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EXECUTIVE SUMMARY

BackgroundAccording to the ICH Articles of Association, the regulatory members of ICH are expected to
implement ICH Guidelinek the ICH Assembly Rules of Procedure, it is stht@tthere should be a process
for the Assembly to monitor the progressinfernational harmonisation and coordinate efforts in this regard
providing current state of play of the implementation and adherence to the ICH Guidelines.

Objectives:The goal of this survey was tmdertake a gap analysis bptainingauthoritiesQ I 2/ RLIOY A S & Q
viewpoint on the implementation and adherence to the ICH Guidelines. Thadomgobjectives would be to
establish a sustainabl€Hdriven mechanism to asse6sidelines over time to inform ICH stakeholders on
multiple areas as specified in tigeals.

Method: An online questionnaire and definitions were developeddantre for Innovation in Regulatory

Science (CIRB)collaboration with ICldnd the ICH Implementation Subcommittééhe questionnairgvas
completed by companies (assessing all the participating authorities) and by authorities (assessing themselves
only) in order to undertake a gap analysis.

N, Assessment of 15 ICHRegulatory 32 international pharmaceutica
implementation/ Authority Members/ companies provided a percepti
adherence acros Observers undertook across the authorities to facilita
11 ICHGuidelines a selfassessment D a gap analysis

The following authorities participatedll ICHRegulatoryMembers (Foundingegulatory Standindregulatory Regulatory) and the following Observers
(voluntary basis): GHC (GCC central drug registration progtfRA, Malaysia; SAHPRA, South Africa; TITCK, Turkey and RoszdravnadzéheRussia
following Guidelines were assessedlier 1: Q1, Q7, E6(RZ)er 2: E2A, E2B, E2D, M1, M4 and Tier 3: M3(R2), M&Ed&lines.

Results In generalthere was strong evidence of adequate implementation and adherentieetGuidelines.

1 ICHGuideline implementation statusnplementation ofGuidelines based on seffeclarationfrom
the authoritieswas highest acrodounding/SandingRegulatory Mmbers, followed byregulatory
Members andObserversCompany perception of implementation status was generally aligned with
agency perception, but some differences were noteelg. E2B and M8.

1 Adequacy of CHGuideline implementation (based on modificatiomsgeneral, authorities declared
that Guidelines were mostly implemented without modifications (=adequate implementation),
though someGuidelines had moramendmentse.g. Q1, Q7, E2D. Where there were nfigdtions,
all the authorities felt that these werebjectivelyjustified (=adequate implementation) and in
general, company perception amdithority selfdeclarationwere aligned.

1 Adherence t¢CHGuidelinesWhere implementation was confirmed, all the authorities felt that they
were adhering to thé&suidelines i.eadequatelyapplying them in dajo-day practice. In general,
company perception anduthority seltdeclarationwere aligned or too early tassesd®ased on limited
experience e.g. E17.

ConclusionPhase 2a of the studiemonstrated that a comprehensive perception survey could be undertaken,
where the response rate was excellent indicating strong interest in this initiative. Responses, slipporte
evidencebased rationaleidentified general agreement between agencies and companies, but with some
divergences. These differences were largely supported by justifications and specific examples, whereas gaps and
divergences could be used to suppatihing and capacity building efforts across agencies and companies.

It should be noted that there are some limitations to the data and that there is a possibility that companies may
have misrepresented the status of implementation of a guideline ig@mebased on either a misunderstanding

of the survey question or limited experience with the Agency. For example, some companies indicated that a
guideline was not adhered to in instances where modifications were anticipated and well justified e.gtitransl
requirements. Therefore, while it may be possible to use the results to support decisions related to ICH
membership applications, the transparent communication of Guideline implementation status as well as future
revisions of ICH Guidelines, carefohsideration should be given as to the appropriate use of the survey results
and also whether the results can be verified.
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BACKGROUND

In the ICH Assembly Rules of Procedure, it is sthtctthere should be a process for the Assembly to
monitor the progress of international harmonisation and coordinate efforts in this regard providing current
state of play of the implementation and adherence to the ICH Guidelit@dRegulatorsare expeted to
implement all ICH Guidelingsthe futureand are encouraged to do so through direct referetwéhe ICH
Guidelinesin order to achieve harmonisatioagdding regulatoryequirements to or omitting important
regulatory requirements from the ICHuf@elines should be avoided in the implementation process unless
these deviations are justified on objective grountss also recognised by ICH that not all Guidelines are of
equal importance antherefore, the ICH Guidelinggvebeenprioritised asTier 1, 2and 3.

