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Overview

* Pilot Project
» Specifications & Guidelines

* Requirements vs Actual

« Validation issues

« Lifecycle management
« Leaftitles

« Evaluation phase

= Lessons learnt - conclusion
= eCTD roll out



Pilot project _mce)

Products
= 18 Applicants

= 18 molecules == 43 products because of different strengths
o 9 NCEs of which 3 biologicals
o 9 Generics (multisource) + 1 duplicate

Reviewers

= 9 Experienced external + 2 internal
o 3 clinical, 4 quality, 1 biological, 1 scheduling
o 1 Names & Scheduling, 1 Inspectorate



Pilot project - cont

Status

= 4 products registered
o 2 NCEs
o 2 Generics and a duplicate

= 1 product rejected by MCC
= 1 product withdrawn by applicant
= 12 products at various stages

= additional strength included for 1 product in the
process



CTD




Guidelines & Specifications m

Everything required for paper CTDs
PLUS eCTD specific documents

CTD e.g.:

ZA CTD

Module 1.2.1

2.01 General Information

2.05 Stability

2.06 Biostudies

2.07 Dissolution

2.24 Guidance General Module 1
2.25 P&A CTD

6.15 Screening template for new
applications for registration

SA Guide to GMP

Plus

6.16 Validation Template for Applications
for Registration in eCTD Format

2.21 South African Specification for
eCTD Regional & Module 1

2.22 South African eCTD Validation
Criteria

2.23 Guidance for the Submission of
Regulatory Information in eCTD format
2.27 eCTD Checksums

2.28 Q&A Implementation of eCTD in
South Africa

Electronic Common Technical Document
Specification V3.2.2
(http://estri.ich.org/eCTD/)
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eCTD requirements m

2.21 Specification and 2.23 Guidance

* Requirements for copying and pasting, viewing, searching
and navigating

« File formats, PDF versions, requirement for OCR scanning
« Maximum individual file size

« Labelling of media

« Letter of application

« Lifecycle management, e.g. For the letter of application
leaf elements provided with all eCTD-sequences, the
operation attribute should always be “New.”

e 3.2R structure

2.22 South African eCTD Validation Criteria
« Pass, fail, and best practices
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Administrative errors m )

= CDs not correctly labelled

= Validation template (in 1.8) — hard copy not
iIncluded

= MD5 checksum not signed and dated

= VIirus check statement In letter does not indicate
virus-free

* Amendment schedule attached in hard copy —
not required
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Administrative errors cont. m i

VALIDATION TEMPLATE FOR APPLICATIONS FOR REGISTRATION IN
eCTD format

The Validation Template is to be used on receipt of an application for registration of a medicinal product
for human use submitted to the South African Regulatory Authority in eCTD format, as well as for

follow-up sequences.
.3, B, C, and D.

Amendments / follow-up sequences: Complete and submit@nly Sections A.1, A.3

Sequence 0000 (new application for registration): Complete Sectio

+ 0003 Business Validation ]
10/03/2015 18:18:39

0003: Blank Sections B, C and D need not
have been included.

11



Administrative errors cont.

Validation template

8a

different strengths?

Letter of Application (module 1.0) Y[ N[ ]
o Has the virus check statement been included? Y[] Il
+ Does the virus check statement indicatetham’ Y] N[
- ~slbmission is virus-freg l/
o Does the letter of application clearly indicate Y[] N[] NA[]

12




Administrative errors cont. 'lﬂa ._

Element 1.8 - Validation Template
1 The date of receipt is for this office to complete.

2 The requirement for follow-up sequences was
not adhered to. Only sections A.1 and A.3
need be submitted.

3 It should be confirmed In the letter of

application that the submission is virus-free -
A.l 8a.

