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Reference texts

» Eudralex Vol.10 - Guidance for the preparation of good
clinical practice inspections- May 2008

» ICH Topic E3 - Note for guidance on structure and
content of clinical study reports (CPMP/ICH/137/95)- July

1996
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From the Centralized Application
Procedure (CAP)/EU guidance...

Essential information and documentation required for preparing the
inspection need to be identified, obtained and reviewed. The information
needed to conduct the inspection, may be derived from a number of
sources e.g. the (CHMP) inspection request, MA dossier, reference
documents, quidelines, legislation, inspection SOPs (EU, local),
international standards (ISO/NEN), local legal requirements (EU, third
country), local field standards, additional documents requested from the
sponsor/inspectees etc.

Results of the documentation review have to be incorporated into the
inspection plan(s)
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From the CAP procedure/EU guidance...

Inspection plan(s) generally outline and define the relevant aspects
of the clinical trial site(s) and scope that are to be covered during the
inspection at the selected site(s). It is based on the (adopted CHMP)
inspection request and the reviewed documentation.

A check list may be designed as part of the local inspection plan
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From the CAP procedure/EU guidance...

Appendix 1.: documents/information that may be used for review prior to
the start of the inspection

10.Data tabular listings of individual data
-per site

-per criteria
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ICH Topic E3 Note for guidance on structure and content
of clinical study reports
16 Appendices

16.2. PATIENT DATA LISTINGS
16.2.1 Discontinued patients
16.2.2 Protocol deviations

16.2.3 Patients excluded from the efficacy analysis

16.2.4 Demographic data

16.2.5 Compliance and/or drug concentration data (if available)
16.2.6 Individual efficacy response data

16.2.7 Adverse event listings (each patient)

16.2.8. Listing of individual laboratory measurements by patient. when required by
regulatory authorities




n example of GCP-CHPM request

The inspectors are asked in particular to focus on confirming:

e The existence of the patients

e The availability of informed consent for each patient in the sample
and the procedure to obtain this consent

o Verification of the information/training received by the subjects for
the completion of the diary card

e Adherence to inclusion and exclusion criteria

e Source data verification on baseline data and efficacy
primary/secondary endpoints and safety

o Verification of the administration of study medication and
accountability

e Reporting of SAEs

e Confirmation of the monitoring of the study by the sponsor

AlFA



16.2. PATIENT DATA LISTINGS

Venfy ihe existence of the patients.

The availability of informed consent for each patient in the sample and the procedure to
obtain this consent

Adherence o inclusion and exclusion critena.

rce data verification on baseline data and efficacy primary/secondary endpoints and
salety.

Venification of the administration of study medication administration / accountability
and how the blinding was ensured.

porting of SAEs

Confirmation of the monitoring of the study by the sponsor.

16.2.1 Discontinued patients

16.2.2 Protocol deviations
16.2.3 Patients excluded from the efficacy analysis
16.2.4 Demographic data

16.2.5 Comphance and/or drug concentration data (if available)
16.2.6 Individual efficacy response data

16.2.7 Adverse event listings (each patient)

16.2.8. Listme of individual laboratory measurements by patient, when required by
rezulatory authorities

Inspection Plan

Inspection
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Weight-Height N. Subject Age N. Subject Age Total subj.

53-164 68 18 229 18 2
67-172 110 20 182 21 2
70-186 105 27 225 28 2
55-156 95 20 238 30 2
57-156 163 18 237 30 2
52-158 247 22 113 30 2
58-168 168 30 191 31 2
68-165 50 24 23 31 2
72-170 136 27 239 34 2
64-164 171 29 205 37 2
50-164 124 18 200 37 2
65-165 39 19 139 40 2
56-167 77 18 28 40 2
95-180 162 34 21 41 2




Weight- N N N N Total

Height Su bj.ect Age Su bj.ect Age Su bj.ect Age Su bj.ect Age subj.
55-170 67 20 42 44 2
80-180 14 19 198 47 2
70-182 955 24 166 47 2
52-161 243 22 230 49 2
60-164 143 36 99 49 2
70-170 190 45 153 50 2
80-168 35 40 152 50 2
53-160 52 24 224 31 59 40 57 50

50-160 24 29 126 44 179 51 219 51 a
56-162 242 23 135 o1

2
80-175 173 36 58 51 2
56-164 217 20 137 37 192 52 3
24 177 52 2
52 89 52 78 21 3
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isting of subjects divided for vaccination times and dates site 04

L

Date of imSubiect nilimmuniza Time of Iniection

09-mar-07 | 04/071 2° 7.50
09-mar-07 | 04/075 2° 7.30
09-mar-07 | 04/081 2° 14.10
09-mar-07 | 04/082 2° 14.00
09-mar-07 04/217 1°

09-mar-07 1 04/218 1° 13.10
09-mar-07 | 04/219 1°

09-mar-07 | 04/220 1° 15.15
TOT 8

11-mar-07 04/090 2° 15.00
11-mar-07 04/091 2° 15.30
11-mar-07 04/092 2° 15.15
TOT 3

12-mar-07 04/086 2° 12.30
12-mar-07 04/087 2° 12.40
12-mar-07 04/093 2° 10.30
12-mar-07 04/094 2° 10.35
12-mar-07 04/095 2° 13.05
12-mar-07 04/096 2° 13.15
12-mar-07 04/097 2° 10.05
12-mar-07 04/099 2° 11.00
12-mar-07 04/100 2° 11.08
12-mar-07 04/101 2° 11.25
TOT 10
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site- Aspects to be inspected

DO NOT FORGET APPENDIX 16.2.10.1 FOR LISTING OF COMMENT

Drop-out
051, 081, 301, 331 (withdrawal of consent)

Subjects selected for Medical history
1. 055 —hyperomocysteinemia and TIA
2. 073 — Lynphoma non Hodgking (see above monitoring visit 12-13 July 2006)
3. 095 — Epilepsy
4. 097— Mitral Stenosys
5. 312— Renal cancer (verify why subject took ibesartan for renal cancer)
6. 314— Melanoma
7. 324— Melanoma
8. 339— TIA

9. 363— Suprarenal microadenoma

10. 366 — TIA

Subject selected for EA

11. 010 — different EA+ see below monitoring visit on 67 April 2006
12. 013 — different EA

13. 040 — lymphadenopathy possibly related

14. 046— Sev. and mod. EA

15. 315 — haematuria possibly related

16. 335 — different EA
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Contact information

FABRIZIO GALLICCIA

Tel: 0039 06 5978 4494

email: f.galliccia@aifa.gov.it
website: www.agenziafarmaco.it
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