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(n = 35) mg + =2 YE=E(NE) 1 mg] % 1 I
NE 3 NE 7
% %
45 mg o A wud
(n = 23) 79 B 19 23] 60 mg o 130 % 137 %
45 mg =8 IR =
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(n = 14) 79 9k 19 13] 5mg Fol | 3% | 8%
8d Bt 1d 1| yezawn
3] 45 mg Fo
(= 16) 8 Aol 1,000mg w3 %o 1 3% | 5%
45 mg D]E}’%%
(n = 21) 15079 75 mg w3 ol L% % \ L % %
45 mg ERER
(n = 24) 79 ok 19 23] 150 mg Fo T 1% ‘ 1%
49 < 1€ 1| ysga Ay
3] 45 mg Fol
49 ¢k 19 13] 30 mg ¥ | 13% 117 %
(n = 24)
45 mg obE=ulEtel B
(n = 25) 79 <k 19 13] 80 mg ¥ | 14 % ‘ | 23 %
45 mg Head
(n =22 79 E<k 19 23] 400 mg oI T 2% 1 5%
g
* R AFo] gl 3 7Y B Y Fo
to%WE (g FE FFol BARle WM = A =0%); T2 | EAE A
2 BxE vk
¥ oYoIPEEe ZZEFN A7t g offd JdFHoeR Fo% JIgFe mA gk
=3
¥10 v 2 FPEFE] Al wFo v e ofEo o
3§ FolE oFE 9 Fol g v ZelerE
Fo] U (mg) AUC w3zl Cmax ¥ 3}
ARNBZA 600 mg 19 23], 293k | 30 mg 93] T T 34mF 16 %
o
(n =12
AEFZUYE 200 mg 19 23], 743 45 mg T34 % T 14 %
ol
(n = 28)
229 600mg 19 13], 547 5o | 30 mg @3 F 1 54 % 1 5%
(N=10)
Axduyd 60 mg 19 23], 7U3F 45 mg 11% 0 %
o]
(n = 23)
FUEd 150 mg 19 23], 443 T 45 mg | 13 % l 16 %
o
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l 31 %
1 2%

T400

| 24 %
1 4%

TSOO
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45 mg
45 mg

g 13, 79

% 30 mg 1
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=& AT Fog v9-22(100 mg/kg), AEME mg/kg ©17), 7I(3 mg/kg)ell
A A2, BE, oA mg/miS TAR W QA AUI A+E

s
11a, 1u0, 52 wf). 1d3ke] HE AolA, gud A4 7 Fdsel o
27] Abol 160 mg/kg/day(mg/m’S AR & A ANAY A 7gFe] o

AT Folgel A wstdth golel F 1353ke] AN 89 mg/ke(mg/m’
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£9) 2> AA-HEA AEQS - AUA125158F 2W, oA
UA25A58 2 29, 2 AUA25088 29, 2 AUF125608 2
9, oA oA o F)

Azds
2.
ERELS 5 @44 4 5 .
&2 8 RES , ;

TE Al o [o L8z [ v oA o o FESEINE

RESE T 1) | k| ek | ek | ek | vk | gk | oy | Ak | o | @ R

- 5{7 7%2{ 7%71 7&{ @3 0| £ | A A | e B | gy |y 99| 7he
= = 7 ‘51; =

AEAR S e I x o | x |o|a| x| x| x|alo|x|xlo]|x]|o]o
Ao ol a|la] x| x| o]o]olo| x| x| x|x|x|x|xlo]x]|o
HA AR YA 625mg, 125mg, 25mg

[AA 84 A2
o gEIHUS veFeEE 2YAE TR
- 22299 BIAMAGE) HAA Qe BSED R AZe BEENE LT
e AY EHEN} P SHED) U ANA PEAL T 2L

24U BSF WAA

[)
ARG A=
e TEQR FAE naive BAA o] & HEFA(LZ=H/IZYEH
&) 542 v
e AR [3220PI1-002]
- naive ¥z}
- SEZYEH+Y L ZYEHE VYL
ogg |OEHEE Alo25 : P30 : Alo12.5+P30 : Alo25+P30
O &8SEH |, gog gy | T 00 T TS A0
1 AHol%t| o=z Hae
$Eow A 2457 @ | ¢ HLLFUEEY T ZHEY 2V E 2 7} 9dA Fof fgin

