MHCTPYyMEHT ¢

MaknakoBa Onbra B
* h t o h cC o . m t X

< — — ] < -

.oe h «eObeW¥nevyeHnme KayecTBAaA /TeKapCTBEHHLIX CpeacTsB
17+n , O Y WwamMo ,°" "X O “mtoco TEY " _h" er”

€ < -

Takeda Pharmaceuticals International



KpaTtTkada MHPopMauma o KOMI/I

Ve

A23 3aBopga B 18 cTpaHax wMupa

A1l 2 Meca oho oa h t e _oom h e
c h L “h ™ to 3
Al4 wmecroo, e -~ oac™ e mth
A1l 8 Mecrohoc ~—m oa h t e
: T BT
A6 KnwodepBElx® t : m 59 o0 T Mot 'Rye Chemistry, Manufacturing
A h ~© m;o;mox ° n; tH . ) < a t* “~ % o0 T : m © Tand goptrgls,LCMC)p%nter, ,J&pan
A<mc<h*toh*e . <"'**o’:‘ ~ e *Y < a*a<xeo"‘o <’%Y *
,é:;:‘*o -~ ~ e Y <G et h~™ T'Ee o
A*’*Y<;<h:c Y<()'”‘mtho’H2t
K~ _e, e
Ahe_o o ) Y
A.o0oac ™ e Y h*“mco ™~ -

otoh .fonee " IO

Millennium Pharmaceuticals, Inc., USA

Takeda Pharmaceuticals International



3aBoag I OTOBBbIX

neKkapcTBeHHBX dop!
r. dApocnaBnb

e PeweHne noctTpounTtTb 3aBOA
| = A o " e . h omt h omm m o o
r- ATx -7 ch mxtmt To ~“e™'Eeho. eo
c ho o " t Y
Ac h " "o e ~0: 9 ¢ ho " x
_oe_xh et eo c €
Un dp big

A ho : of T tTe @ 0 i R
A To “~ HIE n2n |

Ao "eomt 'EQpa "% a € %
Foox Tht™ ¥ T to

Takeda Pharmaceuticals International



MpoayKTbH 3aBopga B Flpocna‘l

Al

KANBLIWN-A;
HiKomEen @OPTE |

I‘.K\
|
i Hu

KANbUWM-A3
HuKOME_JJ

Kanboi8i HWKOME [
tmé/\t ) ’<H"‘t</\rEe

<

Takeda Pharmaceuticals International



BBeagoeHwUe

Lle nb

1). ocao ;'E m T™x "t fMp*e"Hhth™ "o ~“eeo o a to”"
¢ h o ” “SpracturgdProblemSolvingSP8) | mco T'E'o “e  a moot = tmt
o*<mc<;<e*’y_*;<mtﬁ*

2.~ _h ¢ t'E e” . ) 5 *<’\oﬁoco o h

Oxmpaembn pe3ynbTar

[N < * * < < — < C <
t e " *“ hte cC o o ”* h ! e ( c h o™ ™ a
A o] O — < < *O <
om — T o * ot ~'Ee ™ 7 ® e t - ’ X m t
AI_I < - < E Y* < * * C*Y*
c h o™ 7™ a
<
A m o h e e o h ’ e c ho® ™ a
— < < < < * < <
A mo h emt 0 ~ e chogg mmo o o "~
- < < - - * < < - T
o " e e o e Y c h o™ ™ a

Takeda Pharmaceuticals International



AKTyanunsauunmsa nNpoob6Iembl
Takeda

K yuemMy npuBoasaT nNpob6GNeMbl:
o —x - e e m o o t t mt x O c h o~

* < <

A

A

A mt ~eo - c ho ‘ o " mt

AE.mo ’”“'Y_mto a omt . E g 0 “ e e o
,B\Lt_’“o_e<e*< * * 7 i
A ho* ™ a S m YO " e e < m e<mo””\’o"‘<e

