y}
# ® NICE F]100# 11 % 4 p ok K & Fl4p 2
H (1) #ete % SMC 223 4 2

(2) CDE Embase < ﬁ"cjf'—’:ﬁ &%

Q) EpEg it

(CDE:L:CDE*+ 20114 11 % 4 p %72
AEO11 7 1l PR ERE L BRERE
o B R AFLEFL 127 6P )

(=) 4 £+ [8]

1995 CADTH ftofeskt 2 hF A7 - P o ™ B 238 (7 5
FCADTH #=3Fiz %2 % i G’Ei""#tlf—‘?ﬂ LR R I E R
lp/n%&_ qufﬁﬁ&p 2012-&2136_“;_‘1('0

(=) =M [9]

1945 PBAC ffezht 2 cnFa kT o B’ﬁ::”f’!?‘iféﬁﬁiié = A
PBAC % f ¢ 4~ ;-2 e linagliptin (FA >t o] & A ek - &2
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sitagliptin #p+¢ ) e &_> d 3% TGA (Therapeutic Goods Administration)
W A $3 linagliptin 4p B i B 65 30 3F ¥ > F]P > PBAC #-af &
B fs2geahao 2l -PBAC £ ¢ 41 > #¢ & TGA o F
linagliptin zxp ¥ v 2. {5 » 2 # H p 7, »]’zf linagliptin ej&-2_-

AR 7oA om0 linagliptin 5 mg (daily) ¥ sitagliptin % 5 »< %] £
% 100 mg (daily) -

(z) # 1
% 42 linagliptin 4p B 3= 48 2 o
() #Hu©

(1) &¥ o SMC 3= 4% [10]

1295 SMC (Scottish Medicines Consortium) sk F 2 # cF A1 0 F
WORTG AR R EY o I AR T RIS LSRR L 2012 £ 1
P16 p =%

(2) CDE Embase * ft#& 3% (& p#H 3 2011 £ 117 8p)

BA o A daEr MatT “linagliptin” > =R WARKE ¥ gk 149 F o ¥ S
PO e - R T ROF BRI Bk S e R s g A AT D
B BN -RTAPLEFPMIRIE c SEELRRAEI R
B2 A HEREG L2 peralr [U]e A AP SieE e
;];Jea&ﬂ:%f o pLpES P4~ BE4EE “linagliptin” &2k =3 3t 2008 & ~2012 &
P g el e R (LR A TR TR RS 0 & B T4 2 gk 24
hoo (WFREGFFR - )

GERFE 24K 2 R G TR 2 A hak g~ 245 [12-18]
Hap 17 Jo v o0 il & RFIS & A Rdheni & p enfp RS
T RHREAR L RFELE R L BB WY Y 5
(bioavailability) ~ 1 % 34 % 4 ~ # (metabolism and disposition) ~ 1 % %
phase 1 7 3 5% L Rt LR 2 h X RFHFENF T R EE -
BT RAT P AT e o 55 5 RF ER 22 [12-15,17]
SR R R G AR A BB AT o PR DL | RS -
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phase Iazs% [15]  H i &F % P A& %48 % linagliptin 3% % = A4
%%%ﬁm%#@4§ GELAEIEE Y X S T L I

Pog BT

N B R RF ik %
(A) e i S e & 5 4 2 47 eh% ik [11]

2 3 2 %8t Treatment of elderly patients with type 2 diabetes mellitus — a
systematic review of the benefits and risks of dipeptidyl
peptidase-4 inhibitors

SR ol SR %= ﬁ‘];};g;ﬁ"}%ﬁj_%_& %

v g #F 5sitagliptin ~ saxagliptin ~ vildagliptin ~ alogliptin ~ BI-1356 ~
DSP-7238 ~ PF-734200
(CDE 3% : BI-1356 & % ¥ 3% & linagliptin )

