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This guidance document is intended to assist pharmaceutical companies with the submission of
regulatory information in electronic Common Technical Document format (eCTD) to the
Egyptian Drug Authority (EDA).

The eCTD format is mandatory to use for all regulatory submissions within all procedure types
for Egypt.

This document is an important guidance for the use of eCTD in Egypt and may be regularly
updated in the light of changes in national Egyptian legislation and agreements with EDA. If
needed, there are also Q&A documents published in between versions of this guidance as a
response to change requests or new requirements to be addressed. Other relevant information
about eCTD and electronic submissions can be found at the EDA eCTD Website.

Guideline title: Technical Guidance for eCTD Submissions in Egypt
Code: ...ooooviinnnnnnn.
Version/year: 1/2026


https://edaegypt.gov.eg/en/services/ma-submission-portal/

Central Administration of Pharmaceutical Products
General Administration For Human Pharmaceuticals Registration

Central Administration for Biologics, Innovative Products, and Clinical Studies Frallilislics
General Administration of Biological Products
General Administration of Innovative Products

189 1.1 Glossary

190 A brief glossary of terms (for the purpose of this document only) is indicated below:
Term Definition
Applicant The authorized person or company who submits an application for

marketing authorization of a new medical product, an update to an
existing marketing authorization or a variation to an existing
marketing authorization.

Applicant’s Information | Regulatory information submitted by an applicant to obtain or
maintain a marketing authorisation that falls within the scope of
this guidance document.

Active Substance Master | The company who is the legal owner of Active Substance Master
File holder File as documentation of the manufacturing of an active substance.

Baseline Submission A Dbaseline submission is a compiled submission of the current
status of the dossier, i.e. resubmission of the latest approved valid
documents that have already been provided to the authority but in
another format.

DTD A set of rules that defines the structure, elements, and attributes
allowed in an XML file. In eCTD, XML files describe the
organization, metadata, and relationships of submission documents.
The DTD acts like a blueprint, telling both the applicant’s
publishing tool and the regulatory authority’s receiving system
exactly how the XML must be formatted and what elements are

valid.
eCTD application, also A collection of electronic documents compiled by a pharmaceutical
known as a dossier company or its agent in compliance with Egyptian legislation and

guidelines in order to seek a marketing authorisation or any
amendments thereof.

An eCTD application may comprise a number of regulatory
activities.

For products with different dosage forms and strengths are
submitted under separate applications.

Envelope Part of the eg-regional.xml file containing high-level metadata
about the submission package. See section 3.2.2Error! Reference
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source not found.

High Level Number Submission Number

This number represents the high-level procedure number related to
the regulatory activity in case of submissions of grouped variations
if multiple products are concerned. Samples are provided in the EG
M1 Specification. Note: not required in case only one product is
concerned. Issued by EDA through the portal.

Non eCTD Submission Non eCTD Submission format includes any electronic submission

format including CTD submission that are not in an eCTD format.
Procedure Tracking Unique identifier assigned to the application procedure. Issued
Number through the EDA portal.

Regulatory Activity A single sequence or a collection of sequences covering the start to

the end of a specific business process, e.g. an MAA application or
Variation. To allow a more precise handling, the regulatory activity
will be classified using a controlled vocabulary (submission type or
regulatory activity type) and a free text field for a short narrative
description.

Sequence A single set of information and / or electronic documents submitted
at one particular time by the applicant either as a part of or as the
complete application. Any collection of content assembled in
accordance with the eCTD specification (ICH and EG) is described
using metadata as defined by the EG envelope. Sequences may be
related to one another within one regulatory activity. The related
sequence number should always be stated. In case of activities with
only one sequence the same sequence number is used.

Submission Type The submission type describes the regulatory activity to which the
content is submitted.

Submission Unit Type The submission unit type element of the envelope metadata set
describes the content at a lower level (a “sub-activity”’) which is
submitted in relation to a defined regulatory activity such as the
initial submission, the applicant response to validation issues or list
of questions or any other additional information.
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Working Documents Working-documents folder can be added to a submission for
documents requested by the authority these documents should be
placed outside the eCTD structure and named for example 0000-
workingdocuments. The working document folder can be included
in the zip file at the top-level structure for example 0000 and 0000-
workingdocuments would be the two folders in the zip file.

191

192 2 General Considerations

193 2.1 Scope
194 2.1.1 Types of Products

195  This guidance covers the submission of electronic regulatory information for all human
196  medicinal, biological and innovative products falling within the competence of EDA. This
197  includes, but is not limited to, both prescription and over the counter medicinal product. The

198  product types include for example small molecules, biotech products, vaccines, blood products
199  or ATMPs.

200 2.1.2 Types of Submission

201 This guidance applies to all submissions related to the authorisation and lifecycle of medicinal
202  products, for example: new marketing authorisations, variations, renewals, Active Substance
203  Master File (ASMF), Plasma Master Files (PMF) and withdrawals. (refer to Annex 6 for the full
204  list of submission types)

205 2.1.3 Types of Submission Units

206  The submission units allow sequences that make up a Regulatory Activity to be grouped
207  together. It describes the submission steps within a Regulatory Activity, such as initial,
208  validation-response, and response in case of a new MAA.

209  The submission unit ‘additional-info’ should be used for additional information (which could
210 include, for example, missing files) and should only be used when ‘validation-response’ or
211 ‘response’ is not suitable.

212 The submission type ‘corrigendum’ should only be used in exceptional circumstances to correct
213  information after the Regulatory Activity has concluded. Its use must be discussed and agreed
214  with EDA in advance on a case-by-case basis.
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215 2.2 Structure of Submissions

216  This document provides guidance on how to organise application information for electronic
217  submission using the eCTD specifications. Guidance on the detailed information to be included
218 s described in the Common Technical Document (CTD), and relevant ICH guidelines.

219  The structure and organisation of an eCTD submission is defined by the following standards:

220 e ICH M2 eCTD Specification

221 e EG eCTD Module 1 Specification

222 » Relevant ICH guidelines

223 Annex 1 contains links to the currently approved version of these documents and other useful
224 references.

225  For EDA, the applicant should submit one eCTD per strength or dosage form, and it is expected
226  that each of these eCTD applications will be maintained individually, such that submission of a
227  single sequence that covers more than one strength or dosage form will not be possible.

228  This means a separate eCTD lifecycle for each strength or form of a product, and all submissions
229  must be provided for each eCTD separately.

230 2.3 Transitional Arrangements

231 The specifications mentioned in Section 2.2 above are likely subject to changes and are likely to
232 affect both eCTD building tools and the applicant’s internal business processes as well as the
233 Authority’s review tool and processes. Once a new eCTD specification and/or the related
234  validation criteria have been approved, eCTD building tools will need to be updated accordingly,
235  and specific transitional guidance will be provided on each occasion. However, minor changes
236  that do not change the Document Type Definition (DTD) of the eCTD specification, but only the
237  text may also be published and would then not affect any tools, but rather the handling or
238  business process of the eCTD lifecycle.

239  Please note that it should not be necessary to reformat and resubmit previously submitted
240  applications to reflect such changes.

241 2.4 Change to eCTD Format

242 eCTD is the mandatory format for all electronic submissions referred to in 2.1. If the product
243 dossier was earlier handled in paper or Non eCTD Submission format, the next upcoming
244  submission for a new regulatory activity needs to be submitted in eCTD format.

245  This does not include submissions concerning other ongoing regulatory activities related to that
246 eCTD application (e.g. responses to questions to ongoing variations), in which case, they must be
247  completed in the format that they started in before transitioning to eCTD.
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248  If the dossier has already been provided in Non eCTD Submission format, the applicant should
249  submit the new data in eCTD format starting the lifecycle in accordance with eCTD
250  specifications. The first submission in eCTD format will normally be sequence 0000, even if
251  sequential numbers were used for the Non eCTD Submission format. For clarity, the cover letter
252 should always explicitly state that the submission involves a switch to eCTD format. As the
253  documents already exist in an electronic format, it would be preferable to first re-send the
254  currently valid documents, as a baseline eCTD dossier in sequence number 0000 and then the
255  first new regulatory activity as 0001. Please see Section 2.11 for further information on the
256  content of baseline applications and the acceptability of scanned documents.

257 In any case, a tracking table is essential to understand the sequencing of your eCTD submission
258  and should be included in all submissions in all procedure types (please refer to Section 3.2.3).

259 A baseline submission is required at the time of changing to eCTD to give the agencies access to
260 all or at least part of the previously submitted documentation within the eCTD lifecycle (see
261  Section 2.11.).

262 2.5 General Submission Considerations

263 2.5.1 Document Granularity

264  Submissions are a collection of documents, and each document should be provided as a separate
265  file. The detailed structure of the eCTD should conform to the ICH Granularity Document and
266 EG M1 specification. Careful consideration is needed when deciding the level of Module 3
267  granularity (please refer to Annex 3,)

268 2.5.2 File Naming

269 The eCTD file naming conventions described in the ICH M2 eCTD Specification and EG
270  Module 1 eCTD Specification are highly recommended as best practice. If an applicant wishes to
271 submit multiple files in one section, where only one highly recommended name is available, this
272 can be achieved by using a suffix to the filename, such as using the file name-var.pdf convention
273 as described in the EG Module 1 eCTD Specification (e.g. pharmaceutical-development-
274  container.pdf). The variable part of the name must not contain “illegal” characters (e.g. %, /, <).

275  File names, including the extension, must not exceed 64 characters. Also, the folder names must
276  not exceed 64 characters, and the total file folder path length must not exceed 180 characters.
277  Counting starts from the first digit of the sequence number in the sequence number folder name.

278  For further guidance on file naming, please refer to the “File-Folder Structure & Names” work
279  sheet included in the current validation criteria
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280 2.5.3 Placement of Documents

281  Guidance on the placement of documents within the eCTD structure can be found in EG eCTD
282  MI Specification.

283  In the submission structure, leaves should typically be placed at the lowest level of the CTD
284  structure, although there are some exceptions to this guidance, for example, in 32p4-contr-excip,
285  where the files excipients.pdf, excipients-human-animal-var.pdf or novel-excipients-var.pdf can
286  be placed alongside folders containing details of other excipients. The lowest levels of the CTD
287  structure (including node-extensions) must contain at least one leaf, although this should
288  normally be managed automatically by the eCTD building tool.

*  m3-quality
*  m3-2-body-of-data
» m3-2-s-drug-substance [manufacturer: manufl] [substance: subst1]
*  m3-2-s-2-manufacture

Lowest level of CTD structure |*  M3-2-3-2-1-manufacturer
= 3.2.5.2.1 Manufacturer [new]

289

290  Every leaf must have a value for the ‘title’ attribute.

291 2.6 Correspondence

292 The eCTD is designed to ensure that users have a current view of the information submitted in
293  the appropriate place of the dossier at all times. Therefore, formal responses to questions should
294  always be submitted in eCTD format, as well as any correspondence that relates directly to the
295  content of the dossier.

296 2.7 Paper Requirements

297  In addition to the eCTD, EDA requires the following documents to be submitted in hardcopy to
298  support the application:

299 1. Legalised CPP
300 2. Labelling documentation (Outer & Inner Pack, SmPC & PIL)
301

302  Please refer to the guidelines on the EDA eCTD webpage for further information.

303 2.8 Hardware

304 EDA will not accept any hardware (laptops, desktops, external hard drives etc.) from applicants
305 in connection with the submission of information in electronic format. The electronic
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306 information should be directly submitted using EDA’s eCTD Portal (https://reg-
307  submit.edaegypt.gov.eg).

308 2.9 General Technical eCTD Information
309 2.9.1 Identifier for Applications

310 To help enable archiving the sequence with the correct dossier (eCTD lifecycle), applicants must
311  state a unique identification of the dossier in the form of a UUID. The identifier must be defined
312 with the first sequence of a new dossier, and it must be consistent throughout the eCTD lifecycle.
313  The identifier must not be changed except in certain scenarios, see Section 2.11.2.

314  The UUID is a 32-digit (8+4+4+4+12) hexadecimal string, for example: “123e4567-e89b-12d3-
315  a456- 426655440000”. When defining a UUID the string should be decided at random. The
316  string should contain no information referring to any other metadata. This is to ensure
317  consistency even if the relevant metadata should change. The chance of two different dossiers
318  having the same UUID is next to none if the UUIDs are truly defined at random.

319 2.9.2 File Formats

320 Generally, the recommended file format for content documents is PDF however, in specific
321  cases, other formats will be exceptionally accepted in the eCTD modules. All PDF files included
322 in an eCTD (irrespective of the module) should be versions 1.4, 1.5, 1.6, 1.7, PDF/A-1 and
323  PDF/A-2 except where there is an agency-specific requirement for a later version (e.g. for an
324  application form).

325  For the latest acceptable file formats list, please refer to the document “EG Accepted File
326  Formats for eCTD”. This document provides details on which file formats are exceptionally
327 allowed within eCTD submissions in EG. It is a list of accepted file types and the eCTD
328 locations in which those file types should be provided.

329  Unless specifically requested, the documents should only be provided in one format, once in the
330 life cycle (hence, only once in the sequence).

