CHAPTER 1 Pharmaceutical Quality System
0530 1 go®35:3933 90 badolbol bolidgds

Principle
3053560

The holder of a Manufacturing Authorisation must manufacture medicinal products so as to
ensure that they are fit for their intended use, comply with the requirements of the Marketing
Authorisation or Clinical Trial Authorisation, as appropriate and do not place patients at risk due
to inadequate safety, quality or efficacy. The attainment of this quality objective is the
responsibility of senior management and requires the participation and commitment by staft in
many different departments and at all levels within the company, by the company’s suppliers
and by its distributors. To achieve this quality objective reliably there must be a
comprehensively designed and correctly implemented Pharmaceutical Quality System
incorporating Good Manufacturing Practice and Quality Risk Management. It should be fully
documented and its effectiveness monitored. All parts of the Pharmaceutical Quality System
should be adequately resourced with competent personnel, and suitable and sufficient premises,
equipment and facilities. There are additional legal responsibilities for the holder of the
Manufacturing Authorisation and for the Qualified Person(s).

0o00mqd0l  wo3gbBool dxwmdgwds Mbs SHomIMML  Lsd3MEGbIEIM  L5FMsEgdgdO,
OMIgwog ©60dbgdol  dqlisdsdolos @s dgqlodsdgds LogeFHm  woEgbBool b
30bo3meo 3309308 @wo3gbBool  IMmMbm3zbgdl. 0go  39EPEIOM0S IO
3530963900  gm39wa35M0  MHoLIOLYD S  SFoLoM30L  MHBOMBIIWYML  LsMIbsM
MBogMMbMYds, HIMOLLO O 9BIJGHIOMDS. bsGolbol s0bodbrmo doBbydol dowfgazs
bgddm3569wo 3060500l 3sLvIboldRgdMdLy S 53539 EOML dMoMbM3L 3MA3sbool
bbgoolbgs  @mbgbg  Ubgoolbgs  aobgmaowgdol  3g@bmboerol,  3md3sbool
9mIfMm©9dgdol s EOLEHMOdBHMOGOOL IMBSHoW MO s 9dBHOME BsM0IYEMBL.
bsolbbob  3mobom  sbIbBMYWo  5TMEsbgdol  Folomfgzs  LyFoOMs  SOLYOIMDdOIL
30339 dbmeoe 89999953900 o BHmGMs©  49BbmM 309w gdmo  53o®mds393G IO
bs®olbbol  LobGHgds, MMIgEog 99MM056gdL  Lomsbsm  [o®dMgdol 36sdGHozol o
bs®olbbol MHobzol domm3sL. LolGgds LOWMWIE MbEs 0gml ©M3dgbEGH0MIdMwo s
dolo 9539dG1IOMdS IMboGHMMOBAL b 9939009050 GOMOIL. BoMT5:393¢3) X0 botolbols
Loligdol yzgws  3m33mbgbBHo  Lomsbsm  Mgbydlgdomm  Mbs  ogml
MBOWB39mymaowo. byFoOms 3mA39EHIbGHMMO 39MLMbowO, Lomsbsm ©s Ls3zdsmolo
LomOgLMYdO, SMFMYOZ0EMds s BOObmObOM  LoLEBHYIGdO.  sOLYGIMOL  TEJOOMO
LMW YOM030  35LbolidRGOXMOGO0  Bs35FOM  W0oEgEBoOL  IBWMIJWgdOLs o
3390%3053009041¢00 30OOLIMZ0L (306M9d0LsM30U).

The basic concepts of Quality Management, Good Manufacturing Practice and Quality Risk
Management are inter-related. They are described here in order to emphasise their relationships
and their fundamental importance to the production and control of medicinal products.

bseolbol 3s6m30l, Losmsbsm §o®mdmgdol 3ModE030Ls s badolbols Goligol dsGmzol
3053500 3Mmb639%8330900 MOHMOIODO0IOM835300M9dMwos. gl 3Mmb39gBE0J00 TmEgdvE
©™399996GHT0 s0fi9M0e0s 030LsmM30L, HMA BB Q59L35L o0 39380ML s BIBAGHEHME
360083690 mdsL Ho03mqdols o b3 3MMbsgrm Bdmsgdgdol 3MmbEMmMEolsm30U.
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Pharmaceutical Quality System
BoMI>393G o bamolbol LolBgds

1.1 Quality Management is a wide-ranging concept, which covers all matters, which individually
or collectively influence the quality of a product. It is the sum total of the organised
arrangements made with the objective of ensuring that medicinal products are of the quality
required for their intended use. Quality Management therefore incorporates Good Manufacturing
Practice.

1.1 bs6olbolb 3s6m3zs oM 3mbEgx3050 s 3Eobdmdl ygzgus by3ombl, GMmIgwos
0600030001950 Eo@ 96 9OmMMIWO0350 bl 4939l 3OM©JEHOL bsBOLLDY.
LogPmem xs3do gl s®OL MMAB0DIOMo Mbolidgdgdol GOHHMBELOMDS, GMIgEos
bmM309w@gds  0dobomzol,  Gmd  LYI3MOBswm  LYIOWgdgdol  boGolbo
56086900l qlsdsdolbo ogml. $99bs, bo®olbol dsmrm3s Mmoozl Lomasbsm
0963mgdolb 3659EH03ol.

1.2 GMP applies to the lifecycle stages from the manufacture of investigational medicinal
products, technology transfer, commercial manufacturing through to product discontinuation.
However the Pharmaceutical Quality System can extend to the pharmaceutical development
lifecycle stage as described in ICH Q10, which while optional, should facilitate innovation and
continual improvement and strengthen the link between pharmaceutical development and
manufacturing activities. ICH Q10 is reproduced in Part III of the Guide and can be used to
supplement the contents of this chapter.

1.2 L5®BsM HomIMgdOL 3M5JGH03> 9bgds sOBYOMIOL (30300l 9B939dL, GMTgeros 0ffygds
15330930 Bs3ZMOMbsem  Lodoegdol  FoMdmgdom, dmoEsgl  G9dbmewmyom®o
990MmEOL  355(39d5L,  3mIgOHEoM  [oMmBmgdsl s  LEOWMEEYds  3GM©YIIEOoL
0o00mqdol  d90Y39¢0m. Boacsd BsMTS3I3GIo  badolbol  LobGgds dgodergds
39ROMMZIL BoMT5393HWI0 2356305M900L (30300m, MMIgwog s0fgdowos ICH
Q10-80. gl 5M515350YOMEM 93305 s FodmYggbgdols d9dmbgzggzsdo, bgwls »bs
MPYgmdIL  06m35305L,  MPY39@  39B30m06M9d5L s 3938060 g5dYsrgdsls
09M35393GM 396300560gdsLd s Homdmgdol mbolidogdgdls dmeol. ICH Q10 -ob
093601300 §oMMm©ygboos Lobguddm3zsberm ©oMgddozol 89-3 bsflowdo s
dolo godmynbgds gbodegdger0s 3m393w9o 05308 s3sEJOOL Loboo.