=

s b el WEans £998 580l 490
A ] e

. - (B v vEX= oe ggAdtAet x71 W82 ¥ (initial
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nlo _L

D
combination) 3] 7}= ] 2}
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<

$[3220P1-002] & WL F2|E}E 45mg &0 ALSHA 4%t
QA el A ([3220P1-001], [322-009])S 4 ©] A FofokE o
71%ol tEAR 42 IFHR/I IS 25/45mg &0
A &Fe ALY AR S FIFE F US. =S I
SR A 45mg EFNA F7F dFAE Bt Gy
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Ho Hy

s
- o158 AR WWAQ STl A W] 2As o] o
. s . o ARFAF [322:009] : THE ZAEA ZEHENEAAR
% AU Bmg/NmgoE ST & Ah'E ANAFES @ o gy | © FINY B200]: HE A7 AIFIHA TACEHATAA2)
= gogay | - HL2HEE( HEXZE) AT &4
o)l &l 2l olmla] oko i glo] 6. Foz| oA AW | -P=30: Alol25 + P=30 : Alo25 + P=30
*9dA @A bR ke avan e o | 2E9A % mex=ve 74aw9)
dawolr | £ & o
e WMEX=ZW Am X 27| 90| old 34| 8o EHA AL == Ad3] = Ea - -
=== = < LA AL HIA | 25mg/ismg | *© TLFHEE Fo @aex Friayer, seIeHE JE T8
PINDe FARDE =23 = | @& neste o] o FoF A2F
25mg/30m
o Y3AE [3220P1-001] EEATL | oy @A HAme GhEH
-dEX=Yd A4 84 (HEZ=TY F71 FE8H)
-HEX=dd F7 ¢=24d+9 3 gE WLy T
- 9ok, A125 ©E, A25 ©F, 4 E=F ). g==wd
P15 9, P30 BE Ei P45 ©E e RS serexad
e Aiae 4 a0 Alas agom| PHIYEl gy avavd dgsht ‘CeIud vEand AN % oo
A2 ® Py, A12S ¥ P30, A125 * P zee @) 0T @zegu/sesdny Fold duss 944 gonz &R
A25 + P15, A25 + P30, A25 + P45 o
HEX=we 7142 HY AL o o} AbA A3
( —_—lr= x:ltl) .
g T f= 25mg/15mg
e & FoAgo
e MEXEY E50WoR HH3 A ¥ M WEXED
o AT FYE T
3 dzIPd+Te e WETAE 319 YPzyo) Ba B
& Bxj(el: HbAle =75%)oA B 5 AL ¢ Fepa
- 974A13[01-05-TL-3220P1-001]°1 A WlEZ 2% Haf ¥ WEZE=RH} 5. omz | e B e = o Haaue EEAS 9=y
%"i%%%"‘j—]i%ﬂﬂ% tgthlErc:U} 22{] B.‘ﬁﬁ‘. %Zﬂzj,_g_i %9]5& %%-1 g_] Aol AL . ﬂﬂﬂ} ‘1‘0194' Z_]- \_gz‘“ o‘?‘ jﬁ«] %3‘;6]‘5 ):]‘6‘\:]'
0 0] 0 o) LZYEE WA A - JRAFAAR TN F HuESA AR AS
TEds B HEaHe g¥a e
A dzzYe
o NAAE) dE2SHY/HIEE 7] %S 25mg/15mgo 2 Al JezdgE
ZAsln, dgzd whgo] T 25mg/30mge R FHIE o= sFer A
L .

