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Mock and self Inspection
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Mock and self Inspection

Mock Inspection (by IAGT, UK)

This audit was requested to be "tough”

1. Many key procedures within the Quality system have

only recently been made compliant with current GMP

requirements/expectations but ...
— having no “track record”

2. Limited language and experience
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1. Site Master File (SMF) & Quality Management

> QYo z U oAM= 0] EF
SMF 2| Quality Policy (Management) =H|

> 2lAZFoffet E S 7HX| 1 o|fE S M =ot=X|0f tict mtefstr|§ et
« 2|AQ| Quality Policy

« 3Z|A} ®H|e] Mission, Visoin

ﬂln

233G flet HAH A|AH (QMS)
E

|Z=2|AF T H|7L €2 Policy 2= QMS A ARE 71X QX 6 R E

A
(=]

]

2

2|Ale| GMP mind0j] CHst H71o| S Q5 @4

@ Hanmi Pharmaceutical Company Limited



1. Site Master File (SMF) & Quality Management

Customer Requirements
External Rec ju [ Outside Requirements

Hanmi Quality Policy

...................................................................................................

Hanmi Guideline

....................................................................................

Standard Operating

....................................................................

Self Assessment, Deviation, 00S,
C 2 ualit y. Record Annual Product Review, Supplier

Manaaemendt
.................. agement————————————— |

*0| & system SIOj| A Ee|k| 0 A=71E XSHE HA
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4. VMP / VP and validation

« Validation Master Plan &+

-2, X8 89|, I, A7t A

ot

g =3
C VPR (MR EE)

- Facilities & Utilities Qualification

- Equipments Qualification

- Process Validation

- Cleaning Validation

- Analytical Method Validation

- Analytical Equipments Qualification
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7. Change controls, CAPA

» Change controls
+ Aot HEUE R E X0 =5HOF g
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9. Calibration

> Calibration
« Y U 2= AS7[0| i3l calibration &[0 JA=X| O} F
- LA AH|0 Lot &3 & (Risk assessment)
- 53 PR Oig 1Y 77| 2

Calibration o= & A|7|2| calibration O &
CalibrationS QIF0M 848t AL M2 YH 2 0l 915 of%

- K| =t el & BEAL| Qualification O &

-
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10. APQR, H| =3}Z

» Annual product reviews (APR)

« 22X 570 BAlE AESEEE A 7IAE SOl Mz 8 F249
=Xt EX|ot=X| RS X8 &

Ofm
A

Aol Z2ar 0lgg 8% =X A= S0 tiet W&

> N|Z==2HE (Water & HVACQ)
» Systemi} A S k7t &9 LX|St=X| =2
» Trend 24 8l XA (F=7]2)
- Arlet level1} Action level ™, 2H

« TOC =7%7|2| system suitabilityE & A|5}|OF 2. (QC)
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13. Quality control

« Al EXp S AR LR Al ADE Y| ots €3 ag 24 ER

2 M8 XH|S0| Ci$t qualification
- GG, HPLC & TH|YM =25 H 22 Qualificationo| MHEd &, TH| M SEA
« HPLC, Column & &4 ZtH|0f| Ciot logbook £t
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—

- 07 E SEL 7S B R =X = 2712 148 S 2Y

ot
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«  Standard material (Working standard, reference standard)2| &2, X1 2t2| Sl
Ag2IE
«  Stability chamber (or Room)
— 2% Monitoring 22| B8, Alarm system A X| o5 (A A)
— A8 Log-book Ete|
- SOoE Azt otEd A=g 8 FI|18 ANENN
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14. Inspection system

« Inspector QIR0 St= ME CHSAF M
- 19| Inspector0f CHsl ™ME CHSA 2Y MH (F 4B E2 1)
> 3o 2gd =

