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NP R SER
Trajenta® Smg Film-Coated Tablets
HERRFR 025537 W
1 ARE
L1 U RER
12 M LA
TRAJENTA AT A # i — 2 8K A F R T8 5 i6H 8 Kk 8 + & (keroacidosis) + 10 4
TRAJENTA #2 it 2 A2 «

ARG R AA VKR L HH AW TRAJENTA 3 MH % RILE N ARMAL KX R &
2 #mARA TRAJENTA » X5 Gt MR AGRK (W AYFIEREEFHGL)) -

2 AR
ARF R WA RA

21 e
TRAJENTA syt h % Smg > BAEXR—X -

ST R AR 12 W A 5T ) metformin ~ sulfonylurca » insulin » PPARy f§ A #{(%v thiazolidinediones) & ##& R + 4
BEAIEMARHOMBRT - U Ot (L NBLIR141)) -

TRAJENTA $ef TR H — B A  FTEARA -

2.2 MRS M (Sullonylurea) KM & 4Ot B
TRAJENTA 200k & K {29 i 4 ¥ (insulin seccctagogue) (s - kbt K AMM) SRB oA ey - T
BRGNS IR AR AR F e - A g MR (o R EFLLEFNGCY)

3 MEARSLE
TRAJENTA (linagliptin) Smg £ NA R ar &, WG ~ M v A LR ARIHD OGN 0y 3R
B DS, FRAYEERBGAAAY

L1 3
TRAJENTA # H #t # linagliptin £ AN U N BEE B HEA (Fldo > 2404 - o PHkM - MH
BMEHAR AR HAKLXAT &) (N FYFHRLEFH (53) - FAKBO)) -

S EBAEEEA

5.1 MELE

R TRAJENTA Lt » RAGMA P SAMTLEHRREMRE - LLASONMERH - £
CARMELINA tRte (0 R M EBAICM(I4.2)% K 9 5 (03%) 3% TRAJENTA 6B e Ado S 5
(0.1%) HLLEMERORARLLMMEE - £ CARMELINA B3 ¥ 4 2 8442 TRAJENTA 3¢
BRLLEHMBRARA  LHRME BT « o 3 WA TRAJENTA eh A b4 S MBE R(EH B4R
LOL/ER T S

BUAL S AY BLE B U F B LM K R 60N Bk PSSR B LRG3« S P4k 8 A TRAJENTA
EMATAEARE « BH1FQRARA B X & 09 A (R M TRAJENTA » £F 4 Ao 8 2 R

RN

5.2 Moot i B i M A

CAhRB AR LN LM S KA A N - EARDREY - RRARBMN » TRAJENTA B 8
KR EHE (b FMELHRM) LA KNSR aRERLRNEG (HRYFRESL
6.1)) » HREFAEMIL X UEHA TRAJENTA A KW CaRE G E0K (FLNFR
K 8(6.1)) Bk S TRAJENTA 15 6F » TTHARMAM & KR D00 R AR EKHME - A& Y 6
o P 69 BN -

5.3 AWRA

TRAJENTA ¢y L QU4+ # F REBME B AR @ LI5S AN - 2 FARMPME KREH AN
FA LA NS LML TRAJENTA G MAGH I WA P A RHBLERM A — R
ZH - wRRAUHAREBURK  thEA TRAJENTA - R4S AGRATRAR - LA RE 000
BAeR

WA RASRAKNEAR B84 (DPP-4) 41 R » Lo H aBKMHRY < B AR DPP-4 wdiM¥ 4 o ¥
RHA L MAA - BRHER - THRARA TRAJENTA RS RGBT L o AM + AWM Fok s -

54 REFITHARZMEARN

AR AL BG-A(DPPA I M e LW S 4 B E Ak BATE TR Z WA R < ARG
P MHR —R ERERGL AR A RN TN A - 809 5 AR E VA 48 Bl o
&K Pl & DPP-4 M ¥ M e5 sl iR -G < 41k DPP-4 ip$i i d A » B4 K DPP-4 I THRA D
LY S EEL LY DES VL FY ELY N

3.5 X A M X M (Bullous Pemphigoid)

A CARMELINAIR SR (S # M EE R KM (142))F » 7 7.8 (02%) % TRAIENTA:G & ehak A48 4 Xl
HRKME > L PIA (0.1%) & RABEGR T LT BREMAN ML b - DPP-4drai i ity Lo
AT WA CEEROREHEIRBRE R« EATIRE 55 N E - R AR T SRR M0 1
S AR AT IR PR AL 18 H DPP-ddp I M2 (RILE & A+ A TRATENTAGE 2R & 50 &
WA FRIH KRR MR LA B EATRAJENTA 4 ANDEAARSRLBMAAL Y
HR

6 FRAR

T OIRET RSO ST SR W IR 4 800 2 i

MRE [ LN FHERL SR (5.1)]

R I WAl E 0 MDA [ R Y BRI ITHED]
BERE (AN PFLLEIN (53)]
BREPITHRRLIMBAN (LN EHL L EFHX (54)]
AMEBEBA (LN PERLSIA (5.5)]

E e I VR A Y PR T Y 8 R IO TRy e Y ET e
F P NUAR Y b o s MRS ROE R TRAJENTA Smy (— & —k) 43 3625 A« m i A K WK% 2176
A s AU E 18R TRAJENTA 44 &P 34980 M B 20638 » R ik RIS 78 4 -

TRAJENTA Smg (—X —R) EMRK T L 3IRANH AN 18 AR 290 » AR M AR UK
A b SHBMMARN 1R A~ SAR BN ORI - A 6 HLT WM MO d + 414§ TRAJENTA
LR AR A b WA R AT D R P 2 B metformin HA GERESM %S 12m24m) ;1
PAKBEA RN A CGERAFN 188) 1 KA metformin R EMEK YRR Gopegng 24
A) 1R pioglitnzone ff A (EMRAERI 24 8) A VRRME KWR (£ BRBABRE 24
aq) ¢

ST 14 3R LR A OO AR F7 AL & 47 1 - IR TRAJENTA (0 =3625)4 ¢t £ $22% - L&
EBMRN=2176) 7 REMsok 1 #iw o SRF LA AR Trojonta G R A RTHEM AL LT

&1 UK BNHRS TRAJENTA LRk K4 48k BRI F 1 & TRAJENTA i 4 8

22% ARERRBNEOTEEN
# A B(%)
TRAJENTA 5 mg ZHM
n = 3625 n=2176
AHE 254 (1.0) 132 (6.1)
% 19 (3.3) 65 (3.0)
oyt 76 (2.1) 30 (L4)

TRAJENTA @54 LM &5 R 218 0% » TRAJENTASmg REMMAE R KT | ithsl &
B G1%A%) 92 Z M A8 E (2.4%/0%) (Bio Rk R EMR$E) | & KbgQ7%W08%) 010
1 70(2.3%40,8%) (iAo # pioglitazone 8% ) 5 ERR @ (2. 1%/1%) (Haate Bl & AieBo§) -

4t TRAJENTA EbAR IR ¢ rid B K e A R AR E1584 (o ° BAA - o FHAKM - SHME &
£ RABM) SAA -

& —H ke #2 TRAJENTA R glimepicide 8RB Y « A4 692 SGE 7F 4 25462 metformin 68 « £ 4
104 @Mz R - TRAJENTA fa(n=776)8 4 £25%L SRR KRB KRN =TT)6F KAA
AHA (2505 9.01%R84%) - BAHA (81%M6.1%) ~ Ek@mil kip (8.0%NT.6%) A
(64%2 52%) - K (61%M49%) MARMAS (53%k E I9%) -

ABARMR Y 1R TRAJENTA AR K —MBA S FHN 152 AR E BB RS (Z8M
SCETL MRtk A E IR — MR AP 3.7 M - ER A KA — N linagliptin 2 1« X
LEEER"L Y3 U

R ME

£ 2 sk TRAJENTA R4 M8 @ St X | sk &4 £ - £ TRAJENTA ok sh sk & ¥4
(Sulfonylurca) %M & K —desb Mo}« a8 L BN w «