O AE2FH(FALZYEE) : 3l ST etE GUA “AEXA” Frtatge] welg} ol
- =9 30mg &&FF I 15mg &FH FEFZEAA f{A
- 27)18%S 1Y 13 15mg F2 A

*dA dA srpeA g avadd

= MEXER 9 FZeE HE oo A F -Axdedol HEde AY oY EHE 27143 15mgY
HEZZW+ [FQZetE+L22HY] Fo9E 9m3 - I SHEF F 30mge IFYRA AR F 45mg §F T JFAFAE(PNFP-341) AE F
e NAAFAINE FOZYEE = AR A [FeFYeE+ 71| SH gl
I Y] FAE v % HZ A JtaAgs £¥ego) 2AY
012510t 812510t
o 93198 [3220P1-004] MIETAH ZJ| NESY 156mg £= 30mg =l NEEZ 15mg
-dEX=9 ¢ g ZdeEd A9 3 200 45mgltXl &2 Z 0§ 30mgltXl =2

- Alo25 + P30 : P45(%

(MEX=YL 7|48
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* SYR-322-4833 : BEA AL msm

A2 IFPY(SYR322) 2 H L FYEE(IEX")

1719, &4 2 ALF e #F A=
11. 714 2 AEAEH
o ¢2IHHAI Vo IE e BA A8 V1A AT u, SYR-32248332 @E Fojo] Hl}
o ¥9 £dE AAHoE AL £ s Aotk k¥ HdAe FESHEH desHEHE
19 13] 5o AP AR A8, A5 £8=E NI A 53] A
. 29 &7}
- "]=(PDR A) : OSENI 12.5/15, 12.5/30, 12.5/45, 25/15, 25/30, 25/45mg (2013.01 &7})
- JE(YEFER $24)) : LIOVEL combination tablet 25/15, 25/30mg (2011.11 & 7})
- Fr(EMA) : Incresync 12.5/30, 12.5/45, 25/30, 25/45mg (2013.09.19 & 7})

KR
=
>~
\_

12. 38 &8714

o AZFYHY : A3YH, GLP-1, GIP (E=3-9&F d&d A5 HAEE)E R3llstE DPP4S A
Bo=A BAEY 34 L ATREAES 22T BT ole A4 FEES /AR 277

rH

FTEE 712\}\]7;] 3o z;;_]_,] H/\q
: peroxisome proliferator-activated receptor gamma(PPARyY) 2842, A3 3 7
stAl F E]°]‘§"/]‘ﬂ‘q%(thlazohdmedlone [TZD]) Alge] <=

2 274 9 A ded #AFES STHIA Jded-AEH SFIE AME SR, L

2 722 =3 42 4 AETH A 48 A=
- 712N 9N HE
21 7224 €334 44

gz FYE Wz

Alogliptin Benzoate (CisH21NsO02-C7HeO, : 461.51)
] K/‘) \©
Pioglitazone HCl (C19H20N203S-HCI : 392.90)
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H;C N 5
/m\ m > —0
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3. ARG BT AR

31. 959 AAFAPANF : AIAE /e
32. AEY AFAAANE
® 125mg + 15mg &%
N I/ batch | _
NEER ANEEA batch = AID1 (month) 2z
HE scale
HIIBEANE . Al Foil / |OB002
25+2C/60+5 . 0, 3,6, 9
[SYR-322-4833- Al Foil 0B003 1,100,000 360H& oLy
%RH i 12, 18, 24, 36
13849] Blister 0B004
PIENE=]
[SYR-322-4833-|40C/75% RH 0,1,3,6 6B SO o+A
13849]
® 125mg + 30mg &%
= EIIEH/ batch | _
NEES ANEEA batch ZZHAII (month) Z
HE scale
HIBEANE . Al Foil / |OB001
25+2C/60+5 . 1,100,00 0, 3,6, 9
[SYR-322-4833- Al Foil 0B002 360 b oty
%RH i 0 12, 18, 24, 36
13852] Blister 0B003
IISAIE
[SYR-322-4833-(40°C/75% RH 0,1,3 6 |6HESO oty
13852]
® 25mg + 1bmg &%
SIS/ batch | _
NEES ANEEA batch ZHAII (month) Z Dt
HE scale
HIBEANE
[SYR-322-4833- 25+2”C/60+5A‘ Foil /= 10BO0T 1,100,00 0, 3,6, 9
" ~|Al Foil 0B002 T o 3B SO oy
13858] %RH i 0 12, 18, 24, 36
Blister 0B003
JISAIE
[SYR-322-4833-|40C/75% RH 0,1,3,6 6B SO o+A
13858]
® 25mg + 30mg &%
_ _ SIS batch | _
NEES ANEEA / batch ZHAII (month) Z2
ME scale
_ ~ |osoo1
HIIEEANE 5 Al Foil /
25+2C/60+5 . 0B002 1,100,00 0, 3,6, 9
[SYR-322-4833- Al Foil 36HESQF otF
%RH . 0B003 0 12, 18, 24, 36
13861] Blister
- 30 -