Takeda Pharmaceuticals International



OnpepeneHune npoo6nanembl
Takeda

I'IpO6ﬂ—éH\Vla Ch<C'tht“*<Z coa 0 . *
t h *x 0" 'Y h ™ "h ’ e YT h ™ “h ’ e 'Ht o m t x
— : m¢t e o C - d

e “ c h ~™ e

L <

h a e e
- <
h a e e
X m t

Takeda Pharmaceuticals International



MHCTpPYyMeHTapuim o6ecnequa
Takeda

MHCTpPpYyMeEHT apuim

em¢t h x a e t o e
* < D3
~—o e . o
- < * o * 1T < -
e ” C O m h ! e
* — < < *
mHY e e 0 m T
[fpenmywecTtBa WUC
dPMHAHC
Ae ’ e mt o a om't .o m
e ’ e e ’ e h a e
&« * < * < A * < * < - < < * =
m . mt o A 0 m t Ae : e S m ot oot om¢t ™ e o
< < ;k * < *<° - *
cho” x C'<Ae* e cho o mt ee 9 cot h'E
COTpPYyAHI
Ko — . e m o
Ao~~~ h ° - comto 'Ye eo 0 x Tx

Takeda Pharmaceuticals International



MHCTpPYyMeHTapuim o6ecr|eL|eHa
Takeda

Me T o 4 bl
DMAICc Defing Measure Analyze Improve Controlg" m t e o 3 " "a h 'EYy se ™ ™ ° hx
DMADV¢ Defing Measure Analyze Design Verify¢g" mt e o 3 7 "a h 'EY se ™ 7 = hx

«bepexnnsoe nglLeanpr@Ewtmc T B 0 »

SPg Structured Problem Solving, t h x _txh ho ~eeo h " e~ cho™ ™ a

MHCTpPYy MeHT bl
AAgcemthxa e t mt h x t x h h o “ e e o0 0 h ! e ’Ycho: a

J— * -

AOTOGpaxeHne npouyueccos

AMeTopn TIMaperTo

Alnar pamma uun-KaBY _°omt Eno

A5 noyemy »

APDCA; PlanDo-CheckActg . ~— = e ~h. X’}‘"QO _ zhotyh —t hx

AGUTc GravenessUrgency and Tendengyr . h 'E, "eomt 'EY e ot "o’ eomt 'E t e
ACpaBHUTE@/NbHbBAN aHanus

AKoppenauyumoHHBLA aHanus

Takeda Pharmaceuticals International



Me T &ias

Me T SRS; Structured Problem Solving ( h x _t x h ~ho ~eeo  h

— * L

ANTOpPUTM OCYIWECTBNEHNSA:

1
2
3
4.
5
6
7

8.
9.

10.RL&Bjtej ded j tjf k@h&xOls o

lrTwodzjdedj HtotsBdzj @37 ( slsC dztsdzj dedj, OOS, BlsL T
l " Bste BjISSHO ( BOIKLd yO)

lrTBtstc dqdgmlstclzdzj dzls©. 1 OL dzOyjdzedj dzdH jtcO € BA3C
ANstcdBzdzdteso Oded ] ftetsBdzy &3 d tSYdHOj B jJ o' 9 ftSH
b dzOdzdL BGMdeso dets?2 ftedyddzr (HJOGORBABBO RN JC Oo

o d{Mdzeseo dzOWY fedyddz©O G tSHIse j ey HJ dzO?

stsdzdzj Clsdodets) BBMENHjddj (BSLEBo 2 hiskisd)
ted hddedd f tetssdzi 3"

] d&zOdz HJ A B o d2 o
I " fsdzdzj ded § (@) 2 Mise d 2 @

SPS flow chart_02.pdf

11.1 09 jteh jdedj, HBojHidd]] HB StdyO.