& 2 B =W AR AN TRAJENTA Je 5 808 dn 81 LA I P 0 40 oe 00 9 2k 2 (%)
A 001 LR O (181 + M H(N=B4) TRAJENTA (N=161)
&4 B8 (o M <54 inp/dL) 12% 19%
e (%) 0% 0%
£ Metlormin o M7 KM R M R(N=263) TRAJENTA (N=792)
# 243)
1550 B8 (o 88 <54 murdl) 53% 8.1%
R 18A08(%) 0.8% 0.6%
ANEIML £(52 4) £ K NIN=630) TRAJENTA (N=631)
fEin (8 { do 48 <54 mg/dL) 21.6% 19.6%
RE¥* {850 (%) 1.1% 1.7%

LY E e R T
4 TRAJENTA #8849 (glimepiride) -0 & 3 % 244 SR IMR(CAROLINA) » SR ebpl & @it
A 5.9 % » TRAJENTA #(N=3014)v glimepiride m(N=3000)1 € 6 fo 0 &8 £ £ 5 5] A 0.3%F0 2,2% «

ok

MIBARETHET S (F R MAR I0mML/ ) BABY R - NEA RIS Bk do A
TRAJENTA 047 8 ¥ 52 M 60568 + ML BRI T + Bin 1287 % F 0 R MG
R GAEM b« XK MR - plinides & pioglitazonc = 4XAR #1480 K NI 5T $ 5 B BB A58 5k i
fMEmE -

—HEF o RE s ¥R R ¥4 o4 2 24k TRAIENTA Mtk 8l U SLAE » KPR 6
S datk £ 0% (TRAIENTA 3 63% » % & M8 49%) » KRB AW 12 AMBA TR KR40
RMEARER B amEERS R TRAJENTA R B4R UHKRATHH 10 HOS%)R 11 1(1T%)#
WREY - RBER2Z GO (Lo RBUEAER S4mp/dL) - A —-RY - k2
TRAJENTA % 8 M6 M % A 9% 34t (TRAJENTA % 44% * £ MRH 46%) ¢4 RENLRF
H(RABEHEALHBBETYRILE W - A RE - KRRERTYH) HRH - DL
TRAJENTA REBMEBGBAT  BELRLSKE RAROT 45510 2 002 9% 1 (5%
BA

052 MG 0 P IGR MUGHE B (4R WUBRETH AR LT sh ik 0 M AR RS R

ruFien
% TRAJENTA Smg SRR 5 MR 6 MK HTRE s Riaif -

St 0 TRAIENTA QR4 FRZBMABED 1%R NI ERRMEREY LM (RUNNY
1.3% » TRAJENTA fa % 27%) -

6.1 ELAKRAR M5k
R LR SRR AR & 48 7 B i O T AT » RIS — 0 Wb YRR kAP AR B
B RS AR MABEERY AR ATRB TR FRAKRAT R

il

TRAJENTA Smy (—R—k) MR MG UA R Y 2R =1 M0 A 1

e

‘F3

Fn"'ﬁm

DA AR HAMEEFARRE RO TAAOR—UBEARBARTZERNING

AJENTARH thshe P » TRAJENTA G A #0142 06 301 S 2438 o) B 8RR - 304 b 30% » 288 ’lll‘]—‘f‘.lﬁﬁll

2% + TRAJENTA# # bu R R 8 A L1 88 0 A % 702 B 46 L B4 096 A 5 314 8.2% R 1.7% »

55 2 e Bl A 45 5 At L TRAJENTA i 0 Foglimpiridest # 20 da 2 52 4 4 WK DR
» TRAJ Wg?l yupriricdie (e @ dut I, HC 3 00 500 AL 85 PR R RS a9 A ) 413 1%520,5%

i
i
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B pm Sk foaikds € ATRAIENTAR A s fo by SR R A S HBEKE RS Rk (A
PHALEFHE (51))-

£ oatp
e TRAJENTA 6o 8 Wk el S K di AR B ARE R o) L -

6.2 b it R Mak

# TRAJENTA L MMM AL RRE « ALK BAGRETABZ W4 BWM - DL

EEERMA LR LRI RRGESZMRHERMA -
o AMMEE CXKRSVMER (AN ALL(12))
(R Ve Y9 REFRY-E R YFI TN IET T Ty T
o REFftitF Rz MEAN
o K@HHRBAE
e W#

o upkMm-UmE

o HRILEME

T RBREHAR

7.1 P-gp & CYPIA4 Btk 28 8N

Rifarupin 5T # & linagliptin # % & % + BF TRAJENTA $us ok P-gp & CYP 3A4 5 & MA A of + S sp sk
FTRREAS » B3t + 4 linagliptin #8255 2 P-gp & CYP 3A4 364k M0} M of » 4 FULINA 20 A K e & (kk
ik (HRNBENEE123)) »

72 MpERENEMGE
TRAJENTA SUM 8 4250 (1 ok A & M AR A B & 0t ok o T R SRR 6 B R A & K
A LAV RE YR [ RUPIEREEFSR (52)] -

B fri¢ R MM Bk A
Bl k%

aeing
HRFH WM TRAIENTA MF RHED » BARENANERMRE AL R MR AL A2 R
AFARAMNN AR ESIENFE TR ML LR $ 0 T RHE ) —8)

EWMERALY  MBEAEHE - £MBHXRZ BEUENMER RGOAERHERNE W
linagliptin ¥ ¥+ AMKHHAAARALE GAEM "KH, )

AHBNWEAL HbAICST et » X LB M EA LR RN K KRR UA 6-10% * & HbAlc
210 B3t b & ik 20-25% > 18R Sl WA QA F F AR AL o (5K B — KRS X BB ALY
HEP  FRARGNRAL G KBRS H Y 24%RK 15-20% -

B ST IR R R T ER W2 R ORI - kM R — N R 600 ng o) TRAJENTA (4R 2
QRN E R 120 48) o - RAGEAMEHENLOBAT RRMAR « HH b mAEARR B
600 mg M AR -

BEEYE

55 R0 B9 B Fo/ 3 B M R e

ME RS EH MBS TREEMBELMERFARAL - THHE - s @At - ¥
APAARRENAR  EHRATEGBERLARTMLFLEXAA DD - RAERE AN
KRB -

pd.d

N25d 8.2 4

MRS Wistar Han X KA B0 & 6 B %W AN 4R linagliptn (3 & 2 3/ & B it — & 240 mg/kg A
150 mg/kg)eh + FAMENTRGETHR c REAXEHN AR KRLFRA GELANEHNH 3
HAME Smg &) 943 R 1943 48 « 42 Wistar Han A SIRA R 6 R NALE 2) 20N AR LENE
S5mg 2 49 #6h linagliptin MEes (BRI R)  LELEHBMES R R GHK « [THLEAR
'

42 ke

P-NisLE 3

M linagliptin A7 # RAA RS LT AR AN AR LA L AR TLE ARG RAMTH « &
®  linagliptin 4 35 KALEARARA R ALASENMAFIHL AT RERAURL - URH
M #t TRAJENTA B XL + 4R TRAJENTA KB A BB KATRH AN ERAEQETFALE -

8.4 LEMR
TRAJENTA Mtk 18 R LB A R RA 2 RN ek .

8.5 EEARA

15 48 A linagliptin 1847 3 =2 it Bk B B AKAR & + Tinagliptin s L4 3% 65 R £ 1085 AR + &
AEHTSRUAE 13 A) ISREREH 2 HAHRTE MMM EUR - £3K 12 K16 P linagliptin
R IR 65 RS LA SOLA (Shb @ ASE % 75 AL B2 A) « £ iK% linagliptin SRR & » B4

MELEREHEFTUMLE  EFARREBOLRELALR -

8.6 FH®A R
HRRARTZHALANRARER (I LYBENEFI23)) -

# CARMELINA 8 ( (1 & N UK 1AM(14.2)x TRAJENTA s/ k1 » % 2200 & (63%) ¥ &R 2
# A (GFR<60 mL,/miin,”1.73 m?) » # & & 20%4% 44 K ¢GFR 245 <60 mL,“min,”1.73 i « 28%%
WAk oGFR 230 f2<4S mL,/min, /173 m® + 15%% A K cGFR <30 ml./min/| 73 m « £ REA
R AR A £ 1 TRAJENTA S5 AN s B2 I X BAR 4G -

8.7 HaARF &
HRHARTRAALRHENELIR (A LVBENTS123)) -

10 M maE

ARt 4 TRAJENTA 8 MBI thth A5 « X PPIRSS - SL o 75 T R MR A SV BS AR DU T 1K K 0L 6 R 45 1
Wk i KA N UER G R ARUNHWR - BTBRE M AR ST INMIRZ XI5 -
Linagliptin Mk i b Mg # KRUA I K ikm

