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O HE=Z=ZDY XIEEY AN : 1218.46 (DIZXNENESY)

UMAIEHI= _ =09 oo

C o) Al S = =2t H IS lg== 24

A (B15/H=2) Cl Rl CH &t et Xt L2 5 Totat= Z 1
§ Efficacy
[1218.46]
A Phase |ll randomised, double-blind, placebo-controlled parallel group study to compare the efficacy and

safety of twice daily administration of the free combination of linagliptin 2.5 mg + metformin 500 mg or of
linagliptin 2.5 mg + metformin 1000 mg, with the individual components of metformin (500 mg or 1000 mg,
twice daily) and linagliptin (5 mg, once daily) over 24 weeks in drug naive or previously treated (4 weeks
washout and 2 weeks placebo run-in) type 2 diabetic patients with insufficient glycaemic control

[F0Z]

enrolled: 1770 (1:2:2:2:2:2 ratio L=< H)

Placebo:

entered: 72 treated: 72 analysed (for primary endpoint): 65
Linagliptin 5 mg:

entered: 142 treated: 142 analysed (for primary endpoint): 135
Metformin 500 mg

entered: 144 treated: 144 analysed (for primary endpoint): 141
Metformin 1000 mg

entered: 147 treated: 147 analysed (for primary endpoint): 138
Linagliptin 2.5 mg + Metformin 500 mg twice daily

entered: 143 treated: 143 analysed (for primary endpoint): 137
Linagliptin 2.5 mg + Metformin 1000 mg twice daily

entered: 143 treated: 143 analysed (for primary endpoint): 140
Linagliptin 2.5 mg + Metformin 1000 mg (open-label) twice daily
entered: 66 treated: 66 analysed (for primary endpoint): 66

40

3a |1218.46
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Table 3.

(]

33111 Change from baseline in HbA . [%] after 24 weeks in study 1218.46
(EFF-C3) - FAS (LOCF)

Change in HbA,, from Difference between combination and

Numberof  HbA, baseline mono component
patients. baseline, Adjusted * Adjusted *
Treatment group N (%) mean (SD) Mean (SD) mean (SE) mean (SE) 95% CI p-value
Placebo 65(8.6) 8.67(0.95) 0.13(1.17) 0.13(0.11)

Lina 2.5 mg + 137 (18.1) 8.71(0.95) -1.22(0.98) -1.22(0.08)

Met 500 mg bid

Met 500 mg bid 141 (18.7) 8.66 (0.90) -0.63 (1.05) -0.64(0.08) -0.58(0.11) P (-0.79. -0.36) <0.0001
Lina 5 mg qd 135(17.9) 8.70(0.97) -0.43(1.05) -0.45(0.08) -0.77 (0.11)° (-0.99.-0.55) <0.0001

Lina2.5mg+ 140 (18.5) 8.68(1.03) -1.57(0.98) -1.59(0.08)

Met 1000 mg bid

Met 1000 mg bid 138 (18.3) 8.52(0.87) -1.02(1.01) -1.07(0.08) -0.51 (0.11)% (-0.73,-0.30) <0.0001
Lina 5 mg qd 135 (17.9) 8.70(0.97) -0.43(1.05) -0.45(0.08) -1.14(0.11)% (-1.36.-0.92) <0.0001
Lina = linagliptin; Met = metformin

a  Model includes continuous baseline HbA, .. number of prior OADs. and treatment.

b Difference between Lina 2.5 mg + Met 500 mg bid and Met 500 mg bid

¢ Difference between Lina 2.5 mg + Met 500 mg bid and Lina § mg qd

d  Difference between Lina 2 g+ Met 1000 mg bid and Met 1000 mg bid

e Difference between Lina 2.5 mg + Met 1000 mg bid and Lina 5 mg qd

Table 3.2.3.3.2: 1 Change from baseline in FPG [mg/dL] after 24 weeks in study 1218.46
(EFF-C3) - FAS (LOCF)

Change in FPG from Difference between combination and
Nimbesal PG baseline mono component
patients . baseline. Adjusted®  Adjusted ®
Treatment group N (%) mean (SD) Mean (SD) mean (SE)  mean (SE) 95% CI p-value
Placebo 61(8.3) 203.3(51.5) 6.0(558) 10.2(5.26)