For theRegulatoryMembers, which have not bedviembers of ICH prior to the establishment of the ICH

Association, it is recognised that implementing all the Guidelines will take somamidithatadherence can
only be assessed2years following the end of the process of implementatibne focus ofhis assessment
is thereforeon the adequacy of implementation and adherence to already implemented Guidelines.

On behalf of ICH it was agreed by t# Founding Industry Membafeat a pilot study, Phase 1, would be
conducted in 2017 to obtain feedback from companies on their perspeatideperceptiorof the
implementation to the ICH Guidelines. An independent third party (CIRS) developed and edralpcbof
of-concept survey of PhARMA/EFPIA/JPMA company members ompénspectiveand perceptiorof the
implementation status ofier 1 and2 ICH Guidelines. The Phase 1 study results demonstrated that a survey
could be undertaken across companies, vehthe response rate was excellent indicating strong interest in
the project.

The aim of this phase of the project describedhis report namely Phase 2ajasto build on the outcomes
and lessons learned from Phasd@Hagainselected CIRS twnductthe Phase 2atudy to monitor the
adequacy of implementation and adherence to ICH Guidelines by regulatory auth@lis.subsequently
developed the study gustionnaire and the online data collection tool (DCT) in collaboration with TDH.
guestionnaire was completed by companies and the authorities (assessing themselves only) in order to
undertake a gap analysis.

Goals and Objectives

The goal of thistudywasto obtainauthoritesQ +F YR O2YLI YASEAQ GASGLRAYG 2y (K!
and adherence to the ICH Guidelinerder to undertake a gap analysighe overall study objectivegere

to:

Inform the ICH decisiomakingrelated to Regulator membship applications

Provide ICHembers andObservers with additional data for internal considerations

Identify regulatory training and capacity building needs

€ € € ¢

Inform related industry and agency initiatives

The longterm objectives would be testablish a sustainable I€Hven mechanism to assess

implementation and adherence to the ICH Guidelines over time to inform ICH stakeholders on multiple areas
as specified in the goadsd therefore to fulfil the ICH missiolt should be noted that theesponses

presented in this report were analysed by CIRS and shared with the participating authorities and were also
presented at the 2019 ICAssembly and Management Committikeetingsheld in Amsterdam.
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METHOD

CIRS developatistudy questionnaire andnonline data collection tool (DCT) in collaboration with ICH. The

L/ I

LYLX SYSYyGFdA2y {dzO2YYAGGSS |fa2 RSGOSt2LISR 22AYi

YI RK S NByidelbeseé Appendix 1) The questionnaireascompletedduring FebruanApril 2019y
companies (assessing all the participating authorities) and by authorities (assessing themselves only) in order
to undertake a gap analysis. Four short questiese used to assess the implementatioadherence to

each of theGuidelines within each authoritysee Appendix Por full questionnairé:

1.

2.

3.

4.

Implementation status of th&uideling(based on authority declaration): Not implemented; In the

process of implementation; Implemented, Not applicable

Modifications to the ICKbuidelineand whether these arebjectively justified by the authority (i.e.

provide clarity and facilitate implemeation by industry, but not increase burden)

Adherence status to th&uideling(based on authority practice): Adhered to; Not adhered to; Too

early to assess due to limited experience

wkiA2yFEfS FT2NJ 4SSt SO0GA2Yy A Kwekddied, indfudihg3pedig it SRQ 2 NJ
evidence and examples

The followingICH Gidelines were assessed:

T

Tier 1:
0 Qlc Stability(all subparts consideréd
0 Q7¢ Good Manufacturing Practice Guide for Active Pharmaceutical Ingredients
0 E6(R2)x Good Clinical Practice (GCP)

o E2Ac¢ Clinical Safety Data Management: Definitions and Standards for Expedited. Reporting

o E2B(R3) Clinical Safety Data Managemebiata Elements for Transmission of Individual
Case Safety Reports