331  These file formats should not be embedded within a PDF file but submitted as standalone files.
332 Other formats (not specified in the document) for Module 1 content provided outside of the
333  eCTD in the working-documents folder should be used as required by the receiving authority.

334  For data requested by authorities which needs to be provided in any other format than specified
335  above, please follow the instructions given by requestor.

336  Files that might be requested by EDA in MS Word format in addition to the PDFs should not be
337 included in the eCTD structure (refer to 2.9.10) but be provided in the working documents
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folder. Further detailed guidance on file formats can be found in the ICH eCTD specification
document and EG Module 1 specification.

2.9.3 Portable Document Format (PDF)

Portable Document Format (PDF) is an ISO standard (ISO 19005-1:2005 Document
management — Electronic document file format for long-term preservation — Part 1: Use of PDF
1.4 (PDF/A-1) and ISO 32000-1:2008 Document management — Portable document format —
Part 1: PDF 1.7). Although created by Adobe Systems Incorporated, there are several alternative
suppliers of PDF software. Applicants need to check that their PDF documents meet the
following key requirements:

e PDF version 1.4, 1.5, 1.6 or 1.7 should normally be used, except where there is an EG
requirement for another version.

e PDF/A format is recommended where possible.

e PDF 1.3 or earlier versions are not acceptable for technical reasons. No exceptions will be
made. For example, if a literature reference is received in PDF 1.3 or earlier, then the
applicant must convert it to PDF 1.4, 1.5, 1.6 or 1.7, either electronically or by scanning.

o Applicants are requested to ensure that all submissions contain the maximum amount of
text searchable content to facilitate the assessment of the eCTD content. PDF documents
should therefore, wherever possible, be produced from a text source such as MS Word. If
scanning is unavoidable, it should normally include OCR. However, there are some
documents where the scanned document would not be expected to include OCR, i.e.:

- Any GMP certificate

- Any certificate of analysis

- Any manufacturer’s licenses

- Any certificate of suitability

- Any Manufacturing Authorisation

- Any document written in a foreign language where a translation is provided in English
(however, the translation should be text searchable)

- Any literature references sourced from journals, periodicals and books (except when
these are used in a bibliographic application to support the main claims of the
application).

- The blank CRF in a Clinical Study Report

- Patient data listings (when supplied)

- CRFs (when supplied)

- Any page with a signature that does not contain other information key to the
understanding of the submission (However, applicants should consider providing
signatures on pages separated from key text pages in reports, overviews, etc.)
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375  Additionally, the following requirements should be taken into consideration:

376 e The fonts used in the PDF should be embedded in the PDF where possible.

377 e Rendition to PDF should preferably create documents which are” tagged”.

378 e Use 'Fast Web View' where possible to ensure optimum performance of the review system.
379 e PDFs should not be included in the eCTD as a PDF Portfolio.

380  Additional details on PDF, including those relating to the good presentation of tables, can be
381  found in the ICH eCTD Specification, Appendix 7. Refer also to the ICH M2 recommendations.

382

383 2.9.4 Sequence Numbers

384  Sequence numbers are used to differentiate between different submissions of the same
385  application over the lifecycle of the product. The review tool being used by EDA can handle
386  sequences submitted out of numerical order, i.e. 0003 submitted after 0004. This can occur when
387 the preparation of a sequence is delayed. However, it is recommended that sequence numbers
388  follow the order of submission of the sequences, as sometimes a higher sequence is technically
389 related to the previous — not yet submitted — sequence which will result in technical invalidation.
390 A Sequence Tracking Table should always be included in section 1.0 in every submission for all
391  procedures. For details see Section 3.2.3.2.

392  The initial eCTD lifecycle submission should normally have a sequence number of 0000, even if
393  sequential numbers were already used for a Non eCTD Submission format of the same product.
394  If applicants consider that there are good reasons to use another number, they should explain this
395 in the cover letter.

396  When additional information is submitted in response to questions or when information in a
397  previously submitted sequence is modified in any way, the sequence number of the submission
398  will advance accordingly, e.g. 0001, 0002, etc.

399 In the case of a technically invalid submission, the same sequence should be resubmitted (unless
400  the recommendation from EDA is different) using the same number (e.g. the initial sequence
401 “0000” will be replaced by another “0000), after the technical validation findings were fixed.
402  For submissions to the EDA, it is mandatory to use the EDA Portal. If the eCTD is technically
403  valid but needs to be updated due to content/regulatory validation, any revised content should be
404  provided with a new sequence number and the changes clarified in the cover letter.

405

406
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407 2.9.5 Related Sequence

408  All submissions need to contain a value for “related sequence”. If the submission unit type is
409  ‘initial’ or ‘reformat' then the related-sequence attribute must have a value equal to the current
410  sequence.

411  If the submission unit type is not ‘initial’ or ‘reformat’, then the entry for related sequence should
412  be populated with the number of the sequence that started the regulatory activity.

413  Therefore:

414 e  When submission unit = initial or submission_unit = reformat, then the related sequence
415 number always = sequence number and vice versa

416 e When the submission unit # initial or the submission unit # reformat, the related
417 sequence always < sequence number.

418  See below some illustrative examples.

419  Table 1: Example of a Variation

420

Sequence | Submission Description | Submission Type | Related Submission Unit

number Sequence

0008 Variation to Add a New var-pac-II 0008 initial
Manufacturing Site

0009 Additional supporting var-pac-II 0008 validation- response
document

0010 Responses to Questions var-pac-II 0008 response

421 It is expected that there is just one Related Sequence, but there are occasions where more than
422  one Related Sequence should be provided as for example:

423  When there are two parallel variations (sequence 0002 and sequence 0003) and there is a
424 sequence (0004) that brings the label up to date by including the changes made in both
425  variations.

426 On these occasions multiple related sequences are used, but if a subsequent sequence relates to
427  only one of the original regulatory activities, then only the related sequence for that particular
428  regulatory activity should be used.

429  If the related sequences refer to both a single and grouped variation, the metadata should state
430  ‘grouped’ as being the highest level of regulatory activity.

431  Further examples are provided in the EG eCTD M1 Specification document.
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432 2.9.6 Leaf Lifecycle Operation Attributes

433  The leaf lifecycle operation attributes, as stated in the eCTD specification, are ‘new’, append’,
434  replace’ and ‘delete’. However, in EG, it is recommended that applicants avoid the use of
435  ‘append’ due to the potential for increased lifecycle complexity.

436  Lifecycle operations where the leaf targeted by the modified file is in a different CTD section are
437  not allowed. This applies across all the modules of the CTD and is not specific to either the
438  regional or ICH Modules.

439  Where elements are repeatable, both the element itself and the attributes that define a different
440  position in the table of contents, must be identical when modifying a leaf element in a previous
441 sequence.

442  Where node extensions are allowed, the node extension title element should be identical when
443  modifying a leaf element in a previous sequence.

444  Table 2: Repeatable Elements and Attributes that Define Different Sections

445

Element Attributes also identifying a secﬁ,rt_j,'%n

Module 2

m2-3-s-drug-substance Substance 447
manufacturer e

m2-3-p-drug-product product-name e
dosage form 449
manufacturer

m2-7-3-summary-of-clinical-efficacy indication U

Module 3 451

m3-2-s-drug-substance substance 452
manufacturer

m3-2-p-drug-product product-name 453
dosage form 454
manufacturer

Module 5 455

m5-3-5-reports-of-efficacy-and-safety- indication 456

studies

457

458  Note, in the eCTD XML, sections, leaves and node extensions may have other attributes, such as
459  xml:lang, font-library, version, keywords, ID etc. These attributes, if supplied, do not result in a
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460 new logical section in the eCTD table of contents and therefore lifecycle between leaves where
461  these attributes are not identical is allowed; only the attributes in the table above define different
462  eCTD sections.

463  Examples:

464  Pass/Fail Criteria

465 o A leaf to be submitted in m4-2-2-5 in Sequence 0012 cannot replace/delete a leaf submitted
466 in m4- 2-2-2 of Sequence 0010.

467 e A leaf in ml-responses cannot modify content in m1-0-cover (different section)

468 o A leaf in m3-2-s-drug-substance [manufacturer: abcd] [substance: xyz] cannot modify
469 content in m3- 2-s-drug-substance [manufacturer: other] [substance: xyz], or any section
470 other than the specific manufacturer ‘abed’ and substance ‘xyz’ section.

471 e A leaf in ml-3-pi with the specific attributes <pi-doc xml:lang="en" type="combined"
472 country="eg"> cannot modify a leaf with different attributes, such as <pi-doc xml:lang="ar"
473 type="other" country="eg">.

474  Best Practice Criteria

475 e A leaf in a node extension should only be modified by a leaf in the same equivalent node
476 extension in a subsequent sequence. For example, a leaf in a node extension in m5-3-5-1 of
477 sequence 0000 with a <title> attribute ‘Study 1234’ should not be modified by a leaf in a
478 different node extension with a <title> attribute ‘Study 1234 — update’ in sequence 0001 —
479 the append/replace/delete leaf ideally needs to be in an identical node extension in 0001
480 (‘Study 1234’ in the same location, m5-3-5-1).

481  If the applicant places content in the wrong CTD section and needs to correct this (either upon
482  request from the agency receiving the eCTD or because they wish to correct the mistake) then
483  the way to do this is to create two leaf elements in a subsequent sequence. The first leaf will use
484  the “delete” leaf operation to remove from view the incorrectly placed content. The second leaf
485  will usually use the “new” leaf operation to locate the content in the correct CTD section. The
486  file does not need to be resubmitted, the “new” leaf can use the xlink:href attribute to point to the
487  originally submitted content in the earlier sequence.

488  However, applicants cannot submit a dossier using the old specification and DTD. Therefore,
489  deleting the content in the old section will involve lifecycle from the changed section (for
490  example, ml-additional-data) deleting content in the equivalent section with the original name
491  (in this example, m1-additional). This may not be possible in all eCTD building tools, and if so,
492  applicants are advised to leave the original content as it is, but to start providing new or
493  replacement content in the revised section.

494  Note: Lifecycle operations across eCTD applications are not allowed.
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495  2.9.7 Bookmarks and Hypertext Links

496  Navigation through an electronic submission is greatly enhanced by the appropriate use of
497  bookmarks and hypertext links. ICH Q&A number 53 states, “It is expected that any document
498  that has a Table of Contents (TOC) will have bookmarks (see the eCTD specification for details).
499  Documents without TOCs should have bookmarks included where it aids in the navigation
500 around the document content. For example, a 4 pages long document that is summarising
501 findings could require bookmarks to aid navigation. However, a 300 pages long file containing a
502  single data listing might not require bookmarks as there is no further internal structure. Please
503  consult regional guidance documents for further details.”

504 In general terms, bookmarks and hyperlinks should be used to aid navigation. The overuse of
505 hyperlinks may confuse rather than help assessors and may cause problems later in lifecycle
506 management. However, hyperlinks back to previously submitted documents are welcome if
507  pointing to the correct location.

508  Additional details on creating bookmarks and hypertext links in PDF documents can be found in
509 the ICH eCTD specification, Appendix 7.

510  With the current version of the eCTD specification, it is not possible to cross refer from one
511  eCTD application to another.

512  2.9.8 Node Extensions

513  Node extensions may be used where additional navigation in the XML backbone is required. The
514  primary place where they are used is in Module 5 where a node extension for each study is useful
515 to group together the multiple leaves that make up the study and its modular appendices, in a
516  study specific folder. Also, it could be useful to differentiate reports associated with a different
517  dosing regimen for the same indication. For Module 4 when submitting reports consisting of
518 multiple pdf files, node extensions can also be useful with an associated subfolder. In Module 1,
519 node extensions should be included to differentiate the responses at different stages of the
520 lifecycle. For further details on responses, see section 3.2.6. Currently, additional folders in m1-
521  responses are not allowed and therefore, the use of an additional folder in combination with a
522 node extension is not possible.

523  Please note, the use of node extensions should be limited to those areas where it is critical, and
524  consideration should be given regarding the impact of the view for the reviewer since the
525 inconsistent use of node extensions can lead to unanticipated effects in the cumulative view of a
526  submission.

527  When node-extensions are used the ‘title’ attribute in the XML backbone must have a value.

528
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529 2.9.9 Extensible Mark-up Language (XML)
530 XML is the format for the backbone files for the eCTD. Details on XML can be found in the ICH
531  eCTD specification, Appendix 7.

532 2.9.10 Working documents

533  Other file formats such as MS Word formats may be required by EDA in addition to the PDF
534  requirement of the eCTD, especially for the provision of product information documents or the
535  Module 2 documents. The files referred to above should not be added as leaf elements within the
536  eCTD structure. When submitted with an eCTD, they should always be provided in a separate
537 folder called “xxxx-workingdocuments” on the same submission zip package containing the
538  eCTD, where the number (xxxx) matches the number of the eCTD sequence being submitted.

539 Important note: for EG submissions validation reports must NOT be included in the working
540 documents folder. These are not required and including them causes additional work for EDA
541  staff.

542  2.9.11 Technical Validation of eCTD Submissions

543  The technical validation of an eCTD is a separate activity compared to the content validation of a
544  submission and takes place irrespective of the type of the submission. EDA has adopted a
545  common set of technical validation criteria against which all eCTDs can be checked using eCTD
546  review and validation tools. It is strongly recommended that all sequences are checked and found
547  technically valid according to the published validation criteria.

