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Purpose of the dossier

> The dossier contains a subset of the technical

documentation held by the manufacturer

» to demonstrate that the IVD to which it applies
conforms to the “Essential Principles of Safety and
Performance of Medical Devices” as defined by GHTF

> The dossier reflects the status of the IVD at a
particular moment in time
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Purpose of the dossier

» It should also provide sufficient information to inform

the PQ Inspection team regarding:
» Sites responsible for design and manufacture to enable

planning of inspection/s
» Information regarding the maturity of the manufacturer’s

QMS
» It should provide sufficient information to determine

the regulatory version submitted to PQ and to ensure
the data in the dossier is relevant to this version

» It should demonstrate that the Mx has considered the
safety and performance in WHO Member States.
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How and when to submit a dossier

» Required, on request by WHO, for applications undergoing full
assessment

» Must be submitted according to WHO PQDx_018 “Instructions for
Compilation of a Product Dossier”

» The first page should be the original signed Letter of Agreement

» The “Product Dossier Checklist” WHO PQDx_049 must be
completed and used as a Table of Contents for the dossier
documentation

» Sample Product Dossiers available on website — example of type
of documentation to be submitted in a Product Dossier
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Dossier Requirements

A\

Based on best international practice (ISO, EN, GHTF, IMDREF, CLSI...)

Follows the content of the IMDRF MA IVD ToC
(http://www.imdrf.org/docs/imdrf/final/technical/imdrf-tech-140630-rps-ivd-
toc.pdf)

» Dossier must demonstrate that the IVD conforms to the Essential Principles of
Safety and Performance of Medical Devices (GHTF/SG1/N41R9:2005)

» Looks into critical aspects for WHO Member States often not dealt with from a
local perspective by SRAs

A\

» stability, risk assessment, instructions for use, etc.
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Dossier Screening

N © Fees Paid
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Dossier Screening — Recurrent Problems

A\

Layout and format

Y

No clear identification of the product being submitted to PQ in the dossier
documentation and reports

Photos of the kits components are unclear/missing
Some sections are not documented (e.g. design changes)
Full study reports not submitted or too summarised

YV V V VY

Information on training and support network not available for countries
where the assay is supplied

A\

Certificates requested are not certified

>
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Dossier Assessment
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IMDRF /RPS WG /N13FINAL: 2014

P YY) Pl:equalif'icatian Team -
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P) IMDRF siisslisttn

Final Document

INSTRUCTIONS FOR COMPILATION OF A
PRODUCT DOSSIER

Title: In Vitro Diagnostic Medical Device Market Authorization Table of Contents
(IVD M4 Taf)
Prequalification of In Vitro Diagnostics Authoring Group: Regulated ProductSubmissions Table of Contents Working Group
Programme
Date; 30 June 2014

Jafey Slus, IMDRF Chair

This d janal Madical Device Regnlztors Foman There are no sastrictions

on the reprodudion or use ofthis docwment; however, incorporaion of this docment, in partor mwhole, inin
mmdmarstnm Lnsnagss oher fen Enslish doss not comvey orseprs sntan endors sment
afany kind by joma] Medical Davice Resnl Fomm.

Copyright® 20 14 by the Intematiomz] Mediczl Davice Regulamnns Foum.

PQDx_018v3 27 August 2014
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2015 PQ Dossier related statistics

P | 2015
Number of

. 22
applications

Number of dossiers 16
received

Number of dossiers
reviewed

Number of new
manufacturers

Number of reviewers
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Dossier challenges

» Dossier submissions quality is increasing

» Mx with minimal experience in submitting to
mature regulatory bodies in general still
struggle to understand basic requirements

» A number of RDT manufacturers who failed in
previous attempts are responding with
greatly improved new submissions.

» The lack of both general and product specific
guidance remains a major issue.
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Dossier challenges: major issues with screening

» Providing all required/requested information
» Especially “confidential” information

» Incomplete study reports
» Certified copies

» Poorly compiled dossiers
» Regulatory versions*

» Stability*

» Risk Management
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Regulatory Versions

You may not be getting
identical twins!

» Relates to the information associated with a submission for approval by a
regulatory authority.

» The submitted version is defined by all of the documentation related to
development, manufacture, and intended use, labelling and post market
surveillance of the product and all the documented evidence supporting
the safety and performance claims associated with that submission.

» Any difference is considered to be a different requlatory version.

» Need to be sure how the data in the dossier relates to the product
undergoing review.

» The FDA approved product may be different to the Rest of World (ROW)
model!




Data Integrity

Maintaining and assuring the accuracy and
consistency of data over its entire life-cycle

Data Quality
Analysing the relevance of the data in the dossier
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Data integrity and quality

Data may be generated by
» Paper based record of an observation (manual)
» Equipment or computerised

Risk to data integrity depends on
» the system used, and

» the possibility it can be potentially manipulated

Data integrity requirements apply equally to manual (paper) and
electronic data

There must be appropriate data integrity controls
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Data integrity principles are reflected in...

