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Advan tages of the  CTD (Com m on Techn ica l 
Docum ent)

24-Janua ry-2023 WCBP 20232

Faster access for patients

M4Q(R1) was developed in 2002 
and needs updating!

• Globa lly ha rm onised
• Excep t for reg iona l requests

• Clea r loca tion  of docum ents in  
the  app lica tion
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ICH M4Q(R2) Concept paper
24-Janua ry-2023 WCBP 20233

Expected 
future 
completion 
date Milestone
Sep. 2023 Consensus EWG first d ra ft o f techn ica l

docum ent
Oct . 2023 Plena ry Working Party (PWP) Consu lta tion
Nov . 2023 Step 1 Experts sign-off
Nov . 2023 Step 2a Endorsem ent by Mem bers of the

Assem bly

Step 2b Endorsem ent by Regula tory Mem bers
of the Assem bly

Re lease for pub lic consu lta tion
April -July,
2024

Public workshops on in troduction of M4Q(R2)
Step 2 in Asia , EU, and Am erica

Nov . 2024 Review and resolve public com m ents
May . 2025 Step 3 Sign-off a nd Step 4 Adoption of Fina l

Guide line
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The Path to Digital Transformation
The M4Q (R2) guideline will be a foundation for Digital Transformation in 
Regulatory Affairs

Digital Transformation
Culture, workforce, and technology shifts 
enabled by digitalization that transform an 
organization’s operations, strategic direction, 
value proposition

Transform the 
organization

Digitization
Changing from analog or physical to digital form

Digitize Information

Organize Information

Digitalization
Leveraging digital technologies and information 
and automation to improve processesStructure Information

Streamline Processes

CTD + eCTD

Dynamic Regulatory Assessment Cloud 
Submissions/Accumulus Synergy

Paper to PDF

Data Analytics Support, KASA, 
UNICOM, Variation Automation 

IDMP+SPOR, PQ-CMC

Adopted from Rodrigo Palacios24-January-2023 Page  4
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ICH chose  a  step-wise  approach  to  m odern ise  M4Q

ICH M4Q(R2)  wi l l  de f ine  the  new s t ruc tu re  o f  Modu le  2 .3  and  
Modu le  3
When  M4Q (R2)  has  r eached  s t ep  2 ,  a  concep t  pape r  ou t l ine  
for the  work on  Structu red  Product Qua lity Subm issions 
(SPQS) will be  m ade
There fo re ,  M4Q(R2)  wi l l  t h ink  ahead  bu t  no t  work  on  
im plem en ta tion  of structu red  da ta

Page  524-January-2023
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The new organisation of information can bring us far in this transformation 

Page  6

Reflect the latest 
thinking on innovative 
medicine development, 
production and control

Introduce a conceptual 
model that better 
conveys product 
knowledge and 
experience

Reduce ambiguity and 
leverage global 
standards to break 
information silos 
across domains and 
regions

Enable knowledge 
management and data 
analysis to increase 
efficiency for industry 
and regulators

24-January-2023
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1. Expanding  the  scope  of M4Q(R1) gu ide line . Th is M4Q(R2) gu ide line  
app lie s to  a ll pharm aceu tica l d rug  substances and  p roducts tha t requ ire  
a  m arke ting  au thoriza tion

2. Estab lish ing  the  ro le  of M4Q(R2) as the  m ain  source  of the  structu re  and  
loca tion  of regu la tory qua lity in form ation . The  gu ide line  shou ld  specify 
the  loca tion  of lifecycle  m anagem en t e lem en ts. It  shou ld  address 
d ive rsity in  requ irem en ts for qua lity in form ation  across ICH reg ions and  
stream line  the  requests for PQS and  GMP in form ation

3. Organ izing  p roduct and  m anufactu ring  in form ation  in  a  su itab le  form at 
for easy access, ana lysis, and  knowledge  m anagem en t. The  revision  
shou ld  facilita te  inclusion  of in form ation  supporting  em erg ing  concep ts

What Are  the  Issues to  be  Resolved?

724-January-2023
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4. Incorpora ting  concep ts and  da ta  expecta tions p resen ted  in  ICH Qua lity gu ide lines and  

a lign ing  with  cu rren tly recogn ized  in te rna tiona l standa rds and  gu ide lines. The  M4Q(R2) 

shou ld  enab le  be tte r use  of p rior knowledge  and  ensure  tha t the  leve l of de ta il and  da ta  

of the  dossie r is  com m ensura te  with  the  risk to  the  p roduct’s qua lity

5. Be tte r cap tu ring  the  pha rm aceu tica l deve lopm ent and  the  p roposed  ove ra ll con trol 

stra tegy, which  shou ld  be  the  backbone  of the  revised  M4Q structu re . Th is shou ld  

address key e lem ents of the  p roposed  pha rm aceu tica l p roduct, includ ing  the  Qua lity 

Ta rge t Product Profile  (QTPP), m anufactu ring  p rocess, and  ove ra ll con trol stra tegy

6. Enhancing  the  Qua lity Module  2 to  facilita te  the  e fficiency and  e ffectiveness of regu la tory 

subm issions and  a ssessm ents. The  Qua lity Module  2 m ay d iscuss p roduct qua lity bene fit-

risk conside ra tions, sum m arise the  pha rm aceu tica l deve lopm ent, and  p resen t an  ove ra ll 

unde rstand ing  of the  p roduct qua lity

Wha t Are  the  Issues to  be  Resolved  (Con tinued)?