Takeda Pharmaceuticals International


SPS flow chart_03.pdf

MaTpuuyua BbOOpa MeTOpqa

a<’"x oh"”e* "’G*’Ya*
O6bnactb =y co*h~ % — e 'Ya
anMGHi:é:’;'(?fh* co”h~ "<’“<e*'Y
TEXHI/I‘-I(t< oe ;. .m o e“"e* Y *’“* H mec
3HaHM?I<°$9°¢*a‘ "e”e 'Y e m o ™
rpynnB|<0"'“:)0°*a- "e”e 'Y e m o ™
. T eEe... . . a.c. . N
comt<cx<’é‘xe’0'<<e*< cho* o~
Ll,enmh ! € ho™ ™ a - ohh“ t
oh . tormi vy
. “<m/tc;h.o<mt.<ﬁmet"'eo~"‘
OCHOBHEB':e'eoo*h"e.co )K€ om oo " ®¥ mt h’
I'IpVI‘-II/IHe—b! - e : - ! : -
<*<“;e < <K * .mt h < K €
pemeHv*;ﬂ”‘r;t*';ee”oeu <co"kt(3<h""<eo
e _ mteo

Takeda Pharmaceuticals International



MaTpuuyua BbOOpa MeTOpqa

A =
— O o E
°CCl LHh |l | <
40| o S | =
LN )] (@) (@)
a<’°x oh""e*'*e*’Ya*
N 1l 14 a < < * *
npuMeEH S+ co”™h™ " T e Y
t . ~ v - ’ h t
TexHunue 9% . 5 .MM . . R A o SUUL .
rpynnge . o g0" a. ~“e” e 'Y e m o "E g _oa
hmﬂ —m’é\:Eé-\*<*A* * a<e
c omt cx’é‘xep’ e c h o
I'I'enl/lh € h o™ 7 a - o h
m h > " O"mt Y
: mfpceh o mt . K Xxmt ™ e . § hf > ° e e
e oe nE e 5P b onen, ' | . |
npunmyun H-HI ‘ o : <
e : m¢te .
mt e K - mt h K € "o h o
PeLLIeHI/;FImmt ';ee"‘oe cokte h > ¢ e o -
e : m¢t e o
NT 1-4 1

Takeda Pharmaceuticals International



t SPS A 3+PDCA

A3Fanropumtwm

1.

~

c h o

o

o

e

OCylwecTBAEeHNSN:

~

t G Y ¢ ho -
t ™ SR | Y Cc X m
~ e h ~ % o - c In
! ¢ o 1
* e c h o™ ™ a
< *
~ rﬂeru"\ o
< * < *
[ ~—~~ e h X/'\,t
< * < < E
0 a
m'i'o Cdﬂmfc\mxe,r
i < 0" o
" 'Ee m t c ho ¢ m m
* <
~ e om e ¢ ko
K - < *(E
wle P ~
e h X =t t
< < < E
h o * e c h o t
* * < € —
e 'YY mtohoe?™ ~ m
> e * c¢c h ™ — e e

*

©

<

a

o

2

t mCyccoo e

<

e

*

<

c O

—~

Takeda Pharmaceuticals International



t SPS A3+PDCA-nnuesas CTOpOl/I

[MfpoekT:
Has3BaHMWEe: NTvnoep nNnpoexKxTa: daTa:
KomMaHpga: MnaH pencTBUN

t o L .t o .0 B
T

OnmMcaHMe nNnpob6GNeMb U O0XWUP.A:

BbiasBNeHWE OCHOBHOIW np

.. .. .. .. .. PesynbTaTtThb NpPpoexKTa:
Alwnkahd MoudimppeAGSUT Aflpyr o y P

BoiasB/ieHWE OCHOBHOW nNpuywm
maod h ” tex O mthoex ~ mt "~ s 0

McnonHeHne U cTaHpfpapTMUs3

[MpunsHaHMUE KOMaHAbl W” 3 aKk

Takeda Pharmaceuticals International



t SPS A3+PDCA-0o6paTHas- CTopn
Takeda
Nwnkasa NMapedTq@pyroe
5 noyemmy Mpob6bnema: Gl U l/IToroPeﬁTJlH
Mpob6nema
M ¢ o a x PeVITllIHL‘h'E<'ecm't"EtAo’eo’m}e'E<eG'CRYHXT
5
H ¢co a x p
O ¢co a x S
2
n c¢co a x
1
p c o a X
Mpuuunda ¢ , Toig’Ec ot e ¢ ~ TEe . 9 Gup ;_ te e cho""E'