548  Two categories of validation rules apply: “Pass/Fail”, and “Best Practice”:

549  Pass/Fail Criteria

550 This is a set of technical validation criteria that can either be passed or failed. eCTDs that fail to
551 meet one or more of these criteria will be rejected and a resubmission of the same sequence
552 number will be required. All eCTD submissions via the EDA Portal to EDA are automatically
553 run through a full technical eCTD validation and an automated ‘success’ or ‘failure’
554  acknowledgement is sent to the applicant/MAH by email.

555

556  Best Practice Criteria

557  These are validation criteria that are considered good practice to facilitate the review of an
558 eCTD.

559  The applicant should make every effort to address these areas before the eCTD is submitted.
560 eCTDs that fail to meet one or more of these criteria will still be accepted by the authority during
561 technical validation and it is possible that the authority may not even check these criteria during
562  technical validation.

563
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564  Note: These criteria cannot test the correctness of the metadata. Therefore, applicants need
565  to make sure that all metadata are filled in correctly.

566

567 Please do not add any documentation, including validation reports directly into the submission
568  folder as this will cause a technical validation failure.

569  Errors found during the content validation, e.g. mistakes in an application form to be corrected,
570  should be resolved through the submission of a new eCTD sequence using the next sequence
571 number. These errors, which are content errors, must never be resolved by resubmitting an
572  existing sequence by re-using the same sequence number.

573  2.10 Other Technical Information

574 2.10.1 Protection against Malware

575  The applicant is responsible for checking the submission for malware such as viruses. Checking
576  should be performed with an up-to-date virus checker. After receipt at EDA, a similar internal
577  virus check will be performed. If a virus is detected it will constitute grounds for technical
578 invalidation of the submission.

579  2.10.2 Security Settings

580 Submission or file level security is not permitted. If one-time security settings or password
581  protection of electronic submissions are used this could constitute grounds for the rejection of the
582  submission.

583  There must be no security setting to open any individual file. This includes passwords, certificate
584  security, adobe policy server settings, etc.

585  Furthermore, there must be no security settings applied to any individual file, this means that
586  security settings in for example Adobe Acrobat, all "restrictions" should normally be "allowed"
587  when viewing the Document Preferences > Security settings. If for some reasons this is not
588  possible for some documents, e.g. for digitally signed documents, as a minimum printing and
589  content copying need to be allowed.

590 2.10.3 Signatures
591  Electronic signatures are not used for documents used in eCTD submissions to EDA.

592 2.11Technical Baseline Applications

593 A baseline submission is a compiled submission of the current status of the dossier, i.e.
594  resubmission of currently valid documents that have already been provided to the EDA but in
595 another format. The sections provided to make up a baseline are be defined by the authority, but
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596  any omissions should not render the submitted content misleading. Please refer to the baseline
597  guidance document published on the EDA website.

598 It is required to use a baseline as a start of an eCTD when changing from paper or Non eCTD
599  Submission and to provide as much content as possible in the eCTD. The baseline would
600  preferably consist of high-quality electronic source documents, but good quality scanned images
601  would also be acceptable in these cases, preferably with Optical Character Recognition (OCR) to
602  facilitate text searching.

603 It should be clearly stated in the cover letter of the “baseline eCTD sequence” that the content of
604  the previously submitted dossier has not been changed, only the format. There is no need for the
605  EDA to assess baseline submissions and hyperlinks between documents are therefore not needed.
606  The submission type reformat should be used in the envelope for the baseline sequence.

607 2.11.1 Baselines Starting as Sequence 0000

608  The baseline should normally be submitted as sequence 0000, always be a separate submission
609 and should never include new applications. The first new regulatory activity, e.g. the next
610  variation, in eCTD format should then be submitted as sequence 0001, see table below.

611  Table 3: Example for starting an eCTD with a baseline sequence

Sequence | Submission Description Submission Type| Related Submission
number Sequence Unit
0000 Baseline None 0000 reformat
0001 Variation for new indication | var-pac-II 0001 initial
of COPD

0002 Response to Questions var-pac-I1 0001 response
0003 Variation to shelf life var-pac-b 0003 initial

612

613

614

615

616

Guideline title: Technical Guidance for eCTD Submissions in Egypt

Code: ...ooooviinnnnnnn.
Version/year: 1/2026


https://edaegypt.gov.eg/en/services/ma-submission-portal/

Central Administration of Pharmaceutical Products
General Administration For Human Pharmaceuticals Registration

Central Administration for Biologics, Innovative Products, and Clinical Studies Frallilislics
General Administration of Biological Products
General Administration of Innovative Products

ouropmH Tl

617 2.11.2 Re-Baselining a Broken eCTD Lifecycle

618  One of the principles of eCTD is that with the use of the operation attributes, it is possible to
619  manage the lifecycle of a product and generate a view of the “current dossier”.

620 However, in certain cases, the lifecycle at the side of the applicant may be broken. This situation
621  can occur in cases such as:
622 e An MA is transferred to another MAH who is unable to import any existing eCTD

623 sequences into its building tool.

624 e An applicant switches to a new publishing tool and is unable to import their submitted
625 sequences.

626 e An applicant is working with a lifecycle where previously submitted sequences are actually
627 technically invalid, but were not technically validated at the time by the receiving agency.

628  The problem with all of these situations is that the applicant cannot continue with the existing
629 lifecycle of the product. Any subsequent submission (sequence) for the product where previously
630  submitted content is changed and needs to be referred to (using the operation attributes replace,
631  or delete) cannot be built in the tool, or, if built, would be invalid. This is because it is impossible
632  to create the link back to the original submitted documentation, because it no longer resides in
633  the eCTD building tool.

634 In these first three examples, the preferred situation would be that the previously submitted
635  sequences are imported in the new tool, and the lifecycle of the product will continue. However,
636  this might not be possible, due to technical issues in uploading previous sequences into a
637  different tool, or particularly when the previous sequences were invalid. If the lifecycle re-starts
638 anew UUID for the application is required.

639  In addition, in exceptional cases, there may be a benefit to both the applicant and to the agency if
640 the current lifecycle is archived in some way and re-started.

641  For example: An applicant has submitted in the past an eCTD application under current
642  guidelines, and there is a change in general regulatory guidelines that affects the whole dossier
643  content.

644  To ensure that the lifecycle of the product is correctly maintained going forward, it is proposed
645  that in these exceptional circumstances, and with prior agreement between the MA holder and
646  EDA, applicants are allowed to resubmit the current registered dossier as a baseline consisting of
647 all valid documents as seen in “current view”, leaving the existing sequences in place, but
648  essentially resubmitting the content in a new eCTD application. Also, in these cases a new UUID
649  for the application is required. It is strongly recommended to finalize ongoing regulatory
650  activities before submitting the baseline.

651
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In the cover letter the applicant must provide details of why the lifecycle is broken and state that
a baseline eCTD sequence is being submitted in order to restart the lifecycle.

e A new UUID needs to be assigned to the application.

e The submission type would be “none”

e The submission unit type would be “reformat”.

o The operation attributes of the leaves would be all “new”.

e The sequence number of the submission would normally be restarted at 0000 and not
continued from the previous lifecycle, since continuation of existing numbering could lead
to complex lifecycle issues.

Re-baselining where the previously submitted sequences cannot be used in the new lifecycle
and must be archived

For the authority, the former submitted sequences have to be handled as “history”, and the new
set of sequences would need another identifier to be set by the authority to differentiate them
from this previous lifecycle. The lifecycle will begin from scratch again from the time of the
baseline submission with a new UUID. There is no need to mention the previous (archived)
sequences in the tracking table, so the new tracking table should only refer to the re-established
lifecycle.

Scenario 1 — Scenario on Re-baselining a Broken eCTD Lifecycle
Applicant X has submitted sequences:

0000 Initial application

0001 Validation update

0002 Response 1

0003 Response 2

0004 Variation 001

** Problem occurs in continuing lifecycle, see examples below
0005 === 0000 - Next submission

0005 1s not submitted. Instead, 0000 - 0004 are archived, and a new eCTD is started at 0000.

Examples for this scenario:

** MA is transferred, previous sequences 0000-0004 cannot be imported into a tool by the new
holder.
** Applicant changes their eCTD Building tool, previous sequences will not import into the new tool
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685 2.12 Procedure for Sending Electronic Information
686 All submission must be submitted via the EDA online portal located at https://reg-
687 submit.edaegypt.gov.eg.
688 All users of the portal must be pre-registered.
689 When using the portal, applications can be created for various regulatory activities and an
690 eCTD sequence in a zip format and can be uploaded for processing by EDA, please refer to
691 the ‘Applicant Portal Guide’ for further information on accessing and creating a submission.
692 3 Module Specific Information
693 3.1 General Information
694  The following subfolders should be used to organise the files for each module in a submission:
695 ml, m2, m3, m4, and m5 following the principles set out for the CTD according to EG eCTD ml
696  Specification and ICH eCTD specification 3.2.2.
697  There is also a subfolder util to organise eCTD technical files in the submission. If a module is
698  not appropriate for a particular submission it should be omitted. Empty subfolders should not be
699  included.
700  Each document should be provided as an individual PDF file, except those specifically requested
701  in a different format.
702 3.2 Module 1 eCTD Envelope, Administrative Information and
703 Prescribing Information Folder
704  3.2.1 General Considerations
705  “Not Applicable” Module 1 documents should not be included in eCTD. However, when a
706 justification for the absence of a certain document in Module 1 is required, such justification
707  should be provided in its corresponding section in the eCTD structure. In any case, all section
708 titles should always appear in the Module 1 eCTD backbone, displayed by the style sheet, even if
709  these sections are not populated.
710 3.2.2 Creation and Management of Envelope Information
711 The eCTD envelope should be used to describe the eCTD sequence:
712 Identifier A UUID as specified by ISO/IEC 11578:1996 and ITU-T Rec X.667 |
713 ISO/IEC 9834- 8:2005. The same UUID will be used for all sequences of
714 an eCTD application.
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Submission Type  This value represents the regulatory activity which will be started and the
type of material sent to the agency. The entry is chosen from a Controlled
Vocabulary provided on EDA’s webpage.

Submission Unit Submission unit type describes the content at a lower level (a “sub-
activity””) which is submitted in relation to a defined regulatory activity.
The entry is chosen from a controlled vocabulary on EDA’s webpage.

Submission Mode This element should only contain a value in case of variations regulatory
activities and must be included in every sequence of that activity. The
entry is chosen from a controlled vocabulary on EDA’s webpage.

Submission Number This number represents the High-Level Number. The high-level procedure

number related to the regulatory activity in case of submissions of grouped
variations if multiple products are concerned. Samples are provided in the
EG M1 Specification. Note: not required in case only one product is
concerned.
If submission mode is set to 'grouping’ there should be a Submission
Number (Number element in the DTD). This Number element should be
identical with the variation procedure number included in a Variation
Application Form.

Procedure Tracking

Number Always to be completed. Any value used by the authority or applicant to
track the submission, in any procedure, in relation to a particular product.
In case of using the submission number, the Procedure Tracking Number
(PTN) refers to the product involved in the grouped submission.

Applicant Entries for ‘applicant’ should be consistent for all eCTDs from any single
applicant (legal entity), as they define where eCTDs are stored in internal
systems. Consistency of spelling is also relevant over time to allocate the
eCTD correctly.

Authority Code This authority code is ‘EDA’ for Egypt.

Invented name The trade name/invented name for the medicinal product covered by the
application. This entry does not need to describe the complete name, a
simple entry, for example, ‘Wonderdrug’ will suffice.

INN The International Non-Proprietary name for the drug substance.
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748  Sequence The sequence number here must match the sequence number in the folder
749 structure and on the Cover letter.

750 Related sequence  For a description and example of how to use the ‘related sequence’ entry,
751 see Section 2.9.5 and the EG M1 Specification.

752  Submission-description This element is used to describe this particular eCTD sequence.

753

754  Registration Type Provides information associated with the registration of the product, e.g.
755 Imported Finished or Imported Bulk. The list is available in the
756 Registration Type Controlled Vocabulary published on the EDA web site.
757  Marketing Type Provides information associated with the marketing of the product in
758 Egypt. e.g. Local or Tender and Export. The list is available in Marketing
759 Type Controlled Vocabulary published on the EDA web site.

760

761 3.2.3 Module 1.0 Containing Cover Letter and Tracking Table

762  3.2.3.1 Cover Letter

763  The cover letter should always be submitted with the document operation attribute “new”. As
764  eCTD viewing tools will display all "new" leaf elements in a current or cumulative view, it is
765 recommended that additional descriptive text is included in the leaf title to help identify specific
766  cover letters. This will help identify each cover letter leaf and the submission it is in, rather than
767  having the cover letters named the same in each sequence. Some examples for the leaf titles
768  could be:

769  Cover Letter for Sequence 0000

770  Cover Letter for Variation 028 (0042)

771

772  Please note, when resubmitting content due to technical validation issues or sequences missing at
773  EDA side, a note (a comment in the working documents) may be provided to clarify the reason
774  for resubmitting and the original cover letter in the eCTD should not be changed, see Section
775  2.9.4. For submissions to the EDA it is mandatory to use the portal.