13



Documents in paper format m |

2.23 Guidance
*Mandatory for all application types

Module no. Name of document
*1.0 Letter of Application
*1.2.1 Application form (also for Pl amendments)

Validation template:

8 Have the following documents in paper format
peen submitted

relevant

1.5.2.3 Affidavit by Responsible Pharmacist

*1.8 Screening (Validation) template Section A.1 & 3 only for
amendments

N/A MD5 checksum — annex to letter, dated & signed

N/A Technical Validation Report and, if relevant, justification of

any Best Practice criteria that are not met
14



Documents in paper format cont. m

Not module
section numbers

15



Technical Validation

valid

MEDICINGS CORTROH, COUrCIL

Invalid

EURS is Yours
Responsible: Date/Sign
gessen 28 January 2013
Submission foider C\Users\gessert EXTEDO\DesktopWMCC
\EXTEDIUM-tablets-ciin-non-cin'0000
Validation Set MCC-eCTDV10(DTD1.0)

aCTD 32 with ZA M1 regional part
Vgsnop;\.lh_ﬂ»cc validation critena v1.0

EURS is Yours

gessert 07 February 2013
Submission folder CWsers\gessen EXTEDODeSKIopIMCC
Validation Set MCC-CTD v1.0 (DTD 1.0)

eCTD 3.2 with ZA M1 regional part
Version: MCC validation critena vi 0

2000016/122132

ole|o|e|

1572437 50%e0ec?0c 2 )da T8 TI1YN)

28 January 2013, 171521

28 January 2013, 1718522

Check Result:

Valigation Comp. / Lib. Version

2000016/1221.32

Summary:

Total fles

Vald fles

Vald fles with minee issues

Iowvabs M

Shisped Yes

Faded sutensseon level wests

NOS Crechwum o4t
\‘wr ton 550 07 February 2093, 112043
Valdation End 07 February 2073, 1029000
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Technical Validation failure cont. m

* File or folder name contains invalid characters
« DTD checksums not valid

 PDF password protected

* Unreferenced files

* Files in Module 3 missing (export path too long)

s All showed own validation report as “valid” - but validation
carried out on the submission e.g. on desktop and not on
medium submitted

17



Technical Validation failure cont. m

e Thumbs.db files

o Unreferenced files =

m2
m3
m4
m5
util
., index.xml
index-md>
Thumbs.db

To avoid creating thumbs.db files, the applicant is advised not
to open files or folders after publishing and before burning the
seqguence on CD.

It is possible to disable thumbs.db files in Microsoft Windows.

18



Technical Validation Failure cont.

‘ MEDICINES COMTRCH, COUmCIL

= Unreferenced files

Status |Path/File Rules Severity
{Submission)
(3] Submission level tests
Lnreferenced files found. MNo. 07 Ermror
d:! VOO000Wm3N32-body-data\32r-reg-infol32r1 -availability 32r11-

overviewithumbs db :

d:! WOO000Wm3N32-body-data\32r-reg-infol\32r1-availability32r14-
pharmaceuticalavailabilitystudies\32r142-otherithumbs.db -

d:! VOO0 0wm3V32-body-data\32r-reg-infol 32 ré-animal-human-orig
thumbs.db :

Hint: There are no unreferenced files in the root folder, M1, M2, M3, M4 &
M5 folders (including subfolders but excluding ‘util’ subfolders, the index-
mda.txt and index_xml).

i
« ml » za » 13-za-labelling-packaging » 131-sapi » 1311-pi ,O]
e —
v Share with v Burn New folder = [ @
- Name Date modified Type Size
ktop = pi 2013/06/26 03:51 ...  Adobe Acrobat D. 205 KB
vnloads Thumbs 2013/06/27 10:01 ...  Data Base File 18 KB
ent Places

19



Technical Validation failure cont.

‘l MEDICINGS CORTROH, COUrCIL

Destination Path Too Long

r

The file name(s) would be too long for the destination folder. You can

shorten the file name and try again, or try a location that has a shorter path.

L

" 32p53-val-analyt-proc
Date created: 2013/12/13 12:58 PM

L

Skip | | Cancel

| Do this for all current items (1 found)

20



Technical Validation Failure cont. m

= Unable to make ISO copy — new and responses
o DVD-RW or CD-RW used Levices WITn Kemovao

N [w five (D:)
“

w 4.23 GB free of 4,37

-

o Multisession DVD suggesting that it may not have
been properly closed

o Zipped file submitted

J T Mar Date modified lype Size
Bl Desktop B 0001 2013/11/1810:02...  WinRAR ZIP archive 2774 KB
& Downloads

- | Recent Places



Prevent Technical Validation Failure m )

Carry out validation on medium submitted to
prevent false valid result. Don't open files or
folders after publishing and before burning the
seguence on CD.

