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1993 = = 24 —PHEITE G %Y 1w F R P TRk Rk 2
£

1996 # & if 2§ # 5% * 4~ (Good Clinical Practice, GCP) 2 = # #4 {7 (Taiwan GCP implementation)
1997 = & « W% 4 | ¢ = = (Joint Institutional Review Board, JIRB)
1998 P4 @z £ %M'éé% e ¥ (Center for Drug Evaluation, CDE)

Sl st
1999 - /%?'%%I% ZH €103k 8 7 2 & i (Adverse Drug Reaction, ADR)E 3% i st
1999 % =g 29k #F% ¥ w2 4 1% (GCP inspection)

2000 §em& A3 ® «w 3% & (General Clinical Research Center, GCRC)

2000 Fe/F :#5% %'+ & % = (Clinical Trial Insurance)

2000 #rixttidsk =& 8 +4] (Bridging Study Evaluation)

2002 # 5 if 2R i R4~ 2 { A7 (Taiwan GCP revised)

2002 #ritrirse AR — X W iR TR 2 % ¥ T4 5 & (Ethnic factors in the acceptability of foreign clinical data)
2003 *#M@%L B gdprl i (IRB guidelines, accreditation)

2005 % 5 iR AR iR B R 2

2006 R fiex TRk % 287 7 ¢ w3k = (National Centers of Excellence in Clinical Trials and Research, CECTR)
2009 - ®TEAF T K% 45 ¢ 3%k = (Taiwan Association of IRB, TAIRB)

2010 - %% & 4% & = = (Taiwan Food and Drug Administration, TFDA)

2010 2 W % 7 ek @S 2k 2k = (Clinical Trial Notification System of TFDA for Multi-National Clinical Trial)
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SRF BB BB D (3 RE LR
HEAAAIL (3R AR

% 3%k & 3 (Patient’s informed consent forms)

# % 3F 4 4 (Case Report Forms)

X 3 H o i 7R (Hospital and/or clinic charts)
4278 (Source documents)

¥ % 3% 2 (Laboratory reports, X-ray, EKG reports)
Ju ~ p &+ (Diary card)
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B 4 % bs 4 (2004~2011)

£ R 2004 2005 2006 2007 2008 2009 2010 2011
g g o | 3| 3] o0 |2 |2]1]2
R%E D o o | 5 | 2 18 6 | 6
kit | 12 | 13 | 13 | 13 | 16 | 12 | 13 | 13
CagEsiREl 11| 6 | 6 | 7 | 4 | 8 | 10| 12
£ E TR 26 | 34 | 34 | 33 | 35 38 | 27 21
FI’{ » gé‘rr,‘;,i
Iy 30 | 39 27 | 15 | 22 | 18 16 18
o 7 0 3 | 8 | 13 12| 5 | 7 | 4
gL F Gkl e
S PES V3 2 | 4| 9 | 5| 4 | 16| 15
Fihb s t o | 1 | 8 3|5 4 |09
Total 100 | 100 | 100 | 100 | 100 | 100 | 100 | 100

Source: Ho and Lee
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% 38 742 (2008-2010 v.s. 2011)

A it (g Ar)

— 2008-2010 | 2011

o B 26 (20.8%) 15 (26.3%)
CRF= ﬁf]“i 7 (13.6%) 6 (10.5%)
y S At 7 (13.6%) 14 (24.6%)
med o (BB AR T 6 (12.8%) 3 (5.3%)
REG A B (Bl 3 6 (12.8%) 2 (3.5%)
& &/ o By - Rl 3 (10.4%) 7 (12.2%)
SRR 6 (4.8%) 1 (1.8%)
i ERdE 5 (4.0%) 0 (0%)
Hv t AxFAH - CRR: &% i 9 (7.2%) 9 (15.8%)
B e 125 (100%) 57 (1 00%)

Jh e RO, F 5 TR
%éfﬂﬁgxéfﬁﬁ& =S0P
e g A ]«hi 3 E
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FDA Inspection

FDA has compliance programs (CP) with written procedures
within their Bioresearch Monitoring (BIMO) Program

« Good Laboratory Practice
 Clinical Investigators
 Institutional Review Boards
« Sponsors, CROs Monitors

« In Vivo Bioequivalence
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FDA Inspection

« High enrolling sites

« Sites with suspect data (no AEs, too many AEs, data not trending like
other sites)

« Sites with large number of deviations

« Sites that FDA received complaints against

« Sites previously identified with compliance issues

- FDA will identify any clinical investigators whose studies were

terminated, the circumstances, and whether this was promptly
reported to FDA
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FDA Inspection- Proceedings