JrEAE
[SYR-322-4833-|40C/75% RH ‘ “ ‘ 0.1,8 6 GBSt ot
138611

o AAL ZIERAFEY
8%, #(UV, HPLC J|a{FAARY), &5, #9832, AAT2A, FF
o IR AFFE L VIR AZERAA 7L A9

33. AR 2 939 FHEF

o A

©

[KZey] Jlggll, A28 (1-30°C)
[A2(88)JI2}H] HMEL22H 36002
o 7|4  AFEY] E Y A PVC/LFRF

34. AEA
o AR AAUE & A8V BIE
AR} 360E 2 71 e g) LoE @ A2 ) letter AE
AEHd AFE T N0 A7 FFE AL ol FAEAdd s peakrt
5

=

O

L4 RS

94 BeE

lo :10
iy

il

4. 54 A A=
41. SHXNE

o o] teiA SIHFAEHAG G WRFASHYAF@AF, 135F) LA

42. AEA
o Y WMEENAY d2IYYUY FIYEE HEFAA FHLIYHE BEFA FAE =4

5. el Z g B AR
51. E9A1d
s d2IYY B B A=A S A
o 32 ZEELE =9 A8A A7 E
52. ARFFHAIF (e A SFIANE) : AFAT U=
53. F5-EX -tAb-wi el 33 AR ;AT (&
54. A9 A
o EYHANY AR : ABXAUY, [FH1] F2. BFAL] wiFe] U WAL ZAXNE HRst] WF
Aol gk Bl el AgEE A BFA gl B As WA
- ARe FAE] B AR I ATEI}F JoBE A AL aYAEAE WA b
(AoFd T ABEA SFA AAAH(2011.8) F)

A
S|

=
=
dA

r:L il

_31_

6. YAA A B AE

6.1. 93 A1 ¥AF A (Clinical Data Package, CDP)
611 /18

§ Clinical Pharmacology

HE HHZ Foiote (Y SEHE FootAS O M 34 SYR-322 M (125 ¥ 25 mg) ¥ 1
R22/EHE (15 ¥ 45 mg)2 MEEX SS4s &6 218 S, P& 1E, 4-7(2t Ut AIE

14 AlS 321 AlE

e 24 & old LIEX0A SYR-3222 MIRI2IEtE F&aE 2
Mgel SSstoll (et SAS S ol s BH, 2ES|
14 AlS 121 A&

f SEHS MetE Al
=]

AE N2 SHsAL S22 FostAE W, M 3M SYR-322 &F(12.5 ¥ 25 mg) ¥ LI22clEt
Z(15 2 45 mg)2l &aUA E gl BDI fIgt SM, 22 BHE, 4-012t Xt AIS
14 AlE 12 Al

§ Efficacy

M 28 ¢=90l Ae IEXNSE A2 SYR-322 (SYR110322) & I2Z2IEHE HCI (ACTOS) ¢
2 RYS R4 Y ML S FHOI5H)| st O, RAL HHE, 0I5 =g, ALY =X AIE

34 AE 12 A

M 28 g9 IENE WASE SYR-322 + I3 }’i HCI (ACTOS) ¥, SYR-322 & ¥
L= IZC/EE HCI S Qo R4 Y oMM E &0I5H)| st I:DIW OI = AE

34 AlE 12 AlEH

01-06-TL-3220PI-004 DIEZZ28! ¥ 30mg2l LILICIEE Fa&g QY S22 HES XEBS Lt
EIWX Rots M 28 €80l A= LENE U422, SYR-322 256mgE FIIoIRE e R&4

