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fl { fl a'1111 t91 :u 0uil Fwt'l u

-/ i -

fiV i,' i-
I I ,i,.'.,r' 6 r'rnfir| 

L,n r" n)'^

;.i;;,ft;;."e arJ',r"' #;^;;ffit.' ,r,..0'',nrrrs 
'ra-^rnraffi;;;."r;

I
'iJ0 Test items Specifications

1. ldentification rt:?a,.irualil Finished Product Specification

2. Assay 95.0 - t05,0 o/o of the labeted amount of Linagliptin

Dissotution Not less than 80.00/o of the labeled amount of
Linagliptin is dissolved in 30 minutes

4. LJrriformity of dosage unit rr:ror'irumru Finished Product Specification

5. Loss on drying Not more than 3.570

6. Degradation produrcts

- Any unspeciflied degradation

produrct

- l-otaI deqradation products

Not more than 0.40lo

Not more than 1.0%

rl:vgtun::unt'; rrT:iln15 ni:iln1:



I'

(2)

" A ^.-uu'tvt 2/ 3 nriufi : nri r u r inu'rI';n [u'r14?1rJ ( u'er n ar: ululr 1 )It

- Drug substance specification fiq"r:rurtrn'[uirn:'rvr,{totfrzufrn druq substance vtotuUJ
a d v ^ o d r qo - 4 ia a d

1tn:'1u14 druq substance ?l0.1zutlnau1fi1LtQ11J fluu10il11lJ14u.1 qj.u.tfl15ptT1Q'ltnl1u14Pl:uilnq, - -' -d q

u v do
u?tavtnl?1uFl

Ju.i4. [.10uLtaudl
vvai 

"tr+Jil6ilauo:rnrdot0urirtu'rt'rflrirursnal: v{50ila{n'ru}.10110TUT0{r0nfft:lnusifieirurocJ'u
a vt;l unyL0 t.tfift{u

(t) tonar:nr:loiYroqryrprduvrvtfluusirYuarrfi'odrr,rriru'Lul:vrystua uayrilLrrl,r (declare) uyril

,inn

t.1. 1ur{rn'rynr:duvrvlfiuum"rYuur triuri uu,z vru.3 llu.4 'niia u.2u#rurin:rfi
a-i a, e o o , u- n:frrriutluurfrzufrn'Lu!:vurnluu uilruff{ ytu.2
at g, o v J ,- n:nlurtluurrirr{rrfron1:uil{1Jr:a fi}Jlufi{ yltj,3
oJ <,- nrilvtrlJuardtrdrornqircil:vliln u}]tufi{ vtu.4

r.2. r{rtofruvrstfiuu ua,1 r,tto u.1 qlo{sildrauoT'rr"r1 r,rior:runvrdurr#'r{onlrrr?Lailnilnryl
a u t ' " ^, ^ 

1 {

r0{nfrfitJi[uer]0trilfrfruvtyrfiuu (finished product specification) uaydorituuFrnrufl-]yirjo,l

t-otqfrl (drug substance specification) n:rfrdoqj:vu'irtnr:iilf;auula{un"t?1frtlifilLqyelo,t
U

ttullt0rl;115n'l:?ottfflt (u.S) llr,rior finished product specif ication rrnu/uB0 drug

substance specification lpra'uoufftrriouiurJ:vnrflilisin?n:rnrdrfinvr:ofinri *nylrjrffu 2

fl ru {ur.l:yn1flU:unlo:rn16rHny:0fl nei

ra n a1 :Yu 5 0{:J1fl To',]U n 1 :ri a n U')

2.t. n:fiurzufin'Luil:vluoluu dizufrn6'otfir0nfi-)TYtl:o.:il1n:firun1Tr{Aaurprluy#nrnsu'frrrayU4
ad J-o
T o n r : fr fr'lu n r : u.r ff a u 1 GMP- PICIS To u ra rj r u{ 1 u PICIS participating authorities yi o fi

t0ilfil:Yu:0'l:Jlflis'lu GMPTiosr{rrjhrrunruvnTT}Jn1:0"1141:[Lnvu't nruvti?{61t51Truflr d{
o -Y9 - v urirr,luoflulnafinrluaoornaotttavunrdulrYu GMp-ptC/S "[uulrnrurdrflu0?'trJ adlriranrrrlL