776 3.2.3.2 Tracking Table
777 A tracking table should always be included as an annex to the cover letter. The file should be
778  named tracking-var.pdf and be placed in /XXXX/m1/eg/10-cover/.

779  An example of a Tracking table that would be suitable for an EDA submission can be found in
780  Annex 2 below.
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781  3.2.4 Forms

782  3.2.4.1 Application Form

783  The application form should always be submitted with the document operation attribute “new”
784  (as for the cover letter, see above), unless an error has been made in the form and an updated
785  application form is being provided in a new sequence, in which case the operation attribute
786  should be “replace”.

787  The file named form-af.pdf (without using any variable part of the file name) should be used if
788  only one AF is provided. However, if more than one AF is included in the m1.2, they should be
789  differentiated by the use of the variable part (e.g. form-af-10mg and form-af-20mg).

790  Additional requested documents for different submission types, which are not part of any M2-5
791  section or Response to Questions, should be placed in the application form section 1.2. of the
792  eCTD as separate files.

793 3.2.5 Product information

794  Product information should be supplied as PDF files within the eCTD. In addition, MS Word
795  files (with or without tracked changes as relevant) should be provided in the separate folder
796  XXXX-workingdocuments (see section 2.9.10) within the same submission.

797 3.2.6 Use of Response Documents Section

798  The submission of electronic information in response to a list of questions from EDA should
799  follow the same basic principles as the first submission. The written response should be
800  submitted following the EG recommended response folder and file structure. Please ensure that
801 all documents are aligned with the CTD structure (refer to EG eCTD M1 Specification) using the
802  operation attributes of “new”, “replace”, or ‘“delete” as appropriate. (“Append” should be
803  avoided, see section 2.9.6.)

804  To help in the management of responses over the lifecycle of the eCTD, the responses relating to
805 a particular regulatory activity should be grouped under a node-extension in the eg-regional.xml
806 file. The title of the node- extension should identify the regulatory activity (e.g. Responses to
807  Questions for the Initial Application, Responses to Questions for Variation 028, etc.). It is
808 recommended that the applicant provides a full copy of the list of questions received from the
809 authority as the first leaf in this section.

810
811

812
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It is recommended that the responses be split up into separate files for each major section of the
submission (e.g. Quality, Non-clinical and Clinical). Leaf titles should be used to identify the
particular set of responses (e.g. Response to Major Objections - Quality). If responses to more
than one question are submitted in a single file, bookmarks should be used within the PDF file to
clearly identify each response. It is possible to submit the response to each question in a separate
file but in that case node-extensions must be used and leaf titles to group and identify the
responses under the top-level node-extension.

In m1-responses, it is recommended to use the variable component of the filename and the leaf
title, to present the information clearly to the assessor. The response files should preferably be
named as:

responses-<regulatory activity type identifier>-<response number>-<content identifier>.pdyf,
using the -var component of the filename to define the content.

Table 4: Examples of Filenames and Leaf Titles for Response Documents

Suggested Filename Suggested Leaf Title
responses-maa-clin.pdf Clinical Responses, MAA
responses-maa-2nd-clin.pdf 2nd Clinical Responses, MAA
responses-maa-3rd-clin.pdf 3rd Clinical Responses, MAA
responses-maa-3rd-cling4.pdf 3rd Clinical Response Question 4, MAA
responses-maa-3rd-cling7.pdf 3rd Clinical Response Question 7, MAA
responses-var03-clin.pdf Clinical Responses, Var03
responses-var(03-2nd-clin.pdf 2nd Clinical Responses, Var(03
responses-maa-qual.pdf Quality Responses, MAA

3.2.7 Use of the Additional Data Section

The section 'Additional Data’ should only be used for required information that is not currently
included in the published EG eCTD M1 Specification.

In addition, this section can be used for all procedures when an old version of a DTD is being
used during an agreed transition period, to support inclusion of a newly defined section of EG
eCTD M1 Specification. (refer to transition guidance when issued with specification updates).
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837 3.3 Module 2 Overviews and Summaries Folder

838 3.3.1 General Considerations
839  Each document should be provided as an individual PDF.

840 3.3.2 Structure of Module 2 Documents

841  In module 2.3 Quality Overall Summary (QOS) either one file (qos-var.pdf) or separate files per
842  QOS section can be submitted named as: introduction-var.pdf, drug-substance-var.pdf, drug-
843  product-var.pdf, appendices- var.pdf and regional-information-var.pdf. For details refer to the
844  ‘File-Folder Structure & Names’ tab in the EG Validation criteria spread sheet.

845  Where the application includes an active substance covered by an Active Substance Master File
846  (ASMF), the Applicant should submit the Quality Overall Summary QOS on the applicant’s part
847  of the ASMF as a separate file in module 2.3 of the MAA. If there is more than one ASMF, there
848  should be a separate file for each QOS. The Applicant should ensure that each QOS has a front
849  page clearly stating the version number and date.

850 If an existing document is revised, the lifecycle operator ‘replace’ should be used. However, if
851 changes of content only affect one section of that document, then updates should normally be
852  submitted as a separate summary with the document operation attribute “new” as it would help
853  clarifying what to assess within the specific submission.

854  For submissions covering multiple indications, refer to section 3.6.1.
855

856 3.4 Module 3 Quality Folder
857 3.4.1 Module 328 drug substance

858  This section will give guidance on how to structure the documentation related to the drug
859  substance. Also, please find an example in Annex 3.

860 In relation to the active substance manufacturer’s documentation, the documentation can be part
861  of the complete dossier, be presented as an Active Substance Master File (ASMF) or be covered
862 by a Certificate of Suitability (CEP). The Applicant should provide the documentation on the
863  active substance as relevant in these different situations.

864  For Biologicals, where the whole active substance documentation would be presented as part of
865 the complete dossier, it is recommended that only one drug substance module (m32s section)
866  should be created even if several active substance manufacturers are used. If there are several
867  different active substances in one finished product (combination product), the documentation
868  should be presented as one drug substance module (m32s section) per active substance.

869
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870

871  For all chemical products and products covered by an ASMF, please see the following
872  sections for different scenarios.

873 3.4.1.1 Active Substance documentation for chemical products and products covered by
874 an ASMF

875  For the documentation on the active substance for chemical products and products covered by an
876  ASMF, it is important to differentiate between:

877 o The Active Substance manufacturer’s documentation on the active substance
878 o The Applicant’s documentation on the control of the active substance

879 The active substance manufacturer’s documentation covers how the active substance is
880 manufactured and controlled by the active substance manufacturer to ensure the quality of the
881  active substance (see 3.4.1.1.1).

882  The Applicant’s documentation covers how the active substance is controlled by the finished
883  product manufacturer(s) to ensure the quality of the active substance (see 3.4.1.1.2). This would
884  only be applicable when the active substance and the finished product are manufactured at
885  different sites.

886  Both the active substance manufacturer’s documentation and the Applicant’s documentation on
887  the active substance should be provided in the eCTD dossier, as relevant.

888  Where the application includes an Active Substance covered by an Active Substance Master File
889  (ASMF), the Applicant should submit the applicant’s part of the ASMF in module 3.2.S. The
890  Applicant should ensure that the front page of the applicant’s part, clearly stating the version
891 number and date, is also included in the product eCTD dossier either as the first page of the first
892  document (i.e. in the nomenclature document) or as a separate file placed in Module 3.2.S.1.1,
893  called nomenclature-cover page applicant’s part.pdyf.

894
895
896
897
898
899
900
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901 3.4.1.1.1 Active Substance manufacturer’s documentation on the active substance

902 The documentation can be part of the complete dossier, be presented as an Active Substance
903  Master File (ASMF) or be covered by a Certificate of Suitability (CEP). The Applicant should
904  accordingly provide the complete documentation on the active substance, the applicant’s part of
905 the ASMF or the CEP, as relevant.

906 a) If more than one active substance manufacturer for the same active substance

907 When the active substance manufacturer’s documentation is presented as an Active Substance
908 Master File (ASMF), one drug substance module (m32s section) should be created per ASMF
909 i.e. each applicant’s part should be presented in its own drug substance module.

910  When the active substance manufacturer’s documentation is part of the complete dossier (i.e. not
911  provided as an ASMF), one drug substance module (m32s section) can be created per active
912  substance manufacturer or one drug substance module (m32s section) can be created covering all
913  active substance manufacturers, depending on whether the documentation is largely similar or
914  not (and same route of synthesis applies).

915  When the active substance is covered by a CEP, each CEP should be placed in module 3.2.
916  Regional Information If needed, a separate m32s should be created for each active substance
917 manufacturer, where relevant sections of 3.2.S.1 to 3.2.S.7 folders should be used for any
918  additional documents (e.g., for information not covered by the CEP).

919 b) If multiple active substances in one finished product

920  Where there are multiple active substances in one finished product (combination product), one
921  drug substance module (m32s section) should be created per active substance and the above
922  guidance for several active substance manufacturers should be followed.

923  3.4.1.1.2. Applicant’s documentation on control of the active substance

924  The Applicant is responsible for ensuring the quality of the active substance. The applicant
925  should therefore have their own drug substance module (m32s) covering the control of the active
926  substance performed by the finished product manufacturer(s) when the active substance and the
927  finished product are manufactured at different sites.

928 a) If more than one active substance manufacturer for the same active substance

929  Applicant’s documentation on the active substance should always be compiled; there should only
930 be one drug substance module (m32s) per active substance. It is not acceptable to submit the
931  Applicant’s documentation divided into different drug substance modules, even if there are
932 several different active substance manufacturers. It is also not acceptable to provide the
933  Applicant’s documentation as separate drug substance modules even if there are several different
934  finished product manufacturers.

935
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936 b) If multiple active substances in one finished product

937 Where there are several different active substances in one finished product (combination
938  product), the Applicant’s documentation should be presented as one drug substance module
939  (m32s section) per active substance.

940 If an existing eCTD is not structured in line with the above guidance, the dossier should be
941  restructured with the next submission of a quality variation that affects the relevant content.

942 See also section 4.4 for information on Active Substance Master Files.

943  3.4.2 Module 32p drug product

944  There should only be ome m32p section even if there are multiple finished product
945  manufacturers. It is not acceptable to provide one m32p section per finished product
946  manufacturer for the same dosage form of the finished product. The description of the

947  manufacturing process should be provided as one document within the m32p section (in module
948 3.2.P.3.3.

949  If an existing eCTD is not structured in line with the above guidance, the dossier should be
950 restructured with the next submission of a quality variation that affects the relevant content.

951

952 3.5 Module 4 Nonclinical Study Reports Folder
953 3.5.1 Guidance on the Handling of Granular Study Reports

954  Submissions created in eCTD format for the use within the FDA may provide more granular
955  study reports using study tagging files. There is no need to re-organise the reports for submission
956  to the EDA. See Section 3.6.2. below for further information.

957
958
959
960
961
962
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964
965
966
967
968
969
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970 3.6 Module S Clinical Study Reports Folder

971  3.6.1 Management and Handling of Multiple Indications

972 In cases where the application includes multiple therapeutic indications, the reports should be
973  organized in a separate Section m535 for each indication. In such cases, if a clinical efficacy
974  study is relevant to only one of the indications included in the application, it should be included
975 in the appropriate section in m5 (e.g. m5/53- clin-stud-rep/535-rep-effic-safety-
976  stud/anxiety/5351-stud-rep-contr). If a clinical efficacy study is relevant to multiple indications,
977  the study report should be included in the most appropriate subsection of m535 and referenced as
978 necessary in the equivalent section under the different indication. In Module 2, a separate
979  “Summary of Clinical Efficacy” module should be submitted for each indication, although
980 closely related indications can be within a single document. Regardless of which way is chosen,
981 it is important to provide clear written guidance to the assessor when the supportive data/study
982  report documents are applicable to more than one indication.

983 3.6.2 Management and Handling of Granular Clinical Study Reports

984 ICH Q&A 22 recommends use of E3 granularity for clinical study reports. In Europe, node
985  extensions should be used to group together individual files. If a US NDA is repurposed for
986  submission in the EDA, the study content (the study report and any relevant appendices) should
987  be placed under a node extension. The Study Tagging File (STF) xml file itself and any content
988 not required for the EDA submission (e.g. datasets) should be removed, but submissions still
989 containing STF files will not be rejected. In order to maintain a consistent looking eCTD
990 lifecycle and table of contents (via index.xml), applicants are advised to use node extensions for
991 all clinical study reports, regardless of the granularity of the content (i.e. even reports that consist
992  of only one document should also be presented in node extensions). See also Section 2.9.8 Node-
993  extensions.

994  3.6.3 Provision of Case Report Forms (CRF) and Data when Requested

995  If case report forms and individual patient data listings are submitted in m537 (as appendices
996 16.3 and 16.4 in the ICH clinical study report guideline E3) they should be placed in the same
997  order as the clinical study reports appearing in m535 and should be indexed by study. Please note
998  that bookmarks will not be required as there will be no further internal structure.