Aspects that will ensure traceability
» Comprehensive protocols
» Evidence of control eg

» User access rights and other evidence of data governance

» Controlled blank paper templates for results
recording

» Control of intended and unintended changes

> Evidence of verification that documentation a true
record eg senior management sign off

» Other evidence of good recording practice...
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Good recording practice

Data for a study must be

» Attributable to the person generating the data
» Legible and permanent

» Contemporaneous

» Original record

» Accurate
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I | ENVESTIGATIONAL PERFORMANCE TESTING I
I DON 20272 || QI Form 101-2 || Rev B " el of kl

Lot Number:
Exp. Date:

B3G181
2014-06-11

Device Components
Part Number
80-1048
Colour Developer 80-1017
Clanfying Solution $0-1050
1t 7 NA

Lot Number
B3H168-1

B3K113-1
B3J129-1
B3J181

Exp. Date
2015.03-01
2014-1007
2015-03-13
2014-06-11

D

Sample Diluent

Result
[ —)

—

Blood ID
B6266
B6266
B6267
B6267
B6267
B6267
B6267
B6267
B6267
B6268
B626%
B6268
B6268
B6268
B6268
B6268
B6270
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22 Joint UNICEF, UNFPA & WHO MEETING with manufacturers and suppliers

ANNEX 21 Stabiity Study LIV 142 ANNEX 21 Stabiity Stud HIV 122
File No. WHO-HIV-21-01-1411 er.

Ver. 02

1. Objective P | vee | o 0 0 0 0 0 0 0 0 0 0
The objective is to determine the stability of th 7 1+ oHWPOS) 0 0 0 oo e e ey
. . S o Degative
through real time stability study, shipping study, usage stability study, and heat accelerated samples | NEG | 20 20 20 20 20 20 20 20 20 20 20
stability study.
2. Materials Table 3: 2°C Stability Results (Lot 20100922)
2.1 20 HIV positive samples: P1-P18 (HIV-1 Eeactive), P19 and P20 (HIV-2 Eeactive) from 1= amd 3 8 128 | 18 | 318 | 34k | 338 | 3k | a7k
NICPBP Sample Pansl
month | month | month | month | month | month | month | menth | month | month | month
2.2 20 HIV negative samples: N1-N20 from NICPBP o | pos | 20 " 20 " » - » » 10 » 0
23 *HC\-‘ Test Cassette: Lot: 20100920, Lot: 20100921, and Lat: 20 E i ? - il el Ml
positive
20100922, samples | NEG | 0 (] 0 (] 0 (] 0 (1] 0 (1] 0
WHIV | POS | 0 ] 0 ] 0 ] 0 [ [ [ [
] T negative
2.4 IFU for HIV (Ver.1.0) samples | NEG | 20 0 20 0 w | 20 20 | 20 20 | 20 20
3. Test Arrangement
Table 4: 30°C Stability Results (Lot 20100920)
T: her:-
es * | = 6 | 12 | et | ;% | 4% | 2% | 26% | 270
. . Sample Panal
Test Location: The laboratory of production technology department. e month | month | month | month | month | month | month | month | month | month | menth
) NHIV | POS | 20 20 20 20 w | 20 w | 20 w | 20 20
Test start time - 2010.09.22 positive
Testend time : 2012.12.22 samples | NEG | 0 ] 0 ] 0 ] 0 ] 0 ] 0
wHIV | POS | 0 [ ] ] ] ] 0 0 [ 0 [
4. Reference standard * negative
samples | NEG | 20 20 20 20 w | 20 0 | 20 0 | 20 20

@ : 2 D-71-010-HIV Colloidal gold product inspection operation procedure-HIV
Q/Cekuroo1s-2000 (I HIv 1+2&Emerprise Standard
Table 5: 30°C Stability Results (Lot 20100921)

5. Experiment Design oo | s | e | owee | owee | are | oaew | ase | 2ee | oo
Sample Pansl
2.1 Real Time Stability Study month | month | month | month | month | menth | month | menth | month | menth | month
5.1.1 Three lots of the/{ PN 1> @D - stored at 2°C and omv [pos| 20 | 20 | 20 | 20 | 20 |20 | 20|20 |220|20]|0
30C. positive
5.1.2 These devices were tested with 20 HIV positive samples (P1-P18 (HIV-1 Reactive), samples | NEG | 0 ¢ o ¢ o ] 0 ] 0 ] 0

P19 and P20 (HIV-2 Beactive) } and 20 HIV negative samples (N1-IN20) at Time 1, 2,

= - I0HIV | POS o 1] o 1] o 1] L] 1] L] i} 0
3,6,12,18,21,24.25_ 26 and 2Tmenth. negative
5.1.3 Each sample was tested with one device from each lot. samples | NEG | 20 0 20 20 20 20 20 20 20 20 20

5.2 In-use Stability Studv
5.2.1 Ome lot of the | | GG G- vs=d in this study. Table 6: 30°C Stability Results (Lot 20100922)