Check export path length — prevent files from not
being exported and to be missing

Checksum to be valid

PDF not to be protected by security settings or a
password (current rule no. 18)

Ensure that file or folder name contains no invalid
characters N



Best Practice Warnings

File size exceeds 100 MB (rule no. 28)
being changed to 200 MB

Im3/32-body-data/32p-drug-prod/active-capsuleallstrengths/32p2-pharm-
dev

pharmaceutical-development-cal1-nrp104 . pdf

pharmaceutical-development-cal2-nrp104. pdf

pharmaceutical-deyelopremt=cat3TTITOL. pat

S
e file size exceeds 100 MB. No. 28 m

filesize 1 128.638 MB >

dividual files do not exceed 100 MB in size.

pharmaceutical-development-ca04-nrp 104 pdr
pharmaceutical-development-ca05-nrp104. pdf
pharmaceutical-development-cal&-nrp104. pdf
pharmaceutical-development-compatibility. pdf
pharmaceutical-development-components-drug-product pdf
pharmaceutical-development-container-closure-system pdf
pharmaceutical-development-drug-product. pdf
pharmaceutical-development-manuf-proc-development. pdf
pharmaceutical-development-manuf-process-development. pdf

pharmaceutical-development-microbiological-attributes_pdf




Best Practice Warnings cont. m

= Broken bookmarks
*= Broken hyperlinks
= PDF does not open in “Most recent view”

m1/zal0-application-letter
application-letter-0001_pdf
The PDF does not open in 'most recent view'". No. 38 Warming

0001 : Title: 1.0 Application Letter, Destination:

wrongzoomecount © 1

Hint: PDFs open in “most recent view” {i.a. inherit zoom' for hookmarks
and links, and 'default’ in open dialogue box_ (ICH eCTD spec pi-41).

24



Best Practice Warnings cont. ﬂ@
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Life cycle management

2.23 Submission in eCTD format
Operation attribute to be “new”

1.0 Letter of application

1.2.1 Application form

1.2.2.1 Proof of payment

1.2.2.4 Electronic copy declaration

1.5.2.1 Tabulated schedule of amendment

Validation template
6 For follow-up sequences, is the operation attribute
of the following documents reflected as “new”

26



Business validation failure m

 Incorrect operation attribute (lifecycle)
 PI/PIL/ Labels not hyperlinked
 Module 2 not hyperlinkedto 3/4/5

« 3.2.R granularity incorrect

e Letters not OCR scanned

« Application Form 1.2.1
o not signed, application number not included
o not OCR scanned
o follow-up sequence - document operation attribute not “new”.
o Incorrect dates in follow up sequences

* Incomplete or incorrect data in envelope

27



Business Validation cont. m

Validation template not hyperlinked for ease of technical
verification by reviewer, and hard copy not included in M1.8

Official footers of forms changed

Because of invalid sequence 0000, non-compliance in
business validation only detected in replacement sequence

Errors corrected in 0001 only to find new errors, e.g.
« |etter OCR scanned in 0000 but not in 0001

» Application forms of different strengths identified with leaf titles in
0000 but not in 0001

 PI/PIL no longer hyperlinked

28



Business Validation cont. m

= Incorrect information in envelope
« Data in support of efficacy incomplete

« Related sequence

eCTD Sequence:
Related eCTD Sequence:

Duplicate Applications:
(Propnetary Names / Dates of Application)

= [Information in envelope # 1.2.1 # 1.8

29



Business Validation cont.

= 3.2.R Regional Information
o Incorrect granularity
o Node extensions not used
o Section numbers not included

= 3.2 Body of Data

o Sections included that are not applicable
« This affects life cycle management of these sections

30



Business Validation cont.

Elﬁ | 0002: 3.2.R Regional Information

w0 " |Batch records of samples

a-F Certfificates of Analysis

---E"f Matenials of animal and/er human cniginal
E“ Multiple API manufacturers

=-bh Overview

E’“ Pharmaceutical and Biclogical availablility
E’“ Pharmaceutical availability studies

E’ Reference Products

—/

}EJ 3R RegionalIno... Toc Annotath, 0003 Business Va., - The node exensions have nat been numbered according o therelevant sectioncs hiad been requested before

31



Business Validation cont. m )

Element 1.0 Letter of application

= The amendment schedule should not be an
attachment to the letter, but be included in M1.5.2.

= The use of the amendment schedule is not correct:

- The column for the Reviewer's comment Is
required.