Takeda Pharmaceuticals International



t SPS A 3+PDCA

maHnpogeacHne, ~— e

o h h t h x O~ o) » C cho g mmo
m YT e e 59 mo & Ty T omot ’ e Y h
h ' * 1 Ya* a.<

Y c 7% e h o Y e e
h x TTEt Yt 7 a

[MpoBepxkma™, “o -~

At - AehncTwcBwe, ~ ¢,
h< X Et to X c¢o c T e o * o h S v e e
mo *h~ee . g 90 ° Y ovge o~ o

- *

*

Takeda Pharmaceuticals International



t SPS A 3+PDCA

War 1°: [Mfpob6nema wu
.- t Ym e o 0O C m ™ e
e "t 'E h x 0 o ~ t

— — 3 * <

War CadcTtaB 1 pynnbl

X 0 o~ t “E h ™ T o

och ° ~ tE § 07T geod

~ —~ ,Y 0o C m -~ e ,Y C h 0 o~

o’ .o a o 0 h " x TUEt ”
Project: Validationissue solve Date:23 of May, 2013
Description:Deviations from acceptance criteria during validations runs
Olga Maklakova Leader Olga.Maklakova@takeda.com +791511111111
Oleg Zhuravel ProjectEngineer Oleg.Zhuravel@takeda.com +49 1512222222
Matthias Greinecker Validation Engineer  Matthias.Greinecker@takeda.oo  +43 6643333333
Alfred Stitz QA manager Alfred.Stitz@takeda.com +43 6644444444

Takeda Pharmaceuticals International



t SPS A 3+PDCA

War 3: OnmnmcaHwune npoa

(_omt “*t'E ’Ymeo< oc*m e*
c h B e a m “ 2 e o0
o "ao’eo0 yyenaemblkE ncxopn
oXMnpgpaemble pE3¢¥/IbTa&THbI®
Ym e . a Ta h a . a (0))
War 4: AHaq@QWwoO: npm\élmﬁmt
h ’ e Y ¢cho® ™ a H
MHCTPYMEHT bl:

- * h * aa ™ no ~ .

_Zp co axr] >
- GUT(GravenessUrgency and Tendency

m h 'E "eomt 'ES e ot o’ eoit
- t o ”° “ h t o

- oetho TEe . - - h"‘aa.)

Takeda Pharmaceuticals International



Onarpamma WwWwnmk aB bl

Llenb nNpuMuMeHeEeHMWA:

Ao Tx - e c o Teo “ht e o TE’ 0 - om "
1 < * < © —_— * 1 T %
e * ° c h o t o a e m 0 e e t h h o “ t 'Fm ° e ” -
< < — C< * - E Y
0 h ~ - e o T'E’ o0 0 o ™ - m t - c ot e ¢ ~ e
m —_— < * < E 1 —_— x* 1 < - < C* E

* * < * 1 <

Problem

| Materials | | Machine | |Environment |

Takeda Pharmaceuticals International



Odnarpamma WWwunk aB bl
Takeda

Aunar pamma Mwnkasb AN14 aHa/lnai3a nmepBoOonNpuMnyY nNMH.

1. h ~ e T X t mo * h ™~ e h x cc . ~0:" Y H mec h
h T a o c ho® ™ a d "~ h m X t T ¥ o e 8 ~ h ~ a
d oha™t~"~ s MUOS e~ ot o 0 a m T x T ox ot Yym e o h ~
2 T A'Ym e t S ,to C T'EO ¢ ho ® e Y T " eeo 0 m o
c ot e ¢ " TEe 9 ¢ h . e co 'y — e Y ¢cho® ™ a s

o
>
o

(&)
o
>
o

o))
o)

)

~ O
)