9

iou n1:,0't'il'daouln ufi zua nr:Yu:orfiriur]:ynrnrj:e n?q:1nIA16 nvr:ofr n;i
2.2. n:rfiurriru{Tornrir-lr..j:vtua lY2fi0rfr0.:frronar:iu:o.1r1er:s'lun'lTrifr0'rti.rsnura#ninruq.{uav

ad --i ao 
u 

'

iBnt:frfr"[unr:atfrnur GMP-Plc/S Trrurarjruc'tu ptcl5 participating authorities ilio US

cGMP fl0{|:utilflfizufin arilri1annr:JTo1Jn1:rt:1aaou 1oufizuanr:i'u:o.:frri'ur]:vnrrilie
rad6d4dytd

u T v n') 0 : 1 n 1 0 ra n',1 : 0 u n'61 u 5 0 0 1 u n n 0 Ft fl v! ud.: *ri n : sil

t0 na1 :rl [u#nuil ulJ 0,1 ri']fi relu0 :1 n.]

3.1. ,ian'15015'laitrt:rvfinruntv,rzufrprfrru,?4.ur6{rr5o;rJrolrir.rfrm (cerflficate of analysis of
finished product) "[uuriufi 

eic u{Jufrtodrt

3.2. 
^nnl5a:?antn:rvrXnflitnfl{nqriutorfr:srr{rrr-rg 

(certilicate of analysis of drug
^io,--.--_.,. , J r 4t u , y, v 6 q asuhstance) vtLtlLunr:zurinur:urlarui]udrodrru'r?orsizudmurrrav{zu6oriorq6u

3.3. lonar:rator,tr{ng'ruduu-un':rr#uvVuif:vra'lrl{unr:zufrrrro.rimqfrufr'ru're{rn-rr; (clrug

substance) iia s,z ri'u{unr:2frmt0(eifinrYruq{urr{rr*o:il (finished product) {o 3.1

fl"flfuI )1rl':n);r

m#tn:ur'y.ru,rufi fr ril:yn r
il:vmun::lnr:

(3)

lr.
A{rr*'

rn #"u n :ra fr r fr3yr: m r a fi'urfu&'ni5

n::iln15

v 4 r.u a

tfl fi tn5nfl fl 1\yrfi [yr?1n'Jm

n 5::J rt"l:



(5)

\o/

u'ilti,t ztz nai:rfi : nrjrurYnrgrl:n[u114']'ru (ronar:uur 1)l9

3.4, zunnr:frnrsr long ternr stability oraoo,urlorqrolutfifluvrynjuul{riur{trjnlrunflJUni:iln1x

0'114't: ttnu u1 nSvyl:'t {fi '1fi 'ufufi ,ti

(4) rana'r:rLar,r.r'j'rurfiuauor{luurfiuBrtvrr{lurizufinr,l$ooYuuusiruilruloum:r
vq,

fil?0U1':U'l

5.1. {'tauo:rrrr piati{.rfr'rodr':urodrc#ou I uilruu::ofiruq{ fr{l{lu#rrrvrurrfipr.r:lunvlduotrilJ'r
v ) o q v v -oo)u,y y

fr t 1J 0 ? u m I l.l ?1 n I u u a Lu u't t 0 {61 [u fi [.] u rt vt ? Lil ? r.i a u

n1:il :y fiun runr n urfi ri-lnouI

d' q./ .t 6)9lLI t9.) t d u u r

6. 1. u'lyl-51'trJoLmo{}Jo't u Lt Ln Liluo u rtit 1"2 u6ou tiuor niurirIou
6.2. u'rvlntrndailuorLovrlo,rairr{rrurn'rnrirutuYr:'orzunnr:irn:rvr,{uriudriorr,,r,ru#zufrnunsq'9v

6l . + tv ., Y y q v q u a Jqv ^ , j,
Lll? tFt:'tv14? F.lfl(,luvt.1?0.1r'Jt{n9t uI L[avzuzunFtiF] nptuytLtzu n0] gr:u?]a.iilou