2 oINS HEA(DLZCIEE S4HE)E 30mgllA 45mg22 SIHAIZI 22t Hludtl| A8 T

2, A2 A, 015 =08 AlE

34 AlE 12 AlEH

Mo2g g9 08 P% aez, me3cletED B2 AIS5tS M, SYR110322 (SYR-322)2 <

EENELEE

34 NS 221 Al

JWI\

QIGHIl 28k Chol2, SAAEA, 0|E§ ot fIeF X Al

* SIOHEAIMZENESY M

L

612 HEJA
O AE2AHILLSHYEE) : Il FSHELE DA “AE2H” S7IAG o] Feje} deldt
- =9 30mg &FH I3 15mg FH FF ﬂni q FAL
- 27)18%S 1Y 13 15mg FoE A
-Axdedol BEste BS JeFEE éﬂ%%t% 15mg<
- $HEF F 30mge YN EAE T HSmg §HF Fo] YA FAE(PNFP-341) A& F
H7tE e

¥ HZ A stz gHEFo] 24y

0l=a10t St=251Jt
= ANEEZY 16mg £&= 30mg ZI| AEEZY 15mg
ZI 45mgltkl B ZICH 30mgltAl S
o I HoIPEtE &FE 173t HAEIA S
SAUY REF W7 AEIA Fa] ==
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1 AL 371213 A125 + P15, A125 + P30, A12.5 + P45, = R

o,
1o Im
fr ot net HUOJH R

i 2

o B

o 1% off ofw fo [ N
oy

EETEE: o BE=aW EAE naive BAA o] o BA(Y |0 8d8F A25 + P15, A25 + P30, A25 + P45 Bmg/45mg 2.2
A RS sgumeadte) SoiE AU waEe GlEzEne 429) s
H7 @E dx A3 2AHA
of of | o AFAIYH [3220P1-002] e BA ol e WEX=EZW wEgyoz HH3 zAHR Yo
25mg/15mge | - naive ¥A} °F 25mg/15mg Aol HE E\ﬂﬂr dEIY+I 2 YEE
el -gzagu+eanE 27198 v/ 30me s o WeFat AFH Ygxdel Wad BA
- Alo25 : P30 : Alo12.5+P30 : Alo25+P30 g (el: HbAle =75%)0lA Bad 4 &
_o]xi 2R ok ]g_g_ HLo 732‘@0 ﬁg_u:] 1‘:_}5
o HoZHEEY YIPW ZyHEEaWoz | WA A BT ayor FEI dgxdo] ¥ty JiEHe
4w Rl o gganel $U4E gFe | TUIENEY B« HDAIC =275%), A&HE 27 B&s
o gae N i EREE
- (@) U MEZ=ZUT e WRBAAY} 27| osme/ismee = - olsh MR @Eay Ae F oA ayes
18 2 W (initial combination) 37}=¢] A& SHL ol 283 dgxzHo] ojdgn dAdETH uE 37
avel gl b5
o YHAF[B20PI002] T WL IYEE 4Hmg & © QAR [01-05-TL-3220P1-001]91 4 Wl EZ =27
Faol AEHA gokov, ©E  AFAIEAAA Adl & WEXERY ST IHH+I LI ES
([3220P1-001], [322-009])e 4 o] FoJoF&Eo] HERorl 24 2¥EY BAHeE §o% 94
@ Ag7Ee] dEAY FzIHY/Ae IR He wo)
25/45mg &Fo] AMEHAN, AT &F FEA
I A AT & Ae. EF FJIYEHS o (NAAY) PR/ FEE 27] S
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o FF(EMA) : Incresync 125/30, 12.5/45, 25/30, 25/45mg (2013.09.19 37}
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AAAE Ll Qe EMA
AEH 2AYA OSENI LIOVEL combination tablet Incresync
BEEY 12.5/15, 12.5/30, 12.5/45, 12.5/30, 12.5/45,
mw | 125/15,125/30, 25/15, 25/30mg 25/15, 25/30mg
23 25/15, 25/30, 25/45mg 25/30, 25/45mg
a5 1 INDICATIONS AND USAGE [E% 5734 4.1 Therapeutic indications
ay <H S A AHA}E}> 1.1 Monotherapy and Combination2 ¥ T=H Incresync is indicated as a second or
o] ko a2 el FQ Fe|efE9[Therapy OSENI is indicated as an|Z#jy, YZZHYEWZ2A 2 F2 |third line treatment in adult patients
HeEd7L HAAs A A28 DxHfadjunct to diet and exercise to|FEEFE AAFE W& X 87 X3} aged 18 years and older with type 2
xe] dgzAS FAAF]7] 9 sl|improve glycemic control in  adults|Thil BEEE F$-ol 3T diabetes mellitus:
Ao 9 E oMol BREAZ Elwith type 2 diabetes mellitus in e as an adjunct to diet and
o3t} multiple  clinical ~ settings when|<&% e A¥ o] FHAP AL F|exercise to  improve  glycaemic
treatment with both alogliptin and|¢]> control in adult
1. Aolgt 5oz HHPE xAHA[pioglitazone is appropriate [see|(1) ©] & 2 ¥ B=®W X FS H|patients (particularly  overweight
qE AL Clinical Studies (14)]. WA FER HAesx et patients) inadequately controlled on
2. WEX=9 gsgeylor FRI 2) ¥9FAo2 oln L= YEWX|pioglitazone alone, and for whom
IgzAL & & g AL 1.2 Limitation of Use 2 (EEFHEOZA 1 Y 25mg)|metformin is inappropriate due to
3. EX=v 9 3922 elE BE[OSENI should not be wused in|% IO ZFeJelE A4k (3] 9 =2 Bl contraindications or intolerance.
aWog 283 JPxHS & 5 gl|patients with type 1 diabetes| =S =4 1 ¢ 15mg H=+ 30mg)e] W|e in combination with metformin
= A% mellitus or for the treatment of|-8& AE|7} A= YAY I =2]|(e triple combination therapy) as
4, 42ZYPY PgEaw oz Zradiabetic ketoacidosis, as it would not|E}=H4Hd (T FEEfEC 24 1 Ylan adjunct to diet and exercise to
dgzde & = ge olimprove glycaemic control in adult