1.3 The size and complexity of the company’s activities should be taken into consideration when
developing a new Pharmaceutical Quality System or modifying an existing one. The design of
the system should incorporate appropriate risk management principles including the use of
appropriate tools. While some aspects of the system can be company-wide and others site-
specific, the effectiveness of the system is normally demonstrated at the site level.

1.3 3563539330 batolbol sbowo LoliEgdol d934)853900LsL 56 sOLYdMEo LobEgdol
393300l bs  A930m35cobfiobmm 30835600l LoJdosbMdOL  IMEWEMdS o
303394Lme@ds. LobEGHdoL EOBs0bo Mbs dmoE3I3IL GolZol JsMrm3z0L Tglisdsdol
3600b30390L, dom  FmMoL  FgLodsdobo  1sdsgdgdoL  godmyggbgdsl.  LobEgdol
Bma09MM0 S39JGH0 990dwgds dogeo 3md3s600l FsMAwgddo dmddggdgl, bogom
Dma0ghmo - 3m6309BH s LofoMdmdo,  BoaMsd  LoLEGAOL  9B9gIGHOMDS

B39 90603 LEHoMIML MBYBY ILEHWOYDS.

1.4 A Pharmaceutical Quality System appropriate for the manufacture of medicinal products
should ensure that:
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1.4 1593MBSM B5TMsEgdOL o®Mgdol Jgbsdsdolo BsMTs3g3GIEo badolbol LoliEgds
Mbs MBONB3gyma3gl 99999 30OHMBJOL:

(1) Product realisation is achieved by designing, planning, implementing, maintaining
and continuously improving a system that allows the consistent delivery of
products with appropriate quality attributes;
36OMOMIBHoL  OHgoobBs3os  dooofigzs  obgmo  LobEgdol  dgdabol,
53939300, 396bmM 3090 9d0U, 39650PBMbgd0oLS Qo dmdogo
396300560900l abom, HMIgEwog 80350 Lomsbsm bsGolbols ddmbg
360 GH0oL Homdmgdol Lsdwowgdsl 0dwg3s;

(i1))  Product and process knowledge is managed throughout all lifecycle stages;
36OMONIBHoL s 3OMmEgbol  3mEbs Mbs 08sMHMGIMEIL  OLYIMIOL
(303L0L Y39 9BH93bY;

(111)  Medicinal products are designed and developed in a way that takes account of the
requirements of Good Manufacturing Practice;
1593MbIM BodMogdgdol d9ddbs s 296306Mds Mbs bgdmegls
LMBIM FoMdmgdol 3ModEHo3ol dmmbmgzbgdol gsmgswoliiobgydom;

(iv)  Production and control operations are clearly specified and Good Manufacturing
Practice adopted;
0o00mgdoby s 3MBEGOM@OL  Mm39Mo309d0  93980Mm©  Mbs  ogml
396BsBOZOMEO Lomsbsm oMTmgdol 3M5JE030L Fom35eolfobgdom;

(v)  Managerial responsibilities are clearly specified;
3969x%960L 3sLw9bolidygd™mdgdo 935830 Y6 0ymb J0MO0MYdIMWO;

(vi)  Arrangements are made for the manufacture, supply and use of the correct starting
and packaging materials, the selection and monitoring of suppliers and for
verifying that each delivery is from the approved supply chain;
do0gdwo  Mbs ogmb  bmdgdo  Lsfyobo s Tgbogmmo  sbsgnols
LB ME Fomdmgdol, dmfmgdols s odmyggbgdols, dmdfmgdargdols
396B930L5 s dMboBMEmobaol doBbom, 1939 39M0R035300LM30L, ™I
36OMm©JBHol  Imfimgds  gm3z9wm3zol  ©93BH30390wo  dmfirmgdols
X93300056 bgds;

(vii)  Processes are in place to assure the management of outsourced activities.

©BgMoo Mbs ogml 3OMmEgLydo, MHMIgEoE MHBOMBIgWYMaL oty
M9LIOLYOOL oMmyYgbgd00m F9BLMM 309D VMbolidogdgdol sMIMNZSL.

(viii) A state of control is established and maintained by developing and using
effective monitoring and control systems for process performance and product
quality.
©3gb0wo Mbs 0gml 3mbE®MOL IEAMT>MIGMds. 50 EAMI>MGMdOL
99650B690s  Mbs  Bgdmgl  3OmEglol  BMbJzomboMgdols s
360Hm©JBHoL  bs®olbol 9n9d@GOo dmboBm®mobyols s 3MbEGHMM®Ol
LobEgdgdols d98v353900Ls S oAMmYgbgdol gBoom.
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(ix)

)

(xi)

(xii)

(xiii)

(xiv)

The results of product and processes monitoring are taken into account in batch
release, in the investigation of deviations, and, with a view to taking
preventive action to avoid potential deviations occurring in the future.

36 ™Y GHols Qo 36 m3qL9doL dmbo@mmobyols 39092900
39035¢0oljobgdmeo  Mbs ogmb  LgMool 4593900l MM,
9999L5050mdYBOL oM 33Eg30Lal @S 369396300 Mbolidgdgdol
39A5M9d0LSL,  Momd  FMIdzowdo  Me306  v30(30Mm®  3MBHYbE0IOO
39L505MdYdO.

All necessary controls on intermediate products, and any other in-process controls
and validations are carried out;

396bmO309gdmwo  Mbs ogml  bsbg353MM©MIEgdol  3MmbGHMMEOol
g39es 9ME0wg0geo 0mboldogds, g3y dosbofo@mdmm  3mbEHMmEols
Q5 3505300l WMbolidogdgdo.

Continual improvement is facilitated through the implementation of quality
improvements appropriate to the current level of process and product knowledge.

1093930  2963005M900L  bgardgfymds  Mbs  bgdmogl  boGolbols
399dx MdgLYdOm, 3OHMEILOLS @S  3OMEIBHOL  Tguobgd  sMLYdMEO
3™boL ™bols dglsdsdobo.

Arrangements are in place for the prospective evaluation of planned changes and
their approval prior to implementation taking into account regulatory notification
and approval where required;

9569310050900 MmEORBML TgEYmdobgdgdol, bsFommgdol dgdmbggzsdo
30 dobo  bbdMdOL  gomgzswolfjobgdom, sbgMaowo wMbs oyml

©Mbolidogdgdo oy)A30W0 (330090900l 39ML3gdG0vIeo d9z3oL9d0l s
om0 gobbme (30993599 ©s33H303900LSM30L.