11 #XR%
TRAIENTA (Vinagliptin) & #] #9765 14 55> B L 0 MRE14 89 =R & Ak 84-4 (dipeptidyl peptidase—4 » 1§48
"DPP-4, ) stk MM

Linngliptin ¢){t% £44 8 1H-Purine-2,6-dione, 8-|(3R)-3-amino-1-piperidinyl]-7-(2-butyn-1-yl)-3,7-dihydro~
3-incthyl-1-|(4-methyl-2-quinazolinyl) methyl]-

(X2 D ER Y CstzuNst ’ 5}‘7’!5 472,54 g/mol + EMAH ¢

e (,le .rQ

Linngliptin 4 & £ 2 A% &  FRANRL AL HERIH Y + KX HLE00.9 my/mL) » Linagliptin 3%
HFE (H60mgmL) S ERZE (¥ 10mg/mL) - K45 34 KGR (sopropanol) (<] mg/mL)f
A (% I mg/ml) -

49 TRAJENTA MK 4494 % 5 mg linagliptin & F #|BAS A & 4 8 BL(mannitol) * HMILERH + 2 AR
# ~ copovidone + 4% K 44 (nagnesium stearate) ~ 9% ¥ & E (hypromellose) ~ —f 15k ~ 5 -
polycthylene glycol M dr fit #(red femic oxide) -

12 AENAS

121 M AN

Linagliptin 2 DPP-4 p#4# » # DPP-4 & 5 MO iz % (incretin) 4 B t#nﬂ&m& 1 (Llucagon -like
peptide-L + M "GLP-1, ) i) K MR L1 & & SRk (gl dep

polypeptide + Mi# TGIP ) ¢h&t % & BM » livagliptin TR &4 S i k45 M RORAME tmiima
B AR & K oy > SRR R T MITRRERA - BRENSESRENSATOGRUN
FHLABER  FARFELRRAGE LK S REY 2 ERAATRRRARLIYES - &
o i ALE % Qs % 85 0 GLP-1 S0 GIP W =T 30 Ak By Ak 002k 4 2 S0 B HURE B ho 8 57 3« dbsh
GLP-1 75 7T RN BE  Ja b 47 B8 5y 56 0 ) W SORT RO 0 45 0k 0 b B A4

122 M

Linagliptin #%& DPP<4 )8 & AT idd2 » R H4TH K Ksd k15 8 R MR AR - Linagliptin 4 %) 8 4 i 14
RET MM Bkt $REARKGIE R TEL QI BONWRBN FHEWE - £HAT
it AHERGHRAREHRAT ¢« linagliptin 48 Mokt DPP-4 8 & & Se#i ) 5642 - #f DPP-B &,
DPP-9 0 A

L AE

A~ SRR AL AR MMAE LR A e G £ X (d-way crossovern) T P - RH I6 B RARAR
A F —# v & linagliptin 5 mg ~ linagliptin 100 mg (GEAR ¥ &) 2044 ) « moxifloxacin M2 AN - Ay
% F R I (5 my)&k 100mg M E » QTc F kit i - MM Smy M &8 ¥R+ k¥ linagliptin A A

7

a0 A 100 mg NEK AR BRRRHE I8 -

123 R 1 4

T ST SHEE IR DA U8 =T B R % A RAT linagliptin &) MM E ) ST - R R WA CWE N Smg
linagliptin 2 & # 1.5 N HTma) it I R K2 A YRR | oK F @R T ERAUCHE B Y 139
nmol*h/L + & # ik & (Com)y 8.9 nmol/L -

o P & linagliptin JR A RE P @ PR @4 KT N %060 F R M (terminal half-life) B & (>100 /]
) - bR linagliptin 4o DPP-4 Z Mo 545 M) « AR M AR RH KM AM - Linagliptio # # th% =
F e (78 $ A linagliptin S mg) # & (2 8§ - Linagliptin Smg —% —k Al M2 ik + o P KR TH
BEMENRANKS » BE—Mian > SR B Crox 8 AUC w1345 - £ DUGEA R M &
linagliptin AUC @B RBRLER X (9518 126%K285%) « &1 2 10mgMHERMA - a Rt
linagliptin AUC # & MM EF L HlMio « REALKARE_MBBEBRBEARTRLORIY N AN -

it
Linagliptin 6308 844 M7 M £ %% 30% » SR AT Cox 48 15% + AUC e 4% 1 LBEF R B
Sl &4t - TRAJENTA T @A 4 —c MM + FT2ZMA -

o

SRR AP R A RGEM I linagliptin 5 mg 2 4% + 48 % 3k & #) 8 A9 A (apparent volurae of
distribution)s s #) % 1110 L + @5 linagliptin % %, 2 45 & M + Linagliptin Mk R4 % & X &1i54 R
REAKM » £¢ KA 1 oo/l F¥E & K &4 & # 99% + 230 nmol/L B F RFE 75~89% § s 3L MM
7%+ & linagliptin ;R & M Ao 8% » XK OPP-4 YK STk Bldedo « AGHKAT > DPP4 ¢ E 2 Mo+ Mk
# T0%E 80%8 linngliptin My 4% » 37 0% E 30%NI L Bt L X BO KL - ARDEKNHEL
MOHBA MM Lo R ASSRAL AR -

e

AR5 o Lingliptin AR AR £ X MK B 20016 » A EAERIMME 1] ob - SE 8w A
e #3% 70 mL/min «

faz 4

BRZAR 0 K (#)90%) #) linagliptin % S0 M A X AL » BT MRAC NN B 038 18 0 15 /1 40 9 « 48
o+ #8430 linagliptin 43 R U0 R R RIESHE o) Ul - RS WA R A& # N linagliptin #
133% »

L5
AR P 0 B — N[ C|-linagliptin 22 16 A B Eh MM E LM H 85%0 4 K040k REAT A S0V
R (S%)k By »

e sy

RygFs

—RMART ARG FRT  HNEMBAZRRTHRT ST HALHAA BT linagliptin
Smg sy WA 71 B IME « JIR KA S MK 6 2 W 3h E T (WLMET A M % (CrCl) 280 mL/min) $94 8%
A6 LMRRART £ (CCI50 £<80 mLimin) WA 6 5+ KR HREL (CrCl30 £<50
ml/min) @HA > 10 5 €A R HKF R (CrCl <30 mUmin) e =M ERAA - LR I 4Fb& ¥
W REARA - BUREF M B A 24 ) BE R 4 UMAR e 3 ¢ SO Cockerofl-Gault 2 &,
ok LM BEtESE -




ABERBT  WETHETLAA MRS LN linagliptin £ & F 40 »

BB + P RIARE & 45 A0 lnagliptn £ 05 & & REK LA (AU Ho T1% * Crss
Mo d6) o AR EHHREALAIMICE « SERIE SN KNG F M IBHL + & B
W RB B % BRL R RIFENE -

HERE AR EFHR -—UREARA  FARSRR 2B WS BANBTREEAE A M
40% (AUCew Mt 42% » Cou M 35%) < LSO —HBRASANTUIAT S BRANT &
% «

Kol R ) R LA LG

AHEE R

MR R KA AR H RS (Child-Pugh B A 88 5% A #4816 linagliptin & B & (AUC o)
K #1148 25% * Crawas RI#I40 36% 5 % & RAF A K £ (Child-Pugh # B M) # A t4 linagliptin AUCs X
#16 14% + Cinaxn N1 #1148 8% « 3 linogliptin £ & € AUCo @& » XA KT & (Child-Pogh ¥ C
) BARU K LKA R  Con RURAE R RIE MG 23% DR DA MBEI SRSty ) &
FHTREMU - B RAEKR YR DPPA ddr b tEM «

BMI
BSA BML/ R EWMENE - BRIy B0 i SRR BML/RE € M2t linagliplin &) 7% )
FURRFLRAREROLE

%))
R FIMEAN T - Bt Wty Sy B9 4 SR BRT 0 HEBI9E R Ninagliptin & W ih gy B4t o R A5
ABEERAOLE -

2EA
ML WAty 2 B SRR S8 5 2 linagliplin AN 8 ) SRUAHARBRLAYBE

b5 3§
# k5t 8 S & % A i 17 linagliptin 2 Réh & Jy BRI -

At
ARRBAGHMENE - KRAAORMHHERN (B4 A BRFH - RARDMAHK) M
Foor AMMH linagliptin &) MM ) PURFHEARBEEAGHE -

MWL R
) 5 5

Linaliptin & CYP3A4 6933 2 + Rv# M + 299 846 CYP B sp WA ¥4 4 » 95 9k CYP FiohBhed ik