1 ! ! - -i - i - - ----
,/d,Jtt'ar)!/yvXilurq6du^j,Ju,

6.3. ["]']].JnlTt!auuttUn{?rtqouLvri6rzucJovr;ruyrnFt.;1 r,l:olar"Luitnr:ryurinndlvrurJduulrJttuu
u a v A-
nufi1]fl1flaflfi{

-rt , ; r -! ( |6.4. n:fl]1,11,Iuxu5'11n1:v]',)n11fi}.t01'J0u'r'tu'r'iia{!outfrori{ptT'loiin:rvuntunty'l utlta:rtar:ov
oUdV.t

lirr,ttitfroS0{t0d'?otirtur1nB,irruovfroreira'ufiudnnrrsiruruduilxu:l.un'l:ai{FrT.rs
U

a d d, vo) a , 6f e r J .J u q 
^ d -r-i r q r"lLnr1Y14LlavtUuzu5uzuFlt,0ufl1Ltq1ui4tRur.tror'[unr:n:'l'rirn:rvunruJt'tvr n:riifrr,lu'irurlri

dt\t a I

It-luLtlnunrrun'nrgruvtailtu uil?rJ:11nl:r0fr{?uBy8triYtrfrQt:ru1nl:rfiuo:.tpr.tu.tri,rn-rir:

r 0 { fir I u un v/rat o 
{zu fr orlun irri oltJ

u.a 6 - ,{ .j q v 4 .j -6.5. uuta0BuuorfuttJnuuurtfrour"Lnffrarnorq r,t$orfiorfrnfllirAottffntyrpiruil:snr:"1n1 riau
rirr,runlnutilfirtoutt unvurrfiofrir,rru'irfrnr;unnfi'nrrrrr#rrsdiortr'lrrJf,uufiu16lriruru

t
a, d v 9 _ v

1j:50tlfu6/tuufilu Lu F ?uI
, a 61 V(t r u E u u or'lfi'u n rfi n #ry ry 1 d o u n :u rir u u or lu n : rfr rj okj fi
7.t. n:fiaranr:rilm:roirer:rvr,{urdTnun:riyiul6rfinin1:uyrvrduBo#orilfrrifrnr:dtdlrn:mu

l5o/lEC 17025,.14fl1:nstaitn:rvu'hir{Juttjnr:*rrptTfilu{0rituunluf:unrfil:ynrn:rnr
d a u 4 --,at_ -y d ,: 4 , , 

t' 
o/.2. nTflJzunfilJl[u%El'llJuflunntiuntflunuornyr0.tnf]1alnu'drfncrunruvnrS].Jnt:0,t141TLt.Giyu.t

6r,-&
lufl 1': tla 1"iJ 0 { fi [u [u1 0 y6uaQ y"t]'t u
.dqlurr7.3, n:riluruflzuurnrun'rv!u"lfrn:?{e{ou[['6]1?r a{ilnrr0uiyaflB,.rRrtasiFr?'rilila0oJiuriorir-].:udo I - rr d rdubruvrd 

!

LOTUU'I

7.4. n:rfrfinilvnirlJn1Tfi'ruur:vuuurrr?i{{rfiiltun'rfl:lnrnnrraru6o:,rnrur'lvrri rrasfirratil
ar:n: nrJ iu :r rr rr r ul#hi rfr u: rnrr 6'r n rimtoi

vri':o'irtn'r:"uofr{'ruavrdtri;uliqr:rurzu'frr,r"riru'?4Errfrfrtl:vffrqnrBunufirduloudrri'ntru

nruufl::,}]n1:0'114'trlLnvul"lu:vuvt?a1 1tl riou{uil:vnlflil:vn?flrnrr6i.5ny:afrn;i

tn
n.Pts{,............... ...

fi,,', 3 ,h,1, I!rlr;r1

(7)

(B)

rnfr 'un:u{lrnufi fr urJ:vnr
rJtvotun::unt:

v 
^u 

I
tn'61'U n 5U ry { A;Yi ? t?r n 9lUY{Y./115

n:5Ll,t'r5

rn #"u n : ii n fi vYnri lyr rn'ih
fl:51Jr'l'r:

I'



ui,ri' ttq n'q'rLfi : n{:L a r{nrsrt:n 1U1141'ru (r'er na r :uur 2)

qil#nuruuro{u't

lnsu[in aspart 100 lUl1 mL sotution for injection, 3 mL cartridge
(GPU 660258)

lnsutin aspart 100 lUl1 mL solution for injectiorr, 3 mL cartridge1.