- The differences between the current and
amended modules have to be indicated.

32



Business Validation cont. m )

Element 1.3 South African labelling and packaging

= The annotated Pl and PIL should be included in
M1.5.5

= The annotated documents could at first not be
located and were then found in M1.3.1/2 as one
document each.

= In view of the life cycle issues created by documents
submitted in the incorrect folders, the submission
cannot be accepted.

33



Business validation cont.

E|E‘| 0002: 1 Administrative Infermation and Prescribing Information

3-Bf 0002 Envelope =-| ] 21 Business Validation reject
Eﬁj 0002: Modulel ZA T

&) 0002: 1.0 Letter of Application - i-l2) 0000

m-[ ] 0002: 1.2 Application P El::, 0003

E‘| 0000: 1.3 Seuth African labelling and packaging =

E_| 000z 14 Iﬂfl:lr.r'l’.latll:lﬂ a.l::IDLIt the E:-:pEjrts. =[] 0003:1 Administrative Information and Prescribing Informaticn
E‘| 0002: 1.5 Specific requirements for different types of appli {58 0003: Envelope

| 0000: 1.6 Environmental risk assessment 2B 0003: Module1 ZA

E‘| 0002:1.7 Geod manufacturing practice E | 0003: 1.0 Letter of Application

a- mmes e[ 0003: 1.2 Application

@[] 0000: 1.9 Individual patient data - statement of availability (] 0003:13 South African labelling and packaging
E—| 0000: 1.10 Foreign regulatory status w-[ ] 0002: 14 Information about the experts

E ' 0002: 111 Bioequivalence trial information E‘| 0003: 1.5 Specific requirements for different types of applications

.1 0000: 112 Paediatric development programme

- 0000: 1.6 Envirenmental risk assessment

P _ E‘| 0003: 1.7 Good manufacturing practice

~+) 0000: 1.13 Risk management plan m 1.8 Details of compliance with screening outcomes>
E | 0000: 1.9 Individual patient data - statement of availability
E‘| 0000: 1.10 Foreign regulatory status

E | 0002:1.11 Bioequivalence trial information

----- 1 0000: 112 Paediatric development programme

» - 0000: 113 Risk management plan

34



L eaf titles " mee)

= Each document in the eCTD has both a file name
and a leaf title.

= File name Is the actual name of the file — the
evaluator doesn’t see this

* e.g. application-letter-10mg.pdf and label-10mg.pdf are
the file names

= Leaf title is displayed when the evaluator views
the submission

= Should be sufficiently descriptive and brief

35



Leaf titles cont. m

L 1 Administrative Information and Prescribing Information J [] 1 Administrative Information and Prescribing Information
91 Envelope @1 Envelope
= £ Module1 ZA 8] Module1 24 v
=} D 10Letter of Application
b I ™) Letter of Application - Clinical Response
.J Letter of Application - P&A response
. -4 1 Letter of Application- initial submission

=[] 1 Administrative Information and Prescribing Information 5[] 1 Administrative Information and Prescribing Information

% 14 Envelope @14 Envelope
5] Modulel ZA 2 Module1 ZA v
o[ 1.0 Letter of Application | @[] 1.0 Letter of Application
5[5 1.2 Application § =[] 1.2 Application
=B 12 cati i | & [j 121 Appllcatlon Form
+ orm : Fo e A Apphcatlon Form5mg
+ Form j ey Apphcatlon Form 10 mg
+ orm : Lo 4_.‘_: Application Form 15 mg
+ 5 Application Form 4T Application Form 20 mg
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Business Validation cont.

:1.2.1 Application Form
Q000:
Q000:
Q000:
Q000:
Q000:
Q000:
Q000:
Q000:
Q000:
Q000:
Q000:

Applhication form
Application form
Application form
Application form
Apphcation form
Apphcation form
Applhication form
Application form
Application form
Application form
Apphcation form

EI E 1 0003: 1.21 Application Form

[ .

application-form - 0003
application-form
application-form
application-form

application-letter - 0003
application-letter

application-letter-1
application-letter-2
application-letter-3
application-letter-4
application-letter-5
application-number

37



Business validation — cont. m

Validation template

7 Are leaf titles descriptive and logical, e.g. for applications
with various strengths, and new documents in follow up

sequences?

YN _N[]

\ i

Leaf titles are not sufficiently descriptive
for easy identification.