< be effective in these settings. 15mg v 30mg)oE T T3}

gz ZPel 9o Ze)elE B8 Qa|Use with caution in patients with|&7}7} 58 3k 9o o] o A& |patients  (particularly — overweight

Al liver disease [see Warnings and|<S 3123t} patients) inadequately controlled on
% g Hoj|A] A A 3| [Precautions (5.4)]. (B) ¢==guauzid A= 9dl|their maximal tolerated dose of

£ a7 B8 3 A9 o] oF AE-9]|metformin and pioglitazone.

fa4d 2 AL FE] dA &
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In addition, Incresync can be used

4) T4 ZFoll oA o] ko] FH7Hto replace separate  tablets  of
gz 2 g2 F e ElE alogliptin and pioglitazone in those
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Ay
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X‘ﬂﬂ W& Hh AH{adult patients aged 18 years and
s of kot older with type 2 diabetes mellitus

o g o
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already being treated with this
combination.

After initiation of therapy with
Incresync,  patients  should  be
reviewed after 3 to 6 months to
assess adequacy of response to
treatment (e.g. reduction in HbAlc).
In patients who fail to show an
adequate response, Incresync should
be discontinued. In light of potential
risks with prolonged pioglitazone
therapy, prescribers should confirm
at subsequent routine reviews that
the  benefit of Incresync s

maintained (see section 4.4).