2.

1'OU'.r

-^J u .

Fr0ldiluay? tu

,., grtuuu rfluar:nvarula l:rflqrnldo rirvrYufier

2.2 rirurJ:vnou "Lu t ml tJ:vnolpi:uor-'rarr{rfrry lnsulin aspart"ufrprfrrs#rrnr:rvr,i zufinfrru

nxvu?unt: recombinant DNA Inrfinr, lt{t{u too lUlml. .uu'tpru:Ta 3

m|. riouaaour (cartridge)

2.3 flltuvu::o l::nlur,raonrrrdnil:rrtr.nrdr (cartridge) eirraiu"ldirlrTrilrnnrdr,ru.r
( I n s u t i n pe n ) kio d r { ru}.1.1 v fi :.1 rrn v u : : n nltuq.irl ol riu ual

2.+ ffqiln:nirfiotddnut rJrnnrilnu't (insulin pen) *av ri'rr"ir (pen needle) sirururfiuunro rT,:fi

lnsulirLpen 1. lr{ru:lnu}lru'611}J'trfld'u16'odrlnr7ofio

z. rir u d'u er r ( p I u n ge r) a r].1 
-t : rr 14!uui o rYu n #ltei{ r u

3. arrr:ertjYu"uurnur ins ulin td'nYrn v 1 unit Ifl ufi fi'l rnriludor,rr.,uor uf; u
I wv o u
tFlflntQuilnQlu?uu1l

I

4. arlr:nilYr:nnrurn ut insutin tdiru1rr unr:uruun#u
Pen needle atrr:nt"ffdufir: insulin pen kiodrrLul.tuflr.] 

I

2'5 ilarn - :vqfrour riruil:vnoufi:urr{rdryuaufl'l'r}.rL:{ {urufrn iuiiuorq rnridzufrnI - .,n-,-.- 
i

..- , ; d o u \v t u v t
rrn y ratyl yty ru u u0t.t:u ur Lr o urrrl n rauuuu ITndfuu

- 1r un r % u v u : ro u r o dr r rio u d'o r : v qd o u rral o d o n r : 6r dr ur.J : v n or ua y

? u'r n Fr ? 1l.r u: { r 0.1 u r ln rfi zu fr n iu fi uo.r u l{rYsr ro u

- fr do nr tL u6'r 16 oul#r fi u d q rural fr 2-B oror rc;n rfi ua ua vran' n ld ut nr : ur1!

tu,{q (avoid freezi n g) t{uun rtuvrJ : :a I 1 un v/vriou : :q rYrue{t1

3. qruarurifivrrrrmnfirr

zunnTlFl:rtil0:rvv{nrunrvll{lulilntr Finished product specification uay Drug sub,starrce
.. .i v ^ v o ilspecification iidrlijlornrn#tsirflarjurdurrYu fr116'onyvrfiaurioFrmun:ixtn1T0.t14t:rrnyu.l

Y-F.-tr..o - -jo1 r,r, ^ v c, u Ja , 4 q r ,fl5vvl:?{4101:ruq?J ri'.rfrln#'ilrirYufr"hlorqo{Fro.rrUuaulvtrviuuryt'r14r0Lv1}J1?.1!rst:trurna-uoitfuter
,dA

d,sirilrafrt nurl:vnrfln'iv?1:?'ta1o'rr[ufi? rior:vqririrur x.n.2561 ar{ufi 6 frurrnl 2561 (as

il:snrrtLu:rtiioorquunr,jriuii 12 rluntt'ud zsoz) runvl:vnrnn:yy:l.ralfil:rudr rtor :yrloir:rurti
, - t -. - .j , o q

(aUrvi 2) n.fl.2_562 nriuri 3 n:nfilnlt 2562 (atd:un1a1uilun.clatqrunullufr ZA n:n6rnu 2562)