7

B 4 ¥ ¢ HbAL

Ay ifexE 42000 # 1 % ~2009 & 10 * RF 23 < 4 4 >t PubMed
& L Biosis database 44 A kTR 5% 2 €= i
PK/PDFé%F) H 18;;1,53’“*3;;1,5523*?;«%‘»?/\9%0
SRR HN 65 A L 8 A 4 &
i » DPP-4 inhibitors &g % "% < % ‘aé—g e HbAl; #i i 0.7%
(baseline HbA1.=7.8%; p<0.001) ~ 1.2% (baseline HbAL; =
8.3%; p<0.05) o 1 W] & = 2 A & K fa4p 3 1L 2 - 22 BI-1356
AR T Y v‘)[%-f—Z F9RIBITEE XL TP a7l
Bk uEisd o

i ¢ ++ (by SIGN 50)
(B) Bt 4 i (2 2548 4 7%) Tosk sk e it [12-14,17]

B4R ;I;Jcp\ FAE B R o AR S o BB RF S ATRE T
> 3P 5 24 F g E BT Iinagliptin5 mg (- % - =¢)
# & B2 (7 linagliptin £ & metformin g f =+ £ 5 pioglitazone )
#re £ = £ %2 (linagliptin & & metformin £ sulphonylurea) - 3% 73
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iR R HbAlcgw c BEHEX 2P FRAPIKT R
B oo X s - A A3 R S A G AR L BT ’Ilnagllptln
REY, % 5] 6nm) *ZOWW%nw (100 mg) > %% & i
TR QT F'*ﬁﬂhzﬁmriﬂ

(A% - ﬁnb5;;.,v)]§hpa, %+ 2 ¢ 4 F 7~ & CDE Embase 4 # 4&
H2%4kF ¥t 1 K CDE %iﬁ?z’:’ff'l—‘ﬁ v R - & RGE R (expert
opinion) °

B)Ff Fk kL 5L ¢ ip SR BFC PREAFP TERL T

B R R R ROTEE R 'F';-‘ieuﬁ—_z;’; o BE WL vk s gRf L B
«,Eg’ aEY ERY °(€—%r\3 P b 2 EELFFLINLEFR
":}3)

%‘r

(1) 4 £+ CADTH ~ ;£ PBAC ~ # R NICE %5 % %

(A)4 £+ CADTH

1345 CADTH folesht % BT > P 3 ™3 W A58 (7 T
"CADTH ¥R 2% 3 L EFREY RL L, NG » B
B ArE R R 5 2012 8 2% ¢ 24 o

(B) ;£:+ PBAC

195 PBAC fiextt &F cnFT AT > P WP E ¢ =& o
PBAC % R ¢ 4= /&2 fcd" linagliptin ( A&t & ] & & chi # > &
sitagliptin 4p+¢ ) e &_> d 3% TGA (Therapeutic Goods Administration)
w A %3 linagliptin 4p B 3§ e 67 31 57 0 F]pt > PBAC #-2 &
&;w:‘-*gmu 24 R - PBAC % R g om0 #-¢ & TGA = #
I|nagI|pt|n FE 2o 2 H kR e linagliptin e e

(C) # B NICE

4 & linagliptin Ap Mz =5 4R 2 o
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(2) CDE Embase = 1;%%73 5%

R I N e s £ e A A A ;;Je;}f'%* e o BA O 4 MeET
“linagliptin” » & J& % 4p B < & 149 J o B A o - L BAET R T Y R
ﬁﬁﬁ%’&ﬁéﬁ5%¢%%ﬁ%¢ﬁ’ﬂﬁéﬁlﬁﬁﬁﬁ¢%?
RE 3R 2 o

BB R4 BAgis s iR (S22 0R) TRA @SR R BT o
Rk a0 3B 5 P 24 ¥ aiAsk % % Aot ¢ linagliptin 5 mg (-
- %) &% e s BofE (T linagliptin & & metformin & % & &
pioglitazone ) #r & %¥_= & % ;# ( linagliptin & & metformin £
sulphonylurea) » 384 »2®% 14X 32 S HDAL B iE o &% & 2300 o
I;sw%?;krﬁlﬁll,&m% Goox s - A A3 g R A A T AR LA
7 - linagliptin & 35 &% A2 (5 mg) 2 ¢ 20 B iaf A€ (100 mg) -
ﬁlé%ﬁﬁﬁﬁw?@QTﬁﬂaﬁmﬁﬂ

i fstihe prw et 3 S % B07 - #2065 et b &5 % - Al
Pl £ A ko DPP 4 inhibitors & ¥ "% M % ;fcwﬁ e HbAl: #iciz 0.7%
(baseline HbAlc—Y 8%; p<0.001) ~ 1.2% (baseline HbAl. = 8.3%;
p<0.05) o & i W] &4 2. BF T° K fafp 3 vt $ie o
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7 gERRE (2 REAER)