999  3.6.4 Provision of Synopses of Individual Studies
1000 It is acceptable either to include copies of the synopses for each study in eCTD section 2.7.6 or
1001  to provide hyperlinks to synopses located in Module 5 without providing copies in section 2.7.6.
1002  In either case a Listing of Clinical Studies should be provided, and this should include hyperlinks
1003  to the first page of each synopsis.

1004
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3.6.5 Company Core Data Sheet

If companies submit their Company Core Data Sheet, this is recommended to be provided in
eCTD section 5.3.6, Post Marketing Experience.
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1010 4 Advice on Specific Application Types

1011

1012
1013
1014

1015

1016

1017

1018
1019

1020
1021
1022
1023

1024

1025

1026

1027

1028
1029

1030

1031

1032

1033
1034
1035
1036
1037

4.1 New MA Applications

The recommended start for an eCTD lifecycle is the initial MA application. It should normally
be provided as sequence 0000. All documents included should have the operation attribute “new”
and be placed in the relevant sections in line with the different eCTD specifications.

Refer to Annex 6 for the applicable submission types for new MA applications.
See Section 2.9.5 for an example on the use of the submission units.

For responses to questions documents, see Section 3.2.6.

4.2 Variation Applications

All types of variations should be submitted within the eCTD as new sequences.

Documents related to the variation should be included in relevant sections or be deleted or
replaced by use of the appropriate document operation attribute. Where documents cannot be
assigned to specific CTD defined locations, then they should be provided as annexes to the m1.2
Application Form.

The submission type should reflect the type of variation.
See Section 2.9.5 for an example on the use of the submission units.

For details on how to handle parallel variations, please refer to Annex 4 of this guidance.

4.3 Renewal Submissions

Please note that a renewal application can be used as the first eCTD in a product lifecycle. The
recommendation given in the section above applies likewise.

The submission type should be “renewal”.

See Section 2.9.5 on examples on the use of the submission units.

4.4 Active Substance Master Files

For Marketing Authorisation Applications (MAAs) in eCTD format, where the documentation
on the active substance is presented as an Active Substance Master File (ASMF), the applicant
should incorporate the applicant’s part (AP) documents of the ASMF and the Quality Overall
Summary (QOS) on the applicant’s part of the ASMF into the eCTD structure as per the relevant
guidelines. It is recommended to use a suffix of ‘-ap’ on the filename of these documents.
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1038  The ASMF Holder should provide the full ASMF, i.e. both the Applicant’s and the Restricted
1039  part in eCTD format to EDA. The Applicant’s part and the Restricted part should each have a
1040  front page clearly stating the version number and date.

1041  The ASMF should include a QOS on the Applicant’s part and a separate QOS on the Restricted
1042  part. Each QOS should have a front page clearly stating the version’s number and date.

1043 A copy of the "Letter of Access" addressed to the EDA should be placed in m1.2.
1044

1045 4.5 Plasma Master Files (PMFs) and medicinal products containing
1046 PMFs

1047 4.5.1 Plasma Master Files

1048  The Plasma Master File documentation for certification is submitted to the EDA as a stand-alone
1049  eCTD dossier of a medicinal product. This documentation contains all the information related to
1050 the starting material for the manufacture of the medicinal product but submitted separately from
1051  MAA dossier when follows the PMF certification evaluation procedure.

1052  4.5.2 Medicinal products containing PMF's

1053  All concerned medicinal products that include one or more plasma suppliers in their dossier (i.e.
1054  one or more PMF(s)) are required to have their dossier updated and implement any updates by
1055  submitting the relevant variations to the MA (see point 4.2 above).

1056

1057 4.6 Applicant Initiated Withdrawal of the MA

1058  Applicants may decide to withdraw their marketing authorisation during any stage of the product
1059 lifecycle, and this section explains the general principles that should be followed in terms of
1060 managing the eCTD lifecycle.

1061  Withdrawal of the product covered by an eCTD should preferably be submitted as a new
1062  sequence only including a cover letter with the request for withdrawal. The operation attribute
1063  “delete” is not required to be used for the documents.

1064  The submission type ‘withdrawal’ should be used for this regulatory procedure.

1065
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1066 4.7 Applicant Withdrawal or Authority Rejections of Post-

1067 Authorisation Regulatory Activities

1068  If a regulatory activity is withdrawn, fully or partially or rejected fully or partially, then the
1069  documentation has to be updated accordingly with a consolidation sequence. Documents that are
1070  no longer relevant should be deleted, and documents where the content needs to be adjusted to
1071  reflect the withdrawal or rejection be replaced. The application form and cover letter should
1072 always be retained to keep the history. A consolidation sequence should be submitted to restore
1073 the current view of the dossier to what it was before the rejected activity was submitted. The
1074  submission unit type should be ‘Response’. Note, it is not possible to delete a sequence from the
1075 life cycle to accommodate the withdrawal or rejection.

1076
1077
1078

1079  Scenario on consolidation sequence
1080  Applicant X has submitted sequences:

1081 0027 Variation 011

1082 0028 Response Letter of rejection of variation 011

1083  **0029  consolidating sequence to restore the previous status of dossier
1084 0030 Variation 012

1085 0031 = Next submission

1086

1087  The variation 011 has been rejected and those parts affected by the proposed variation need to be
1088  restored to present the previous status in the current view of the eCTD.

1089

1090  Examples for this scenario:

1091  ** After full or partial rejection of sequence 0027, (variation 011), a following sequence 0031
1092  may change the same technical content. If the change previously applied for in variation 011 has
1093  not been fully restored, the new variation may not be displayed correctly, for example, the next
1094  submission cannot refer to content which was proposed in variation 011 but subsequently
1095 removed. Therefore, the consolidating sequence, 0029, must remove any new and now rejected
1096  content from the rejected variation, and also reinstate any documents that were deleted or
1097  replaced in sequence 0027/0028, such that sequence 0030 can itself replace or delete the content
1098  as required. i.e. Sequence 0029 must restore the current view, (in terms of what is current, not
1099  deleted or replaced), to what it was before sequences 0027 and 0028 were submitted.
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1200 Annex 1: eCTD Reference Documents
1101
1102  Itis recommended to regularly follow the information on the following websites:
1103 The EDA eCTD Webpage with for example the EG Modulel Specification and other eCTD
1104  v.3.2.2. EG specific information like guidance documents and the EG Validation Criteria.
1105  ICH Electronic Standards (e.g. eCTD 3.2): https://www.ich.org/page/electronic-standards-estri
1106
1107  There is also other relevant information to be considered:
1108 o http://estri.ich.org/eCTD/eCTD_Specification v3 2 2.pdf
1109 e https://admin.ich.org/sites/default/files/inline-
1110 files/eCTD_v3.2 Q%26A %26 _Specification Change Request Document v1.33.zip
1111 e https://admin.ich.org/sites/default/files/inline-
1112 files/Specification for Submission Formats for eCTD vl 3.pdf
1113
1114  ICH M4, CTD information
1115 e [CH Official web site: ICH
1116
1117  EDA Portal: https://reg-submit.edaegypt.gov.eg/
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1118

1119
1120
1121

1122

1123
1124
1125

Annex 2:

Tracking Table Example

A2-1 Introduction

A Tracking table is required for all eCTD submissions within all procedure types; this is an example of a Tracking table in a suitable
format for submissions.

A2-2 Tracking table example

Product Name/Number

Table 5: Tracking table example

Sequence Submission Description Submission Date

Number
0009 Variation PAC-II Oct-2024
0008 CMC VAR PAC IB product - change in the retest period Sep-2024
0007 Variation PAC-II Dec-2023
0006 Variation PAC-B Jul-2023
0005 Response to Specific Obligations Sep-2022
0004 Letter of Commitment - Responses Jun-2022
0003 Consolidated Responses Jun-2022
0002 Responses to List of Outstanding Issues May-2022
0001 Responses to List of Outstanding Issues Feb-2022
0000 MAA May-2022
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1126 Annex 3: Guidance and Best Practice on the Structure of
1127 Module 3
1128 CTD-Quality Considerations for eCTD Submissions in Egypt

1129 A3-1 Introduction

1130  This Annex is based on the use of the ICH eCTD specification v3.2. Refer to the Glossary for an
1131  explanation of terms.

1132 The ICH eCTD Specification allows the applicant to manage eCTDs at different levels in
1133 Module 3 (please, refer to section 2.2. above).

1134  A3-1.1 Terminology in the eCTD module 3 XML
1135  In addition to documents, eCTD applications provide information in the XML as follows:

1136 e Attribute: Defines new sections within the CTD table of contents (e.g. substance,
1137 manufacturer)

1138 o Element: The CTD table of content location (e.g. m3-2-s-1-1)

1139 e Leaf: eCTD document

1140 e Module 3 attributes examples

1141 o m3-2-s-drug-substance: substance, manufacturer

1142 o m3-2-p—drug-product: product-name, dosage form, manufacturer

1143 o m3-2-p-4—control-of-excipients: excipient

1144  A3-2 General Principles

1145  These XML attributes describe the quality sections of the eCTD and should be chosen carefully
1146  to present the information provided to the assessor in a clear and unambiguous way. See sections
1147  3.4.1 and 3.4.2 in relation to the structure of the drug substance and drug product modules.

1148  A3-2.1 Document Granularity

1149  eCTD applications can handle different authoring strategies for CTD-Q information. For any
1150 given CTD-Q topic (e.g., P.1 Description and Composition of the Drug Product), either a single
1151  document can be provided that covers multiple strengths, or multiple documents can be
1152 provided, e.g. per strength. Regardless of the XML attributes, when there are significant
1153  differences in content it is best practice to provide multiple documents, to realise the lifecycle
1154  benefit that eCTD offers. When deciding on the strategy for the single- or multiple-document
1155  approach applicants should also take into consideration the ability of the assessor to review the
1156  content. If there are multiple files in the same element, the title of each leaf should be used to
1157  distinguish the scope of each document’s content, and the —var part of the filename used to
1158  differentiate each PDF document.
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1159

1160  A3-2.2 Identifying to EDA what the Application covers

1161  Generally speaking, a single eCTD application is submitted for each strength and forms under
1162  one tradename. In Egypt, the applicant cannot cross-refer from one eCTD to another (e.g., for
1163  drug substance).

1164 A3-2.2.3 EG Envelope

1165 The Module 1 EG envelope provides the trade name (invented name) of the drug product. The
1166  procedure tracking number element, which is repeatable, may list all of the product licences
1167  or application numbers covered by the eCTD. Applicants should ensure that the values for
1168 invented name, INN Applicant and Application Number in the EG envelope are complete and
1169  consistent.

1170  Note: The Application Number and INN may not be known at the time of the first submission
1171  and may have to be substituted in later sequences.

1172

1173 A3-3 Module 3 XML Attributes in the eCTD

1174  A3-3.1 Choosing Module 3 XML Attributes

1175  The XML attributes reflect the document granularity used in Module 3. The actual words for the
1176  attributes need not be an exact match of the words used in the content of Module 3 documents
1177  but should clearly describe the content in that specific section of the dossier. More than one entry
1178  for any attribute generally results in the replication of the relevant portion of both the XML and
1179  the folder architecture, (e.g., 3.2.S Drug Substance, 3.2.P Drug Product, 3.2.P.4 Control of
1180  Excipients, 3.2.A.1 Facilities and Equipment, 3.2.A.2 Adventitious Agents Safety Evaluation,
1181  3.2.A.3 Excipients).

1182  Module 3 XML attributes cannot be changed with later submissions within the same application
1183  without losing the lifecycle benefit that eCTD offers. For example, if an applicant builds an
1184  eCTD with “ABC Chemical” as the manufacturer of the drug substance, and subsequently
1185  changes drug substance manufacturer to “XYZ Chemical”, they would normally provide a new
1186  eCTD sequence with “XYZ Chemical” as an additional module 3 XML attribute. It will not be
1187  possible to have content in the “XYZ Chemical” section that replaces or appends to content in
1188  the “ABC Chemical” section. This is because in the eCTD it is not possible to apply lifecycle
1189  across different sections. However, it will be possible to delete some or all of the content within
1190 the “ABC Chemical” section, if required.

1191
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1192  A3-3.2 Drug Substance(32s) Attributes

1193  The use of these attributes is mandatory. Refer to ICH eCTD Q&As #65-70 for guidance.
1194  (Change control section at bottom of page).

1195 A3-3.2.1 Example — One Drug Substance, two Drug Substance Manufacturers, two
1196  Finished Product Manufacturers, one Dosage Form

1197

1198 In this example, there are two drug substance manufacturers, which each hold an ASMF on the
1199  drug substance. The MAH/Applicant should create three drug substance modules in their eCTD
1200  dossier:

1201 - The Applicant’s part of ASMF 1 in one drug substance module (m32S section).

1202 - The Applicant’s part of ASMF 2 in one drug substance module (m32S section).

1203 - The Applicant’s control of the active substance in one drug substance module (m32S section),
1204 which covers both sources of the drug substance.