3.2.2 Two sets of 40 devices were tested with the 20 HIV positive samples and 20 HIV 1 e 3 P 195 | 1g | 21e | a4 | ase | 2ee | 2w
negative samples. One set of device were opened and tested immediately. The other Saniple Panel
set of device were opened and exposed to the laboratory lighting at 20-24°C for 16-24 moath | month | moath | month | month | month | month | month | month | moadh | month
hours before testing.
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ANMEX 22 Robustness Study HIV 1+2
File No.WHO-HIV-22-01

Wer. 01

1. Objective

7 12 :ov1d be stored at 2-30°C avoiding humidity
and the device operation environment temperature should be 15-30°C. This study evaluates the
robustness of the device under simulated transportation conditions and operation environment
outside the specified required temperatures.

2. Invalved Departments and Responsibility

Involved Departments:

Production Technology Department. Quality department.

Responsibility:

Production Technology Department 1s responsible for providinI{N 1+2
for research.

Quality department is responsible for testing to verify that products meet quality requirement
and can be used in this stady. The researchers in the Production technology department are in
charge of the specific operation of this trail.

Testing [)ijedor:-

Test Location: The laboratory of production technology department.

3. Document reference
No. | Document reference

1 _ Colloidal gold product manufacturing operation

procedures- HIV
> [ oo sold product inspection operation
procedure-HIV
3| W <o Standand

4. Materials

4.1 20 HIV positive s es: P1-P18 /-1 Reactive). P19 and P20 (HIV-2 Reactive) from
NICPB

4.2 20 HIV negative samples: N1-N20 from NICPBP.
43 *HCV Test: Lot: 20130307
44 TFU for HIV (Ver 21)

5. Experiment Design

5.1 Simulated transportation temperature test:
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Data Quality

Analysing the relevance of the data in the dossier

» Reports should be complete and transparent

» WHO assessment of a study report will assess it for bias and
for generalisability of the results

» For accuracy studies (eg diagnostic sensitivity and specificity),
recommend the use of STARD list “Standards for Reporting
Diagnostic accuracy studies”

» Study authors can use the list to write informative study
reports
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Data Quality

http://www.stard-statement.org/

World Health

Section & Topic Mo Item

TITLE Of ABSTRACT
1 | Identification as a study of diagnostic accuracy using at least one measure of acouracy
{such as sensithity, tperificity, predictive valses, or AUC)
ABSTRACT
2 Structured summary of study design, methods, results, and conclusions
{for specific guidance, ses STARD for Abstracts]
INTRODUCTION i

3 [ Seientific and clinical background, indluding the intended use and clinical role of the index test

Study design s ‘Whether data collection was planned before the index test and reference standard
were performed (prospective study) or after [retrospective study)
Participarts 6  Eligibility criteria
Ty On wihat basis poventially sligibie pariipants were identihed
{swsch a5 symptoms, results from previows tests, inclusion in registry)
"""""""""""""""""" 8 Where and when potentially eligible participants were identified (setting, |ocation and dates)
9 Whether participants formed a consecutive, random or convenience series
Test methods C10a  Iredex test, i !.\.llﬁ‘.lerrl delﬂ'm.llluwr\epﬂﬂm
D mu llﬂtr:m‘.:!‘ﬁrld.d lrlsuﬂ'l:mtdeuil.n ah'rtpﬁ:mn
11 | Rationale for dmmgﬂne reference standard [if alternatives exist)
5t o lu-tutpnmm:m—dﬂ':nrresmmqnné S —

of the reference standard, distinguishing pre-specified fram exploratary
132 ‘Whether clinical information and reference standard results were available
1o the performers/resders of the index test
136 Whether dinical information and index test results were available
to the asseszors of the reference standard
Anafysis 14 Methods for estirating or comparing measures of diagnostic accuracy
15  Howindeterminate index test or reference standard results were handled

16 = How missing data on the index test and reference standard were handled
17 | Any analyses of variability in diagnastic accuracy, distinguishing pre-specified from explaratery
1B Intended sample size and how it was determined
RESULTS [
Participants 19 Flow of participants, using a diagram
e i g et St il Sh S Sl
| 2la | Distribution of severity of dissase in those with the target candition
 21b  Distributian of alternative diagnoses in thase withaut the target condition
{22 | Time interval and any chinical interventions between index test and reference standard
Test resuts | 23 Cross tabulation of the index test results [or their distribution)
by the results af the reference standard
24 | Estimates of diagnostic accuracy and their precision {such a3 95% confidence intervals)
iy .a.n-.-.m»emeeumuhunpedum.qtmnduuunrmzmrmnumnum
DISCUSSION ]
26 Study limitations, including sources of patential biss, statistical uncertainty, and generalisability
37 implications for practice, including the intended use and clinical role of the index test

OTHER INFORMATION
28 Registration rumber and name of registry
29 Where the full study protocol can be accesied
i e




Any questions?
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