After implementation of any change, an evaluation is undertaken to confirm the
quality objectives were achieved and that there was no unintended deleterious
impact on product quality;

6900Ld0gM0 (33000 9d0L A9BELMM 309 gdol 909 wbs bgdmgl oo
999391905, Goms  IILEHMOEIL, MHMI boMobbol 3Mmboo  ILIbYEO
50m396900  Joofigmwos @ 3OMmEMJGOL  bosmobbbg  sElslyMz39w
©90mgdd90905L 500 56 3Jmboo.

An appropriate level of root cause analysis should be applied during the
investigation of deviations, suspected product defects and other problems. This
can be determined using Quality Risk Management principles.

In cases where the true root cause(s) of the issue cannot be determined,
consideration should be given to identifying the most likely root cause(s) and to
addressing those. Where human error is suspected or identified as the cause, this
should be justified having taken care to ensure that process, procedural or system-
based errors or problems have not been overlooked, if present. Appropriate
corrective actions and/or preventative actions (CAPAs) should be identified
and taken in response to investigations. The effectiveness of such actions should
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(xv)

(xvi)

(xvii)

be monitored and assessed, in line with Quality Risk Management principles.
39OV, 3OMEMIEOL Loz boMzgbols s bgs 3GMdE9IgdoL
39933930l O™ doMgmo Jobgbol sBserobol Fglodsdolo mby
Mbs godmz09ygbmm. do®gmwo doBgHBoL goblobwgcs wbs dmbegl
bseolbob Hobzol dosermn3z0l 3006303980l 2sdmygbgdoo.

03 d9dmbggzsdo, MmEaLsg 3OMIITGHIM0  Bs30mbgdol bsdzowo
doM9gMeo  30HBgBol  (B0BgHgdOL) AoBLIBMIMS 396 bgMbgds, Mbs
©535030bMmm y39wsbg LsgzsMom™ doMgmwo dobgybo (FobyHgdo) s
3obg30bowmm  0g0.  OHMmEILsE  9OLYOMBL 9330, MMI  5ST0sbOl
0930M3Lmb 23543l Boddg 96 @iYgbowos, BMI 3GMdEgdol dobybo
LPMOHgo gl 5oL, FoMdmygbowo Mbs 0gmb Lsmsbsm ILdMMYdS,
Moo Goms 56 dmbgl 3MHMmEgLboL, 3OMEIMOMwo b LobEgdmmo
9930M39%0L 96 3MHMdEgIgd0lL  0abmEm0Mmgds,  SLgmol  OLYdIMIOL
390mbg939d0. ©Ygbowo Mbs 0gml Lomsbsm 3536M9dEH0Mgd9gw0
@5/9b 35309 dBHoMgdgwo  ©mbolbdogdgdo  (CAPA),  HmIgwogs
399m33eg30lL  Ladsbbm@ by 2odotEaL.  LoFomms  slgomo
©mbolidogdgdol 9239d@GwOMdol dmboGmEmobyo s FgxoLgds boGolbol
6oL30L JoMM30L 3606303900l Fglsdsdolo.

Medicinal products are not sold or supplied before a Qualified Person has
certified that each production batch has been produced and controlled in
accordance with the requirements of the Marketing Authorisation and any
other regulations relevant to the production, control and release of medicinal
products;

1593MBIM BodMoegdgdoL 49Y403d 96 Fofimgds ©Wsd39090s byBsad
33908030MJIMYWO 3000 96O ©99FBHI0EIOL, MM ymz9gwo  LofomImm
LgOooL HomdMgds s 3MBEHOMO b3FMHM WOo3gEBoOL @S Bvd3MObsm
153 9d9gd0L FoMTMgdoL, 30bGHOMEOLS s 35939008 Tgbobgd sOLYGdMEO
bb3gs ©93005309008 dMmbM3b69d0L Jqlisdsdols gobbmeoges.

Satisfactory arrangements exist to ensure, as far as possible, that the medicinal
products are stored, distributed and subsequently handled so that quality is
maintained throughout their shelf life;

5039600 Mbs 0gml ©353d59MmR0E9dgo Mbolidogdgdo, Hmdgwos
099900bY39M9®© YOO MB3gymal  Lsd3MObsgrm  LsdmeEgdgdols
9965bg0l, oLEBHMOdME0SL s T90aMd oMmnzsl olg, MM 3GMm©IEol
bseolbo 99bs6BMbgdmwo ogml 896sbg0lL 300l 456d53crmdsdo.

There is a process for self-inspection and/or quality audit, which regularly
appraises the effectiveness and applicability of the Pharmaceutical Quality
System.

6900 Mbs 0gmb ®30m0bL3gd300L 3OMEglo /96 bsGolbol
5JQ0GO,  OMIPoE  OIPIWIOTsE  8gogaLgdL  Go6F3I3OIwo
bseolbob LobGgdob 9539dGHOMBSL s 259MYqbgdIMBSL.

1.5 Senior management has the ultimate responsibility to ensure an effective Pharmaceutical
Quality System is in place, adequately resourced and that roles, responsibilities, and authorities
are defined, communicated and implemented throughout the organisation. Senior management’s
leadership and active participation in the Pharmaceutical Quality System is essential. This
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leadership should ensure the support and commitment of staff at all levels and sites within the

organisation to the Pharmaceutical Quality System.

1.5 bgddmgsbgero 306900  35¢0©YIMWO 500D MBOHMB39wymb  BoMmBo3I3EGIo
bseolbbob 9539dGmo LobGHYIob sOLGdMds Lomsbsm MGuOLYdMD GO Mo©; Too
51939 mbgos MBOHWb390ymzl GHMEgdob, 3sL9bolidygde™md9gdoU,
MREgd59mMBoErgdgdol  2oblaBM3Ms,  MsbsdIOMIGOOLIMZOL  oEbmds o
2956bMO309gds  MOHYb0BIEOOL BoMy9gddo. 58 MZ5ELsBOHOLOm o YOEILO
35L9bolidygdMdy 930LMmgdsm. bgeErddm3zsbgero 306930l MOEIHMdS s 5JGHOMMO
dmbsfoegds 39MT5393GHEo badolbols LolEgdsdo doerosh 860d3zbgwmgzsbos. dsm
mbos  NHOMB3gYmb  MmMHPsboBogool  FoMymgddo  Lbbgoolbgs  Mmbybg o
bbgoslbgs Lofo®dmdo dmdmdogg 0sb53dOMIgdoL F0ge BoMT5:3933 K0 boolbol
LobEgdol FbsmLFIMS S 35¢IOIEGd9d0L Bomsbsm Fglitregds.