SN - .45 1 CYPLA2 ~ 2A6 ~ 2B6 ~ 2CB » 2C9 ~ 2C19 ~ 2D6 « 2E1 g 4ALl

Linagliptin & P-glycoprolein(P-gp)%& R « & & KX T T 0¥ P-gp Ai#h £t #) digoxin Lk - ik R UK
MA R LT HRE YT 0 6MIRET @ linsgliptin AR TR MR Pgp £ RALXRIZHM «

B s
CYP3A4 & P-pp 23k 28 M ( $d4v rifampin) T# % 84 linagliptin & 5 B H 18, + % E 60N E
RRRA o [HERMB LR T)] - MA TR @NBT - linagliptin §¢ CYP3A4 - CYP2CY -
CYP2CR « P-gp A4 MM Rk F 448 % & (organic cationic transporter + f{# "OCT, ) A4 RMTEHM
BTRHTRS

&3 0t Mg Linngliptin 2 2 4 R R E 4 M

LY T PR MGR AR | Linngliptio MM | 7R L0
b o (R/M0R Rt

)

SUE=-10

Auc! Cien,
Metformin #50 me TID 10 mg OD 1.20 03
Glvburide 175 me” 5 mg () 102 0l
Pioglitrone 45 me OD 0 mp OD 1.13 07
Ritonavir 200 my BID mg 2,01 6
Rifarpin®® 00 g OD rujy 1) 0.0 0.56

CHME (RERN) e IkN A

STRM TR S H WAL IR N TR (7))

Wtk !

TRNEseR P AUC=AUC (0 £ 24 185) © S MR : AUC=AUC (TAU)
QD= ~%—%

BID= —x®%
TID= —~R =k
# 4 Linngliptio #00 1 Mshr= & S BB HE
4R Rib HEAMpeyBERE* |Linagliptin ¥ | R&F 500
LEZE o (& /B R R aedl)
EBE=10
AUCT [ Com
Metformin BS( my TID 10 mg QD netformin 1.01 089
Glyburide 1.75 my” 5 g QD wlyburide [ 0
Pioglitazone 45 mg QD 10 mg QD pioglitazone (O]
Hittéh M-I 0.98
AW M-IV 1.04
| Digoxin 025 mp QD 5 mu OD digoxin ]
Simvastatin 40 mg QD 10mg QD simvastatin 134
i in aci 1.33
‘Warfarin 10 my® S5my QD 09
S-warfarin 1.03
INR 0.93
PT 103
Elhiny diol thinyl diol .03 mg | SmgQD cthinylestradiol 1.
I 3! 1] 9l 10,150 levonorgestrel 1.09
ma OD

TEME () MR K )

FEME

'Y M ®564 - AUC=AUC (INF) : SMEGH: AUC = AUC (TAU)
R IIRE AR © AUCSAUC (0-168) * Cruss=Euaa

INR = 4% Ik 3% % 8% A b5 (Intemnational Normalized Ratio)

PT = 12 do 8§ & % 1 (Prothrombin Time)

QD= —%—%
D= ~%x =&
13 A HHP

11 Rt REWH £ T HEHN

Fe—BEMEFARITF 6 18 N 60 mghky ME 4 linagliptin £ AR bt MM K RS H L
£ RN AUCARE bR R M BGCOmukg) B BAME (Smgk) #4134 - A—RBNEFW
R W S0 muky (dit) M 25 mgky (Wbt ) ME &) linagliptin & &3 po o K ATSE L % R
HAUCKR® S M A ARR & &) 35 R 27048 « 4K AUC AR R » #.8K¥ &) lingliptin (80
mghkg) (MM AUC A+ # BRI 215 48) T Bt RO BT L Bt -

f& Ames b i 2R R M - It & R UK AL P B M (i leus nssay) P+ linagliplin % 5 R
7B RN A R (clastogenic) (R d &M AAHISILAFR) -«

ARAGERNARD » AREB 290 mphg MET GRRAUCKR L HABGANE Y 943 48) +
linagliplin HH FMAEAR N IR - AANKELAECRARLY -

14 R

14.1 & ME#H R

€ BRI & 2 TRAJENTA B 88 55 A A& 8 mctformin ~ 4484 % 8 4% - pioglitnzone R M &
(insulin) &) & B35 AT » 5 W31 REH B DR A £ 0 F =% MR AR 4 TRAJENTA st
%

A Ma o des TRAJENTA 68 6 R DR A EM A £ HbAlc (ALC) « % Wb B(FPG) Mk th 2
HaRPPO)F & > § EARBEKY A EIRE LY -

RHibHK

AR DOLR_HBEABAFRANLT - 2R MM AR (3500 18 M 2458) + utf 15
TRAJENTA 34 REALH « AEHALRMS L MRS + ELIREILE LB RIGER AL R

W BRABREY EHUA A CHARM RN (LERRGAHMARTTRBNEAN) - kBH
ZHaBENAR (AICH T%E 10%) AT TREMMA o T ARSI N RineRL
AWEMAR (AICH T%E 10%) GRA (FLERELNA)  UIRAASMRANNAEFTEY
AMUAN 2 AR MMS B B 18 TR A A £ metformin G R KHA 0 F 76 4R RA
MM RELMMNE H 1S A% E TRAJENTASmg da - £ 590 24 B &)5kaad + % 167 4
ARMMYAERYSM A K 336 Aqr %R E TRAJENTA Smg fa « & 4 8 18 5 ¢ 3kah i M Sk ik )33
Al B AR R RA « T2 pioglitazone X/ %R & K Kik6R ¢ A B 24 8 Mk R
mctformin 4k # &k 5k -

WienE MM > — X Smy o) TRAJENTA W1k AIC - FPG M 2 [ 6§ PPG A ot M s & (R

5) » £ 18 M eyRAR T« TRATENTA Smg i R ARG 3IF 129004 18% 9 R 10K € B ¥k

# - £ 24 eikakd  TRAJENTA S mg MALBMNRTHA 10.2%% 209% R 4 § 2 8kt
1

B MR EAM I ALC K SRR LIS F0~ Al LWL LRGN « R BMLEM
& KRR KHOMA- R B - o) ¥ =W REH R DR UKL+ M TRAJENTA ¥
HAICFIOMMRE AR AICH T HRAH M+ #EFHWAK 18 & 24 R ejRM 4 » TRAJENTA
ey AICRE MM AR R 5 HB-04%R04%  THMEAL HE 01%R 0% LHEREDE 9N
b RGRQMEAMELR -

A5 UREMHML TRAJENTA LS D) o i -t

18 e 24 Mk
TRAJENTAS | Z8M TRAJENTASmg |(#8M
mg
AIC (%)
Lk n=147 n=73 0 =333 n=163
AR ($4) (1] 8.1 80 80
REP ROV (RERSPHM 04 0.1 4 03
..D)
REBHUGER (RERNDEIH -0.0 (4.9, -0.3) L7 (0.9, -0.5)
) (95%CN
i ATC <T%"* B # R KA (%) 32(23.5%) BV 8%) | 77 (25%) 17
(129}
FPG (me/dL)
£ A B n=138 n=66 =318 ne= 149
A (3ay) 178 176 164 166
RERMORIC (RERSGTF AR 13 7 3 15
..‘)
ATENAGEL (REBKHEH =21 (=31, -1y =23 (-30, -16)
%) 95%Ch)
2 18 PPG (mghdL)
fLE Y] Bl BiLBR [n=67 n=24
X814 (£4H) 258 244
MARAMRIL (REUMTFHR -34 25
.!.) i
AXHNARNER (REZNFY 584 (-823.-34.4)
@) (95%Ch

TR S DM VY AR 0 BRI G & 45 I RE

v Ak C T M AR n=6 | TRAJENTA @ n=136

24 8 1kak ¢ R B4 n=147 ; TRAJENTA 2 n=306

***18 1tk - HbAlc s % RIS # (ANCOVA) BAI X ARk ~ ik A4 medformin 2 4 8 « AW
M AU R el ® (OAD) S H 44 BAIK &% WA+ A HbAIC AR U5 A SR RR - FPO :
VA A X RS« Mok * 2 metformin Z BB ~ RANRA 6 OAD B A A WA/ LW « 3R
bAlc & R fhAv FPG K /R AE 11 B34 k3t K -