kiR FE P
+t £+ CADTH TR0 117 10 p ok ARl ¢
2 PBAC WK 100 £ 7 7 F R 15 ik
# B NICE I H100 & 117 10 p ok & & T
Bt SMC I A®100# 112 10 p 2- 0% agEip ¥
His PubMed 2 EMBASE 32 % @& 7 #L
(=) 4k~
TR0 E 110 10 P ok 0 P AGER Y o
(=) =

B E AR 4 B ¢ (Pharmaceutical Benefits Advisory Committee » 1
T HAPBAC) * A 100 £ 7 ¥ hg R o R oA e o i A #HT T
linagliptin » iz ] TGA Delegate 7 & ;&2 & _F 4&= linagliptin i# > PBAC & i
R 18 42§ linagliptin j-3& iAo
(z) =R

2AF100# 117 108 & A& FA -

(z) ##
(1) &# B SMC 3= 44 & $ 5 [10]

= W ¥ i SMC (Scottish Medicines Consortium) P # % i (73 ¢ o
(2) CDE PubMed 2 EMBASE < e 3% (40 p# 5 2011 & 113 10 7)

r2’linagliptin® 2 °cost’ i¥ & Bf 4% 12 PubMed 2 EMBASE 2 {(737% » % % 1
A 45 3|4 linagliptin #7iFens A 24745 F o
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. % WHO ATC/DDD Index 2010 % %% % AL10BHO5 - /& " A10BH : DPP-4
inhibitors | #f > @ Bt dpe f r RS H R L5 =38 > ¢ 35 ¢ sitagliptin
(A10BHO1) - vildagliptin (A10BH02) -~ saxagliptin (A10BHO03) [19] > = f& %
BN 2 i R ARIT 0 2 Y & 8 A 5ot 2 head-to-head S TR B 0 Tt
CDE g My 2 ERTL AENE Y SEH P g BLER2L A - Z 8L
¢ 12 ositagliptin % $& % o~ %4 1 e DPP-4 drd|Hl&E 5 (PP E 98 & 3 7 p
IS ) vildagliptin 2 saxagliptin p|4 %3t 4 & (XK 100 % )8 % 2 3 % 4 %

(=) * g:ﬂh_f_ﬁ;;ﬁ; AHPR A A E
TAFALHTASEFTLR A FRE &> A%g o

(=) A b

RHARL SN ER 2R FG PR E4R[20] 0§ E R TR
(ICD-9-CM 250) mfjﬂp, & A rmm;ga 4 1433621 4 > H P gHE L L G
T E VA RATRORR  RERT “—Fﬁv“'r SRS S S

Chang % # [21]4945 5% B 1999 & 3 2004 # 2 i (- J 4 4h1E 7 2 BIME fop B
FE2 3 FnE PR B FRASEE LT 2 @ BB DR

DM RIE R AR E R A AR A H F A<40 R Z 80 A R A
AR g FHE DR 5 o PR RAFRTL AR RS
WA g > e A <40 K oenE dm R Y ey R’?*f?‘ Peid 3 4o eI % o

(z) Fp & tF 8 IR
RMBFEG RSP > FEREEE- N H s DPP-4 Frf|# & 23 3 & B
d
L3

RARERY GFHEFELEpEF AL DPP-4 drlMESAF > Fl 87 €
SRy S

COEfos M2 fife 632> d 22 fE ¥ ¥ F > & ¥ Lo DPP-4 3
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| % & sitagliptin 2 @& R4 Bt d R kend p 34 A
FRY G RF T L IF I P I Y B o

SRR S

1 p % @4 2 PBAC § $1 4 S8 (7356 > £ Mo o S A kg et &
50 2 FITGA 5 & o # linagliptin erzxf 27+ > PBAC £ {8 17 3 #7pF 2t {4 4
1 linagliptin /A-3& et °

2. FEHO~ GEIRE RPN H 5 DPP-4 Fr lflj;_ﬁr.‘-"r. O FlA 2@ 3-.% e g2
H it DPP-4 Frf| | & 54035 - FRH T a0 & i

LN o % A B
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(1)Efficacy and safety of linagliptin in persons with Type 2 diabetes inadequately controlled by a combination of metformin and

sulphonylurea: a 24-week randomized study.