Opening Interview — explanation of activities

* Interviews with study personnel (Investigators, Pharmacist, Nurse)
« Documentation Review

« Data Audit — verification of data integrity

« Tour of the Facilities including equipment

« Exit Interview — opportunity to discuss and clarify findings
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FDA Inspection- Proceedings

Review of TMF
Up to 100% review of informed consent forms, including screen failures

Up to 100% review of source vs CRFs and data queries (depends upon
number of inspectors and duration of the visit)

Drug Inventory/Accountability/Storage

Medical history / inclusion & exclusion criteria

AE/SAE reporting

Concomitant Medication

Investigator Oversight and Delegation of Responsibilities

Monitoring and Training Procedures
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Clinical Investigator Inspection

Clinical Investigator Inspections by Location™

(CDER, FY 2011)
FY2011 (total =317)

2% —<1%
<1%

@ United States

m Western Europe

0O Eastern Europe

O Asia/Pacific

m Latin America

@ Canada

m Middle East/Central Asia
O Africa

W Australia

7%

9%

68%

*Based on inspection start date — [OSI database as of July 25, 2012] 25



Clinical Investigator Inspection

International Clinical Investigator Inspections by
Location™ (CDER, FY 2011)

1% 19
59, o 1%

12%

*Based on inspection start date — [OSI database as of July 25, 2012]

FY2011 (total =100)

@ Western Europe
m Eastern Europe
O Asia/Pacific

O Latin America

| Canada

@ Mddle East/Central Asia

W Africa
o Australia
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Clinical Investigator Deficiencies

Frequency of Clinical Investigator-Related Deficiencies Based
on Post-Inspection Correspondence Issued

o (CDER, FY 2011)*

= Domestic
M Foreign

211 Domestic Inspections,

17% 101 Foreign Inspections

Protocol Records IRB Communication Consent Drug Accountability Adverse BEvents

- "Based on letter issue date; Inspections may have multiple deficiencies, [OSI database as of July 25, 2012]
+ Note that this does not denote number of inspections completed in FY 2011, but rather number of inspection reports
evaluated and closed in FY2011
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Clinical Investigator Deficiencies (OAl)

Frequency of Clinical Investigator Related Deficiencies Based on
Post-Inspectional Correspondence Issued: Official Action
Indicated (OAl) Final classification (CDER, FY 2011)*

96%
70% 23 OAl Inspections
43%
26%
22% 22%
l Ll%

Protocol Records IRB Consent Drug Cl Supervision Subject
Communication Accountability Rights/Safety

- "Based on letter issue date; Inspections may have multiple deficiencies, Includes OAl untitled letters, [OSI database as of
July 25, 2012]
« Note that this does not denote number of inspections completed in FY 2011, but rather number of inspection reports

evaluated and closed in FY2011.
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Clinical Investigator Deficiencies

* i i = @ % A 7 - % (Failure to follow the investigational plan (inclusion/exclusion
deviations, patient schedule)

*oav B B BEr % B ¥ e gk (Failure to maintain accurate, complete, and
current records)

AR L R ¢ & ook 2 (Failure to obtain IRB approval -notifications for
protocol violations, serious adverse events, maintenance of ongoing approval)

X @ H ok & $ 7 o 04k 4 (Failure to ensure that informed consent was
obtained in accordance with 21 CFR 50 (content, timing, documentation, witness)

Aoy & TRk 47 = (Inadequate drug accountability)

FDA Website: http://www.fda.gov/foi/warning.htm
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FDA Inspection in Taiwan

« First in Taiwan: 2002

* No. of Inspections: 6 (as of Feb 21, 2012)
« TA: Hepatitis B/C (4), RA(2)

« Classifications: NAI (4), VAI(2*), OAI(0)

 Deficiencies: Records, Adverse Events

NAI: No action indicated
VAI: Voluntary action indicated
OAI: Official Action Indicated
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Tips for a Successful Inspection

Protocol is being followed
Accurate, complete and current records support data entered on CRFs

|C is obtained properly (correct version, IRB approved, proper signatures, documented
process)

IP records and proper storage/access is maintained
AEs are reported properly

Approvals and re-approvals of study and documents are obtained from IRB in a timely
manner

Progress reports are submitted to IRB in a timely manner
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o A RBRERE @yEZ (2009.12.14 2 4)

c HRAHT Y XA MR ER%ER (2009. 04. 02 12 )
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Inspection ready
everyday!
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