Wk : HbAle : ANCOVA M & ok AN R 6) OAD $( B ¥ AM #Iak 8 > % & HbAlc AR
B ML IR - FPG : ANCOVA M A R cisfi sk R & W00 ) OAD 8B 4k A MBI LR 85 » &
1Y B SR IR« PPG T ANCOVA #8 R WA B30 BT 1R 49 OAD #t



Ao Melformin o3 #

fe— 3R 145 TRAJENTA $¢ metformin 4 Bk 2 A2kt 2430 - MM 1R - R - L LA AR
AR AR S NRARRFEA - EEEAER Z D 1300 mpg A ¥ melformin @ An=491) >
MRS AHMBILTESRNIANZ AN A S ERR metformin &) ~HIAH R o)
£ A(n=207) » RIF 59 618 &) metformin Bi8HE (£ Y —K 1500 my) SAMZRELRMT &« H#
A KA TN R F By TRAJENTA 5 g &8 A -— % — R4 Mmoo 108 N SOk L3 1T A diie #
A B0 IR R4 glimepiride R4k 5& % -

St metformin 44/ 85+ AR KB « TRAJENTA T4 AIC~FPG & 21 # PPG L it MAE R i
74 (4 6) » TRAJENTA S mg fa e 8102 B H T.8%R 1R 9% e R AL Akl - £ 80 24
436808 8 » TRAJENTA “meiformin iS4 841 motformin s i) AIC RARTEZ R del 2
Ak o RIGHRIGRR € FARY R a3t ¢

& 61 CL5 MMM TRAIENTA X Metformin 40 st ik oM b thde b - *

__ TRAJENTASmg+ | & B&+ Metformin
Meiformin

AIC (%)

ARAANR n=513 a=175
AR (i) 81 8.0
AREROER (RERGTHE") 0.5 0.15
MR e motformin ML R (IR ER&FIE) | -06(-08.-0.5) -
(2535 C1)

it AIC <TH** B R R E (%) 127 (26.2) 15 (9.2)
| FPG (mg/dl)

AUAAR n =495 n=159
LA (F2) 169 164
L T N S N R LT Skl -1 1
A% BA+ metformin e ER (RERWTHA) |-21(27,-15) -
(5%l

2 #f FPG (mg/il)

ARAEAR n=78 n=21
AR4 (F1y) 270 274
Sl R WAL CHUE R W) FI0H) -49 18

R M A+ meiformin BayE R (REKkHRIHE) | -67(95,-40) =
(95% Ch

T S e = R e

**TRAJENTA 5mg + Metformin n=485 : £ 4 # + Meiformin n=163

*o¢libAle : ANCOVA Bt L uase ik & 6 WR M &5 OAD £ 8 45K BRI M £ 5 - 04 HbAlc KA
Ak MRt IR« FPG 1 ANCOVA BN & A ik R AW 1k W &) OAD %08 1k MAIZ R » 352 HbAlc
A thdo FPG X M 0L ¢ B b 444 WOR - PPG : ANCOVA A % sk R LM (£ M &) OAD B th A S
SRR - 3 HbATc B R ARk 2 hoi i R A WA -

A& Metformin & 29 4 0 &
- BUAR BAH R 414f TRAJENTA W metformin 474008 ] # i OF ¢ M 24 8 B F DAk  (factorial
n

study) » 46 791 RRATEREB R DB BUENABHT X REKKAFRAA 248 @
W M M URLER S ¢ R e IR A A(S2%) L AN 4 MR ¢ RRATA2 A
ARRENIAN - Z RN SMIESR R (AICRT.0% » I05%MMA ) BATIEM D BC » BA WA 0
AERELENY  LalEHERR (AIC27.5% » 2<11,0%) sk AN LKA AN 28094
WRUMEAN BB RMMTE -« DR 4D AIC AR (AIC <B5%&28.5%) MAN &
FW A O BRI REE R o BAR 122222 ek REX S ME > KEWREH
A b2 — ¢ 1L Smg TRAJENTA (#%—K) - 500 & 1000mg metformin (HX k) & £25my
linagliptin (4 X & 5 ) #& 500 & 1000mg metformin (R R ) BB JotbMik o 58 AN M
Bk BlAE A A IR o R LR B K B M dh - Lhinzolidinedione & M b BB ROHERE -

S Tinagliptin 4582 metformin 44 A 41+ sk 5§+ A1C» 2 M RFPO)HA S EMA B R EHN - KRR
L] in ARWR A linagliptin (W3 MK T) -

#2418 (R&DRAMEILOCF]) &  linggliptin 2.5 mg/metformin 1000mg (K X % %) taen
metformin 1000mg (X & K) @) AICILERGH L AT 39U H-0.5% (I5S%ERBE :-07--03
p<0.0001) » @ linagliptin 2.5 mg/metformin 1000mg (X & :k ) 48 K » TRAJENTA Smg (&R —%)
R &-11% (95%fERENM ! -1.4 0.9 » p<0.0001)  linagliptin 2.5 mg/melformin S00mg (HX @k ) 44
%5 metformin S00mg (XA KX) B-0.6% (9S%EMB LR : 0.8 -04 » p<0.0001 ) - linagliptin 2.5
mg/metformin 500mg (& X & X ) 4 KA TRAIENTA Simg (8% —%) 8-08% (9S%EMER] : -10-
0.6 » p<0.0001) o

oA e A AN ANGR RO TS AN RZRIE

A7 MBEAMENMET AR RARDREBRANNR AT H2AAMMEMRT * M
Linagliptin& Metformink & Y48 &, 8- 009 5 68 + 2R — ROV AIN 2 da M 527"

zBMN TRAJENT | Metformin | Linaglipti | Metformin | Linaglipti
A 500 mg(% |n 1000 mg n
SmgR | xmK) [25mglk |(kR® |25 mglh
—R) AMR) “ [ %) R@R)"
+ +
Metformin Metformin
500 mg(% 1000 mg
RAR) (£ 2L
*)
ALC{%0)
A AR n=065 n=135 n= 14l n=137 n=138 n= 40
ERM () 87 87 R7 87 8.5 a7
READAHRIE (RE
BT 01 0.5 0.6 -2 -1 -6
ATEMNEHER (B |~ 06¢-09,-[-08¢1.0,- [-13(-1.6,- [-1.2(¢-1.5,- | L.7{-20, -
EAAGFENE) (95% 03) 0.5) 11) 0.9) 1.4
Ccn
Y T
i:(,z)'c TAEA 008 [14q0s [26a86) |aron [a2on (74630
R MR /AR (292 1.1 13.5 73 R0 43

14

% P (L)

[L.C 2N 4 n=61 n=134 n= 136 u= 135 n=132 n=136
A28 (F) 203 195 191 199 191 196
PR (HE

R 10 9 -16 33 32 -49
KRELENHBOER (12 |~ 193, - |26 (-38,- | -43(-56,- |-42(-35,- |-60(-72,-
SRR FOhA ) (95% 6) 14) 31) 30) 47y

o) _

STRAJENTAR A thA] & Ja & 75 g B T
WL ES LY s R 22 L

e #Motformin $00 g (4% & %) n=140 : Linagliptin 2.5 mg (& X & k) + Maiformin 500mg (f & &
k) 0=136 : Mctformin 1000 mg (%% % ) 0=137 : Linagliptin 2.5 mg (H X &%) AMetformin 1000
mg (X & R) n=13R,

ssesHbAle : ANCOVA # 8 A 5UE 4R % AT R &3 OAD 3t 8 & M5/ 2 A 3L YR » 3 54 HbATe S R0
Byib g3t R« FPG : ANCOVA B & ikt & A6 A 69 OAD LB A S5 s M L K+ 31X
HbAlc & M fe FPG %A (6 B3 st 3L 0K ¢