824-January-2023



Novo Nordisk ®Industry Objectives for M4Q (R2)
Globa l  ha rmon i sa t ion  o f  CMC documen t s  and  submiss ion
Minimise GMP documents in the dossier
Enable full use of ICH Q8 -Q14
Enab le  new p roduc t  moda l i t i e s  and  new t echno log ie s
Prepare for structured data submission
Tell the product story and link it  to the patient

Page  924-January-2023
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M4Q(R2) Concep tua l Th inking
Industry

Product Life -
cycle  

m anagem e nt 

Overa ll Con trol 
Stra tegy, Deve lopm en t, 

and  Ra tiona le

Body of Reports, Da ta , Protocol, 
or Method  Descrip tions 

If app licab le , ICH Q12 tools 
e .g . EC, PACMPs, PLCM 
docum ent

Aligned  with  m ode rn  Q 
gu ide lines Q8-Q14, a s we ll a s 
othe r app licab le  standa rds

Da ta  and associa ted  texts in  a  
standa rd  form a t

Authority

 ICH Q12 tool such  as 
Estab lished  Cond itions to  
m ain ta in  qua lity over p roduct 
lifecycle

 Tells the  p roduct story and  
re la tes to  pa tien ts

 Bette r cap tu res the  
pharm aceu tica l deve lopm en t 
and  the  p roposed  overa ll 
con tro l stra tegy

 Risk-based  approach  with  focus 
on  pa tien ts

 Prepare  for subm ission  of 
Structu red  Product da ta  in  
Modu le  3

 Transform ationa l Modu le  2 
se rves  a s a  basis for 
e fficien t and  e ffective  
regu la tory assessm en t a s 
we ll a s re liance-based  
approva l

 Risk-based  approach  with  
focus on  pa tien ts

 Product benefit- qua lity risk 
conside ra tions

 Module  3 da ta  to  easy 
access, ana lysis and  
knowledge  m anagem en t

 Follows standard  form at 
to  be  conducive  to  
structu red  da ta

M4Q(R2) establishes Module 2 as the basis for 
regulatory assessment, supported by Module 3
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M4Q(R2) e stab lishes M2 as the  basis for regu la tory 
a ssessm en t, supported  by M3

24-Janua ry-2023 WCBP 202311

• Basis for regu la tory 
asse ssm en t

• Com prehensive  
ove rview of the  p roduct 
and  its  com ponen ts

• Presen ts and  d iscusse s 
critica l in form ation

• PLCM tools

Module  2
• In form ation  and  da ta  

repository incl. reports, 
da ta , p ro tocols, 
de scrip tions

• Prepared  for SPQS
• Supporting  em erg ing  

concep ts

Module  3

• M4Q(R2) should enable efficient, effective, patient-centric and globally harmonised submissions, 
assessment and life cycle management, and minimize dossier redundancies

• Suitable for various types of submission and product modalities

Links for 
further details
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Role  and  Objectives of Module  2 and  3 in  
Subm ission  and  Assessm ent
• M4Q(R2) CTD on  Qua lity Guide line  consists of Module  2 (M2) and  Module  3 (M3) in  a  

holistic and  com plem enta ry m anner with  m in im um  dup lica tion  be tween  these  two 
m odules. 

• It e stab lishes M2 as the  basis for regu la tory a ssessm ent, supported  by M3. 
• Risk-based  p rincip le s a re  used  to  focus on  critica l qua lity e lem ents. 
• M4Q(R2) shou ld  be  su itab le  for va rious types of subm issions  and  com plex m oda litie s 

and  technolog ies

In  sum m ary, M4Q(R2) shou ld  enab le  e fficien t, e ffective , pa tien t-cen tric and  g loba lly 
ha rm onised  subm issions, a ssessm ent and  life  cycle  m anagem ent, and  m in im ize  dossie r 
redundancies.

24-Janua ry-2023 WCBP 202312
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Modu le  2
• M2 shou ld  p rovide  a  su fficien tly com prehensive  ove rview of the  pha rm aceu tica l p roduct 

and  its  com ponen ts. 
• It shou ld  p rovide  a  basis for an  e fficien t and  e ffective  regu la tory subm ission  and  

a ssessm ent, and  p roduct-life  cycle  change  m anagem ent. 
• M2 m ay a lso  support re liance -based  approva l. 
• M2 presen ts and  d iscusses the  critica l in form a tion , the reby p rovid ing  a  com m on 

understand ing  of the  p roduct and  m anufactu ring  p rocess factors de te rm in ing  qua lity a s 
we ll a s p rovid ing  p roduct qua lity bene fit-risk conside ra tions. 

• It m ay a lso  include  Product Life  Cycle  Managem ent tools a s pe r ICH Q12 gu ide line . 
• M2 m ay gu ide  the  reade r how the  in form a tion  is p resen ted  th roughou t the  qua lity pa rt 

of the  dossie r.

24-Janua ry-2023 WCBP 202313
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Modu le  3
• M3 serves as the information and data repository that supports M2 and is presented 

in a globally standardized/harmonized format. 
• M3 should lay the foundation for the Structured Product Quality Submission.  
• M3 may comprise detailed information complementary to M2, such as reports, data, 

protocol, or method descriptions and should be organised in a suitable format for 
easy access, analysis, and knowledge management.

• Both M2 and M3 should facilitate inclusion of information supporting emerging 
concepts, such as advanced manufacturing, IT/software components, digitalization, 
data management, artificial intelligence/machine learning, and advanced analytical 
tools, to support regulatory assessment. 

24-Janua ry-2023 WCBP 202314



Novo Nordisk ®

The world slide

15

Ha rm oniza tion  and  
collabora tion  b ring  a ll 
reg ions and  
stakeholde rs close r 
toge the r for the  
bene fit of pa tien ts

24-January-2023
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