38



Validation failure

= Technical validation failure:

» Replacement sequence required
»> “Screening” fee again payable

= Business validation failure:
» Next sequence will be required

39



Evaluation phase

OH WO/
PARADIGM SHIFT |




What does evaluator see

7 Abex Pharmaceutica (Pty) Ltd
BT Adcoc!

B Aster

[ BEr

) 0002 of '480415-25'
[ 1 Admi formation and Prescribing Information
[) 2 Common Technical Document Summaries

£ 3 Quality

Document Life Cycle

Operation Sequence




What does evaluator see

|_:_|E_| 0002: 1 Administrative Information and Prescribing Infermatien

[ oy O oy Y ey O e |

-1 0002: Envelope
-] 0002: Module1 Z&

=[] 0002: 1.0 Letter of Application
----- +'_-'_: 0002: Annex11 - P&A Recommendation Letter
) 0002: Annex 1.2 - Clinical Committee Recommendation
"'“: 0001: Application Letter Amendrment 0001
'-'_: 0002: Letter of application for Sequence 0002
|é|-'_: 0000: Letter of application
% 0001: MCC Letter Requiring Amendment 0001
----- % 0000: MCC response letter dated: 17/09/2013
™ 0002: Reviewers Guide
™) 0000: Reviewers Guide
E_'“: 0001: Tracking Table 0001
..... + L 0000: Tracking Table
..... 3T™h 0002: Tracking Table
+1-[ ] 0002: 1.2 Application
+-[ ] 0002: 1.3 South African labelling and packaging
+-[ ] 0000: 1.4 Information about the experts
+-[ ] 0002: 1.5 Specific requirements for different types of applications
+- 1 0000: 1.6 Environmental risk assessment

: 1.7 Good manufacturing practice

+1-[ ] 0002: 1.8 Details of compliance with screening outcomes
+-[ ] 0000: 1.9 Individual patient data - staternent of availability
+1-[ ] 0002: 1.10 Foreign regulatory status

+-[ ] 0000: 1.11 Bioequivalence trial information

- 0000: 1.12 Paediatric development programme

-/ ] 0000:1.13 Risk management plan

[ ] 0000: 2 Common Technical Document Summaries

-] 0002: 3 Quality

-] 0000: 4 Monclinical Study Reports

i) 0002: 5 Clinical Study Reports

I_Il_ll_ll_IEl_Il_ll_ll_ll_l
=
=
[
Pt

‘ MEDICINES, CONTROL COUNCH,

Eﬁ 1 Administrative Information and Prescribing Information (106)

-8 Envelope

- Modulel Z4 (106)

5-E7 1.0 Letter of Application (12)

----- +'-' Annex1l - PAA Recommendation Letter
Annex1.2 - Clinical Committee Recommendation
Application Letter Amendment 0001
Letter of application for Sequence 0002
Letter of application

MCC Letter Requiring Amendment 0001
MCC response letter dated: 17,/09/2013
Feviewers Guide

Reviewers Guide

Tracking Table 0001

+ Tracking Table

..... 278 Tracking Table

i 1.2 Application (43)

7" 1.3 South African labelling and packaging (11)

7] 1.4 Information about the experts (3)

]m 1.5 Specific requirements for different types of applications (@)
7-. ] 1.6 Environmental risk assessment

7] 1.7 Good manufacturing practice (22)

i 1.8 Details of compliance with screening outcomes (2)
7 1.9 Individual patient data - staternent of availability (1)
7" 1.10 Foreign regulatory status (5)

71 111 Bicequivalence trial information (1)

----- 1 1.12 Paediatric development programme

----- 1113 Risk management plan

]ﬁ 2 Common Technical Document Summaries (20)
0[] 3 Quality (101)

7" 4 Menclinical Study Reports (2)

| oy T ey RN oy RN oy |

i~ ] 5 Clinical Study Reports (57)
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Evaluation phase m
Content — compliance with requirements

Searchable
Navigation

However

Not possible to copy text as documents are not
OCR scanned

Documents not In correct section

Module 3.2.R not completed
o Not applicable to generics only

Whole module numbered, instead of per document

43



How to locate documents in eCTD m

Hypertext linking and Bookmarks

ICH eCTD Specification v3.2.2
= Appendix 3 &7

2.23 Submission in eCTD format

Leaf titles
2.23 Submission in eCTD format

44



Bookmarks m

Documents exceeding 5 pages that
contain multiple headings/sections, tables,

figures

= Provide enough bookmarks for easy
navigation in the document

= Use meaningful names
= ToCs that are hyperlinked
= List of tables/figures if included