4 Glimepivlde #h2 J§ 12 45 4 #¢80 Meiformin o 3 L0 48

£ A 1044 « ®F > 12 glimepiride # ¥ 6K % R P » dHAE B KL metformin 5 HHE $l k8 &)
¥ A B A I A 0 TRAJENTA A2 < B 444 metformin L3985 L A KBABM 2
AHEAR G EARE motformin bo f —HILE otk BB OLAARTBALRM 6 A
wctformin LA & (MF 21500 mg/R ) SAMAKR B — SRk  BRL2AHTBMEAN M
RAnREMFE (AICO5%E 10%) pyRIKAM M K(1:1)2 A0 TRAJENTA 5mg — R — R &
glimepiride #9369 fa = REM A et » B HbALe B R A<85%H28.5%) « MAANER FamR
# ($r & LMk M metformin fv metformin 4-4F — M 42 6510 BI¥ A b ) 18475 42 -+ Glimepiride 84
WA & glimepiride w40 A FH | mg/k » MARTAVHK 12AMAWMENT (RE 4mg/R) Bk
PR - 24 1 glimepinde HMETRHADME  RAXAT RN LML HHRHNE -

oM 521 4v 104 M2 fk » TRAJENTA §& glimepiride & T4 AIC RERL(EHE 7.7%)R1M (520 ¢
TRAJENTA #8448 0.4% » glimepiride 814 0.6% : 104 i : TRAJENTA @ f 4% 0.2% » glimepiride @
MK 0.4%) (& B) » StEHE HBSGR KB » Sk M AR WL NG AT 5 Sk o+ b4 @ M & HbALc dn i
ARBLZ PIELHE R B 0% (WM YTSHIERER : 0.1%E 03%) « ik S5 R OUE KRB A 4r 4
(complelers analysis)i) 85 & — & «

& B 419t M3k 14 Metformin & 248§k b 1 36 i TRAJENTA R Glimepiride # 3 $ % 52 4
104 AT ohda it F 0T

#5248 o104
TRAJENTA 5 mg + | Glimepiride + | TRAJENTA 5 | Glimepiride +
Metformin Metformin mg+ Metformin
(Glimepiride | Metformin ( Glimepiride
P L &
mg) me)
AIC (%)
LK AR n=764 n=735 n =764 n =755
15
AW (P 77 77 77 77
REBMHRIEL (RER |04 0.6 0.2 04
BP9
R glimepiride 89 & K 02(0.1,03) - 0.2(0.1,0.3)
CRUE 09T Kyt )
(97.5%CD
FP(; (mg/fdL)
RIEAN n=733 n=72%§ n="733 n=725
BRA () 164 166 164 166
AERANRE (RER [-E -15 2 9
[CRC] Sp)
i8S B (%)
RIRE AR n=776 N=775 n=776 n=1775
wER 53 3l 75 361

*p<0, U001 (4 1 1t ghimepiride ) & "po0,0012 (4 Bdt glimepitide )

R A RIS B — RMLIRAL ) 2 A R

s aREBES  LEMRKENH ChBARBREEK Lo i WMRA <T0mydL) i EKF
A (AR stk LafilseRA<I0mydl) -

**eeHbATc : ANCOVA IR A AR 5 & bW 1 Al &) OAD SLH R MR M B oA HbAle B3
R4 & i 4R34 B3R - FPG : ANCOVA A5 & sk A AWM 69 OAD BB 1 & A B4 W5 » 3
o HbAle R B0 FPG A M4k R0 A WA » MalE kL £ SFNHELERT ROLREK
£f it 47 Cochran-Mantel-Bocnszel # % ¢+ #ibth #248® linagliptin A& 4 F 34 glimepiride oM 4 R 416
hiE FHHLUELEM -

1B4& linagliptin 769 2 R 3RA 09 T M F AP D B6 kg » R £ 52 840 104 AMRE| QRE R T8
EFHE 29N Llkpgd 14kg - 4% glincpiride A Z L MA AT IHME SR NS SThkg RRA
5284 104 MMERHARE  BIHEMAONERFIGEAE + 458 14kgdo 13kg (RN
Zit R E R+ p ti}g<00001) «

B E Pioglitazone ¢ & A4

4t — A 3% 45 TRAJENTA % pioglifazonc &8 ik 2 M2 8 24 M ~ FEM T~ BT - REUMI R
Mah Bk 389 A KA RS RA i IRR U LT R R IK ML LR 68 (44
m2AMARALERNIANM) « ARELGAHLRA  THLBA 2 BGTHNEIAN - REIAR
24 W2 IAMA KL TRAJENTA Smpg L ZHN « SAFHJMAN — A 30my &

TRAJENTA + s8R 6 sk i B 48 Z a4 B 0L 1KE T IE® metformin &ikie % - il itfhde
#EMA AICKFPG -

1M £ 4 R A piogliazone 4 4 # 7 + TRAJENTA 5 mg & pioglitazone 30 mg A 469t A &% » Tk AIC
SFPG YiBLA sttt syat ¥ (& 9) » TRAJENTA 5 mg/pioglitazone 30 mg % MM/
pioglitizone M9r #14 7.9% % 14.1% 6 & 1A 1R £ SH6 R + IR + & A R4 w2 & W % At
#o + TRAJENTA 5 mg/ pioglitazonie 30 mg #3252 & /pioglitazone MIZE th & 39 £ 2 HIRE B2
Hiaw 23 R 12 2F(E=00141) <

%9 REAMNN ML TRAIENTA & Pioglitazone 40 5k DUSk b #a bt 3 ik *

16




TRAJENTASmg+ | MM +
Pioglitazone Pioglitazane

AIC (%) .

Rl AN n=252 n =128
BA (FU) 86 8.6
MERMRML (RERGTPME) -l .6

#% #R+ pioglitazone e X R (LER MR HMH) | -05(-07,-03) -

(95% C1y

it AIC <7%8 4% % Ll + n () 10% (42.9) 39 (30.5)
FPG (mg/dL)

E1L D) n=243 n=122
BAE (Fi) 188 186
[RER Ge it (RERGTAL™) 33 I8

L MM+ pioplitazone sty £ X (HEEMTIGMR)  |-14(-21,-7) -

(95% CN

SR MU L O — ML Y 2 A g e

**HbAlc | ANCOVA LA A ER A ARM &) OAD S H 46 A28 K0 %ol + 2t HbAle A0
£ 2R R 3L R + FPG @ ANCOVA M7 R ARk AL A K 2 ) &) OAD $LH 47 2 M BIAKA + )% HbALe
PR ELAACE LY ST Y E 2o

5o S BRI A 29 552 B

4~ M6 TRAJENTA M KM R B SUYS KRJZ Rokey 188 ~ REHY L - RF - LR MNH
MR T AR 24S LR WM AEHA o BB LRI A K AR LMk 02 KA (= L2
REZANTTREMIANZ BB RRAGRD G+ JE 45 I8 R GeASK A B A0 5 — 40 L, 4o b R4y
EREHERAM=103) MR IWAHARMHR 2 AR TLENIAMZ R SR 0« M2 KA
Wy FE B TRAJENTA Smyg 4% B8 % B — R —:ReQEH 0 o B M Aok 545 S iz # A

WA WL THRA metformin Kik6 A « oS RERLIE AICAFPG»

SN O A A R 06 BE 0 AR A 0 U TRAJENTA st 185048 « TH AJC iR Mt BA %1
2§ ¢ kA TRAJENTA shai B E] o9 FPG AL 3 E M RA T MR R A K1 BAER (£ 10) -
TRAJENTA 5mg i RK MR HIH 7.6%M 159% £ 04 1 6% - TRAJENTA % 8M
iR LLAMELR -

A 105 SR BRM ML TRAJENTA SahB & MR8 2 0k Bk ¥ 8.0 b 3 0"

FPG : ANCOVA #AGL iR 815 B 3 Ak M A B » 14 [bAle SR (40 FPG AR H B A £ D
I .