()

x

o
>
>
)
2
(@]
O &
(9]
(9]

Takeda Pharmaceuticals International



O nNovyemmy

me o e o em¢t h x a e coao "'EQO ot oho 0 a o’ e “m
cho® ™ a [0 e coth ot “m e m o T'E o h~ t
|m ™ R S =~ ochom o ¢ 'Yt h = co”h Yy CHt o *
M p o Onewma Npo6nema
. 1 noyemy?
M ¢ o . a X BepoATHaA NpU4rHa Y
cC O a X
H . BepoATHaA NpuunHa 2 noyemy?
O Cco a x
’ BepoATHaA NpU4rHa 3 nouemy?
nm ¢ o a x | |
T McxopgHaa npuumHa McxogHan npMYmMHa 4 novemy?
p c o - . a X BepoATHaA NpUyMHa
OcHoOBHaH4
WcxoaHana npuydmHa HMcxoaHan npuyMHa 5 noyemy?

NPUYNHa

Takeda Pharmaceuticals International




GUT-meTO0A4 BbLOOpaAa OCHOBHOVI@H

GUT(GravenessUrgency and Tendenpgm . h '/E, "eomt 'EY e ot "0’ eomt

< <

OLI,eHKa CeprBHOCTb HeoTnoXHOCTHWb Ter,eHLI,I/IFI
X .m <t h . h om't m
5 ¢ o - m t h | x ° e e a s o} ® t Y ¢ h
a h
_ h T X t o c h ® om t m - 0 ®
4 qO - mt O < < < < e * -
4 @ ® o d ’mho’eomt h = t m h
R . om t m — o) ®
" 'Ee o 0 ; L ao’ eo mt |- _ = o
3 % < - < o —_— mh e th
_ _ _ om t m - 0 ®
2 —~ % 0 0] m o’ t c o o’ Yt & o
« < - < o < IOA m h o
. e 'E mo&™ ¥ o m t K
l v 7 < - ~ < e Ht(’ e t O, t hnv tEm
otmxtmot * ° m t AV 2 8 . @

Takeda Pharmaceuticals International



GUI-meTO.

BbOOpP a OCHOBHOVI@H

LI O O I

) syYj Bz LYWW jClkdodesimls! t©OB®Blr MIBHOIG U T v d

L Of dzOdzd te 50 O dzdzts 2

RIssg s

*| |*
yjdd o 2012 cEHE? GTUT

1 4 HisMIs Ofs Bz s SidgEjiplss L d3tsy dzs e OMh Jedls! & d2DH5 60 2

10HJtY¢d fted tsBtcOBSISE ] LOCOLB9 ) [sBE S5 |4 4 80 1
1 JHEBBMISOBYydzs ctezL soadS s HhzW IbtcOdzft 2 | 3| 2 12 6
 stesy dzr § HteseSd 4 |2 2 16 5
] dzsn OW f SGBBHO 2 (2| 2 8 7
fOdzr § LOfOMr 90 de » ftesHEZCISEO 513]| 2 30 3
1 JHBMIsOltsydzr j] ftetsdL oatsHfmise jdedz §j Bsh ¢ 3 | 3| 2 18 4
sSlstczHdzed Cd o BIfEkzMS OR 2 (2| 1 4 8
dytslstelznded ¢ d dzj tSBRZYJdZr EZftwOodzjdedt o 4 |2 1 8 7

Takeda Pharmaceuticals International



[TpMHUWMIN

h e r C -
d * C * d
* T <
“h * ™ 0ot ™ e e
~

[TapeToO

80%
RESULTS

Takeda Pharmaceuticals International



* * = N Takeda

™ 2500 - - 120,00
o
c | OC Y dzj ded § % o
B o
@® 2000 - ././. 100’00 C
- o—
o o—
- «— - 80,00
© 1500 - ./
]
7 ] 5O dd&zs 80 % - 60,00
1000 -
o - 40,00
500 -
- 20,00
0 [ || ] 0.00
mt ™~ T ’Ee
A B C D E F G -,
T cmitot T o eg7p eop57 e 248 120 99 75 67 80
hoge et 39,40 29,69 10,98 5,42 4,47 3,39 3,03 3,62
T _oc e 33940 69,09 80,07 8549 89,97 93,36 96,38 100,00