Patients Intervention Outcome Results (controlled arm vs. placebo arm) Quality
SIGN 50
Men and women w type2 D L5mg+M+S Change in HbA1l. | Randomized : L (n=793) vs. P (n=265) +

aged=18 and =80y, P
BMI = 40kg/m?,
HbA1.=7.0% and =10.0%,
despite receiving a total daily
dose of =1500mg M and the
max tolerated dose of S.

(100 centers in 11 countries
including Taiwan)

+M+S

between baseline
and 24 weeks

Discontinued : L (n=23) vs. P (n=21) — AEs
Week 24 placebo-corrected adjusted mean
changed HbA1. from baseline :

-0.62% (95%CI -0.73% to -0.50%; p<0.0001)
Symptomatic hypoglycaemia :

16.7% vs. 10.3%

Severe hypoglycaemia :

2.7% vs. 4.8%

No significant weight changes were noted.
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(2)Efficacy and safety of initial combination therapy with linagliptin and pioglitazone in patients with inadequately controlled type 2 diabetes:
a randomized, double-blind, placebo-controlled study.

Patients Intervention Outcome Results (controlled arm vs. placebo arm) Quality
SIGN 50
Men and women w type2 D L 5mg + P10 30mg | Change in HbAl. | Randomized : L (n=259) vs. P (n=130) ++
(including drug-naive pts) aged P +PIO 30mg | between baseline | Discontinued : L (n=4) vs. P (n=6) — AEs
=18 and =80y, and 24 weeks Week 24 adjusted mean changed HbA1, :
BMI = 40kg/m?, -1.06%20.06 vs. -0.56%:+0.09
HbAl.=7.5% and =11.0%, The difference in the adjusted mean HbA1, :
(43 sites across 7 countries -0.51% (95%CI -0.71% to -0.30%; p<0.0001)
including Japan) Hypoglycaemic events (all mild) :
1.2% vs. 0%
The adjusted mean weight change :
2.3kg vs. 1.2kg
(with a 1.1kg difference, 95%CI 0.2-2.0; p=0.014)

(3)Safety and efficacy of linagliptin as add-on therapy to metformin in patients with type 2 diabetes: a randomized, double-blind,
placebo-controlled study.

Patients Intervention Outcome Results (controlled arm vs. placebo arm) Quality
SIGN 50
Men and women w type2 D L5mg+ M Change in HbA1l. | Randomized : L (n=523) vs. P (n=177) +
aged=18 and =80y, P +M between baseline | Discontinued : L (n=9) vs. P (n=3) — AEs
BMI < 40kg/m?, and 24 weeks At week 24, change of HbAI, :
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HbA1,=7.0% and =10.0%, Larm-0.49% Parm +0.15%
receiving a total daily dose of Treatment difference -0.64%
=1500mg M (or max tolerated (95%CI1 -0.78% to -0.50; p<0.0001)
dose) Hypoglycaemia events :
(82 centers in 10 countries 0.6% (3pts) vs. 2.8% (5pts)
including India) Body weight change :

-0.4kg vs. -0.5kg

LR TEFR 2 e

(4)The DPP-4 inhibitor linagliptin does not prolong the QT interval at therapeutic and supratherapeutic doses

Population Intervention Outcome Results (controlled arm vs. placebo arm) Quality
SIGN 50
44 healthy men and women Subjects were exposed | Mean QT change | This was a single-center, randomized, +
to single dose of each | from baseline double-blind, placebo-controlled, four-period
of the following 4 tx crossover study.
on 4 different study 44 healthy subjects (59.1% male) with a mean age
days: of 36.4 (22-48) years, mean weight of 72.2
L 5mg (51-99) kg and mean BMI of 23.6 (19.0-28.9)
L  100mg kg/m?.
MOX 400mg 43 subjects completed the study.
P L was not associated with an increase in the
baseline-adjusted mean QT_| at any time point.

D = diabetes; y = years; M = metformin; S = sulphonylurea; P = placebo; pts = patients; PIO = pioglitazone; MOX = moxifloxacin;
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