1205  The drug product module should be compiled covering both finished product manufacturers i.e.
1206  there should only be one drug product module:

1207
1208 - Drug product (m32P section)
1209  Table 6: Example Drug product (m32P section)
Drug substance: INN
Finished product: INVENTED NAME 400 mg film-coated tablets
Drug substance| Y (ASMF holder 1)
manufacturers: X (ASMF holder 2)
Finished product| Z and A
manufacturer:
1210
1211 * m3-quality
1212 * m3-2-body-of-data
1213 * m3-2-s-drug-substance [manufacturer: X] [substance: INN]
1214 = m3-2-s-drug-substance [manufacturer: Y] [substance: INN]
1215 * m3-2-s-drug-substance [manufacturer: Applicant] [substance: INN]
1216 *  m3-2-p-drug-product [manufacturer: All] [product name: INN] [dosage
1217 form: 400-mg-FCT]

1218  The manufacturer of the drug product is stated as “all” as the documentation is compiled and
1219  covers all drug product manufacturers of this specific dosage form.
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1220

1221 A3-3.3 Drug Product (32p) — Product/Dosage Form/Manufacturer
1222 The use of these attributes is optional. Refer to ICH eCTD Q&As #68, 69 and 70 for guidance.

1223 A3-3.3.1 Drug Product Name

1224  Since the M1 EG envelope contains the invented name, it is not necessary to use this name in the
1225  product name XML attribute that is used in Module 3. Applicants should take into consideration
1226  that trade names can occasionally change over time. If the trade name is not well established,
1227  applicants should consider alternatives such as ‘active’, or ‘product’. Alternatively, the internal
1228 company code of the drug product name may be used. If applicable, additional attributes can be
1229  used as needed (e.g. ‘diluent’ or ‘placebo’).

1230  This attribute then results in a full set of 3.2.P.1 to 3.2.P.8 XML elements and folders.

1231  A3-3.3.2 Drug Product Manufacturer

1232 Normally, there should only be one drug product manufacturer section in an eCTD dossier. A
1233 general term for the attribute such as ‘all’ or ‘applicant’ is acceptable.

1234  However, for some product types, e.g. biotechnological products, there might be relevant to have
1235  multiple drug product manufacturer sections. If used and in conjunction with the above product
1236  name and dosage form, each manufacturer entry results in a set of 3.2.P.1 to 3.2.P.§, 3.2.A.1 or
1237  3.2.A.2 XML elements with appropriate directory folders.

1238

1239  A3-3.4 Excipients

1240  The use of these attributes is optional. Detailed guidance is provided in the ICH eCTD IWG
1241 Question and Answer and Specification Change Request Document, Q&A #72-75 (link in
1242 previous section)

1243  A3-3.4.1 Excipients of Human or Animal Origin and Novel Excipients

1244  Content under sections 3.2.P.4.5 & 3.2.P.4.6 should be provided under an additional attribute
1245  such as ‘animal-human-novel’, refer to ICH eCTD Q&A #73. Note, the files provided under this
1246  section should not be in a subfolder to the 32p4-contr-excip folder in the directory structure.
1247  Refer to the ‘File and Folder Structure Names’ worksheet in the eCTD validation rules.

1248
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1249 Annex 4 Management of Parallel Variations in the eCTD
1250 A4-1 Background

1251  Parallel variations are variations on-going within a single product lifecycle at the same point in
1252  time that are modifying the same content. Tracking these variations and modification of the
1253  content representing the current-approved baseline represents a particular business challenge
1254  within eCTD.

1255  This annex presents the recommended approach for managing parallel variations in accordance
1256  with the ICH and EG eCTD Specifications.

1257 A4-2 Business Challenge

1258  Parallel variations occur when more than one variation is submitted modifying the same
1259  approved content, the first of which has not been approved before the next is submitted. Upon
1260 approval of one of the variations, the approved content has changed. The remaining pending
1261  variations contain proposed content that may be based upon the originally approved content or
1262  on the newly approved content. The applicant must track each separate approval and update the
1263  content for each pending variation.

1264  The specific challenges associated with this sequence of events are as follows:

1265 (i) Tracking the approved content

1266 (i) Tracking separate on-going variations

1267 (iif) Tracking individual or combined approvals for each variation
1268

1269 A4-3 Best Practice

1270  Two options are described

1271 e Option 1 is the classic approach to eCTD lifecycle management, where a single document
1272 is replaced by a different, updated version, at the initial submission.

1273 e Option 2 involves leaving the ‘approved’ content in the eCTD, but introducing
1274 ‘proposed’ documents into the lifecycle, until the outcome of the assessment is clear, and
1275 only then replacing the original ‘approved’ content.

1276  This best practice can provide no guidance on when to use the technique described in option 2,
1277  and when to assume that a variation is not happening in parallel, and therefore to use option 1,
1278  submitting the proposed content as a leaf with the ‘replace’ operation attribute. Applicants need
1279  to consider whether or not it would be appropriate to use the one or the other option outlined in
1280 this guidance on a case-by-case basis.

1281
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1282 A4-4 Description of Figures

Sequence numbel:s, with eCTD Leaf Title Attribute and
related sequence in Operation Attribute in brackets
1283 /
/ MAA
1284 v
0000 (related Leaf Title ( ration Attribute)
1285 sequence — 0000)
0001 (related Leaf Title Peratlon Attrlbufé)
1286
sequence — 0001)
1287 eCTD Viewer Current View
1288 0000 Doc/ment 1 (New) (0000)
1289 7 ~
1290 T
The red cross indicates the target of .
th dified fil How the sequences would appear in an
1291 ¢ modihied Tiie e¢CTD Viewer in ‘current view’
1292 Note — other views may be available,
1293

1294  Figure 1 (A4): Description of elements
1295

1296  A4-4.1 Use of one Lifecycle (Option 1)

1297  This option describes the classic eCTD lifecycle management approach, where existing content
1298  is replaced with revised content. When there is only one change and variations do not occur in
1299  parallel, and the change is approved, the advantage of this approach is that applicants do not have
1300 to follow up with another consolidation sequence after approval, because they have already
1301  replaced the content, and the current view of the eCTD will be correct.

1302
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1303  Figure 2 (A4): Use of one document lifecycle

IMAA & Variations

0000 (MAA) (related Document ew)
sequence — 0000)

0001 (Variation 1) Document 1 troposal lace)
(related sequence —

0001)
0002 (Variation 2) Document 1 Proposal 2 (feplace)
(related sequence —

0002)

eCTD Viewer Current View

0000 Document 1 (New) (0000)
0000 - 0001 Document 1 Proposal 1 (replace) (0001)
0000 - 0002 Document 1 Proposal 2 (replace) (0002)

1304

1305 A4-4.1.1 Drawbacks of Option 1

1306  Approval Status and Clarity on the Basis for Further Changes

1307 If option 1 is used, and the most recently submitted document is replaced, regardless of its
1308  regulatory status, then it becomes unclear what has been approved, and therefore what the
1309  changes in the incoming new submission are based upon. In this example, it is unclear whether
1310  Proposal 2 is based on the content from Proposal 1 or the content from the original Document 1
1311  1in sequence 0000. Therefore, when using this approach, if a second variation is submitted before
1312 the first is finalised, applicants should specify which document the changes in the second
1313  variation are based on.

1314  Impact of Regulatory Outcome

1315  If the operation attributes ‘replace’ is used in each variation as described in Figure 2, then
1316  depending on the progress of the review/approval/rejection of each variation, the eCTD lifecycle
1317  may not correctly represent the current or most appropriate lifecycle. For example, if variation 2
1318  were to be approved first, the documentation of variation 1 where changes were based on the
1319  content in sequence 0001 may no longer be displayed appropriately. If variation 1 is rejected,
1320  and variation 2 was based on changes versus the content in variation 1, the content of variation 2
1321  might be difficult to evaluate.

1322 If either variation 1 or 2 (or both) is rejected, a new sequence has to be submitted reflecting only
1323  the approved content. One advantage of this approach is that if both variations are approved, no
1324  additional sequence has to be submitted.
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1325 A4-4.2 Creation of separate Approved and Proposed Document Lifecycles (Option 2)
1326  This option can be used in any situation where parallel variations are expected, but this is
1327  specifically recommended when submitting labelling changes of an application, and the
1328  terminology used here is therefore specific to the SmPC in applications. When an applicant
1329  expects parallel variations to be submitted, the proposed document for the variation is not
1330  submitted as a replacement of the original (approved) content. Instead of using operation
1331 attribute "replace", a new document lifecycle is created for each proposed document by
1332 submitting it with a title identifying its proposed status and a very brief description of the change
1333 being proposed, and an operation attribute of “new”. Proposed content submitted in this way can
1334  only be submitted as a “new” document or replace other proposed content in the same location.
1335  The approved content in this CTD section has a separate lifecycle and has a title indicating it is
1336  the approved document. This means that eCTD viewing tools will allow viewing of both the
1337  approved and proposed content alongside each other in the eCTD “current” view. Specifically,
1338  for the ml1.3.1 section of the dossier ‘approved’ documents should be labelled with e.g.
1339  “Approved Version™ in the leaf title. Variations are then submitted as ‘new’ documents, not
1340 replacing this approved content, with appropriately descriptive leaf titles, for example,
1341  “Variation Section 4.4 Update June 2025 - Proposed”.

1342 A4-4.2.1 Addition of further proposed Document Lifecycles (parallel variations)

1343 If, during the review of the first variation, there is a subsequent variation that also proposes
1344  changes to the same content, this is also submitted with an operation attribute of “new”, and a
1345 title indicating that the document being provided is another proposal. The document submitted in
1346  the second proposal should reflect changes made versus the current approved document (in this
1347  example, the current decision); the document does not contain the changes from Variation 1. The
1348  leaf title should differentiate it from the former proposed document from the previous variation.
1349  Assigning descriptive title attributes will allow the proposed document in each variation to be
1350 identified by viewing tools displaying the “current” view.

1351  Figure 2 illustrates how the “current” view is able to display each of two parallel variations,
1352 when the title attribute is specific to the variation and the operation attribute “new” is used as
1353  described.

1354
1355
1356
1357
1358

1359
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1360  Figure 3 (A4): Use of separate document lifecycles with different title attributes

Original MAA Approval Variation 1 Variation 2

0000 Proposed SmPC
(rel sequence — | (New)
0000)

0001 Changesjto SmPC 1
(rel sequence — | (Replac¢)

0000)

0002 Changesg to Srt'PC 2
(rel sequence — | (Replac
0000)

0003 \ SmPC Decision
(rel sequence — Nly 2025
0000) (Replace)

0004 Variation Section
(rel sequence — 4.4

0004) Update July 2025
- Proposed (New)
0005 Variation Section
(rel sequence — 4.6

0005) Update August
2025

- Proposed (New)

eCTD Viewer Current View
0000 Proposed SmPC (New) (0000)

0000 - 0001 Changes to SmPC 1 (Replace) (0001)
0000 - 0002 Changes to SmPC 2 (Replace) (0002)

0000 - 0003 | SmPC Approval July 2025 (Replace) (0003)

0000 - 0004 SmPC Approval July 2025 (Replace) (0003)
Variation Section 4.4 Update July 2025 — Proposed (New) (0004)

0000-0005 SmPC Approval July 2025 (Replace) (0003)
Variation Section 4.4 Update July 2025 — Proposed (New) (0004) Variation
Section 4.6 Update August 2025 - Proposed (New) (0005)
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1361  A4-4.2.2 Upon Approval of a Single Variation — Deletion and Replacement

1362  Upon approval of any variation, the proposed content is deleted, and the original (approved)
1363  content is replaced with a document containing the revised content. Current view will then show
1364  the newly approved content, but also any outstanding proposals, as shown in 3 and Figure 4. This
1365  additional sequence should be considered part of the same regulatory activity as the proposal that
1366  has been approved.

1367  Figure 4 (A4): Replacement of approved content by newly approved content, and deletion
1368  of proposed content

1369  In this example, EDA decision received in December 2025 incorporates the changes from the
1370  Variation submitted in sequence 0004 only. The changes from the Variation in sequence 0005
1371  are still under review. In sequence 0006, the ‘proposed’ label from the first variation is deleted
1372 and the new EDA decision is provided, replacing the original commission decision from
1373 sequence 0003. The content of the second variation is also amended in sequence 0006, to reflect
1374  the newly approved content in section 4.4, alongside the still unapproved change in section 4.6,
1375  and left in the lifecycle as an outstanding proposal.

MAA Approval Variation 1 Variation 2
0003 SmPC+Epglish)
(rel sequence — 0000) DecisiefiNuly 2025
(Replac¢)
0004 Variation Section 4.4
(rel sequence — 0004) Update
July 2025 - P%d
(New)
0005 Variation Section 4.6
(related sequence — Upda
0005) Augudt 2026 -
Propoked (New)
0006 SmPC (English) Variation Section] 4.4| Variation Section 4.6
(rel sequence — 0004, Decision Dec 2025 | Update + inclusion of approved
0005) (Replace) July 2025 - Proposed | Variation Section 4.4
(Delete) Update Dec 2025 —
Proposed (Replace)
eCTD Viewer Current View
0000 - 0005 SmPC (English) Decision July 2025 (Replace) (0003)
Variation Section 4.4 Update July 2025 - Proposed (New) (0004) Variation
Section 4.6 Update August 2025 - Proposed (New) (0005)
0000 - 0006 SmPC (English) Decision Dec 2025 (Replace) (0006)
Variation Section 4.6 Update Dec 2025 - Proposed (Replace) (0006)
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1377  Figure 5 (A4): Progression on the 2nd Parallel Proposal

1378 In this example, as the procedure progresses, the proposed change to section 4.6 needs to be
1379  further amended as a result of the regulatory review (e.g. updated wording as suggested by the
1380  assessor), and this amendment is done with a replacement document in sequence 0007. Once a
1381  decision is reached, another sequence, 0008, is submitted, including the new decision replacing
1382  the one submitted in sequence 0006, and a deletion of the section 4.6 proposal, as amended by
1383  sequence 0007.