0 E2D¢ Postapproval Safety Data Management: Definitions and Standards for Expedited
Reporting

0 M1 ¢ Medical Dictionary for Regulatory Activities Terminology (MedDRA)

0 M4 ¢ Common Technical Dogent (CTD)

0 M3(R2)- Guidance on Nonclinical Safety Studies for the Conduct of Human Clinical Trials and
Marketing Authorization for Pharmaceuticals

0 M8 - Electronic Common Technical Document (eCTD)

o E17-General principles for planning and desigrivafiti-Regional Clinical Trials

The following organisations participateth order to undertake a gap analysis

1

l

15 RegulatoryAuthorities (assessing themselves onfgdm across
ICHFounding/Standing ICHRegulatory Members ICHObservers (voluntary basis)
RegulatoryMembers - ANVISA, Brazil - GHCGCC central drug
- EC, Europé&entralised - NMPA, China registration program
procedure wittECEMA) - HSA, Singapore - NPRA, Malaysia
- FDA, United States - MFDS, Republic of Korei - RoszdravnadzoRussia
-  MHLW/PMDA, Japan - TFDA, Chinese Taipei - SAHPRA, South Africa
- Health Canada, Canada - TITCK, Turkey

- Swissmedic, Switzerland

52 Major PharmaceuticalComparies (assessing all the participating authoritiegre invited to
participatefrom across PhRMA, EFRIRMA, BIO and IGBA companies

1 The listed Tier Suidelinesdo not constitute the entirelier 3Guidelines but only a small subset identified for
inclusion in the first implementation survey.
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RESULTBART 1: CHARACTERGSS OF PARTICIPATINGMPANIES

All'in all,out of the _ )

L . Founding/Standing
52 invited companies, Regulatory Members Regulatory Members Observers
32 provided
responses acrosthe
15 authorities.

Method: Question 1i
(see AppendiR)

Number of companies

NOTE: EC, Europe refers to the centralised e '—"'
procedure with EMA; GHC refers to the GCC CI RS ot .‘ \
«central drug registration program — AT SCipel

ExperienceCompanies were asked for their most redeatevant experienceegardinga Guideline foa
selected authority.

Key Message Founding/Standing
The majority of the 100% 'Regulatory Members Regulatory Members Observers
companies had 8
experience across all §_ 75% 1
the authorities, where | @ 505
. . — o
industry experience o
washighest across £ 25%
Founding/Sanding g

g 0% ‘ : —
RegulatoryMembers, @ F PP S @ E PP N R S
followed by RO NP S F & @« G oF

& F e F & & & NI DR S
RegulatoryMembers AL & 7 «° & F FLL
and Observers & @73& & & v RS @Q)Qw E &
¥ N @ NEIRN & of
¥ \§< <&

Method: Question 1a
; Company experience for authorities/guidelines
(See Appendlg) pany exp m No experience g
= Through interactions and exchanges with the authority
Being used to prepare for an upcoming submission
m Through ongoing regulatory intelligence input/local affiliate opinion
From a past regulatory submission

NOTE: EC, Europe refers to the centralised C I RS Cout o o
procedure with EMA; GHC refers to the GCC — mREG
central drug registration program -

Only companies that had experience in a specific authority (through interactions with the agency or a
regulatory submission) were invited tegpond to therest of thequestionnaire, noting thatesponses in the
ddzoaSljdsSSyid ljdzSadAizya gSNBE AyGSyRSR (2 NBEFGS G2 |
submission/experience selected.

O
e
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RESULTBART 1:

Company TypeParticipating ompanies were categorised according to the countries/regions the company is

CHARACTERCH ORPARTICIPATING COMPIERS (CONT.)

submitting drug applications to i.e. local, regional, global.