Takeda Pharmaceuticals International



YTBepXaoeHNEe OCHOBHOWU nNpwu |

Takeda Pharmaceuticals International



t SPS A 3+PDCA

Wlar 5: CocTaBneHunme nNnaHa AOAeNCTBUMN
he a2 ot o x o"mt WM BhHpabOWTKM* peiuem g, 0
anLLWH°e*_’<w cho*"\<a.

Takeda Pharmaceuticals International



t SPS A 3+PDCA

AHanuns3 peHTabenbHOCTW HaAa OCHoOBe MaTpwuuy

1)_ c h ® ~ t 'Ec ol ot" 'O a eno ’ t - m é; m "
2)¢ m tEcohht h — t m t Cc e 'E mo ot t mt Y X
"mco TETx ot ;.M  nYX MXI pX & o nX MX 02X
-1 Ooe "’_ow m Y 0

-M O6Mm T T Ty m Y EU

-0 - P OXx a h e e ™y m“Y E0

3. €. e tE h x TUEt Mt . h "t E e~ %o h et

[Eyh d2 o0t
tcd Is
tghgdedw |® g J

smde'sdeJ
RIsSts @

$wd54
_

5
) ZOdz ¢ 3 9 1 3 16
1

3 0 9 13

Takeda Pharmaceuticals International



t SPS A 3+PDCA

] zOdz HJ 2 Mlse d?2

1. trzr1Ry 4 . URI HJ2Mlse d?2
O. UiZHjb tjOddL o Odzts O. uwHJt)y HcPeahlss © dzj d3J H dzj
b. siplsts BEZHjIs ttj OzdL 5o Odzts Hd 2Misadw, deOf tcOo dzj dedz" | dz
ftotsBodzy d3, des dzj Y SHE©COL Zd3] ¢
2. ousfojyoOjls LO tjOdzdL Oyds Yfedadd daiic " driy fesBdi d

3. sf{arTthtsddj ddj § ZzOdzO Htsdnjhizs sestele) CIsdielzMEEOdz) dzd j o
L Oo j toh | dats oLddCh j2 ftesBdzj 3" .

m t 01.08.2012

th”"emcohteo m o e e

co "~ *° h Y xc h o) , 0

o : m t 0

e p,:":\:.

~ T , t'E ""Joco Te tI”h ¢y 15.09.2012

c h c *hy g a et ho h o o " m 9
12%

Takeda Pharmaceuticals International



t SPS A 3+PDCA

War 6: PdlanamH3easym/Ap T aTbl NPOEKTa
AJomt : e b’ %X T Ea 8t o
Ajme t 5 to co : a x

War 7: OTcgygrexunBa@Hhne  cho g mm’
ST >t 'E c o toheo o c¢cho'y — e

Hl'h”"" G Oee . a mcomo ¥ o a otm ~— ° “ e
oetho T Ee ® * h * a a (0))

ho e mm a o e t o h e T ™o “x0oa e temht*d".et”""E’ h
0O C . h C* 0O e e 0 c h C< X h 0 . h Y0 D
mo o t t mt X ’O"' o % x e d

Takeda Pharmaceuticals International



>0 O O

=) *

SPS A 3rPDCA

o D =

—

R

OKoOHYaAaTenb HBbLIN

oT4vHeEeT 7 3aKpbTWMeE

t m’“°x’Q""‘”Y e oha®™ ¢ Y'Y

*

*
DA
*

o’ - a h X TOFt ot
* * < < <- E
0 e ! c h o™ ™ a
- %  — < 0O <
e ’Y
A’Et"'t

~ o~

m c
<

IE h

c o

Takeda Pharmaceuticals International



Cnacumoo 3al BHuMMaAl

Takeda Pharmaceuticals International