Y <n9s NHAE> 2 DOSAGE AND| [8% &%] Posology
&% 2Ake BAZe]l 12 13] E ot |ADMINISTRATION B4 AU 1913 1H (YE=H|For the different dose regimens
AAE B&sA gt} 21 Recommendations for Alll¥l / T Z2E}EC 2 25mg / 15mg|Incresync is available in strengths of
Patients T 25mg / 30me)S oFF AH EE(25 mg/30 mg, 25 mg/45 mg, 125
“Aelst weow A3 ZAHA YOSENI should be taken once daily|o}5 2AF & A4 FogiT mg/30 mg and 125 mg/45 mg
t 34 ;o] ¢ 25mg/15mge o

- 37 -
S} and can be taken with or without| <&% &3 I A& F9> film-coated tablets.
EXEY gdgwon A3 z[food. The tablets must not be split(1) &%= ol Al71%% Aol #A}|Adults (= 18 years old)
A5x4 @ &2 . o o before swallowing. The|(ZdletE]ld  HA&& Fto] 50mL /|[The dose of Incresync should be
25mg/15mg EE 25mg/30mgS Fol recommended  starting dose forjmin P|FF 3¢)ox ujAe] A <AS Flindividualised on the basis of the
s} OSENI (alogliptin and pioglitazone): ({13l ¥22HE 9 ¥F F=7} <5 |patient’s current treatment regimen
oTrgE 2 WeEx=vw wagl® for patients inadequately|3}7] w3l ©] k& AME3}A] Fil|For patients intolerant to metformin
Wog A3 zANA 2= 3 . |controlled on diet and exercise is 25|¢ 22 HE Wz 2 3 Z2ElEor  for whom  metformin  is
o] ¢ 25mg/15mg EE 25mg/30mg mg/15 mg or 25 mg/30 mg, GE 2 2dAE BEIh ([%FE|contraindicated, inadequately
o =dj3d), . for  patients  inadequately| & El] & FX) controlled on pioglitazone alone, the
ek -J—]S.’_é’-a]E]—%—% Eopur controlled on metformin| ¥ Z#FolEd HAEo AFsE Elrecommended dose of Incresync is
I 9= BAoAe WALE . @R monotherapy is 25 mg/15 mg or 25/ Z#olelde] AFS : one tablet of 25 mg/30 mg or 25
Nawn 9= ey .u—] =7 mg/30 mg, Fde> 14mg / dL, o342> 1.2mg /|mg/45 mg once daily, depending on
gz so2 A2 e for patients on alogliptin who|dL (4°] 60 All, 25 65kg®] Z-%) |the dose of pioglitazone already
«lz Y SopgaeA =y} g@rpfrequire additional glycemic control is|(2) ¥ Z 2 E}E F4rEe] Fod 9f|being taken.
z40] a7HEe @A . o P mg/15 mg or 25 mg/30 mg, 3 FFo] AUz AXoNA Bol
25mg/15mg e F o gt e for patients on pioglitazone who|E 1 =i 17] wj&d] ool Al Ff|For patients inadequately controlled
*¥oZelElE wolgmox s |require additional glycemic control is g A 7T ddd frofstar, Ajon dual therapy with pioglitazone
z248x @ 8z o ofP mg/15 mg, 25 mg/30 mg, or 25 F7kA ¢ I LFYEEL Fo| Fgland a maximally tolerated dose of
25mg/15mg X 25me/30mgs Eo mg/45 mg as appropriate based| LY LEZFHE/ T LFEEFE|metformin, the dose of metformin
s upon current therapy, o2 1 9 1 3 25mg / 15mgoll Al F|should be maintained, and Incresync
e for patients switching from|® 7WAE HEZTH administered  concomitantly.  The

Aol Fz} alogliptin coadministered with| 3) W&o 2 &A= A 7]5|recommended dose is one tablet of

73%3] A BAEA Y F pioglitazone, OSENI may be initiated|©] A3l=o] gloem g sz} F¢§25 mg/30 mg or 25 mg/45 mg once
P! 0 mL/min) : §@FEHo] B at the dose of alogliptin and|3l= A+ AF7HAY T2 ZFEEFE|daily, depending on the dose of
3_5_]_;{] %H:]—‘ pioglitazone based upon current|®] Fo FE st YZZ YW /|pioglitazone already being taken.