Key Message Founding/Standing

. Regulatory Members Regulatory Members Observers
ApprOX|mater 70% v,"ggz;ﬂ R LU L R il Sl it b

. L90%+ — — — — —) — — — — — — — — —
companies were R s Il N T Il B T B T S S S S B B =
lobal. ad thi S(UEE BN BN BN BN EEES B B BN BN DRSS BN BE BN BN B
global, an IS was g60% I N N . Il BN BN B B
consistent across LA NN

. ed0% +~ — — — — L . ] —] — H
the different 2 30% — ||

”, 3 20% -
authorities. g 10% -

o 0% -

. ; ; e & & p S > @ @ P @ SR S A
Method: Que;Uon li & @Qo"f& &° P e?go e & & o o W
(see Appendix)2 oF & F e o F s O P & S o

T F T T & P«

™ @Q & & ¥ ~<"€9 & t{‘, P
X & (& f * ¥ @ &£
\e\e, Gj‘\\ & A Q_O =)
Company type (countries/regions the company is submitting drug applications to):
m Local country only m Multi-regional Global

NOTE: EC, Europe refers to the centralised T
procedure with EMA; GHC refers to the GCC — @RS ;
central drug registration program ) N

Company FocusCompanies were also asked to specify their focus for drug development i.e. innovative

and/or generic medicines.

Key MessageApproximately 80% companies focused on innovative companies

Method: Question
lii (see Appendix)2

Founding/Standing
Regulatory Members Regulatory Members Observers

0% t+od— —+—— 4 —

Proportion of companies

Company focus for drug development:

m Innovative medicines Generic medicines Both

NOTE: EC, Europe refers to the centralised = 3
procedure with EMA; GHC refers to the GCC Cl RS Iy —"
central drug registration program g
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RESULTBART 2GUIDELINE IMPLEMENIAN

Implementation status: Authorities and companiesere asked on their views on the implementation status
for selected Guidelire The first baiin the graph belovcorresponds tdahe selfdeclarationby the authority
and the secondbar shows the number of responses across the compaAigorities were combined
according to their ICH membership status, and Guidelines were organised according to Tier 1, Phand 3.
combined responses across all the 15 participasinthorities have also been summarised in Appendix 3.

Key Message

w Implementation ofGuidelinesbased on seltieclaration from the authoritiegvas highest across
Founding/SandingRegulatory Mmbers,where theGuidelines were generally perceived as
implemerted, followed byRegulatoryMembers andObservers where the implementation was
either in process (reached a specific milestone), has not yet started (i.e. not implemented) or
that the Guidelineis not applicable based on a justification

w Implementationwas highest across Tier 1 Guidelines, followed by Tier 2 and.Tier 3

() Company perception of implementation status was generally aligned with agency perception,
but some differences were notegle.g. E2B and M&vhich should be explored further.

w Such divergnces could be due to differences of interpretation regarding what constitutes
implementation. Other rationakecouldbe due to a time lag, or incomplete knowledge within
organisationswhich could suggest need for education and/or better communication of
authority status regardin@uidelineimplementation.

Founding/Standing Regulatory
Regulatory Members Members Observers
Authority IS T S
= < Industry IEEEEEEEOSENNE  [[ 29 G [i1l 9 mmmmmsommm——+ Q1
T Q7 Authority e ISR 2 | ]
= Industry p——G— 1] 11 SSSSSSSCES WA 6 SSS— 5
E6  Authority
T e 1 s E6
Industry 12 e £ 20 s S P 3
Authority INNNNNNSIINNIEN S e 1
E2A Inl::lusotrrlyty IR K 6 s BN et 3 E2A
Authority =1 I 5 [ 1 P 2
EeE Industry E110 SN0 A 36 o EEEECEENN 5 EEmm? 20
o~ :
.. E2D Authority mEnmEmESIEE 1 D e 1
g frocong @SRy W T
M AU Oy 3 L 7 R - IR
Industry | DEEEESSSCOEEEEEEEE EIE 27 NS RN O DS
M A O S — [ S I
Industry (O u1 23 G2 6_16 W4
M3  Authority TN 1 S 2 1
Industry NEEEENNNSSENNNNN WA o IR NS 3 M3
i ity IS 5 2 . 1
E e i?ﬂﬂ:{,}w &5 IS S 25 7 mmmzaemm 4 M8
E17 Authority /2 ISR EEEE 2 WSO SRS 1 o
Industry i 9 IEEEEENST T 27 ol EEEETEES 6 a3
| wNot implemented In the process of implementation = Implemented ~ Implementation not applicable
Number in the bar shows how many responses = 3
were obtained from across the organisations @ [R5 s

Method: Question 1%ee Appendix)2
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RESULTBART 2: GUIDELINERMEMENTATIO{CONT.)