45



Hyperlinks " mce)

Include at least the following hyperlinks:

= Cross-references in the package insert (1.3.1.1) to the actual
references

= Cross-references in the Patient Information Leaflet (1.3.2) to
the package insert (1.3.1.1)

= References in Sections B to D of the Screening template (1.8)
to the documents in the eCTD

= Summaries in Module 2 to the relevant documents in Modules
3tobs

= Document Table of Contents (ToC) to the corresponding
section in the document

46



Hyperlinks cont. m o

Check the hyperlinks before submitting:

Are there any broken hyperlinks?

Do all hyperlinks go to correct destinations?
Are all external hyperlinks removed?

(e.g. web links, e-mail links)

Do hyperlinks appear as blue text or|blue box links if
blue text isn’t possible?

Are hyperlinks set to Inherit Zoom?

47



What does reviewer see

Bookmarks & Hyperlinks

F GOMVESTIGATOR AND =
THE STUOY
ADMNSTRATIVE
STRUCTURE
| 7.0 INTROOUCTION
| 80 CEUECTIVES
5 90 INVESTIGATIONAL
PLAN
| 100 STOY SLRIECTS
11.0 EFFICACY
EVALUATION
A 111 Date Setn
Analyzed
| 112 Demographec snd
Cther Baselne
Charactenshes
Kl 113 Masvureranes of
Treatrmert Compliance
8] 11.4 Efcacy Resuts
and Tabutstions of
Indandual Subpect Oats
# 8] 120 SAFETY
EVALLATION
48] 130 FSCUSSION
# 8] 140 TABLES, FIGURES
AND GRAPHS
REFERRED TO BUT NOT
INCLUDED IN THE TEXT

.
-

'S
[ -

-
-

=™

& Bosnalytical repod
& Boanatytics! report 2
& Bosnalyticsl repon 3

&) Bosnalytical repont ¢

&) Boanalytical repont §

‘ MEDICINGS CORTROH, COUrCIL

16.0 APPENDICES
“"'_{.‘o'f"" Title

16.1 Study Information

16.1.1 Protocol and protocol amendments

16.1.2 Sample case record forms

16.1.3 List of IECs or IRBs — Representative written mformation for subject
and sample consent forms

16.1.4 List and description of investigators and responsible persons

16.1.5 Signatures of mvestigators

16.1.6 Listing of subjects receiving test drug(s) / mvesngational medicinal
product(s) from specification batches where more than one batch is
used.

16.1.7 Randomusation scheme and codes (Subject identification and treatment
assigned)

16.1.8 Audit certificates

16.1.9 Documentation of statistical methods

16.1.10 Documentation of mter-laboratory standardization methods

16.1.11 Publications based on the study

16.1.12 Important publications referenced m the report

16.2 Subject Data Listings

1A71 Micanntmnoad cuhiante

Appendices not hyperlinked.
Documents that follow this list of Appendices are not the Appendices
numbered, also not in the same order as the list of Appendices

48



Bookmarks & Hyperlinks cont. mm

PHARMACOKINETICS & BIOSTATISTICS DEPARTMENT
Page 305 of 305

PRODUCT

8] 130 PHARMACOKINENC
ANALYSSS

18.0  LIST OF ANNEXURES

8] 140 STATSTIAL Annexure I:  Protocol for study No:
ANALYSIS

] 150 PROTOCOL ANOYOR Annexure-l:  Informed Consent Document for Study No:
S0P DEVIATIONS

Annexure-IlI; Randomization Schedule
NOTE: Protocol, Informed Consent Documents and Randomization Schedule were

appended with Clinical Report.

8] 160 RESLTS AND

=) ; .'f

338 Chnical Study Fepan Projct
Ny S1211

] 1 0 TITLE PAGE
K 20 SyYnoPSS

How should the reviewer locate the Annexures?

