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‘harmpnization for better heafth

Final Concept Faper

FCHQI3: Continiious Mantfacturiiig of Drug Sithstinces and:Drag Products
dated 14 Noveimber 2018

Endorsed by fie Management Committee on 15 Novenher 2018
Typieof Harfmonisation Actlon Proposed”
New: Quality. Guideline
‘Sfaternient of the Perceived Problem:

‘Thete s & general Consensus that continuous manufactuting: ([EM): has gotential for improving. the
effwiency, ag:l[tv, &nd flexibility of drug substance and drug produ{:t manufacturlng Regulatcry agencies:
have seen riwire companies engagad in‘the. develupment and lmplementataon of CM in recent years than
inthe past, Although current regulatory frameworks allow for commércialization of praducts using CM
techinalogy, a tack of régulatory guidelines-can maké ifiplementation, regulatory approval, and fifecycle:
raniagemeiit challenging, particularly for products intended for commercialization internationally, An'lCH
_guideline would facititate Intérnational harmonisation and could reduce barriers to the adoption of CM
fechnology.

Issues to be Resolvei:

s CM-relited definitions and regulatory concepts: Hue, to-differences from batch manufacture,
‘many CNlrefated defiriitions or terminologies require. further clarification or explanation in the:
regulatory context, for axample, definition of. cantinuous manufacturing startup/shutdown, state.
of cositrol, process velidation, and cantinuous process verification. Common understanding and.
consistent usage of terminology across different regions will lead to.improved- communication.
amongst: stakeholders. Based on the current knowledge; the CM-related . definitions: and
regulatory-concepls covered in this guideline: are intended to inform CM .deveiopmant and
implementation for small molecules-and therapeutic proteins. The gepeal CM-related definitions
and regulatory concepts therein may also-apply to other biotechnological/biclogical entities,

o Key scientific apbroaches-for CMi Fundamiental scieqtific approaches for CM. may differ fram.
thase epcountered i batch pracesses; for example; concepts of system dynamics, midgtoriig
fréduency, detection and removal.of don:conforming waterial: material traceability;. protess
moedsls; and advanced process controls; A common understanding of the sclentific agproaches
will facilitate consistent science-and risk-based implementation and regulatory assessment of CM
across different regions, Based on:the current knowledge, the key scientific approaches covered
in this guideline are intended to inform smail molecules.and therapeutic proteins, The general
séientific approaches therein. may also apply to other biotechnologica)/biclogical entities.

¢ CM-related repulatory eXpectations: Harmonised regulatory expectations. for dossier approval
and ‘@spects of lifecytle managément that afe pertinent {0 CM can facilitate the adoption of CM
ahd result in consistent regilatory;assessment and oversight. Given the turent maturity of the

international Colincl for Harfrionl satlon.of Techiical Requiraments for Pharmaceuticals foi Human Use
ICH Secretariat, Rolte Pré-Bois 20, P.O. Box 1884, 1215 Geneva, Switzedand
Folophone: w81 {22 710 7480°- sdmini@ich.org Mipfamnicharg



FINAL 013 Congept Paper Endorsed: 15 Navember 2018

‘technology, manufacturing: of — dug siibstinees -and drug Products — small moletules :and:
therapeutic proteins for new and existing products will be addressed, The regulatory expectations
witly respéct: to. marketing applications and post-approval changes, Site implementation, and
pharmaceutical quality systems.will be addressed,

Background to the Propasal:
Objectives: The new ICH guideline-document on CM will

* capture key technical and regulatory considerations ‘that promote: harmonisation,. incfuding
certain CGMP elerdents specificta CM,

« allowdrug manufacturers to employ flexible approaches to develop, implement, or integrate CM
for the manufacture — drug substances:and. drug products — of:small molscules and therapeutic
piroteins:for new and éxisting products, and

s provide guldarice ta ndustry and regutatary agencies regarding regulatory expectations of the,
developmerit, implémientation, arid ‘asséssment of CM techniologies sed in the ranfacture of
drugsubstances and drug products. '

The working group wil consider multiple approaches to CM, Induding end-to-end and hybrid.approaches
to drug substance and drug product manufacturing. This guideline will consider relevant ICH guidelines
and how the cantent of those guidelines appliests CM.

lmporfance: “The new ICH guideline will éstablish Karmonised ‘stientific and technical ‘reguirerrients.
fieeded to fulfill regiilatory expectations for the implementation-and assedsment of CM td improve access:
16 medicines.