Modifications tothe implemented Guidelines: Organisations which responded thaCGaiidelinewas

WL SYSYGiSRQ ¢gSNBE (GKSy Ia1SR ¢ KS{KSNJ (Whith aryesppridsh T A SR
to adequate implementatiopor whether modifications have been made to the original &hblelineeither

by adding or altering certain elements, concepts or principles. It should be noted that modifications to ICH
Guidelinesmay beacceptableand can still result in adequate implementatias long ashe modificatiors

are objectivelyjustified - this was quéed in the next questionNevertheless, thg@urpose of this question

was to determine whether any modifications, justified or unjustified have been made.

Key Message

w In general, authorities declared th@&uidelines were mostly implemented withouhodifications
(=adequate implementation)

W The proportion of modifications was highest fobservers, followed bfRegulatoryMembers
and finallyFounding/SandingRegulatory Mmbers. In addition,@ame Guidelines had more
modifications e.g. Q1, Q7, E2D.

w Owerall, company perception aralthority selfdeclaration was aligned.

w Some differences were noted, which could suggest differences in interpretatitie of
Guidelines. These seem to be primariguthority-specific issues, but certatauidelines had more
divergence e.g. M4.

Founding/Standing Regulatory
Regulatory Members Members Observers
Q1 Authority IS 3 4 a1
- Industry 21 NS 34 28 28 [ —
> @7 Authority 1 I 3 P2 e Qv
= Industry [16 INSE——— 14 IS T—— 11 O
O Authority p— 1 I 1 s E6
Industry 9 I 13 I A
E2A Authority | 1 I— 1P 2 [ E2A
Industry 23 NI 17 g 8 20
E2B Authority | 1 IS 1 . E2B
Industry 26 IE2mmm (ST 2 g
N E2D Authori 2 [ R 0000 | 2 2
o Industny 21" GG — 20 D@ 100 et £20
F M1  Authority HENEEENSIEE 2 e V1
Industry |8 NSO A 6 R
M4 Authority IIINNNNNSIE  E— 1 Iz 4
Industry 7237 IR 16 EEEgT 22 25
Authority IS . P ——
M3 Industry 4TS OR—— ey | 1T M3
] Authority IESE— 1 I
= alt Industry 26 IS 2 A 9 ]
F Authority I ——
E17 (ndustry 2SONEE 1 S E17
Some modifications have been made to the original ICH Guideline
m An unmodified ICH guideline has been implemented
Number in the bar shows how many responses =3 v Blank = EITHER if number of companies <3, no data
were obtained from across the organisations CI RS i were shown OR not applicable based on how the
. previous question was answered

Method: Question 1.23ee Appendix)2
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RESULTBART 2: GUIDELINERPMEMENTATIONCONT.)

Justifications to the modifiedSuidelines: Organisations which responded th#tmodified ICH Guidelineas
been¥ LI SYSY (i SRQ> ¢ SheBodificafioss Weresdbjéctiviybjisiified by the authgritvhich
also corresponds to adequate implementatidrhis may include implementation of the Guideline
incorporateadditional information beyond those definedtine ICH Guideline in circumstances when the
Guideline is too highevel and does not provide sufficient guidanbodifications which are nabbjectively
justified by adding regulatomequirementsresult in inadequate implementatio®©mitting important
regulatory requirements may also lead to inadequate implementation.

Key Message

A Where there were modifications, all the authorities felt that these were justifiedd.@rovide
clarity and facilitate implementation by industry, ba not increase regulary requirements

A In general, company perception and agency-delflaration was aligned. The company perception
suggested furthermore that the introduction aflegedunjustified modifications t@suidelines was
low, noted mainlyacross Observers, followed by Regulatory Nbdens.

A Overall, minor divergences were noted between authority/company responses and could have
multiple reasonsl)In cases where the number of divergent companies was low, this could suggest a
company specific experience and potential need for interreihtng/education for the company)
Wherethe numberof divergent companies was more considerable, it could suggest a need for
internal considerations by agencies relating3aidelineunderstanding and/omterpretation.