MAA Approval Variation 1 Variation 2
0003 SmPC (Englii§g
(rel sequence — Decision July,
0000) (Replace)
0004 Variation Section 4.4
(rel sequence — Update
0004) July 2025 - Preosgd
P
0005 - Variation Section 4.6
(rel sequence — Up August 2025 -
0005) Propfsed
(Ne
0006 SmPC (English) Variation Section| 4.4 Varidtion Secti 6
(rel sequence — Decision Dec 2025 | Update + incj'usion of oved
0004, 0005) (R%aee) July 2025 - Propgsed Varidtion Section|4.4
(Delete) Update Dec 2025|—
Proposed (Replage)
0007 Variation Section|4.6 +
(rel sequence — inclusion of app:lved
0005) Variation Section'4.4
Update January
2026 — Propesed (Replace)
0008 SmP(| (English) Variati ction 4.6 +
(rel sequence — Decisipn inclusion off approved
0005) Mar 2026 Variation Jection 4.4
(Replace) Update January
2026 — Proposed (Delete)
eCTD Viewer Current View
0000 - 0006 SmPC (English) Decision Dec2025 (Replace) (0006)
Variation Section 4.6 Update Dec 2025 - Proposed (Replace) (0006)
0000 - 0007 SmPC (English) Decision Dec 2025 (Replace) (0006)
Variation Section 4.6 Update Jan 2026 - Proposed (Replace) (0007)
0000-0008 SmPC (English) Decision Mar 2026 (Replace) (0008)
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1384  A4-4.2.3 Approval of Multiple Variations at the Same Time

1385  There will be occasions where multiple changes are approved at the same time, or within a very
1386  short time period. In these instances, it would not be appropriate to submit separate ‘approved
1387  content for each variation; instead, a consolidated document representing all the approved
1388  changes should be submitted. This would replace the existing ‘approved’ content. The eCTD
1389  sequence containing the new approved content would also contain leaves deleting the relevant
1390  ‘proposed’ documents, as illustrated in Figure 5.

1391  Figure 6 (A4): Replacement of approved content by newly approved content, and deletion
1392  of multiple proposed documents

1393  In this example, EDA decision received in December 2025 incorporates the changes from the
1394  Variation submitted in sequence 0004, and also the changes from the Variation in sequence
1395  0005. In sequence 0006, both ‘proposed’ documents from the variations are deleted and the new
1396  EDA decision is provided, replacing the original EDA decision from sequence 0003. This leaves
1397  only the latest EDA Decision from sequence 0006 in the current view. While creating a
1398 combined closing sequence covering multiple EDA Decisions is allowed, adding other
1399  regulatory activities into this closing sequence, e.g. to include a consolidation, is not acceptable.

MAA Approval Variation 1 Variation 2
0003 Sm nglish)
(related sequence — D%E July
0000) 2025 (Replace)
0004 Variation Sectjon
(related sequence — 4.4 zk
0004) Update July 202p

- Proposed (New)
0005 Variation Section 4.6
(related sequence — Update August 2025 -
0005) Proposed x
(New)
0006 SmP( (English) [Variation Sectioh |Variation Sectio+04.6
(related sequence — Decisibon Dec 4.4 Update August 2025 -
0004 & 0005) 2025 (Replace) |Update July 202p |Proposed (Delete)
- Proposed (Deldte)

eCTD Viewer Current View
0000 - 0005 SmPC (English) Decision July 2025 (Replace) (0003)

Variation Section 4.4 Update July 2025 - Proposed (New)

Variation Section 4.6 Update August 2025 - Proposed (New)
0000 - 0006 SmPC (English) Decision Dec 2025 (Replace)
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General Administration of Innovative Products

1400
1401
1402
1403

1404

1405
1406
1407
1408
1409
1410
1411

1412

A4-4.2.4 Rejections or Withdrawals

If any proposed changes are rejected or withdrawn by the applicant, then the applicant can
provide a sequence deleting the “proposed” content document but not providing any replacement
for the original approved document.

A4-4.2.5 Typical Applications

An applicant is most likely to need to submit parallel variations on dossier content that changes
more often, such as the SmPC or the Risk Management Plan (RMP). However, this guidance is
not limited to use in these parts of the dossier. Applicants should also note that many variations
affecting the SmPC and RMP will not occur in parallel with another variation, and at times,
when a variation is initially expected to be completed in isolation, a second parallel variation
may become necessary at a later stage.
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1413 Annex 5 Section 1.2
1414  Titles in italics are folders, containing subfolders but do not contain documents.

1415 Table 7 Annex Document Table

Number | Title

1.2 Application Forms
1.2.1 Application Form
1.2.2 Legal Documents

1.2.2.1 Letter of Attorney for Company Representative
1.2.2.2 | Manufacturing License and IDA License
1.2.2.3 | GMP Certificate(s) / Alternative Documents
1.2.2.4 | The Register of Trade

1.2.2.5 Toll Manufacturer License

1.2.2.6 | Scientific Office License

1.2.2.7 | Importers Register License

1.2.2.8 Store License

1.2.2.9 Authorisation Letter / Agency Agreement
1.2.2.10 | Manufacturing Agreement

1.2.2.11 | Packaging Agreement

1.2.2.12 | Storage Agreement

1.2.2.13 | Other Agreements

1.2.2.14 | Termination / Waiver

1.2.2.15 | Tax Card

1.2.2.16 | List of Distributors

1.2.2.17 | TP Protection Law No. 82 of 2002 Commitment
1.2.2.18 | NEW local MA legal Agreement

1.2.2.19 | Letter of Authorisation for a new Applicant in Egypt

1.2.2.20 | PV Agreement between the MAH & the Service Provider
1.2.2.21 | GMP Certificate

1.2.3 EDA Approvals

1.2.3.1 Registration Request Approval
1.2.3.2 Inquiry Approval

1.2.3.3 | Name Approval

1.2.3.4 | Registration License

1.2.3.5 Preliminary Approval
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1.2.3.6 | Non-Reference Approval

1.2.3.7 | Exemption Approval

1.2.3.8 | Pricing Certificate

1.2.3.9 Pharmacovigilance Approval

1.2.3.10 | Inspection Report

1.2.3.11 | Importation Approval for each API

1.2.3.12 | CADC Report

1.2.3.13 | Stability Study Approval

1.2.3.14 | Stability Protocol Approval

1.2.3.15 | Module 3 Approval

1.2.3.16 | Module 5 Approval

1.2.3.17 | Pre-approved letters from EDA concerning the product

1.2.3.18 | Variation Approvals

1.2.3.19 | Innovative Products Scientific Committee Approval

1.2.3.20 | Registration License for the Solvent

1.2.4 Declarations

1.2.4.1 Declaration Letter stating the list of Registered & Under-Registration Products
owned by the Toll Company

1.2.4.2 | Declaration Letter from the License Holder specifying the API Manufacturers

1243 Declaration letter from the license holder specifying approved pack in Egypt

1.2.4.4 Declaration Letter from the License Holder stating the Form of Bulk (Strips,
Capsules, etc.)

1.2.4.5 Declaration Letter from the Manufacturer of the active substance to inform the
Applicant in case of Modification of the manufacturing Process or Specifications

1.2.4.6 Declaration Letter from API Supplier

1.2.4.7 Declaration Letter for Site Addition

1.2.4.8 Declaration Letter Form LH stating all Variations & Justification for the Change

1.2.4.9 | Other declarations requested by Egyptian Drug Authority

1.2.4.10 | List of the Countries where the Product is registered & marketed

1.2.4.11 | Ph. Eur. Certificate(s) of Suitability for TSE

1.2.4.12 | TSE/BSE Supplier Safety Declaration (if CEP not available)

1.2.4.13 | Raw Materials Storage Responsibility Declaration (for local Products)

1.2.4.14 | Excipient/s Supplier Name & Origin

1.2.4.15 | Trade Name of the Albumin used as Stabilizer

1.2.4.16 | Albumin as Stabilizer Batch Release Certificate
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1.2.4.17 | Plasma Derivative Supplier Safety and Efficacy Commitment

1.2.4.18 | No Change in physical Address and Product related Processes Declaration
1.2.4.19 | Pack Type Declaration

1.2.4.20 | Insert Declaration Letter

1.2.4.21 | Site Master File Declaration

1.2.4.22 | Storage Temperature at 25 °C Declaration

1.2.5 Reference Product Document / Compendial

1.2.5.1 The Reference Product Documents

1.2.5.2 | Scientific Reference (Trials & Literature)

1.2.5.3 Reference for the trade name change

1.25.4 The latest recent Pharmacopeia

1.2.6 Imported Products Documents

1.2.6.1 Certificate of Pharmaceutical Product (CPP)
1.2.6.2 | List of Affiliates / Subsidiaries

1.2.7 Reliance Documents

1.2.7.1 | Sameness Letter

1.2.7.2 | Unredacted Assessment Report

1.2.7.3 | RRA Variation Application with Annexes

1.2.7.4 Correspondences between the Applicant and the Reference Agency
1.2.7.5 | List of Changes after first MA issued from EMA or FDA
1.2.7.6 Rejection or Amendment Reporting Commitment
1.2.8 Composition Documents

1.2.8.1 | Composition Certificate

1.2.8.2 Specifications

1.2.8.3 | Any Composition Calculations

1.2.8.4 | Pellets / Premix Composition and Certificates
1.2.8.5 | Opadry / Coating Premix Composition

1.2.8.6 | Capsule Shell Composition

1.2.8.7 | Synonyms Evidence

1.2.9 Certificate of Analysis

1.2.10 Post Approval Changes Requirements

1.2.10.1 | PAC Approval from the COO (Imported Products)
1.2.10.2 | Summary of Change for Variation

1.2.10.3 | Justification of the proposed Post Approval Change
1.2.10.4 | Any additional Documents relevant to Variations
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1.2.11 Proof of Payment

1.2.12 Analysis Requirements Documentation (for Biological Products only)

1.2.12.1 | Detailed Standard Operating Procedures (SOP)

1.2.12.2 | Summary Protocol for Vaccines and Plasma derived Medicinal Products

1.2.13 For Plasma derived Medicinal Products

1.2.13.1 | Plasma Master File

1.2.13.2 | Certificate of Plasma Batch Release from Health Authority

1.2.13.3 | PMF Approval from Country of Origin

1.2.14 Scientific Advice Report

1.2.15 Documents related PV

1.2.15.1 | Latest valid PSMF Assessment Report / Confirmation E-mail of PSMF
Document(s) Receival

1.2.15.2 | Updated Version of Summary of PSMF(s) / PSSF

1.2.15.3 | The latest PSUR(s) (or the ACO in Case of Renewal)

1.2.15.4 | The most updated EU/Global/Core-Risk Management Plan (RMP)

1.2.15.5 | The Egyptian Display of EU-RMP / Global-RMP

1.2.16 Documents related Inspection

1.2.16.1 | Site Master File for all Manufacturers

1.2.16.2 | Latest Full Inspection Report(s) by SRA (past 3 Years)

1.2.16.3 | One completed Batch Manufacturing and Packaging Record

1.2.16.4 | List of any Recalls with Quality Defects (past 3 Years) (if found)

1.2.16.5 | Any Warning Letter or equivalent regulatory Action (Production-line specific) (if
found)

1.2.16.6 | Last Annual Product Quality Review

1.2.16.7 | Cold Chain Storage & Transportation Procedures including Excursion allowed
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1417 Annex 6: Controlled Vocabulary
1418 EG Submission Type
1419 EG Submission Types for Pharmaceuticals

Abbreviation for EG
Submission Types EG eCTD M1 Submission Title Description

Submission Types

maa

MAA

Marketing Authorisation
Application

The applicant seeks approval from a regulatory
authority that allows a pharmaceutical company to
register and market a specific pharmaceutical
product within Egypt and other countries.

var-pac-n

Var PAC-N

Variation PAC-N

Variations that could have minimal or no adverse
effects on the overall safety, efficacy and quality of
the FPP and such changes can be implemented
immediately at the time of submission, and they can
be considered accepted by receiving a notification
letter stating that the EDA is notified with the
change.
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Abbreviation for EG EG eCTD M1

Submission Types Submission Types Submission Title

Description

var-pac-b Var PAC-B Variation PAC-B

Variations that may have minor effects on the
overall safety, efficacy and quality of the FPP and
such changes can be implemented when the
variation is considered accepted and they can be
considered accepted by receiving an inquiry Letter
stating the required studies to be fulfilled in order to
issue the Final Approval on the variation request.