_Eeusibllity: The level of effort required to complete the ICH guidance on CM is medium with appropriate
staffing of the wodking grovp; Both fadustry and regulatory agenicies dlready have' personnel with
adequate backgrbund, expertise and/or experience to form @ workifig: gralp, and druj Substaiices;and
drug- products: manufactured” with continuous processes have: been approved for multiple markets..
Although CM is refatively new For phiarriaceutical applications, there ié sufficient information available to
developan !CH_guide_liné_, fundaiental scientific approaches and CM knowledge that is transferrablé from.
other industries (for example, petroleum and food) will be used ‘to develop the Q13 guideline.
Additionially, some regulatory. agencies are i the process, of defining their owii best practices for
assessment of CM based applications. The benefitof the completed ICH guideline will be'lmmediate asit
will hielp' ta hdrmonisé regulatory expectations and increase consistency in regulatory assessment and
oversight dckdss regibns. :

Type of Expert Working Group Recommended:

The EWG should incfude repulators anid industry rﬁpfesentaﬁv_‘es with: adequate: biackground, expertise
and/or experience in both technicdl-and regulatory aspects of CM and with innovative thinking.

Timing:

The anticipated time tocomplete the guideline will be 3 years.

A
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_harrdonisation for better health

Final Businiess Plarn

ICH Q13: Continuous Manufacturing for Drug Substances and Drug Products
.dated 14 November 2018

Endorsed by the Management Copimittee on 15 November 2018

1. Thelssue dnd 1ts Costs
s [Fhat problemiissue is.the proposal éxpected 1o ackle?

“The current ICH Guidetines do-ndt sufficiently address technical and regulatory Tequirements that are
wnique’ to Contimious Manufactm‘mg (CM}. A hariionised. regulatory guideling .can facilitate
‘implementation végulatory approval, and Hfscyélé management, paiticulaily for frodutts intended for
commerciglizafion infernationally. This approach: will benefit indusiry and regulators and Improve
-access fo medicines.

The proposed hew: quality puideline willt
< Hanmonise, CM-related definitions
= Articulite’key scientific approaches for CM
+  Hammonise reoulatory concepts and expectations for CM across the fegions’

o What are the costy (vocial/Bealth and financial] 1o-our stakeholders assacigled with the-curvent
sthuction or associiated with-“hon dction™?
“There i§ a general consensus that contiimons: manufactmng (CM has pofesitial Tor improving the:
efﬁciency, agihty, and: ﬂemblhly of drug substance and drug product maisfachiring; Regulatory
agericies have seén more compasiies éngaged in the development ‘and implenientation of €M in Tecent
years! than in the past. A]Ihough current regnlatory frameworks allow: for commercialization of prodnéts
using “CM techaology, a fack:of reguialory guidelines can make implementation, regulatory approval,

-and lfecycle management. chiallenging, “parficularly for produets intended for commercialization
infernatiomally . An ICH guideline would reduce: barriers for the adoption. of CM technalogy.

:Speeific costs from lack of attion by ICH include:
- Issuance of final mgmnal gméelmes/gmdances with di ffering regulatory expectations.
- Multiple filiftg strategies reqmreci to comply with different regulalory expeclations.
:  Inereased risk and costs For-CM implementation dne to the Tacl.of harmonised reglﬁamiy
@xpectations

- Unceitainty resulting in ad hoc special meetings and conguitations between industry and
régullators to resolve technical and regiltatory questmns and.
- Tést'opportunities for patients to have improved access to meédicines.