1.6 There should be periodic management review, with the involvement of senior management,
of the operation of the Pharmaceutical Quality System to identify opportunities for continual
improvement of products, processes and the system itself.

1.6 bgddm3569gdds, doo OOl MFogEEolo MsbsdEYdMOdOL 3060935, 39MHOMPYIEIS®
MBS 2960bowmb BsMBo393GHWo badolbol LolGgdol ddsmds, Mo O9ERObMD
36OMOMIBHoL,  3Om3glgdols s ™35  LobEgdol  MPyzgBo  A9b3z0maMmgdol
99L5dgdEXMBYO.

1.7 The Pharmaceutical Quality System should be defined and documented. A Quality Manual
or equivalent documentation should be established and should contain a description of the quality
management system including management responsibilities.

1.7 5563539330 bo®obbolb Loli@gds 2oblsbwzmwo s ™3MdgbEomgdvmo Mbos
oygmbs. ©gbowo mbgos oygmls boGolbols Lobgerddmzsbgem 56
05b650560m36083690Mm3560 ©™3MIgbGIE0s, MMIgeoz Mbs FgoEeggl  Batolbols
domm30L  LoLEBHYAOL, o0 TGOl bgerddwgsbgmo 3oMHgdol  3sLbolidygdMd9dOL

SOfgMSL.

Good Manufacturing Practice for Medicinal Products
15939MbseM Lo gdgdoL Lsmabsm sMmamgdol 3MsgdEogs

1.8 Good Manufacturing Practice is that part of Quality Management which ensures that
products are consistently produced and controlled to the quality standards appropriate to their
intended use and as required by the Marketing Authorisation, Clinical Trial Authorisation or
product specification. Good Manufacturing Practice is concerned with both production and
quality control. The basic requirements of GMP are that:

1.8 Lomobom  FoMdmgdol  3GodBHozs bsdoLbol  oGm3zol ol  bsfowos, G™MIgwos
MBOWB39mymnl  3OMmEd@ol  GoMdmgdsl s 3mbGHOMWl  dmdogs  dobo
©56086900L s 1935FMM o39bBoOL, 1939 30bozMMo 33eg30L o 3gbBoOoL 6
360HMMJBHoL  139E0BR035300L  dgLsdsdolbo  bsGolbol  LEsba®m@gdol dobggzoom.
Lombo@M  Ho®mIMgdol 3M5gB03> 8mo3ogL MmymeE  HoMdmadsl, obg bsGolbol
3MBEH®ML. dolo 3093500 FMmMbm3bgd0 0mM35¢olfobgdl 9dgal:

(1) All manufacturing processes are clearly defined, systematically reviewed in the
light of experience and shown to be capable of consistently manufacturing
medicinal products of the required quality and complying with their
specifications;
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0oM0mgdol yzgws 3MHMELo 93580Mm© by 0gmb gsblsbdrzmmwo ©s
LobEgdo@d«eo mbgos 3obobogdmqls 3993000930l
39035¢0lH0obgdom. b ILEHMOIL, M FoMdmgdol 3MmEgLYdOL
3990yg9gb9000 930350 LsFoM® HsMOLLOL s [Hobolifo® 2sblsBL3OMWwO
139309303530900L dgLsd530Lo 3OMYJEHO 0ffoMTMYd.;

(i)  Critical steps of manufacturing processes and significant changes to the process
are validated;

o00madol  3MMmiEgbgdol  3M0E03MNWo  9B939d0 ©@d  3Om3gLol
360083690 m3560 (3300093900 35¢00E0MGdY0 b 0gmls;

(ii1) All necessary facilities for GMP are provided including:
* Appropriately qualified and trained personnel;
» Adequate premises and space;
* Suitable equipment and services;
» Correct materials, containers and labels;
» Approved procedures and instructions, in accordance with the Pharmaceutical
Quality System;
+ Suitable storage and transport;
MBOHWB39YmR0w0 MBS 0gml Lomsbsm Ho®mBmgdol 3ModdEolol
d9L5d5d0bo yz9es MHglmeLO:
e LYMIBIPM 339¢0RO(306090ME0 S Loz gdIYs3w 00 3gHLMbIE0O;
o LYMIBOIM LomMsglmgdo s Logk3Y;
e J9LodsdoLO SO FMMZ0WMBS S LyMZ30L9d0;
e J9Loxgmolo sboggdo, 3mbEGHJ0byMgd0 s 930393 J00;
*  ©H30EIVOVWo 3OMEIRNOYIO0 ©d 0BLAONI30900 BoOT>393OILO
bseolbob Lo@gdol dgbodsdolo;
e J9Lodsdobo d9bobgs s BHMIBLIMMEH0MYDS;

(ii1))  Instructions and procedures are written in an instructional form in clear and
unambiguous language, specifically applicable to the facilities provided;
06@MMJ30900 ©s 3MME9MYOJO0 0bLEHMWJ300L BMOIom Mbs 0gmb
309Mowmo  93530Mm @5 9M9MOIBOMZb0  gbom, obLyZMPOGdo 0d
3900bgz935d0, G35 0bLEMWYJ30900 byFomm MgLIOLYGOL Gbgds;

(iv)  Procedures are carried out correctly and operators are trained to do so;

360OME39MOH00  LHmOso  mbs  ogml  gobbmMEogmgdwo s
3965 gdL gbsds3oLo bogewrgds Mbos 3Jmbogm gog3woo;

(v) Records are made, manually and/or by recording instruments, during manufacture
which demonstrate that all the steps required by the defined procedures and
instructions were in fact taken and that the quantity and quality of the product was
as expected.
0o00mqd0L 496353eMdsd0 by /96 935M5EIMOL obTsMgd0m Mbs
offom3mgdmEgl  ™®ddgdo,  MmIgwog  Mbs  9B39690aL, ™A
396LsBZOMEO  3OMEIOOIOOLS s  0bLEHOWYJ30900L  dmb™3zbgdom
390035¢00bfobgd o g3gws  9BH30  BOJHOYMI®  RIZLWOOd  ©d
36OMOJBHoL  boGolbo ©@d MomEabmds  dmbowmEbger 3539690 gdL
d99L50d539d0.
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(vi)  Any significant deviations are fully recorded, investigated with the objective of

determining the root cause and appropriate corrective and preventive action
implemented;
Bgoolbdogmo  360d36garmzsbo  TgMLsdsdmds  LOIo©  Mbs oyl
©5530JL0MYPPMWO S P3dM33eIME0 JoMGMYEo JoBYHBOl ABLIBLZMOL
@5 3536930690900 s 309396300 Mbold0gdgdOL  AoBMmgdOL
dobboom.