A CertainGuidelines had in genedamore modifications that were perceivegnjustified- suggestsieed
for clarification relating to th&uidelineitself e.g. Q1

Founding/Standing Regulatory Observers
Regulatory Members Members
a1 Authority 24 a1
- Industry IINNNNNGENNNE 5 e 14 [ I A 10
1= .
(] Authority I
= ke Industry IR 2 IS 3 I — 1 =
E6 Authority - & @ i
Industry s 1 IS e — 1
Authority NN N TR
E2A | dusty HESSSSCOSSS 3 SESiE— 4 4 5 E2A
E2B Authority I — e
Industry S —— s 1 E2B
N Authority I T T —
] E2D Industry INNECI— 7 T 3 [ - 4 E2D
E )
Authority
o) Industry NN 1 IS 1 M1
Authority — —
M4 Industry DI 2 . 13 7 e
Authority
M3 |hdustry e M3
™ Authority S
S M8 dusty ISE— P 3 ms
= Authority
E17 |hau stry E17
| mYes - modifications justified No - modifications not justified |
Number in the bar shows how many responses = o - Blank = EITHER if number of companies <3, no data
were obtained from across the organisations Cl RS e were shown OR not applicable based on how the
) previous question was answered

Method: Question 1.2 (See Appendix)2
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RESULTBART 2: GUIDELINEPMEMENTATIO{CONT.)

Rationale for inadequate implementationThe three graphs below outline, féounding/&anding
RegulatoryMembers, followed byregulatoryMembers andObservers respectivelyhe rationale for
selecting that the modifications to th@uidelines were notonsideredustified, thereby resulting in
inadequate implementation.

Key Message

A Overall, lookingicrossall the authorities, theGuideline with the highest response rate for lack of
adequate implementation was Q1. More specifically, acrosstlumding/SandingRegulatory
Members, rationale was providday companie$or Q1, forRegulatoryMembers it was Q1 and E2A,
and finally Q1, E® E2D and M#br Observergnumber of companies 3).

A The main ationalefor inadequate implementatiomwasR dzS (2 WLY O2N1LIR2 NI GAy 3 |
requirements beyond those defined in the ICH Guideline without objective justification in cases
where clear guida®@ S A & LTheBéBan® Bdlt@asmmon rationale was the fact the Guideline
YR 2n& include all relevant elements, concepts and principles of the ICH Guideline and does not
provide any objective justification famitting some requirementis the Guidel Y. S Q

Pl

A Analysis of free text comments for Q1 identified high level reasons given for the rational selected
across all the authorities

A Site specific stability requirements that go beyond ICH requirements (n=4)

A Timing and length of testing (n=4)
A Local oregional requirements (n=4)
A Extra analytical analysis (n=4)

Founding /

d' Tier 1 Tier 2 Tier 3
Standing @ Q7 E6 E2A E2B E20 M1 M4 M3 M8  E17
Regulatory 100% 7

90%

Members

g 80% -

2 70% |

Only Q1 haq n 2
> 3 companies| £

. o 50% -

that provided gm ]

rationale for & 30%

. o
inadequate 20% 1
. 10% -
implementa oo -

i i S\ \ ) ‘\ D N \ QA S &S SN
fon, e O @@@e ey cﬁs @\@\ S S B S0 B
was due to N ¥ S o o o
additional @“\o&‘ e"@ b Yés‘\ vgf*\ob v_o’s\\b ?9 & vo"@ b vgp ° vg‘:@ <& §@° ?95‘\0&'
requirements " . . :

m Incorporates additional requirements = Omits some requirements = Smaller range of products mOther
(n) = number of companies or authorities Blank = EITHER if number of companies <3, no data
Number in the bar shows how many responses i were shown OR not applicable based on how the
were obtained from across the organisations @ RS revious guestion was answered

Method: Question 2%eeAppendix 2
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RESULTBART 2: GUIDELINERPMEMENTATION (CONT.)

Rationale for inadequate implementation (cont.)