var-pac-a Var PAC-A Variation PAC-A

Variations that could have minimal or no adverse
effects on the overall safety, efficacy and quality of
the FPP and must be submitted annually and such
changes do not require prior acceptance and can be
implemented directly and the applicant must submit
them collectively within 12 months from the date of
implementation of the changes and they can be
considered accepted by receiving a notification
letter stating that the EDA is notified with the
changes.

var-pac-ii Var PAC-II Variation PAC -1I

Variations that could have major effects on the
overall safety, efficacy and quality of the FPP and
Such changes can be implemented when the
variation is considered accepted and they can be
considered accepted by receiving Inquiry Letter
stating the required studies to be fulfilled in order to
issue the Final Approval on the variation request.
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Abbreviation for EG
Submission Types

EG eCTD M1
Submission Types

Submission Title

Description

renewal

Renewal

Renewal

The applicant submits the re-registration dossier
containing the renewal requirements to obtain final
re-registration approval

asmf

ASMF

Active Substance Master File

Submission used to provide detailed information
about the active pharmaceutical ingredient (API) in
a medicinal product

cep

CEP

Certificate of suitability

Submission that applies to an application on a
Certificate of suitability CEP application (EDQM
only) to demonstrate compliance with European
Pharmacopoeia for active substance used in a
product

none

none

none

In the exceptional case of reformatting the
application no regulatory activity is allowed.
Therefore, none’ must be stated. The submission
application unit will identify the sub-activity related
to the product. In the submission description some
information can be provided to e.g. highlight
specific modules being reformatted.

preass

Pre-assessment

Pre-assessment

Refers to the process of evaluating or reviewing the
application before the official or final assessment
takes place.
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Abbreviation for EG EG e¢CTD M1 - . ..
. o Submission Title Description
Submission Types Submission Types
. . Refers to obligations or conditions concerning
pacstab Poi‘gl::tﬁlgorélgét;;e)nts Poiggglgo?ﬁggims Stability Studies that must be fulfilled after the
y Y Marketing Authorization License is issued
. . Refers to obligations or conditions concerning
paccadc Pos(t Cl\iADg(;?glgsl)e nts Post MA C(;I;l;?lgrsl)e nts (CADC CADOC analysis that must be fulfilled after the
Y y Marketing Authorization License is issued
. . Refers to obligations or conditions concerning
paci Post BE[IﬁSC;)(EI;E‘;mentS Bost I\EIII;‘;SC;;EI;E‘;mentS Inspection that must be fulfilled after the Marketing
P P Authorization License is issued
. ) ) Refers to obligations or conditions concerning
pacqr Post MA Commitments | Post MA Commitments (Quality | Quality requirements that must be fulfilled after the
(Quality requirements) requirements) Marketing Authorization License is issued
A report on safety, quality and efficacy submitted
by the applicant in the fifth year of the Marketing
. . Authorization license otherwise the marketing of
>yr Kifth Year Reggyt Fifth Year Report the product will be suspended. This process occurs
every five years, during which the dossier is
updated.
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Abbreviation for EG
Submission Types

EG eCTD M1
Submission Types

Submission Title

Description

Refers to the process of requesting a formal review
or reconsideration of a decision made by EDA. For

appeal Appeals Appeals registration, re-registration and under registration
cases, the applicant submits the relevant documents
based on the specific case registration.
. o The applicant submits an application to receive
preapping Prehmlilary.Approval Preliminary Approval Inquiry preliminary approval to proceed with fulfilling the
nquiry

renewal requirements and studies
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1422

1423
1424

General EG Submission Types for Biologics and Innovative Products

gralllies

Abbreviation for EG
Submission Types

EG ¢CTD M1
Submission Types

Submission Title

Description

renewal

The applicant submits the re-registration
dossier containing the renewal requirements to
obtain final re-registration approval

none

In the exceptional case of reformatting the
application no regulatory activity is allowed.
Therefore, none’ must be stated. The
submission application unit will identify the
sub-activity related to the product. In the
submission description some information can
be provided to e.g. highlight specific modules
being reformatted.

pacstab

Renewal Renewal
none none
Post MA Commitments Post MA Commitments
(Stability Studies) (Stability Studies)

Refers to obligations or conditions concerning
Stability Studies that must be fulfilled after the
Marketing Authorization License is issued

paccadc

Post MA Commitments Post MA Commitments (CADC

(CADC analysis)

analysis)

Refers to obligations or conditions concerning
CADC/Biolnn analysis that must be fulfilled
after the Marketing Authorization License is

issued
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gralllies
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a

Abbreviation for EG EG eCTD M1 . . . . .
. . . . Submission Title Description
Submission Types Submission Types
Refers to obligations or conditions concerning
acar Post MA Commitments Post MA Commitments (Quality Quality requirements that must be fulfilled
pacq (Quality requirements) requirements) after the Marketing Authorization License is
issued
. Post MA Commitments Post MA Commitments Refers to lelgatlons or conditions concerning
paci (Inspection) (Inspection) Inspection that must be fulfilled after the
p Marketing Authorization License is issued
Submission of documentation for certification
. and re-certification of PMF related to
PMF Plasma Mastepfile Plasma Master File blood/plasma-derived medicinal products /
excipients.
Withdrawal of a marketing authorisation
withdrawal Withdrawal Withdrawal application entirely. This submission type shall
not be used to withdraw a regulatory activity.
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1427
1428

EG Submission Types for Innovative Products

Abbreviation for EG
Submission Types

EG eCTD M1
Submission Types

Submission Title

Description

Marketing Authorisation Application

The applicant seeks approval from a regulatory
authority that allows a pharmaceutical

maa-inn MAA-INN . . .
for an innovative product company to register and market as an
innovative product within Egypt
Innovativetoroduct variatitn - For changes related to the administrative and
ipv-admc IPV-ADMC Ve proc the legal information, applicable for all
Administrative changes . .
innovative products
Innovative product variation - Editorial changes that are not expected to
ipv-admlc IPV-ADMIC Administrative product labelling affect the safe and efficacious use of the
information changes product, applicable for all innovative products
Innovative product variation - For changes that have the potential to improve
ipv-tle IPV-TLC therapeutic labelling information the management of risk to the population,
changes applicable for all innovative products
. - For changes in outer carton and inner labels
. Innovative product variation - pack . . . . .
ipv-pu IPV-PU information, applicable for all innovative

update

products
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ipv-safeffc

IPV-SAFEFFC

Innovative product variation - safety
and efficacy labelling changes

For changes that have an impact on the clinical
use, applicable for all innovative products

Innovative medicinal products

For changes that could have major effects on
the overall safety, efficacy and quality of the

variation- Notifications

fmv-majvar IMV-MAJVAR variation- Major variation API and FPP, applicable for all innovative
medicinal products
For changes that may have minor effects on
. . Innovative medicinal products the overall safety, Efficacy and quality of the
fmy-minvar IMV-MINVAR variation- Minor variation API and FPP, applicable for all innovative
medicinal products
For changes that could have minimal or no
imv-not IMV-NOT Innovative medicinal products adverse effects on the overall safety, efficacy

and quality of the API and FPP, applicable for
all innovative medicinal products

ibv-majqualc

IBV-MAJQUALC

Innovative biological products
variation-Major quality changes

For Changes that have significant potential
impact on the quality, safety, or efficacy,
applicable for all innovative biological
products

ibv-modqualc

IBV-MODQUALC

Innovative biological products
variation- Moderate quality changes

For changes that have moderate potential
impact on the quality, safety, or efficacy,
applicable for all innovative biological
products
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ibv-minqualc

IBV-MINQUALC

Innovative biological products
variation-Minor quality changes

For Changes that have a minimal potential
impact on the quality, safety, or efficacy,
applicable for all innovative biological
products

ibv-qcnoimp

IBV-QCNOIMP

Innovative biological products
variation- Quality changes with no
impact

For Changes that have no impact on product
quality, safety, or efficacy, applicable for all
innovative biological products
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Submission Title

Description

maa-nt

MAA - Normal Track

Marketing Authorisation Application

applicable for all biological products

maa-ft

MAA - Fast Track

Marketing Authorisation Application
for expedited review

applicable for certain products that are
mentioned in eligibility criteria in the fast-
track guideline

maa-sb

MAA - Second Brand

Marketing Authorisation Application
for encouraging local production of
brand products

applicable for products that have a
manufacturing contract with the registered
brand product in Egypt

maa-rl1

MAA - Reliance level 1

Marketing Authorisation Application
for EMA/FDA products with
unredacted assessment repot &/or
LoQ

applicable for imported products with
EMA/FDA CPPs

maa-rl2

MAA - Reliance level 2

Marketing Authorisation Application
for EMA/FDA products with CTD
only

applicable for imported products with
EMA/FDA CPPs

maa-bios

MAA - Biosimilar

for biosimilar products only
(products with comparability study to
innovator)

for products manufactured according to
biosimilar guidelines
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np-modqualc

Normal pathway
Moderate quality changes

Normal pathway
Moderate quality changes

for Changes that have moderate potential
impact on the quality, safety, or efficacy of
the biotherapeutic product applicable for all
biologicals products

for changes that have the potential to

update

Normal pathway Normal pathway improve the management of risk to the
np-pilc Product labelling Product labelling information population, applicable for all biologicals
information changes changes products, applicable for all biologicals
products
for Changes that have significant potential
np-maiquale Normal pathway Normal pathway impact on the quality, safety, or efficacy of
p-majq Major quality changes Major quality changes the biotherapeutic product applicable for all
biologicals products
Normal pathway Normal pathway f.or- changes that hgve an impact on the
np-safeftc Safety and efficacy changes Safety and efficacy changes clinical use of the biotherapeutic product,
Y M & Y M & applicable for all biologicals products
Nprmal pathway Normal pathway editorial changes that are not expected to
. Administrative product o . affect the safe and
np-admpilc L ) Administrative product labelling . .
labelling information . . efficacious use of the product, applicable for
information changes . .
changes all biologicals products
Normal pathway - pack for changes in outer carton and inner labels
np-packup p y-p Normal pathway - pack update information, applicable for all biologicals

products
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for changes related to the administrative and

changes

np-admin Normal pathway - Normal pathway - Administrative the legal information of the biotherapeutic
p-a ¢ Administrative changes changes product, applicable for all biologicals
products
_maic Reliance pathway-Major Reliance pathway-Major quality expedite procedure for major quality changes
fp-majeq quality changes changes for product approved by RRA
“modac Reliance pathway- Reliance pathway- Moderate quality expedite procedure for moderate quality
P d Moderate quality changes changes changes for product approved by RRA
Reliance pathway - product 4 . . .
. S . Reliance pathway - product labelling | expedite procedure for labelling update for
rl-pilc labelling information . 4
information changes product approved by RRA
changes
for Changes that have a minimal potential
not-minge Notification-Minor quality Notification-Minor quality changes impact on the quality, safety, or efficacy of

the biotherapeutic product, applicable for all
biologicals products

not-qcnoimp

Notification- quality
changes with no impact

Notification- quality changes with no
impact

for Changes that have no impact on product
quality, safety, or efficacy applicable for all
biologicals products
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EG Submission Modes
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EG Submission Mode Submission Mode Title

Submission Mode Description

Single A Single Regulatory Activity

a single regulatory activity (e.g. a Type II variation)

Grouping A Grouped Activity

Human Pharmaceuticals
Several variations grouped to a single submission for a single product

Biological and Innovative Products
- Several variations grouped to a single submission for a single

product

Or
- Several variations grouped into a single submission for multiple

products

Or
- Single variation submitted for multiple products

Parallel Single Parallel Assessment Single RA

Parallel Assessment
For Imported Products, evaluation of the procedure at the same time
with the authority of the country of origin.

Parallel Grouping Parallel Assessment Grouped RA

Parallel Assessment
For Imported Products, evaluation of the procedure at the same time
with the authority of the country of origin.
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1440 EG Submission Unit

1441

Submission Unit

Submission Unit Description

Notes

initial

Initial submission to start any regulatory
activity

validation-response

For rectifying submission in response to
content validation issues.

response

Submission Unit that contains the response
to any kind of question, out-standing issues
information requested by the agency.

or
used when consolidating the dossier as a
result of withdrawing or rejecting a single
regulatory activity.

e response for evaluation
or

e when consolidating the dossier as a result of
withdrawing or rejecting a single regulatory activity
(not in case of the withdrawal of the entire
application). The “submission-description” should
include some text to identify the sequence as a
consolidation sequence after regulatory activity
rejection/withdrawal.

additional-info

Other additional Information (could
include, for example, missing files) and
should only be used, if validation-response
or response is not suitable

corrigendum

Correction of information

The submission type ‘corrigendum’ should only be used in
exceptional circumstances to correct information after the
Regulatory Activity has concluded. Its use must be discussed
and agreed with EDA in advance on a case-by-case basis.
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Submission Unit Description

Notes

reformat

Intended to support the reformatting of an
existing submission application from any
format to eCTD, i.e. a baseline eCTD
submission

Intended to support the reformatting of an existing submission
application from any format to eCTD, i.e. a baseline eCTD
submission containing no content change and which will not be
subject to review (see 2.11). This type will always be used
together with the submission type ‘none’

re-examination

Used for requesting a re-examination of an
authority opinion

Used for requesting a re-examination of an authority opinion
(applicable for MAA, type Il variation)
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