. MR OISR MY LS Wt mg

- Tour CHSAt: B2 A7t SOt st LY E0] Ol HHE AVlst = JUEE W&
Flow chartZ

- 2 30 Items : CHSAF M Gl 2 temE =2 AT 4~ Y- E S| SOPY| =FE

| =
=89| Flow chart £ 81 0] MH X2 =X (HRA| E9Y)
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15. Inspection system

1 Presentation and Opening-ment 16 HZA2E2| (Change control)

2 SMF 17  =8tE2| (Complaint)

3 Quality policy 18 3|£=2t2| (Recall)

4 2 AMZEE| 19 Xt=HZ4 (Delf-Audit)

5 ¥ 9l =& (Job description) 20 HAHZFEEEI} (Annual Quality Review)
6 VMP, VP 21 CAPA (Corrective and Preventive Action)
7  Process Validation 22 M ZXIAl & 7| E A

8 Cleaning Validation 23 A A ™A review

9 Method Validation 24 =9} £9 "X}

10 Computer System Validation 25 dF=HEA (Pest control)

11 Calibration 26 AdH| Maintenance (PM)

12 Qualification 27 HN=z=t4d/8= trend

13 Supplier Assessment 28 2= Qualification

14 OOS(Retest) 29 CITD 8! §MAHATA= (HEE2H)

15 EF2E|(Deviation) 30 OtHM A

Hanmi Pharmaceutical Company Limited



AlA| X} - 2009.06.08~06.11 (47D
Inspector : BSG, Hamburg FDA (Germany), 2™
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Inspection Hj BSG 28 XI=&

For preparation of the of the inspection the following documents should be

available

- Current site master file (details)

- Information about services (contract laboratory)
- Release specifications of Product

- Flow chart of production (IPCEgl)

- Summary report of the validation

- SOPs list

Site plan of workshops and warehouse
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Inspection Hj BSG 28 XI=&

Please make sure, that the following documents are available on site for the

Inspection:

- Product Quality Reviews (2007~2008)

- Complete set of standard operation procedures

- Manufacturing and testing documentation

- Validation Master Plans

- Calibration-, Validation- and Qualifications documents

- Documents of quality assurance
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7l (by Hanmi)

Hanmi Pharm. Co., Ltd. Introduction
Paltan Plant Introduction
Quality System of Paltan Plan

Site master fileOf| CHSH & o] STt (ZEHO| LYt
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BSG Inspection?| AAlZ XS presentation £ Ml (by Inspector)

BGS (52 X|HAfd); =€ L FDAT main FDA (=22t GMPZ

A S8 oo WSl MEZ0ll Chal Europed M 2| 37t 8 2f % EHONSHY| ¢t
GMP A A}
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Presentation (2"d day)

- A EE N Fof cier 274
— Manufacturing processj| [}E£ material / personal flow 27| (warehouse ZE3t)
(Tip) EALSIAAL St= MEZO| o) 23] X = =5 ot= A0l T2 (HR Al M5 282 €9)
— Quality policy and organization

(Tip) A2X QI L|E HiX|

« Inspection ¢4
- 2nd day : warehouse, weighing tour / documentation
- 31 day : production / documentation
- 4t day : QC Lab. / documentation / wrap-up

- Oi ¥ inspection €7 & & = Inspector AtA| wrap-up
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Warehouse (2"9 day)

o 17} palletd] 17§ materialdt 17 batchBt M& | =X| &
o A LfE, H 2T pest control A
> HE Y0 M8 20 HX HA Ee
* Quarantine area?} released area?| {1 &
« Quarantine aread|| E2t=90l /25 LIS X|H
- SAP &9 Az +=257 ¥

- AT L) EEEEol STt 2l o] M2 #0l (EHeto| Q| of &

- X Inspection CHA A Q| #E| MEfZ} ASSICH= Q1AMO] MY AUXo| 27| =L
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Documentation (2" day)

« QA system =9I
- QA system 29 (Hanmi quality policy / Guideline / SOP / Quality record)
- EAO 2AHE A™O| T I management?t Quality unitZte| o] o & =0l