(vi) Records of manufacture including distribution which enable the complete history
of a batch to be traced are retained in a comprehensible and accessible form;
LEOWWOO S P9M3399WO BMOTom MBS 0ffs®mIMGdMEIL  Fodmgdol
®d09%0, ds» MO0l OLEGH®O0dM300L Mmddgdo, Hmdgwog bg®ool LMo
obEGMMoob 3033930l LyFIsEgdsls 0derg3s;

(viii) The distribution of the products minimises any risk to their quality and takes
account of Good Distribution Practice;
360 EHoL oLE®0dM30s 30603353 b 59306090 9L boGolbmb
0539380693 659d0LF0gH MHoLZL S Y6 0Z5¢oLF0bYdIL Bomsbsm
©oLEG®0d300L 305JGH03o;

(ix) A system is available to recall any batch of product, from sale or supply;
MBS sOLYOMOOIL 49940306 96 FofMmPgdOL K9F306 IBM©IEOL
6930L30gMmo LgMool AsdmbdmdoL Lol@gds;

(x) Complaints about products are examined, the causes of quality defects
investigated and appropriate measures taken in respect of the defective
products and to prevent reoccurrence.

mbs BgdmEal  3OHMYJGHoL  Jguobgd  sOLYIMWO 93T o(309d0L
d9LHogems, bamolbol bstrzgBgdol FoBgHBYOOL godm33wg3s s ©VIRIIGHIO
36OMOJBHMD 0535300090000 LyMbsMm BMIGdol Jogds 3OHMdWgIols
39689Mm900L 1530056 SL530WYdS.

Quality Control
bamolbols 3mbEmmero

1.9 Quality Control is that part of Good Manufacturing Practice which is concerned with
sampling, specifications and testing, and with the organisation, documentation and release
procedures which ensure that the necessary and relevant tests are actually carried out and that
materials are not released for use, nor products released for sale or supply, until their quality has
been judged to be satisfactory. The basic requirements of Quality Control are that:

1.9 bs6olbob 30mb6E®MMmEo Lsmsbsm omdmgdol 3ModE030L ol bofowos, G®mdgumois gbgds
608m8ob 50gdsL, 139(30530353090L @S BHIBEHMYOL. 00 slgzg dMO393L MEMRRBOBYdOU,
©M3YIBGHOMIBOL > 553900l 3OMEFIVOIOL o YOONEIgYNGL  Y3gws
MMEOE09o s  3603369cmmzsbo  BHLEGHOL Moo BoBoMgdsl.  bBatobbols
3mbGOMmmo  Jdbol  aoMsbGHosL, ®mI 56  dmbgds oM@  FoLool 3593900
3990g9gbgdolomzol s sOE 3OMEMJGOL 2583905 LHMYswoBsEoMmE 96 Fofjmgdols
X93300 05650, ULobsd  bsdolbo  ©sd5305ymzomgdgwo 56  0dbgds.  baGolbol
3MBEH®MEol JoMH0mMs©o InmbMm3zbgdos:
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(1) Adequate facilities, trained personnel and approved procedures are available
for sampling and testing starting materials, packaging materials, intermediate,  bulk,
and finished products, and where appropriate for monitoring environmental
conditions for GMP purposes;

Lofgobo  FoBoEgdol,  Jglogmmo  Foboergdol,  FPEwgEIOHO  3OMEMJGOU,
Bobg35M30Mm©dBHgdols @  Fbs  3OMIBHool  bodmdol  s©gdols s
AILEGHM00LIMZ0L, BoFOMHMGOOL F9gdmbg935d0 30 oMM 306MHMdYdOL Lomsbsm
0o00mqdol 365g@030L dgbodsdolo IMboEMMobaolsmzol Mbos sGBYdMdIL
Lombom  MguyOlYdo, LHogwrgdsRs3w oo 3gMbmbso s EHI0EJOVICO
36MHME90YOJ00;

(i) Samples of starting materials, packaging materials, intermediate products, bulk
products and finished products are taken by approved personnel and methods;

Lofgobo  FoLoegdol,  Jglogmomo  Foboergdol, s gEIOHO  3OMEMJGOUL,
Bsb9350360Mm)d3Hgdol s Ibs 3OMm©dEoL BodMdgdol s0gds Mbws bogdmoqgls

59130390790 3960LMbowol Joge, sdBI0(390Io IgMEIdOL Q5dmyqbgdom;

(ii1) Test methods are validated;
A9bEOL FgOMOYdO 35E0EOMGONIO MBS 0yMU;

(iv) Records are made, manually and/or by recording instruments, which demonstrate that
all the required sampling, inspecting and testing procedures were actually carried out.
Any deviations are fully recorded and investigated,;
b9 /96 53505 MMOL godmyggbgdom Mbs 0faMdmgdogl mddqdo, Mmdgwos
5Q3LGMMYOL, MM bodxmdol 5oL, 0bl3gdGHoMgdols s GHLEGH0MYOOL Y39ws
36MHMEIMYOS oMo J9BbMM 309w s. BxdOLA0IMO A5bLMS LMo b

0Ymb ©s530JLO0MYGOMWO S YoTM3IZENGMVO.

(v) The finished products contain active ingredients complying with the qualitative and
quantitative composition of the Marketing Authorisation or clinical trial authorisation, are
of the purity required, and are enclosed within their proper containers and correctly
labelled;

dbs  36mdAHo Mbs 890395391 9B  0baM9g09bEBHIdL,  MMAEgdos
099L5050905  1O39FMM  W0oEg6Bosdo b JwobozmMo  33wg30L  o3gbbosdo
30000mJ0Y H5MEI6MOMH0Z S bo®olbMdM0Z G9050A90wMdL. Q56 5d0ls, o
360HM©IBHL B 2osBbgl LEMIBsM BOLYIBMOgoL batLbo s IMMOZLYdIMWO
MBS 0gmb dgLsds30bs 93039EGH0MOVIE Bomsbsm 3mbEgobg®do.