Finished product specification
v

1J0 Test items Specifications

1. ldentification st:roairumru Finished Product Specil'ication
, Assay 95.0 - 105.0 0/a of the labe(ed amonnt of lnsutin

aspart (570 - 630 nmol/ml)

fi^-{;l.l l1^.r1;"1iv1

tnfi fl niu{U{t[?ruu e].tU?sf t1

r-J:vttun::lnt:

Vqqq
tn fl 1JnSufll {fi t1.{: lJ?1nFtUy,tlrylf,

n551Jfl15

u .' .ru I
tfl fitn:nnnfl M0 !Yt'l'ln?fl

nt:,.Jn1t

t,



)

1,4U1\ 2/4 ndrfi e ndlurYnrsrl:fl ru"11.4?1rJ (ronar:riuu 2)t{

v
110

-fest items Specifications

i. pH 
._ 7,0 - 7.8

4. lmpurities/Relateci substances m:roairumu Finished Product Specification

5. 7-inc 10 40 mcg/100 units of insulin aspart

6. Bacterial endotoxins Not more than B0 lul100 units of insulin aspart

7. Sterility
,a o

F]:?0il 1u01'lilyt 5uq Lu Finis lr ed prod uct s pecifi cation

8, B2B isoAsp insr-tlin aspart Not more than 1.0 o/o

9. Particutate matler in injection rr:xati'ruFnt Jfi:vqlu Fi n ished prod uc t s pecification

4. fioult6u1
ditauo:rnreio.rfrudrtu1n1rrri'rarCIna1: n{arnrarufiofiofr:o{r0nariTnurifiniruro

o -XTtuavt0ufin{!
(1) tonar:nr:ld'iuorlryrm{uurrflulrirYuurLfios;ruilruluil:vrvrolyu unyr{1$q{ (declare) uurir

2f;n

t.t. tur{tffrynr:duvrvrfiuuoirYuur triurri viu.z 11u.3 yru.4 via u.z udrurin:rfl
- n:fi{ir{lusrfizufrn"Luil:yrvrntvru ulrlufr{ y}u.2

- n:fidrfluurrirrdrrfionr:uil.:uT:o urrafir uu.3

- n:rfifilfluuld1rd1arnrirrt]:vryro ylnufi{ y}rr.4

"-vr.2. rir"uoiluvrvtfluu vtu.t rato u.1 ruorurfirfiuo:lnr vr{or:ruavl6aerri":{onrrr}?urr}Jn[ur].r1r

tolzufinfrruq{nrlrfiduvtvrflau (finished product specification) irnv{orilyuqnrufl'ty!1J0{
{mqfrl (drug subslance specification) n:nidoq:vu'jr{nr:rrJfiuuur.lnulfftnrfiurfrurvfros
[t1JUt0nfi1Tn1:torrfr'h (u.5) il,]1^lYol finished product specification InvluBo drug

subslance specification TnutorrtTluriour-ur.J:yn"lflrJryn?r,t:rnrdrfinyr:ofrnei unslrjrfiu z

fl ru iul:yn1fl l:yn'lpr:rnrOrfi nvr:0fr nri

(2) lo nar:Yu50.11.11n:o''tun1:r.tApt u1

2.1. n:niurrufrm'luil:vrrfllvru {zufir,rrfrorfrr0nff1:Y!:o.i}.J'rpr:slunr:zufrprurnrry#nlnruqi*nv
ad Jaoi6nr:fr6"1ufl'l:rifrnur GMP-PIC/S lqur,lriru{'r1.t PtClS participating authorities utofr
tonar:iu:o{}.Jrrtrs'lu GMP totr{r#nrrunruvn:iilnl:0114'tTrrnyu'l nryyl:'t.1fi10r:ruAr fir

9oJs.=v
rirraunf,ulprarlrttretaetqndotlunvvTnrfiuurYr GMP-PIC/S luyllr,rurfirauoflt[J orjuriraF]srul
5aL nr5Fr:?eaouTprerfi zua nr';Yu:.erqfrs{uil:v nrrtrJrvnrn:rnr6 uHnvr:afi nri