Lina 2.5 mg +

Met 500 mg bid
Met 500 mg bid 136 (18.5) 190.6 (46.6) -13.4(52.5) -15.8(3.52) -17.4(499)° ( .-7.6) 0.0005
Lina 5 mg qd 134(18.3) 195.3(50.2) -8.0(46.8) -8.6(3.55) -24.6(5.01) ¢ (-34.4, -14.8) <0.0001

n

135(18.4) 198.6(60.2) -34.5(49.5) -33.2(3.54)

Lina 2.5 mg +
Met 1000 mg bid
Met 1000 mg bid 132 (18.0) 190.6(52.2) -30.2(42.9) -32.2
Lina 5 mg qd 134(18.3) 1953(50.2) -8.0(46.8) -86
Lina = linagliptin; Met = metformin

Patients in the FAS with a baseline FPG value and at least one on-treatment FPG value

136 (18.5) 195.6(50.4) -49.5 (46.4) -49.4 (3.52)

) -17.2(5.02)° (-27.1.-7.3) 0.0006
) -40.8(5.00)F (-30.6.-31.0) <0.0001

a
b Model includes continuous baseline HbA;.. continuous bascline FPG. number of prior OADs. and treatment
¢ Difference between Lina 2.5 mg + Met 500 mg bid and Met 500 mg bid
d Difference between Lina 2.5 mg + Met 500 mg bid and Lina 5 mg qd
e Difference between Lina 2.5 mg + Met 1000 mg bid and Met 1000 mg bid
f Difference between Lina 2.5 mg + Met 1000 mg bid and Lina 5 mg qd
Table 3.2.1.2: 1 Change from baseline in HbA,, [%] after 24 weeks in the linagliptin
5 mg qd and placebo groups of study 1218.46 - FAS (LOCF)
Change in HbA, from Difference to placebo
HbA, baseline
Treatment Number of baseline, Adjusted ® Adjusted *
group patients  mean (SD) Mean (SD) mean (SE) mean (SE) 95% CI p-value
Placebo 65 8.67(0.95) 0.13(1.17) 0.13 (0.11)
Lina5 135 870(0.97) -0.43(1.05) -0.45 (0.08) -0.57 (0.14) (-0.85.-0.30) <0.0001

Lina$ = linagliptin 5 mg qd
a  Model includes continuous baseline HbA ;.. number of prior OADs. and treatment

[Study 1218.45]
Pharmacokinetics and pharmacodynamics of multiple 5 mg doses of Bl 1356 p.o. given once daily compared to
multiple 2.5 mg doses given twice daily in healthy male and female volunteers. A monocentric, open-label,