(vi) Records are made of the results of inspection and that testing of materials,
intermediate, bulk, and finished products is formally assessed against specification.
Product assessment includes a review and evaluation of relevant production
documentation and an assessment of deviations from specified procedures;

390m{dqdol  d9gagdo ™mddolb Lobom Mbs ogml  osxodloGmgdMo, bmerm
dsboEgdol, 99999 OHO  3OHMEYJBHJO0L,  Bobg39M3MHMEMIBHJOols s  dBo
360 GHoL BHLEGH0MGOS RO b 0gmb J9nsligdmwo b3gE0R03sE00L
dobgzom.  36MmEJBHoL  TgxnoLgds  BmoEsgl  fomdmgdols  dglsdsdolo
©™39999635300L 2obbogsl s F9xolgdsl s OYIBoO 3MHM(390MMYI0ID
39O O0L TgRsligdsls;
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(vil) No batch of product is released for sale or supply prior to certification by a
Qualified Person that it is in accordance with the requirements of the relevant
authorisations in accordance with annex 16;

36OMOMIBHOL sOE ghmo bgmool 2593905 0 bs dmbEgl LoMgswobsgomE 6
90{™m©gd0l X 53380, Bsbsd 335C0ROEFOMYOIMO 3060 6 58E303gOL, MMA Lgeos
6O 16-0 gLsdsdolo 53d59mR0egdL Lomsbsm o396B0gdUL;

(viii) Sufficient reference samples of starting materials and products are retained in
accordance with Annex 19 to permit future examination of the product if necessary and
that the sample is retained in the final pack.
©bsGmo  19-0l dobgzgom Tgbsbo Mbs ogml  Lsfyobo  dslserolls o
360 GHoL Bs3dsMobo bEObIMEHMEo bodwdgdo, Mog dmdsgswdo, BsFoMmgdol
3900bg935d0, 30Mm©JEol d99m{agdol Lodwmewgdsls dmag39dL. bodmdo d9bsbmeo
MBS 0gmb LydME MM gRMM35d0.

Product Quality Review
360 GoL bsGolbols asbboengs

1.10 Regular periodic or rolling quality reviews of all authorised medicinal products, including
export only products, should be conducted with the objective of verifying the consistency of
the existing process, the appropriateness of current specifications for both starting materials
and finished product, to highlight any trends and to identify product and process improvements.
Such reviews should normally be conducted and documented annually, taking into account
previous reviews, and should include at least:

1.10  y39ms o396%0Mgdmwo 36H:Mm©wddoL, dsm dmemol dbmwmo 9Judm®mEolbomgol
396393600  3OMEMIBHOL boGolbol 39Homo  Asbbowgs Mgy MEsMWS©
Mbs BgdmEgl 5O 3OM3gLOL MsbA0dIZOIETMBOL, Lofgobo dsbogrols s
dbs  3MMmOIBHOL  L3gE0R03530gd0L  F9MYOMEEMdOL 390033035300  oBboo.
bsBoldom Mbs 500b08dbmb Bydoldogmo 3H9b9bEos s oAbl 3MM©YIIEOoLS
@5 3MHMmEgLOL 20X MdGgooL gBgdo. 50bodbmwo Lsbols sbbowgs BzgMmgdMog
4o39firog®ee gbes GIMEIPMEIL ©> YoEs brgdmEgl dobo m3rdIbGIme
©OLOdMDGDs. PomM350olHobgdmo Mbs oyml fobs asbbowggdos. 2obbogrgs mbs
903530098 806083 999 Logzombgodl:

(1) A review of starting materials including packaging materials used in the product,
especially those from new sources and in particular the review of supply chain
traceability of active substances.

360 MYJGHoLsm30L  godmyggbgdmo bofigolo dslisgngdol, dso Mol Tgbogzmomo
dsboEgdol, @oblogmm®mgdom 30 sbowo {igormgdolysb dowgdmeo  dsboggdol
3obbogs;  9dBHomemo  6030009MHgdd0L  Imragdol  xsF30L 8033935 MIOL
3obbongs.

(i1) A review of critical in-process controls and finished product results.
36003H03wo oy LsfoMdmm  3OmiEgbol  30mbGHOmMEol s dbs 3OMmEJEoL

390923900L 256bogngs;

(ii1)) A review of all batches that failed to meet established specification(s) and their
investigation.
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yggws  0d  LgMool  aobbogngs,  ®MmIgdsg ©oagbowo 139308035300
(L39(308303530900) 396 530594MTBOWY; 3OMOGIOL 25dM33wg30L 49Bbowgs;

(iv) A review of all significant deviations or non-conformances, their related
investigations, and the effectiveness of resultant corrective and preventive actions taken.

y39gms 96003690m3560 25000bMols @s FgMLsdsdmMdOl, Fsmo godm3zergzol o
39000amddo 2539Mm90Mo 53mMm9JG0M9d9w0 s 36939630 mbolidgdgdols
3obbogs;

(v) A review of all changes carried out to the processes or analytical methods.
360 ™mE9L9Yd0L 96 565¢POBMMO TgMEYdOL Y39t 33C00Eqd0L 49BbOWZs;

(vi) A review of Marketing Authorisation variations submitted, granted or refused,
including those for third country (export only) dossiers.

bogoFMm  oEgbbool  Homygboo,  ©IFBHI0EIOME0 b MePYmBOEo
331093900, oo dmMol dglsdg 939960l (Abmem BogdudmOEGH™ 3O MEwJEoL)

©@MB0993do dg@sboo 33w omgdol sbbogngs;

(vii) A review of the results of the stability monitoring programme and any adverse
trends.
LGHSOOEMOMOOL  FMboFGHMMObaol  3MHMYMmsTol  F9gagdol s  Bgdoldogmo

MSMYMBoN0 39bgb3zool 2sbbogngs;

(viii) A review of all quality-related returns, complaints and recalls and the investigations
performed at the time.
bsolbbmob  ©s39380690Mmo  3OHMdWgdol  godm  3OHMEJGHOL  IOMHBIOOL,
69300595300L5 s 49dMbIMdOL yz9ws Jgdmbgzgz0l s Fglodsdolo godm3zwglol

3obbogs;

(ix) A review of adequacy of any other previous product process or equipment
corrective actions.
Bgoolbdogmo  Ubgs  fobs  3OMm©MIBHOL,  3GmEgbol b sFMGZ30MdOL

3536993009090 Mmbolidogdgdols o690 EmdOL 4obbogs;

(x) For new marketing authorisations and variations to marketing authorisations, a review
of post-marketing commitments.
Sboeo  1ogsFMH™m  o3gbbool s 339 9MLYdIMWO  LoZFOH™M  Wo3gbBool
330930l Jgdmbgzgzsdo, 35HsMDg  goGobol F9damdo  35¢YdMgdGOOL
3obbogs;

(xi) The qualification status of relevant equipment and utilities, e.g. HVAC, water,
compressed gases, etc.

d9L50530b0  BAIMGOOL, bgarlisfymadols @s LsobgobdH™ LoliEgdgdol, dsy.,
35960l 2omdMdOL, 39630o3E00Ls s 3MBOEOMYdOL, 1939 Fywrol, sfibgbowo
5060bS @ 5.9. LoLEYIgdoL 335¢053035300L LBSEHMLO;

(xii) A review of any contractual arrangements as defined in Chapter 7 to ensure that they
are up to date.
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39-7 5330 2sbLsDBPZOMWO, bgerdn3MEgdom IEbMO30gMgdMwo bgdolidogHo
©Mbolidogdol 496boergs 500 59BHw)oEmO™MdOL MBEOWB39LIYMTBI.