49






Conclusion m

Presentation and content issues in CTD manifest
In eCTD

* Read the guidelines

* Follow the guidelines

= Check the submission
= Think like an evaluator

Electronic Is not as patient as paper

= Paper is forgiving — can slot in extra pages or replace
documents just before submission

= eCTD is not forgiving — last minute changes will lead to
checking of hyperlinks, re-validation, re-export

51



Conclusions from pilot phase cont. m

« Concessions made in the pilot phase may no longer be
possible when going live

« Importance of quality control apparently not understood

 Evaluation will not continue if there are insufficient
bookmarks & hyperlinks

 Incorrect lifecycle attributes or placement of documents
will lead to validation failure

« [T support crucial — industry and agency

 Co-ordination of Committees recommendations sent to
applicants also for CTD

52



‘ MEDICINES COMTRCH, COUmCIL

LT LN
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eCTD roll-out m

2.26_CTD _Implementation_road map Febl6 v6
Start Operational Phase

= Step 4(a): eCTD process open to entire industry for new
applications for registration of NCEs - 01 April 2016

= Step 4(b): eCTD process open to entire industry for new
applications for registration of generics - 02 January 2017

To date 8 NCEs accepted
5 submitted, 1 failed business validation

54



eCTD roll-out

Review of Guidelines & technical requirements
o Amendment of validation rules, based on EU, and ZA requirements

e.g.

 Folder structure check

* Eliminate “append”

« Compulsory documents and lifecycle attribute

A Letter of application must exist in section

form should be new.

9.1 ZA Module 1 P/F
1.0.
The operation attribute of the Letter of
L 9.2 Z4 Module 1 P/E
application must be new.
One or several application forms can be
L L , added to this section. For maore information
An application form must exist in section )
191 5.3 ZA Module 1 P/F please refer to the Guidance for the
o Submission of Regulatory Information in
eCTD format.
For more infarmation please refer to the
The operation attribute of the Application ] p ]
9.BP1 ZA Module 1 BP Guidance for the Submission of Regulatory

Information in eCTD format.

55



Review of Guidelines & technical requirements m |

Update of guidance and specification, e.g.
« More information on hyperlinks and bookmarks
* The maximum individual acceptable file size is approximately 200 MB.

If a file size exceeds 200 MB, the file should be split into two files. The file
size should ensure clarity, speed of download and ease of review.

* Include 3.2.R structure

32r-reg-info

32r1-availability folder required and additional folders optional
overview-var_pdf
ref-pdr-var.pdf
coa-var.pdf
avail-var.pdf

32r2-parent-api-diff-sites folder required and additional folders optional
statement-var.pdf

32r3-cep folder required and additional folders optional
cep-var.pdf
32r4-multiple-api-mnf folder required and additional folders optional

comp-rep-var.pdf
comp-results-var. pdf
compliance-guidelines-var pdf
coa-var.pdf
32r5-med-dev folder required and additional folders optional
med-dev-var pdf
32r6-animal-human-orig folder required and additional folders optional

origin-var.pdf
32r7-bmr folder required and additional folders optional
bmr-var._pdf
32r8-other folder required and additional folders optional 56

other-var pdf



Review of Guidelines & technical requirements m

o Amendment of Envelope

Response to pre-registration recommendation identifies
specific Committees’ recommendations

Submission type: unigue —= repeatable

Until such time the type "pre-reg-cr: Response to Council
resolutions" should be used.

Element:

Attributex

Description/instructions=

Constraint:

Occurrencet

=Submission:

L8]

Provides- administrative- information- associated- with- the-
submission. o

Mandatorym

Repeatableq]
Ypiguan
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eCTD roll-out cont. m )

* Workshop with industry
* Training of additional evaluators
In the mean time

* Working codes

» As In General Information guideline, preceded by
“‘eCTD” e.g. “eCTD ANA”

Screening & Application fees
» Paid with initial sequence, PoP in 1.2.2.1

Submission media (4.1 in 2.23 Guidance)

» CDs or DVDs — no zip drives, rar-file or any other file
format that has been compressed

Do the quality control s



Before you submit, ask... m

= |f | was an evaluator, could I....... ?
v’ Easily locate the information/document
v' Easily copy and paste from the document

v’ Easily differentiate between same type documents
displayed in the eCTD

v' Easily navigate and access references in documents
via bookmarks, links and the Table of Contents

= The ultimate goal is to provide an evaluator-
friendly eCTD so that the focus of evaluation is
on content, not format.
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We all want eCTD...... ﬂ.;';.q.,;m;m
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