Regulatory
Members

Both Q1 as
well as E2A
had n>3
companies
providing
responses,
mostly around
additional
requirements,
though other
reasons such
as omitting
requirements
were also
suggested

Tier 1

Q7 E6

Tier 2

Qi1 E2A E2B E2D

100% -

Tier 3

M1 M4 M3 ms E17

,gb\
N
Lo \° v& \“6

D 3
#@-ﬁ? ‘@

£
v‘\) By

:g,,

&
¥
m Incorporates additional requirements

(n) = number of companies or authorities
Number in the bar shows how many responses
were obtained from across the organisations

o @*
vob

S
W ¥

Omits some requirements

s

¢§*§

v&“

NS\ Q)
~i\ S
°e>" 'o
v_\;‘\o

v-w

Smaller range of products mOther

Blank = EITHER if number of companies <3, no data
were shown OR not applicable based on how the

previous question was answered

Method: Question 2%ee Appendix)2

Observers

Q1, E2A, E2D
as well as M4
had n>3
companies
providing
responses,
mostly around
additional
requirements,
followed by
omitting
requirements
(particularly
E2A) were alsd
suggested.

Tier 1 Tier 2 Tier 3
Q1 Q7 E6 E2A E2B E2D M3 M3 E17
100% -
o I
1 1
gso% -
§.T’O% T3
§ 50%
G 50% - 4
s
£ A0% -
2 309, |
£
20% -
10% -
0%
‘\ -\\ S "b\ 'C\ Q\ e\ ® **i,\ Q.\ Q\
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< *‘f’ {\ N ~<\ 0\"‘6 o5
?&@b '5\ b & \o v“@\“ ?9 \o v_s\o ‘,&\o 79 \¢ o <~° ?Slc\\o ?9‘9@“

m Incorporates additional requirements

(n) = number of companies or authorities
Number in the bar shows how many responses
were obtained from across the organisations

Omits some requirements

Smaller range of products mOther

Biank = EITHER if number of companies <3, no data
were shown OR not applicable based on how the
revious guestion was answered

Method: Question 2%ee Appendix)2
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RESULTBART 3: GUIDELINE ABRENCE

Adherence statusOrganisations whichonfirmed that a Guideline has been adequately implemented
(unmodified or modified with justification) were asked to provide \d@m the adherence statuspdherence
relates to whether in practice, the authority applial identified relevant elements, cgepts and principles
of the ICH Guideline over timAuthorities were combined according to their ICH membership status, and
Guidelines were organised according to Tier 1, Tier 2 and Tier 3.

Key Message

A Where implementation was confirmed, all the auth@s felt that they were adequately adhering to
the Guidelines.In general, company perception and agency-delflaration was aligned or too early
to assessbased on limited experience with the Guideline e.g.E1Z Y LI y & Qa LISNOSLII A2y
adherence to Guidelines was highest acremsnding/&andingRegulatory Mmbers, followed by
RegulatoryMembers andObservers.

A Minor divergences were noted between authority/company and could have multiple reasons
1) As with impkementation, ifthe number ofdivergent compaw responsesvas low it could suggest
a company specific experience and potential need for internal training/education for the company.
2) If the numberof divergent companies was more considerable, this suggestd for internal
considerations byhe authoritiesrelating toGuideline interpretation and/or training to ensure
consistency.

A CertainGuidelines had in general more divergeneesiggests need for clarification relating to the
Cuidelines themselves e.il4, E2A, Q1.

Founding/Standing Regulatory Observers
. Regulatory Members Members
Q@1 Authority 5 @ s 0090904 @@ Wl
- Industry 7 = 9 1
1™ .
Q7 Authority I - T Q7
ﬁ Industry I I 5@ 3
E6 Authority EE S s s E6
Industry S T
Authority 5 @00 . 090904 @@ ]
e Industry [N I 10 46 kK| 19 &} | E2A
E2B Authority py S E2B
Industry DENNNNNCINNNNNN S 2 N e 1
N .
E2D Authority TS E2D
[} Industry SESNINVAEN 91 DI 5 5 A 4o
M1 Authority M1
Industry R} I 32 7 | 21
Authority
M4
el = Y " B 7 6 B M4
Authority I 4
M3 industry Do — 35 i eeesceeeeem i@ M3
o .
Authority I
llg uE Industry | R 1 2 ikt
Authority I 2
E17 Industry TS 3 E17
| u Adherence No adherence EToo early to assess adherence |
Number in the bar shows how many responses B N Blank = EITHER if number of companies <3, no data
were obtained from across the organisations C IRS ;""" were shown OR not applicable based on how the
) previous question was answered

Method: Question 1.3%ee Appendix)2
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RESULTBART 3: GUIDELINE ABRENCE (CONT.)