1.11 The manufacturer and, where different, marketing authorisation holder should evaluate the
results of the review and an assessment made as to whether corrective and preventive action
or any revalidation should be undertaken, under the Pharmaceutical Quality System. There
should be management procedures for the ongoing management and review of these actions and
the effectiveness of these procedures verified during self-inspection.

1.11  8(o6m8mgdgeds s Bogs3Mm o3gbHool 8w mdgwds, vy olobo gemLy s 08539
306L 56  [omdmoyqbgb, Mbs TgoRslimb asbbowrgol  89gagdo @s  sliggbs
096M35393Gwo  badolbols  LobBgdsdo 35369 BH0MGdgo s 3609395300
©mbolidogdgdol b 9350300l BoGIMgdol 930 gdMmdol  dglobgd. Mbs
5MLgdMdEIL  FoOMZ0L  3MME3IMYOYO0  s©bodbmeo  dmddggdgdol  ddogzo
ommM30Ls @S  2obboErgzolom3zol.  ™Moz35@ 98 3MMEIYOJOOL  9RIJGHMIOMdS 30
30006L39J300L EOHML Mbs dmfdgdm@gl.

Quality reviews may be grouped by product type, e.g. solid dosage forms, liquid dosage forms,
sterile products, etc. where scientifically justified.
3936096090 sLsdYMYIOL Lsg3dz9w By boGlbOL gobbowgols 3Gmglgdo 9godergds
IZORJIBMD 3OMOYIEHOL G030l dobgzom, 35y., 34s6Ho EMHBOMmYdIMWO RMGOIYOO0,

b935000 EMHB0M IO BMMHTJO0, BEGHIOOWMOO 3MMOIEHO s 5.0.

Where the marketing authorisation holder is not the manufacturer, there should be a technical
agreement in place between the various parties that defines their respective responsibilities in
producing the product quality review.
ML B935FOM Wo396BooL dZMdYo IFoMTMYGdGE0 56 sOHOL, TBIMYIOL TmEOl
Mbs 9®LYdIMOOIL  39dbozmemo bgwdg3mrergds, Loog FoblsbBYZMMWO 0dbgds
0000 dbsMoL 3s5LvbolidygdMmds 3Gm@MJ@ol bo®olbol asbbowgol 3mmboo.

Quality Risk Management
bs®olbol Hols3ol dsm0gs

1.12 Quality risk management is a systematic process for the assessment, control,

communication and review of risks to the quality of the medicinal product. It can be applied both

proactively and retrospectively.

1.12  bosGolboll  ®olgol doOrmzs 960l BsdzMMbocnm  Lsdmoegdol  bsGobbmsb
5353806930 MHob3oL d9xzsLgdolL, 3MbEGHOMMEOL, 0bxrMmMToMmgdols s AsBbowzol
LobBgdod«eo 3Mmaglo. gl 3GMMEgLo 9odEgds odmygbgdmo ogmls GMAMO3

36MgdBH0M5, 0bg O9EOML3GJEH LS.

1.13 The principles of quality risk management are that:
1.13  batolbol Holgol dsMrm3sL gosBbos 39890 30M06:3039d0:

1) The evaluation of the risk to quality is based on scientific knowledge, experience
with the process and ultimately links to the protection of the patient
bsHolbmob 3538060900 MHobzol Jgxslgds d93bogMme MLl s
36OMELMID 539390090 ASTMEFPOWGdSL  9dysMgds, Lodmemm© 30
393906000905 35309630 I(335.
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i) The level of effort, formality and documentation of the quality risk management
process is commensurate with the level of risk
bseolbolb  Golbzol  dosm3zol  3OMEglol  BmEOTswmdols ©s  LsFoOm
doerolbdggzols doldEodgdo, 91939 9ME0WIdI0 M3IAbEsE00L ©mby
53300093905 HOoLZ30L Mbgby.

Examples of the processes and applications of quality risk management can be found inter alia in
ICH Q9 which is reproduced in Part III of the Guide.
bs®olbbol Golzol JsrmzoL 3MMEgLYdOLS s sMYghgdols Fsase0mgdo dm39d IS
©oM9J@ogsdo  ICH QI, 6HmIgwoi Lobgedwgsbgerm @o®mgddogzol d9-3 bsfoerdos
Domdmepgbogro.
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Chapter 2: Personnel
0530 2: 39OLMbsgro

Principle
3053560

The correct manufacture of medicinal products relies upon people. For this reason there must be
sufficient qualified personnel to carry out all the tasks which are the responsibility of the
manufacturer. Individual responsibilities should be clearly understood by the individuals and
recorded. All personnel should be aware of the principles of Good Manufacturing Practice
that affect them and receive initial and continuing training, including hygiene instructions,
relevant to their needs.

1593OBsM  BodMogdgdol  LHmGs  Ho®dmgds  5@30s690Bgs  ©ITMI0YdIMO.
sdodmd  9foMmImgdol  3sLvbolidygdemdsdo  Fgdsgoeo  g3zgems  sdmisbols
d9LobOWMWIdMOE  LoFoMms  15305M0LbO s Lsmsbsm  335¢0%3035300L  dJmby
3960bmbowo.  0boz0MOIMHO  3sLvbolidygdEmMdgdo  83980Mm©  Mbs  ogml
396LsBOZOMEO s TJusdSTOL 30MYOL 39O MBS JuTMPIM Brs 35LIboldygdMdS
930LMgdSm. 439es M9bsFIOMIGE0 MBS 0EbMOIL LHMIBIM Ho®IMgdol 36odEozol
360630390, MHMAgwoa 350 Logdsdosbmdsl 3538060 gds. 3s00 91939 OO b
3Jmbgom Lofigolo s 80dobstg BHogmgds s doMgdmo Mbs 3Jmbogm dsmo
L5F0MHMY3900L JgbsdsdoLO 0bLEMWJ30900 3030960l Jgliobgd.

General
Dm0

2.1 The manufacturer should have an adequate number of personnel with the necessary
qualifications and practical experience. Senior management should determine and provide
adequate and appropriate resources (human, financial, materials, facilities and equipment) to
implement and maintain the quality management system and continually improve its
effectiveness. The responsibilities placed on any one individual should not be so extensive as to
present any risk to quality.