2. Planning

o Whai are the inain deliverables?
The main deliverable 183 new quality guidelinie, IGH Q13, on continusus matiafacturing: for
drog substarices and drug products,

. What vesources (friancial and human) would be required?-

Intérnational Coundil for Harmonisation of Technical Requirements for Pharmaceuticals for Human Use

ICH Secretariat, Route Pré-Bois 20, P.O. Box 1894; 1215 Geneva, Switzerfand
Falephonsr+41 [22) 7107480 sdr#ﬁ@r’_c!f._ﬂrg Hitpoitees ik oy

11



g% —~ICH Q13 TfEstE (BAfFEH ICH B 749 H https://www.ich.org)

@

ICH

o . harmonisation for better health

Final Businéss Plan

ICH Q13: Continuous Mamufacturing for Drug Substances and Drug Products:
dated 14 November 2018

Endorsed by the Management Compmittee on 15 November 2018

1. The lsstie and its costs

& Wihigh problemissue i ihe proposal éxpécted lo fackle?

“The current ICH Guidelines do nét sufficiently address technical and regulatory-requirements that are
‘unigue- to. Continuous. Maﬂufacamg (CM). A harmonised regulatory- guideline :can facilitate
'unpiemmaiaimn, regulatory approval; and lifecycle Tianagemient; particularly for prodicts intended. fot
‘commerciglization internationally. This approach will benefit industry and regulafors. and improve
access to medicines,

The proposed new guatity puideline will:
= Hammonise CM-related definitions
< Atticalate key scientific. approaches for CM
- Hemmonise regnlamry coficapts and expectations fof CM dcross the Tegitng

»  Whai ave the cosis. (social/ealth and financial) to our stakeholders associated with the, current
stiuction o qssociated with “non action”?

“There is a general consensus that conlimious- mannfartmng (CM) has potential for-improving the:
eﬂiaem:y, agility, ‘and ﬂambﬂ;ty of -drug substance and drug’ product. manufactunng. Regilatory
agencies have ‘Seen mere comnpasies engaged in the developmeiit axid implementation of GM in recent
years than in the past: Although current regulatory frameworks alfow for. commercialization ofproducts,
‘paing CM technology, -4 lack of regulatory giidelings can make: implementation, regnlatory approval,
‘and lfecycle management challenging, patticularly for products: inferided for commercaahzahon
infernationally; An ICH gnideline would reditce barriers for the adoption-of €M technology:

-Specific costs froni lack of dction by ICH include:
- Issuance of final regional gndehnesigmdances with differing regulatory expectations.
- Mulliple filing strategies reqmred to comply with different regulaio;y expectations;
< Increasgd risk and costs for CM m]plementmon due to-the tack of harmonised regulatory.
-expectations
* ‘Uncertainfy regulting in ad Toc special meétings. and consultalions befween indusiry and
regiitators to Tesolve technical and regulatory questions, ahd
- Lost opportunities for pitients Lo have improved accéss to medicires:
2. FPlanning
v What are the main deiiverdbles?
The'miain deliverable-is a new quality guidéline, ICH Q13, on continuous-maimufacturing, fog
deuf substanices and dmg products: :

»:  What resources {financia pnd hmmm) wondd be vequired?

International Coundil for Harmonisatior of Technical Requiréments for Pharmacéuticals for Haman Use
CH Secretariat, Route Pré-Bois 20, P.O, Box 1894; 1215 Geneva, Switzerland
Teloptions; 31 (28) 710 7486 - adiin@ich org, BHpwLich org
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FINAL {013 Business Plan: Endorsed: 15 Noveniber 2018

The Expert Wosking Group mcledes approgimately 35 experts. We anticipate the need for ix
faceto-face meetingy and sultiple interim teleconferenies to complete the new: guideline,

o What isthe tiie ﬁ'ame:,of the prafect?
The siew guideline-is anticipated to take three years fo-achieve Step 4, from November 2018 —
November 2021..

o Whatwill bé the key niilestores?
The propesed timeline and milestones arc below.