Py VLV F ¥

£ —RAN 24 14 - 1745 TRAJENTA il Z B & KR AT AL M - QT - 5 XN MR
b RARE 01261 10k LB EMY K KW S RS5O MR A I ) sy F =
WA A - RSN RSB HDAIC KBS (<R5%E285%) B/ R EME (IRNT MIRIREH
AHAZERH)  ALEHEMAAURBEZ MM (R - A% metlormin « 24 pioglitazone + %,
metfonmin-+pioglitazone) - IRARMA AIC BRI ALIO%ARA - ok &1 709 e L H Fohit R
LA (FHRBREELMGEREFMIOML) + AAFFO=575)83RBNEAFHER L (M
KBA R RME S 60mL L > f2k% 90mL) « SARFLM2AAOREHIAN IR END
M Ak (W4 insulin glargine ~ insulin detemir & NPH insulin) + 3 & # & & motformin X/ 2,
pioglitazone # K Ak < BAMBRIK  LBIEHF R K AR LRI BL > wAHER — Kby Smg
TRAJENTA LR8N« HURH - SAMARY 4 MARNT - AR BTN ORL L - %
B RMADI A E BB RAAORAIHRRRBE FREHE - B AMIRL -

424 65 TRAJENTA gk b6 A (H & & metlormin & / &, pioglitazone ) sk # - ALC 4 FPG &
AYAKMERNELA (& 12) TRAJENTA et UMY M KR AN TR RN 538
A2 M40 FAi o BIRRES R AR AR D 046 ¢ KRR A R (16.1%) ~ B8 K (& 35 5 metformin (75,5%) +
M & & B2 metformin Ao pioglilazonc(7.4%) « 1A AW & K 1K %82 pioglitazone (1%) - TRAJENTA fa %
BHEAGOMEEMNERERLER X0 AMRPLEFHUNEHO6IURHIV - SiaMEREERE S
24 @By LB R BAGA -

A12 RBMMMBMY » TRAJENTARRM & Lam 2 o2t

TRAJENTASmg+SU | 28N +SU

ALC (%)
E o et L8 n=158 n= 42
STl (F) B6 8.6
AR WL (RERHEHE) 0.5 0.1
AR HMN+SU MHER (RERSPIHUN) 0500702 -
(95% CD
@ AIC <7%** B Hh o4 & TRk (10) 23047 EIEN)) -
FI'G (mg/dL)
L n=15% n="7R
17
B (F44) 180 171
L N N T ] -8 2
MEMMN+SUBMGER (RERATIN) [6(-17,4) -
(95% CI)

SU = sig R & B oh(mulfonyhirea)

A £ PRRTERL 6 — K WLIRAE 0 & A AT

**TRAJENTA 5 mg+SU) ' n=156 ; & MM+ SU » n=52

***HbAlc : ANCOVA I/ R sk B A WA &9 OAD 858 45 % B3I 20 M 34 WA » 432 HbAlc %8tk
B3 WA FPG : ANCOVA S0 A LAk & AW 18 H &) OAD SLE 452 MM AL 3 WOl + 33
HbAlc B (K40 FPG 2 /R 0 15 % i8 Ht34 WR -

B0 £ Metformin B — i sk MK A M4 05 6- M %

4. — A 3145 TRAJENTA St — ¢k a0 2% & B M 4 A metformin 2 ¢ Mk 2 M2ty 24 8 ~ M- ia - R
W K AMM R AR Y 3k 1058 4 R B R ERKAA < L DKM P B Tk Aok M R
# 4 : glimepiride (31%) - glibenclamide (26%) 8 gliclazide (26% « # kA A B EH ) o LA R — 4ok
oAk BB metformin J6 e % A © MY RKIRL TRAJENTA S ing &% MME A —& — ke
G o VRN I Ak B14Y 2 o B IS 2 4 00 AR T84 ploglitazone BB - b lg i (S5 40
i @45 AIC & FPG »

2ok &k ok MR 4 & metformin $1 M o + ja 275 M - TRAJENTA 7T (& AIC 2 FPG i 0L R it By #
HeEs (R1]) AL UM LERNE (4 TRAJENTA St & & & # 4 A meiformin
SURBEA) @ AIC IR 0.6% » FPG AR5 13 mpidL » TRAJENTA S mg A% MM &4 514
5.4%M %4 KA L RIEHR - ARERBEBARILLE SEAMERMERR -

& 11 BEBMNNMRL TRAJENTA & Metformin 2.5k M4 R4 & 01575 WAR P 5008 $- 0

TRAJENTA Smg + & A 8+ Motformin +SU
Meturmin +5U
ALC (%)
LiEE AR n =778 n =242
AEML (F1%) (¥ 8.1
REBHGRIL (RERGEHD) |47 01
AEMMEHER (REZRHTHA) [V6(07,-05) -
(95% CI)
i AIC<TH" 3 MR UF -0 %) 217(242) 20(8.1)
FPG (mg/dl)
LA AR n = 739 1= 248
AN (FH) 159, 163
RAR MR (L RTINS |5 f
AXBHNENLR (RELHTHM)  [-13(-18,-7) -
(95% CI)
SU = 88 4 & ) W # (sulfonylurca) ﬁ
SR R R R R — KRR L SR

**TRAJENTA § mg+Metformin » n=742 : % & #+ Mctformin + n=247
***HbATc : ANCOVA R 1A ik AF 2 502K M 5t IR+ k3% HbATc KR G4k yid

TRAJENTASmg+ M | R4N + mE*
LES

AIC (%)

LulE Y n=hHlt n=617

AW () 83 83

EEES L IME SR T EI0T ol -0.6 01

AEEMEHER (L KRGFIHUE*) (T (0T, -006) -

(95% €N

IRALC <T%** B 6 S + o (%) 116 (19.5) 48(8.1)

FPG (mgdl)

fEAR n=613 n =608

B (1) 147 151

BELROE (RERGTHE"") -8 3

REMYmAL R (2E &4 INHE"") -11 (-16, <6) -

(95% CD

SR RS TR — A 0 B 4

**TRAJENTA+M & - N=595; L MM+M & ¥ » N=593

***HbAlc : ANCOVAMA A ik ~ K H R SRS BAH R ZOADI A G448 4 B - 18
HbAlck Al 4k A3k B - FPG : ANCOVAIRH & i ik « B K 2 KB MAH A 20AD# A
S 510008 3 85K S AHDA 1ok 2 A FoFPG A 20 (8 1 Iy i M 3% 8 -

MLinagliptinfe & M6 H2481% > AR YHRE L (FMAKERF AL MIMLULE +n=539) oK
FARA L (R KRR R RO0mLLA L ARIML * n=565) AP R W3R (B kit $
A4y H30mLIA Efe A H60mL o n=12d) ZHbAlCE RAZMERFIUBLLERT -

AT

AR - AETR_EREKAFHBERER SRR 2BARY & A TRAENTAR MR
REMGRT MR- RUMHHRB Y R UBARDRESBA SR - KBKRESAT
HEZRE (il m R HE SR &R TAEMDRD) 2 R ) 45 X E(cGFR)MER & 9 $§30mL - MM 5 82
FAEARHOAICKRIE (<B%E>8%) ~ FERMRGRE (b ERIETMG LMk - SUK
glinides§L # # ik + 14 A pioglitazonc sk, B DPP-44p 848 Lo sh i 42 AT AL R A M40 ) « M 12 1k0k b
I H ARG R« RAEM & - Shs8 HF 8B ~ glinides Mpioglitazone = {42k kMR b
TEERFMAERREMNE « RBIRE + 62.5%E AN K RGO B K+ RUR12.5%1 1Ak A A K B
Riniedy & % B BRE

120564 # » TRAJENTA Smg HRAICHZ S ME RN T BN R RBKURE M FRER
TIAMRIE T RENMZE R A-06% (9S%ISHER 09 -03) - B0 AR THRATFRE
WA AATHRES2A WX RMEMIE (last observation camried forward) # # A HAICR AR
WP HRRIEBNER » REBMZ LR A-0T% (YS%EMEM :-10-04) .

142 o R2HRR

CARMELINA

CARMELINA t4 « MK 6% =30 SR LR 3 A o B/& B BRSR 5 L2 KAMASEL - 115
TRAJENTA g} ia B KYE » WA S P > SH - RHHMA - R0 - 12 TRAIENTA st
(N = 3494) R 5 4 M 4 (N= 3485) 1% 2 4 47 b %] &) BS AR SN » sbf LAMRNE TRAJENTA 232 28 ohbo . 0
EAARRCATFLARBT GRABE Y RAKMA  hRHBEAZIXFACLPEH (MACE) #
BlLIR - ISR A Ay - W P b 22 F BT 9O THARRE AHER B EH « MALBE
Wz AR S B AR —YREALAA  REMOHOAIC B 65%~ 0% AREGEQERANSA A
LA ARG 39%0% oA A0 & 5 3h R 2 (54 oGFR & 5 k2 & & & /ML EF 1L UACR R4 %)
(5 Q% 0L XA BII A A & A(E 18%m % A %)