(Quality unit2 management2}t 237t £|0| JUONOf &2 EME =0
-> Zt&H SOP/GMP 2|9| &

© =N e
- EM NEEEH H7|7HK Sl YE Flow MY

- SOP HYZ A] IS AA| 0% 2}0l, SOP ZE 7| &0l Of ByZ FEHE 0l

* Annual Quality Review
- AAPH|E0| CHSt Annual quality review reportE = &1 & Z1Zf F=H|
- Annual quality review2| 2t 2t 5 HE XIN|S| HE

- B Cfgt 82 Aol B

— == |'O|

L

ot
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Documentation (2" day)

* Annual Quality Review (AH|%)
- CTD 49| Methylene chloridel| Tt2&0 7|Z=0| 600ppml 2 T|¢ UL},
Annual report0f &= 6mg/dailyZ £|0] RS (ICH guidelinedf 2HE )
> SA| 22 AH (A =)0f| Ciet Methylene chloride THRE0H Al2E & AlSHO]
PHHEC 4% B = Lot A 600ppm O[5S LIS At

» Deviation
- @22l 8% APQRO|| LIEHE EELIE0| CHal 4
(Hl& & F3¢g M7| batchof| CHSH Z=Ap)
- 4M (machine/material/man/method)= S| root cause EAd
- A HX| CHA4 ooy oo si'e 22 7] =B orL 2l CHE ZE 7|0 = H-E0
EQACH= L2 =Hol

LT HEX| CjMS mabeh BE SOP NN U WS A2 o

— -

o
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PTLlE = (ICH guideline)

» 2-class solvent

Option 1 If the Daily dose is not known or not fixed

Option 2 If the Daily dose is known and > 10g o
Option 1 If the Daily dose is known and < 10g P P
Option 2 (Case of inspected product)

» Residual Solvent concentration (ppm) = 1000 x PDE / dose

® Daily dose of Product® tablet : not more than 300mg as API (4 tablets of 75mg dosage)

» Test result of Methylene Chloride
( using the solid dispersion of batch # 08001~08027)

6 mg/day 600 ppm
23~2,400 ppm
(converted result)

20~522 ppm
(converted result)

Spray-dried powder 0.02~1.70 mg/day

Finished products 0.03~0.65 mg/day
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Documentation (2" day)

« Change control

- Annual quality review report&Q| HZA Atgt & Spray dryer HZA0|| Lot Xt &

- HA &t8 H1MO| X|F £010] 2009.03.270|Lt, HIOM A0 process validationOf|
Ciiet protocolZh g 2= &[0 QU=
- X|& 59l 0|% Process report 5! cleaning validation report 522 7|2
] & 2

Hsh (HZA D2|of Cist Wo7 B & 2t E

| I | I
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Mixing area
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- Mixing 5730 CH3}| Flow chart
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- BlenderQ| log book
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Tableting/Coating area (3" day)

« BT HZ2| punch/die Hat AE} =0l
- E}FH7]| log book =9I
« Et™7|9| Clean hold time1} Dirty hold time =2l
> 2H|2| Clean & Dirty hold timeS A& LOf| H[X[SH0] £ X7 A

+ ES XX e

o
ro
o

« IPC room2| 7|7|=0| Cis} Calibration =+l
- IPCUE T ANz ==Far HEFHXA A0t Xi0|§ EY

=
1M 2o dHxF S+= 62| EEEA 21 52)

@ Hanmi Pharmaceutical Company Limited



Documentation (39 day)

* Process Validation
-VMP 23 Sl 2|H{o[Hd =AE =0
: 2009 A=l =ZHOl (Qualification / PV / CV / MV / CSV &)
- S| X|E 2| process validation At& HAE : ZF Step® Sampling point =0l 81 A1} =240l
« Cleaning Validation
- M8 4H|29| Cleaning validation Plan H4E
-1 F EPEY| Atz 27
: Worst case M7d 27 A 5| 8otA 47 =2 =¢l