crossover trial

2 [EHZ]
=} . Y
Study Oz Siatst Aol T: 2ILt2EE 2.5mg bid
34 1218.45 R: 2ILIZ2EE 5 d
_ 2-waylgd 169 . mgq_
(OIH=) oxp - 1422t E0§(7L A 23], wash out JI2F &2)
o NEEY S H(FDC)2 UL E Ao MESSNSSH 5 X2
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| Ws 534 Foi 7|2t
BE | 12881 | FDC 25/1000 S, A7 4| AT AUCo-o,  JuEHEHR "E
(Pivotal-T83F) | T34 ¢l @Y | - T: Lina 2.5/Met 1000mg | AUCo-72, xaw®l BT AUC
93 5o, | 959 - R: Lina 2.5mg + Met Cmax, ¢} Cmax® 90%
o] Fm=} 1000mg (Merck Tmax, AZzke]  BEF
2x2 Glucophage 1000mg) | t1/2 =455 4d o
91(80-125%)©] ] o]
@3] %o, wash out 35¢ AR
BE | 12882 |linagliptin | 37, A% A | BT AUCo-w, - Ju=Egdad "E
2.5+metformin | %39 QA @Y | - T: Lina 2.5/Met 500mg AUCo-72, ¥a7 2% AUC
500 O3 5o | 949 - R: Lina 2.5mg + Met Cmax, ¢} Cmax® 90%
(Pivotal-A-8-F) | o]Fn=} 500mg (Merck Tmax, AZF3to]  BEEF
2x2 Glucophage 500mg) t1/2 AEHETE |
$1(80-125%)©] ] o]
@3] 5o, wash out 35¢ AR
BE | 12883 |linagliptin | 37, AT A | BAF AUCo-, . FUZYEny yE
2.5+metformin | #%<9 Ql @ | - T: Lina 2.5/Met 850mg AUCo-72, ¥=9 2% AUC
850 93 Eo, | o4 - R: Lina 2.5mg + Met Cmax, ¢} Cmax® 90%
(Pivotal-37+83) | ©1F 3t 850mg (Merck Tmax, A F7e]  BEF
2x2 Glucophage 850mg) t1/2 e sd |
21(80-125%) ] H ol
@3] %o, wash out 35¢ AR e
BE | 12884 | 4°19% B7F | &7, 178 4 | FDC 25/10008 21- = | AUC)-w, | ZAWAALE Fo
29 gy | A, ndo] & @ | AUC-7, q= HuEHde
93 Fo, | 329 3% o], wash out 35¥ Cmax, Cmax< 8.6%7% 24,
o] = nlx} Tmax, AUCE  FAFSHY
2x2 ool og T
o] AR
+ WMEX=ERe] As
AAFAAL B2
A3ty AUCe+=
FaFol Ao
Tmaxg 28] 4%
AZ3 CmaxE
18% wFo] FF
&= AgtE o
FrAIZte]l 2oy
BE 1288.6 | Side batch(#A] | &7, 717¢ A | - T: Lina 2.5/Met
A" &) vs | T2 9y 1000mg(side batch)
lina/ met | @35, | 409 - R: Lina 2.5/Met
reference | WAt 1000mg(reference
batch®] PKH] | 2x2 batch)
ki @3] 5o, wash out 35¢
BE 121857 | US vs EU | &7l Az A | 171 HEX=ZY | 5 AA AUC H
Glucophage F219) Qg 28 | T: Merck Glucophage 9 Cmax9] 90% Cl= A
@3 F o] k3! 1000mg (EU reference) AUCq.7, EazE54 WY U
27] wzt R: BMS Glucophage AUCp.o o AN=
1000mg (US reference) Cmax,
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RO amas | ama | M0 oo Bhus | A9En
wA | Wz P4 50y7)3h
Tmax
27]
T: Merck Glucophage
500mg
R: BMS Glucophage
500mg
BA | 121847 |d Y4 & | &© | T4, AR A | FAL
2.5mg+H EX | F39, Sl @Y | - T: Lina 2.5/Met 1000mg
27 1000mg | @354, | 209 - R: Lina 25mg + Met
BA A3 (¥ | 2} 1000mg
A1)
3 1218.46 | Lina+Met 19 | 245, F | B F & & | FoIT
(7] A |28 #eaw | A8y, | 29 =4 | - T: Lina 25+Met 500mg
%) S lina = | olT%A, | (HbA:1c bid,
Met 9E0W | gz, | 7.5%~11%) Lina 2.5mg + Met
bl Bl | factorial | <! 1000mg bid
St A F &4 | design T2DM 3+ | - R: $¢F
37t 2} 7918 Lina 5mg qd
Met 500mg bid
Met 1000mg bid
- d9xde] £¥d 99
e A% BAAES
Lina 25mg + Met
1000mg bid
6.1.4. ZE2A
c CILUSEHE/HEEZZ2L SeHs SEHERZ 229 g AN MSSHsSH0l dB8HUA2E
2 J1E HEHY dNdRrad Z2UE HNE Iise
- N 5581, BESY, ASN FIAS USUE SUMS HEE20 SAN (ST
Mol SIOtAtE S Hige2 8FE 0 EtEE
7. 2A=9 AIEEE S0l 28 s
0l= FDA : JENTADUETO(2012.1.30) 2.5/500, 2.5/850, 2.5/1000
S8 EMA @ AAF B
)= EMA
T3 guzga/mezan Uz
Tl‘i" H T — — = B\ -
& 2
oo 2.5/500, 2.5/850, 2.5/1000 5mg
guEdEd vEx=Y FA A87E HHEE | 4 SN @S Ads] A 28 T
Bl 4] 28 FREW AN d9xds | o A=
AAs7) dated A4 2 eEeve nEAz | Ry
5 = | A8 _ . kst SEaMmoR HEs 2EHA %u
s | (@5 27198, 37148 oy BAR AFNE AF FVE WELZH]
a5 ge B4
F718 80
o 2 g EFay vEXEN dxguio s
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TS d9xdel 94 ge 4% vEZ=VH
RSy
o A 8 eEed dxdeeol ¥ WEXER
27 ajor HHF ddzdo] A de B¢
Adxdedel g e} ¥
of oke] &2 Fet Yiopgel 7)xste] Ahd
st=jojoF st Ao i%%%“ﬂ 2.5mg/1000mg
g W |19 28] FAE 2ASA L=tk o] oF2 A4
gz | o 7 19 23] FoAIH WEZEN AE
HEF FHAES Fo] AN 8F ST
X243 s ofof gt
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