BIMEE FHEREF D 668 > RUEBMAIUARL  HI%NBEHA  9%DTHA - %R R

A o HbAlc #3418 % 8.0% « BEH WA G TR S 15 & o WK 015275 AHARA &
17% + R2h %% £ A cGFR <60 mL,/min/ 173 m* + & 62% » F 35 cGFR & 55 mL,“min,/1.73 m?
27%4 WA B 4L AL R 5 4 £ £ (eGFR 60-90 ml/min,/ 173 m?) » 47%% X4 & b A K ») % & &(eGFR 30-
<60 mL/min/1.73 m) & 15%% € & ¥ 5 k& £(GFR <30 mL/min, /1,73 m?) » 97%&44 AW H &
D RAMEA N - TRIAMEEAAB S E 57%  metformin & 54% > FeBK KM b 32% - 96%
VR IR AL ks R R ¢ T6% % DR IR R B (K F 2% T T H R R TR R 2% -
CARMELINA thak o £ ST 4658 | RN FACRAT KLF NF# (MACE) =42 12—
RN AR RRRFHGER R AT RARC LR CIRE (M) KRR
AR FHRR  WARCARLAZEBRGS 13

ARMELINA 1R o = B 11 15 38 4048 4R 13 A5% « TRAIENTA {8 275 &6 MACE B k16 &
02 (95%MEMB M 089, 1,17) » AAEMEMHE AAN 117 AR FAREHAMILM LI - #—
(MACE) - Kaplan-Mcicr #3& -4k 7o 1 -
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A 13 CARMELINA Sk & M3 i0R MW XX kv FH# (MACE)

TRAJENTA 5 mg X 3] B
n = 3494 n = 3485
RRAN | HAR/ | RUAAK| LB/ (95% C)
(%) 1000 PY* (%) 1000 PY*
e TRAERE < # 02 (069
B cIUEE X kE e | 434(124) 517 42002.1) 56.3 h ”)"'
H§ B o4 iR A 3 I (MACE) :
whEREET" 255(73) 26 264 (7.6) 340 0.96 (0.KI,
1.14)
LI 2 R TR Y S 156 (4.5) 206 1353.9) 1841 [NEXCRIR
1.45)
FH L F AT 65(1.9) 85 3D 9.6 0.88 (0.63,
1.23)
PY=R AR

Mo MBATEYBR SR - RAR AT EH AT BRE FARRAR
M1 Kaplao-Meier: CARMELINA 15k i X % 4 MACE #j8§ 1

30
— xum
= Linaghiptin
£ »
» i
»
- 1
£ i
-
g z
FRL
0 T T T T T v
L 08 10 s 20 25 L] 35
Years
EERBAR
PN (n} 3ABS 93 320 2628 901 1208 788 =1
Linaghotin ()  349% un 3254 2634 1972 1306 e F
CAROLINA

CAROLINA 4k * StH# N EAL KAL G4 H alfifr/d $ s TRABRAF B

TRAIENTA o B S 6988 © sbdiae 3 %« S0~ EMsH i+ % o0 TRAJENTA (N=3023)
4o glimepiride (N=3010)4F % % 47 k5] 4 KUK KMk o s 3XM 45 TRAJENTA R glimepiride &1 #5552
R ARBTHRERL  LRAREAZEAT RV 2T FHRMACEMAR - LIKRA T4
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It AR P BN 6.23 F o BAF 993%K WA GTERE T -
AL R TR A S S K=Y B R R IEH T (RN BER LN 65%-05%%
6.5%~1.5% BARET AN GR - LA GREGHER) B P MBk WA hFhE - H
ANBTARTAE - FM270 BA/K 2 0w FRBE KRR E2I0 £« @ E> 140mmHg ~ E £
Ao - {0 AR W 82135 my/dL) -

AR R IAEMD 64 R RINKKR 0% Bt DURGHA  1BNREHA  S%HR
Ao 1Al F A T.15%  BEB =B R GHAFRTFIGNR 7.6 & « WRKH L1270 R sy
A& 34% AN cGFR <60 mL/min/1, 73 m? \1F KR KA b 19% » 34 cGFR 4 77 mL/min/1.73
m? e G1%MEH A E Y — MR WYy o AR LA metformin & 83% MK KM S 28%
BI% e 4 1A TR Tk JE Mt + TO%AR KA B B o R 65% A IRA A 0) 40 TN 402 47%K ik
ARRPXCE -

R £ S REARS  EREAE AR IRET REF (MACE) Z4LfE—RAEM - FR0
Mo FRAFAATRACAFAALT KARAEIEE (M) KERPUHTR - BFHHW
MR AARE SRR AR G Az Nk 13 .

CAROLINA tXak ¢y £ SiMEH MM RN 1447 o R — K@ £ EAR ko ¥ ¥4 (MACE) » Kaplan-
Meier #5450 U nm2

R4 CAROLINARRF DM i A sk B E 1 (MACE)

TRAJENTA Smg Glimepiride (1 mgto 4 | MMk
n=3023 mg)
a=3010
LUL (RAER/ |[RB4 [REB/ [(95%CD)
AS(%) | 1000 PY* | Ak 1000 PY*
(%)
FHCTRNAT  ERFIwM [356 207 362 212 0.98 (0.84,
REXEREN P RAGRENR (11.8) (120 1.14)
(MACE)
ChEREET™ 169(5.6) 9.2 168(56) |92 1.00 (0.81,
1.24)
FREFH-MBE 145(48) |83 112(4.7) |82 1.01 (0.80,
1.28)
Tty R o1 (3 |52 104 (35) [6.0 0.K7 (0,66,
1.15)
=R AR

C—RRATETHA SR -RAT RS aF TR KFAANE CARBAR
M2 CAROLINADAR ¥ ¥ .48 £ 3P-MACE & 3} I

»

— eI
Sraapingy

MARERRAEWSBECO)

EARMAR

Lmagtpba (i K21 2957 201 w4 2601 IR 25 2819 TRT W M M1 WX 7l)
Ghamyprie o 3930 2M0  ZHQ 28I 2197 205! DI0 2562 2618 DA W A M8 1020 A7

16 HBBR/HENMRE
TRAJENTA 29 % 4% 5 mg linagliptin &3¢ 4c @, « [0 B0 ¥ 3% &k - HREL 6 & NBRE B &
SHREP "DS; FRAT TERERL ARt

DTHOLAHNE:
-0 EBERK

s
WAL 30°C UTF » AR LY BERAGE KA -
ARy RIS -

17 RARK KR

L X
WRARMMIEE TRAJENTA S6RZ M ANMA RN G EREXAS L MIELH NN - RRAR
HWEFBEOER  EEM L nERIFEAE LB Al L R -

14 kw5 A TRAJENTA TRRA#H HRMRALE » R KME - Tkl ARSHKAF St ik
9 EMAREMRAICRM - AAERGRBEZNRMNIZHLLRESHEE L BENER
e RBARHAER W - RPEFHERIEL R  AABATEOMBTRAAAY -

B ¥

W o A v 4L TRAJENTA £ A 0 MR L SRR X RN > Liom AHFMLRERS (7
HEEF 2R ATRORLGE L TEATREBE) HRHMREGRAVER - HAFBA
BAGESREREMAYE - 20 L4eH TRAIENTAL RBGMR (LAY EBL L2 KT
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(5.1)) -

pLE.Y. 4
i dom A ¢ A5 E SRR K KM B K Mk F B TRAIENTA « #6 QAo iS i o) 4 £ BATR
FE MRSk OMNE - R e (LN PN L EIA(C2)) -

BYER

T4 4o A TRAJENTA LM R MM+ o f4 B K MME K © (ko 880~ 0 EARMAMA KN
BERANRSE - kR BEARER (o R R MM - A - RNHR M K
B FHAKERR  TRIGESANEANY)  HHFR TRAJENTA £ 2 Pt 8 (o £ N EHR
LFHG53)) +

Ryfiin Ttz MEAA
& S0 A DPPA M ML MRTREL BEFTHFRLMEHAS A TRAAMER | XK
REMBLE - RFBARRRLEEMRARGR - LRLBRYE (WRYFHRLEFACY) »

3
Wbt A A MRS TR LB RILE - hEomA - BRAEA RN AIYE - (Y
LHEHLE L FNGS))

SHARR
WAL ERANMA TRAJENTA « £58— NS W ART-MHRALBNE -

Al
oA HRMAREREAHER L MRE MM E LR AICRARITEN + AR EM
LERAREEARE - AICKENHR RN AMISHRAGIELEAI o
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Dragenopharm Apotheker Plischl GmbH

Gbllstrape 1, 84529 Tittmoning, Germany
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Boehringer Ingellieim International GmbH

Binger Strasse 173, 85216 Ingelheim am Rhrio, Germany
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