« Final-concept paper and business planendorsed: November 2018

o Stép 25 Tiine 2020

*  F2F Mogting: June'2021

o Step 4: November 2021

o What special dctions o idviiice’ the fopic throigl ICH, &g stakelioldar engagement or
trainifg, can be antlcrpated either i the developinént of e gutdelme orfor its fmpleréniation?

The folfowing are poteniial special actions that may be taken to advance development of the
gl.udelme
- Sitervisits to CM Tacilifics (coordinated regionatly); for small and large malecules, by
regulatory woerg group membery.
- Bugage wifh supphers founderstand fechnologies” state-of-the-art'capablitics
- Presentations al major technical. conferences. to: promote -engagement. on the ICH
ghideline during the consultation phase.
e Engagement with external, fechnical c:,per'ts‘

1mp1ementatmn of the gmdeime

+  Creationof formal training materials-related to the Q13 guideline and their distribution
atmter-agency engagement activities and ICH:supporied technical workshops.

= ‘Devélopment: of example case studies that cover the breadth of' CM applications for
distribution with the final guideline and.to increase clarity for stakeholders. Small ind
Taege inolecules nantifacturing will be dddressed.

3. Theiinpacts of tlie project

o What are the likely benefits (social; Health -and financial) Jfo our ey stokeholders. of the

fwf ilment of the' olyecnve?

The proposed guldehne will liarmonise regolatory expectations for drug substatce arid drug

product production using continuous manufacturing; which will increase the likelilood of its

implerientation by indisstry internationally, This will result i the following ILRciy bexefits:

- Enable the: developinenit of new methods for; production of new molecules to address
therapeutic needs '

- Increased manufacturing optmns available tg dddress pubhc fiealth nieeds

< Improved access of medicines to patients

= Development of new approachesforthe control of drug manufacturing te enhance assurance
of quality

= Increase operator safefy (process safety risk reductions) for manufacturing

- Redige iégonice consumption (for'éxample, ‘materials) and wast' generfation by dirinking
equipment and facilify footprints

< Iniprove the fobbstness, efficiéncy, and capability of manufacturing processes

2

13



FINAL (213 Business Plan, Endorsed; 15 November 2018

o What aré the pegulatory dwplications of the proposed worki — is the topic feasrble
{implementable) from aregulatory stamdpoint?

‘The propoged work:will assist reaulatory bodies interiationally. It will idetify.critical scientific
and technical elenierits: 1o be: Songidered for CM o consistently and rel:ably inamifactote
products of the desired quality:

The topic’is feasible and iriipléientable fronii a fegulatory standpoint becavge thers I8 adequiate
expertise and/or experience'to draft a‘gideline, and pharmaceutical products manufactured with
continuous processes have beenapproved for multiple markets,

o Willthe guidéline have implications for the submission of content-in the CTD/eCTD? If so, how
will the working group address Submission of contént in thi dostier? Will dconsult be Feqiested
with the ICH M8working group?

T is anficipated that any documentation related to-CM;wonld he:incorporated into the relevant
existing CTD/eCTIY quality modules, Thus, the guideling-would have.no dniplications: for the
subrnission. of content in the CTLHeCTD. Information: may: be provided within'the guideline on
thie fevel of detail and docrnisntation that could be submiitted within thoss seotions for CM-
related dossiers,

4, Paost-ligc evaluation
How and when-will the results of the work be evaludted?

At theconclugion of cach stage, we will determine whether deliverables and their timelines were
-nict by comparison against oy concept papet and brisiness. plan

3-
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{CH Secretarial, please use the contact form on the ICH website.
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