2,2, nsriutrirurirtrnri'xrJ:vtvrn fr2frrr6'orfil0na1:iui0{lnflTfi1unr:zufrmurnrilydnrnrucirray
ad Javo ' -iEnr:frri'[unr:zufrnur GMP-PIC/S Tprurarjru'iru ptcls participatinq authorities vrto US

cGMP u0{tJ:utvtrl{2frn ariurilaqflr}.r;0r.tn''}:ot:?efi01 lnufizuartr:fu:o,rfrr{uil:vnrrt
il:v n':n:rnr6 lfi nu:ofr nd raioorumn onfr n rr#? $sin:6fi

(3) ro nar:iqru#nr:,rusro,l trfi rauo:rnr
3.1. zuanr:rr:loitn:tvlinrunrnzu6nfiruciErr6{rr{ogilro.r{2frm (certificate of analysis of

fl n i s he;[prod uct) tu u r {ufi ric ri]uglr, 

'*r,
ur#trn:u{]t rvlufi fr ur.J:vnr

tJ:vsrun:iuflt:
[nfi fl nluqi{ R:lr: fl ?1 nFru?\}\ylfi

fll:ilfl15

a*
1'! mrir{, l}1 trY'to

u 6 au d
tndufl :nrray\?lfi tyl?ln?m

n:5L]n1:



uilti ztq

3.2.

n{rLfi I n{rurYnr*'r1';nL!114?1u (tonar:ttuu z)

zuar'r15nr:?aeLntlurinruntniprnfiutorfr'rurr{rn-ty (certificate of analysis of drug
t!

. .iorcn a r i, ci' v , Y.' Y a v a u a
substance) vtLflLun15r.Jnr1u1luytfl{r1_lu9,)?0u'r{vr{lJ0{,J9influ'lttautJzun0l')aqn!

r0nflliu60ufrnorudutiunrrr#rifiud:vv'jrr{unr:2fim?0{iaqfr!#rardrrYrg (drug

substance) ila 3.2 rTuiunr:zufimrorzufrrifirudurr{rrioyl (flnished product) {ta 3.t
t .-

,{nn1tfinur Long term stability n'6i0ntx.101rp0{rJrfifiuvrvrflsui{filrirfin.:runruufl::}Jn1:

01141:ttaVUl fl 5Uyl5?{fl 16r5[Uq1

5.5.

3,4,

3.5, uonar:Yl:ovjrfi:vuunr:lfiuInva-flei{urr{Ju coid chain system frtrilror:gru mrx.]

u l*
ltn'nlnru'n Good Storage Practice (CSp) rrav Good Distribution Practicc (GDP)

A a, a v 4a o t ,-
3.6. rfl0iarnr{iuurfrrirrq 1#uaq{u#nS1unrifinulurcn6frnlrrilqud (cl.inical trial) fiq

rJ:vfruBn'ru nrTfnu'runv zu adrlt6 u{.u0( rJrfir'r}.r{or,irt"ilfii6'Yu nr:duv,, rfl uuqr nr{rfin'lru

r'lruunTr3.rnr:0'r141:unvur"u0{ilivrvrntyru lsruzunnr:frflurfrO{fril:vEvrBnrvrt:i6'oun'irur
v
F',ruttLll

( 4 ) l o n a r : ur a rx'i r u r fi ra u o uft u u r d uB rivr r{l u #ar fr m r,rt o pTiru u uj' r r.a ri r uI o u m : r
!{

(5) pT'rodxrr

5.1. sitauo:rrqr frotc{tp1':odrrt't yriorrfirrT'ladrrqrJn:criilr,rurrio ilrnnrfiour (insulin perr) ttavU9

r,r-r1firu (pe.n needle) fit{iruriuurfr'rodxodxriou 3 uriruu::ifirud drr{lud'rirvruufin.l

: r u a s u d a ntpin : u fi ': u sr u fi rir yu n'[ u #r "iio n ru a u ffr rihhl {x fr u

(6) nr:r.J:v rTurlrunrvr urfi rirrau
i, e)

o, t . u r fr r{ s}.r o u n o r fi o r sttt6'h"irio u n'i r t z rd o u fr: q r n iuei.r r o u
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