Worst caseZ2 MHE HES HE310 Cleaning validation

fjo
Uz
=

o
fjo
Uz
ox

 (Calibration
- Calibration 221 SOP A
- Calibration Al& 4 E

- A% Ay HH|(BEFH)O| i3t qualification A5 A 20l

=/ -
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QC Lab. (4t" day)

- HE X A=z A™0 ot Flow chart 49
- ST MEQ FYE MEA, raw data I A A SOP ZE

+ Assay - O[S4 FIZ 2 219l (SOP U Al UR|), A%} I A EX|UX| 2ol

- UPLC log bookOf AF&EZl column No. 7|&] 2R
= SiX}| column log book2 EEZE 2% (FEH 20| X&)

*  Warehouse A ZA(2nd day)A| Quarantine areal| /U/PE = CHst 21X AHEE LIMS
£ Soff =l

FO|

—

ot

- 2t@ capture 2, MM XMt Algolz|l &l @A™ ARE (2A 12 Y1
E| A=K =2l
* Weighing room

S =2l (SR,

HI

ul

Omg 235 0|83}
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QC Lab. (4" day)

* Retention sample 20l
- 2nd day annual quality review A| X|& EtQFE methylene chlorideQ| ZH&E-£0f
20l 2t retention sampleS A%t LSS 20

o
1= T -

- retention samplel| At CHA I SIE 2F 219

T o =/ =

- 2 2 (AP], excipients) retention sample Zt9Ql

(XI-

-

) Inspector®| @8 At

ol =)
- & Inspection scope0f|= S F &KX L}, 7HRIH 22 240 U0 soft capsule Y
AEEQI 745 M A
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Documentation (4t" day)

« Deviation / Change control2 customer0j| A EE3}= ™K} (3t0] > EU =Y A X))

- Deviation 5! Change controlQ| ZAlQ| Zf customerOf| A S 2 O EE checkst=

=)

ol
- AALO

- &K customerQ} A =l AFEHO| 910 draft versionS OISt

=

[ot

« Supplier qualification
- SOP A
- A Of Chet 5= 248 28 dE (710 tiet 8= o, &=d= =)
- B2 Supplierdf| Chot SAXY 22| &E =2l
: On-site visit / Questionnaire / CoA &4

E
=» Supplier Qualification System2 % £|0f

0

(oL, FHIHl A2 U Ao Bag

[jot

(Questionnaire2 = 28
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Documentation (4t" day)

« Self Inspection
- SOP 449
- 2009 HZAN X AAl LIS HE (T 13)
: XtH| Auditor0f] CHSE B 7} (Quailfication2 7 Certi. BH)
oo mat 8 MEJ =4 Jts
« Ethanol £t2|

- OlEre MEYIR BIEE tank lory Ba| WY HE

—_

. ME9J tank lorryOf CHS Z+Zro| Certi. (A8 2|AL XtEF No. &) 20l

= L—

- X@I|aN, B7| DS $Al IS XIE, HOIDS0|HIE HE

> DS Cf4o CfEE B4R ListS 0j2] Baoto] D& ARLE Sels & JEs

=/ - =
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SO Tht B (
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— Open mind
— First GMP Audit
~ 2D Y B, W Al 37} (SRS A%t A
A2o| 9X| =H 9 QA system= FH S 20|
Major 5! Minor X|& Atgt
Audit report 2 A2 2 E| 3742 LHO| CAPA EL{Of &t
O

(1) 2=2r4 2l Hi2{of tigt £& o=

2009. 6. : Inspection report &=
2009. 8. : CAPA & &
2009.10. : Certificate of GMP Compliance of a

Manufacturer 4=

Rq.i0, W
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Inspection0j| Cot £

« A EF0|2t: 240 Ciet o L BHEHE SA| &
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