_38_




therapy, HoZEetEo® 1 ¢ 1 3 25mg /|Caution should be exercised when

e for patients with congestive heart[15mgoll Al o A|2+-& HAEZT alogliptin is used in combination
failure (NYHA Class I or II) is 25 with metformin and a
mg/15 mg. thiazolidinedione as an increased

risk of hypoglycaemia has been

The OSENI dose can be titrated up observed with this triple therapy
ToE ARl FAHAALVE Yo a maximum of 25 mg/45 mg (see section 4.4). In case of
H2E =30~ <60 mL/min) : ©l|once daily based on glycemic hypoglycaemia, a lower dose of the
°F 125 mg/15 mg, 125 mg/30 response as determined by thiazolidinedione or metformin may
mgS 1Y 13] Fojgich hemoglobin Alc (A1C). be considered.
T A} A} . AAF AR{After initiation of OSENI or with For patients switching from separate
A e 27 A2E &AM ©l|dose  increase, monitor patients tablets of alogliptin and pioglitazone,
ok} Fofo] FHEA etk o] carefully for adverse reactions both alogliptin and pioglitazone
FAsoAE 19 13 22FHrelated to fluid retention as has should be dosed at the daily dose
625mg ¥ Y FEEY F%Cllbeen seen with pioglitazone, (e.g., already being taken.
z#g gtk A% 7wl o weight gain, edema, and signs and The maximum recommended daily
A SFgxdel 8T £ OFPElymptoms  of congestive  heart dose of 25 mg alogliptin and 45 mg

ol oFe] A5& AFsH] A B Flfailure) [see Boxed Warning and pioglitazone should not be exceeded.
71922 7% #B7HE FH 3 (Warnings and Precautions (5.1)].

Special populations

2.2 Patients with Renal Impairment Elderly (= 65 years old)
No dose adjustment of OSENI is No dose adjustment is necessary
necessary for patients with mild based on age (see section 4.4).
renal impairment (creatinine However, dosing of alogliptin
clearance [CrCl] =60 mL/min). should be conservative in patients
- 39 -
The dose of OSENI is 12.5 mg/15 with advanced age due to the
mg, 12.5 mg/30 mg, or 12.5 mg/45 potential ~ for  decreased  renal
mg once daily for patients with function in this population
moderate renal impairment (CrCl > Renal impairment
30 to <60 mL/min). For patients with mild renal
OSENI is not recommended for impairment (creatinine clearance >
patients with severe renal 50 to < 80 mL/min), no dose
impairment or ESRD [see Clinical adjustment of Incresync is necessary
Pharmacology (12.3)]. (see section 5.2).
Coadministration of pioglitazone and For patients with moderate renal
alogliptin 6.25 mg once daily based impairment (creatinine clearance =
on individual requirements may be 30 to < 50 mL/min), one-half of
considered in these patients. the recommended dose of alogliptin
Because there is a need for dose should be administered. Therefore,
adjustment  based  upon  renal one tablet of 12.5 mg/30 mg or 12.5
function,  assessment of  renal mg/45 mg once daily, depending on
function is recommended prior to the dose of pioglitazone already
initiation of OSENI therapy and being taken, is recommended in
periodically thereafter. patients ~ with  moderate  renal
impairment (see section 5.2).
23 Coadministration with Strong Incresync is not recommended for
CYP2C8 Inhibitors patients with severe renal
Coadministration of pioglitazone and impairment (creatinine clearance <
gemfibrozil, a  strong  CYP2C8 30 mL/min) or end-stage renal
inhibitor,  increases  pioglitazone disease requiring dialysis.
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exposure approximately 3-fold. Appropriate  assessment of renal

Therefore, the maximum function is recommended prior to
recommended dose of OSENI is 25 initiation of Incresync and
mg/15 mg daily when used in periodically thereafter (see section
combination with gemfibrozil or 4.4).

other strong CYP2C8 inhibitors [see Hepatic impairment

Drug Interactions (7.1) and Clinical Incresync  must not be wused in
Pharmacology (12.3)]. patients with hepatic impairment

(see sections 4.3, 4.4 and 5.2).

Paediatric population

The safety and efficacy of Incresync
in children and adolescents < 18
years old have not been established.
No data are available.

Method of administration

Oral use.

Incresync  should be taken once
daily with or without food. The
tablets should be swallowed whole
with water.

If a dose is missed, it should be
taken as soon as the patient

remembers. A double dose should

not be taken on the same day.
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