2.1 9s6H3Mm9gdgemls BLoFoMHM 335W0R03S300LS S 3M5JdBH03MWO 25FMEE0WdoL dJmby
0565996 ™gdol Gglsdsdolbo MHomEYbmds by 3ys3gl. bgerddm3zsbgewds 306 9dds
Mbs  obloBOZMME s MHBOMB3gYmb Tglsdsdolo MYLOLYdo  (505306MEO,
130656LM0, FoBHgMoswmHo MHglwOLYdO, F9bMdS-EIBsAIMGD0) boGobbol oG mzol
LobBgdol 2sbbm®mE0gwgdols s d9bsbmbgdolbmgol. dosom 939  Mbs 0BOHMBbMD
bseolbol dormzoL LobEgdol 9n9d@GIOMOOL FT035 AOMIXMIJLIOSDY. SOF goHd
0565996 ™39l 060003009 MMs© 0d@gbo 3sLwboldygdEmds 56 b Ws930LOMLU,
603 5956 LaggOmbg d9mgdbsls baGolbls.

2.2 The manufacturer must have an organisation chart in which the relationships between the
heads of Production, Quality Control and where applicable Head of Quality Assurance or Quality
Unit referred to in point 2.5 and the position of the Qualified Person(s) are clearly shown in the
managerial hierarchy.

2.2 3(o6m0mgdgeml Mbs  299Bbgl LBomMgsboBoszom U1dqgds, Losg 39603393000
09605OJoMms 046905 656396900 ©odm3zogdMgds 2.5 3MbdEdo Bomomgdmwo
0o00mqdol, bo®olbols  3mbG®™M@Ol  456gmazowgdol s dgbsdsdol Fgdmbggzsdo
bseolbbol MmBOMB3gymazol  gobgmxzowgdol b bsmolbbol ghmgmwol MEGMLdL
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dmO0b. Lom®YboBsEgoMm 1dgdsBg 839830Mm© Mbs BBEIL 33500R030MJOMEO 3060l
(3069d0L) 3mBo3053.

2.3 People in responsible positions should have specific duties recorded in written job
descriptions and adequate authority to carry out their responsibilities. Their duties may be
delegated to designated deputies of a satisfactory qualification level. There should be no gaps or
unexplained overlaps in the responsibilities of those personnel concerned with the application of
Good Manufacturing Practice.

2.3 Lo3sbybolidagde™m  MobsdEYdMdOL  30MHgdL  Mbs  2osBbgm  3MB3M9EH Mo
359090990, OHMIGE03 HgMHoMdom MsbsdEIdMdMH03 0blEM™MJ30580 Mbos ogmls
afgdowo. o sggg Mbs  3Jmbgom  Losmsbsm  ME3egdsdmlbiowgds,  Gmd
©530LM9dMWO 35Lwgbolidy g0 Md9d0 9956 mb. d9L5dgdgE0s domo
dm35¢gMmdgool  ©IEgR0Mgds MO0 ggdHg,  MMIWIPRLIE  3ZI0TB0IS300L
©5053054mR0gdgwo  ©mbg Mbs  295Bbgm. Lomobsm  FoMdmgdol  3Mod@ozol
3990g9gbgdsLlmb 353006900 Msb5dTIOMIGdOL  35LIbolIdRYOEMBYOL  Faol
wsgBLMLBYGO0 56 59bLBYO Q9ITGIMZS 56 MBS SOBYGIMOPOIL.

2.4 Senior management has the ultimate responsibility to ensure an effective quality management
system is in place to achieve the quality objectives, and, that roles, responsibilities, and
authorities are defined, communicated and implemented throughout the organisation. Senior
management should establish a quality policy that describes the overall intentions and direction
of the company related to quality and should ensure continuing suitability and effectiveness of
the quality management system and GMP compliance through participation in management
review.

2.4 bgddmg569c 306090 0EgLlo 35UbolidYGdCMdS 1B 930LMmGOMPIm BaGOLbOL
3smm30L 9839JGO0 LobEJdolb bxMAZ0L JMmbom, Gsms dowfgmwo ogml bs@obbol
30356960 5 MEORBODBI300L BoMygddo NHBOHMB3gWYMBOwo  oyml  GHMEgdol,
359bolidg g0 Mdgdol s MBGISTMBOEIGOOL AobLIBMIM, Lomsbsm 306MHgdolm3z0l
3936Md5 s gobbme309egds. bgerddwzsbgeds 30609dds Mbs ER0bMB bomolibols
303039, BooE s0FIM0E0 046905 3mA3s600L LygMmm 4933980 S F0TsODMEGOS
bsolbmob 39300609300, bgewddwgsbgeds 3069dds 51939 bs MHOMBIgEYmb
bseolbol dommzol LolEgdol d©dogo dgLsdsdolbmds s 9B9JAHVIOMDdS s LoMsbsm
0o00mqdol  365dBH03oLmb  TgLsdsdobmds  bgwddwgsbgro  30MgdolL  gobbogsdo
dmbsfoegmdol yboom.

Key Personnel
19893560 3gMLmbsero

2.5 Senior Management should appoint Key Management Personnel including the head of
Production, the head of Quality Control, and if at least one of these persons is not responsible
for the duties described in Article 51 of Directive 2001/83/EC', an adequate number, but at least
one, Qualified Person(s) designated for the purpose. Normally, key posts should be occupied by
full-time personnel. The heads of Production and Quality Control must be independent from
each other. In large organisations, it may be necessary to delegate some of the functions listed in
2.6 and 2.7.

Additionally depending on the size and organisational structure of the company, a separate Head
of Quality Assurance or Head of the Quality Unit may be appointed. Where such a function
exists usually some of the responsibilities described in 2.6, 2.7 and 2.8 are shared with the Head
of Quality Control and Head of Production and senior management should therefore take care
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that roles, responsibilities, and authorities are defined.

2.5 bgmddm3s69wads 3069305 Mbs ©sb0dbmb (sdg3s60 dsGIN39e0 39HLMbIEo, B
dm6ob Homdmgdol MROMUOo, bsMobbol 3mbGHMMEOL gsbymzowgdols MadM™Mio, s )
3050039 306093 ImGOOL d0b0dMd geon 30Ol do0ba o6 930LEMYOS 3sLwIboldygdMds
2001/83/EC @o69d@ogol 5.1 3996430 s0fgmowo 9mgsemgmdgdol dglitmemgds®y, 0
doBbom Mbs ©s06036ml dobodmd 9Ho 33500R0EOMIOVIO 3060. B39MGOIMZ0
09993560 056500gdMdgd0 Mbs 9393 LEME JBEHod by dmIMdszg sbsdIOMIEGOL.
0o00madol  M@Gmbo s bsdolbol  3mbGHOMEOL  gobymazowgdol  MBGM™LO
59300090930 bs 0943bgb 9MHMTBYMOLYD. o MOHYBOBE309080 Fgodwgds
L5F0OM 0gm