Rationale for lack of adherenc&he three graphs below outline, feounding/SandingRegulatory

Members, followed byregulatoryMembers andObservers respectivelyhe rationale for selecting thahere

is lack of adherence for the selected Guidelifiee same rationale options were provided to respondents as
regarding to inadequate implementation, as well as five additional optielaging specifically to authority
practice and experiencesé¢e Appendix 2

Key Message

A Similar to the findings regarding the rationale for inadequate implementation, looking across all the
authorities, theGuideline with the highest response rate facck of adherence was Q1. More
specifically, across tHeounding/QandingRegulatory Mmbers, rationale was provided for E2A, E2B
and E2D, foRegulatoryMembers it was Q1, Q7, E6, E2A, E2D, M4 and finally Q1, Q7, E2A, E2D, M1
and M4for Observergnumber of companies 3).

A Rationale for lack of adherence was mixed, but primarily due to incorporation of additional elements
OAAYATINI @ (2 NIXGA2YyIfS F2NJ Ayl RSI| dztaligSidenasLdt SYSy i
conflict with the ICH5uideline and prevent full adherence to the Guideline. H&gulatoryMembers

andObservers, the othemajorN> G A2yl €S gl a (GKS WLyO2yaAiradSyid I LI
I RKSNBYOS IyR AYGSNLINBGIGA2y OF NASE 68 &4doYAAdAaA?2
Fouwnding / Tier 1 Tier2 Tier 3
Standing Q1 Q7 E6 E2A E2B E2D0 M1 M4 M3 M8  E17
Regulatory ‘:‘;": I | N |
Members g o0%
2 oo 3
E2A,E2Band| §7%%
& 60%
2
E2D had n>3 = 50%
. £
companies .g 40%
8 a9
rovidin g 0%
P 9 & 20%
responses, 0%
mostly around 0% —————
- S Q\Q\ Q‘\Q\ G\ea\ @6\ 6\6\ G\{D S S S
conflicting ‘@6 & ) S &A@ P S 8 {{c\é {@,6 S8 ;\@@
-?"b"" o &S ¥ °z>° v%"‘" I I S S S o
local S F& ?9\0 S & FE T ?? e
m Incorporates additional requirements mits some requirements
guidelines, | tos additional reati ; Omit ' i
followed by Smaller range of products Local guidelines
. . m Agency process/capacity m | ack of understanding of the Guideline
incorporation = Inconsistent application of the Guideling mAgency does not require adherence
of additional = Other
. = ber of i thoritis Blank = EITHER if number of companies <3, no data
reqwrements- %Lmzz:?ine:hi ::;n;::;:ss ;;:vum::;f':sponses e were shown OR not applicable based on how the
were obtained from across the organisations @RS revious guestion was answered

Method: Question 2%ee Appendix)2
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RESULTBART 3GUIDELINE ADHERENCBNT.)

Rationale for lack of adherence (cont.)

Regulatory
Members

Q1, Q7, ES6,
E2A, E2D and
M4 had n>3
companies
providing
responses,
where the
responses
were mixed
but mostly
around
incorporation
of additional
requirements.

Tier 1 Tier 2 Tier 3
E2A E2B E2D M1 M4 M3 M8 E17

100% -

90% - I ! g
@ 80% -
2 70% — 1
Q
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£ 1
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m Incorporates additional requirements
Smaller range of products

® Agency process/capacity

® Inconsistent application of the Guideline

m Other

(n) = number of companies or authorities
Number in the bar shows how many responses
were obtained from across the organisations

s

Omits some requirements

Local guidelines
m L ack of understanding of the Guideline
m Agency does not require adherence

Blank = EITHER if number of companies <3, no data
were shown OR not applicable based on how the

i previous question was answered

Method: Question 2%ee Appendix)2

Observers

Q1, Q7, ES6,
E2A, E2D, M1
and M4
received
responses fron
n>3 companieg
where the
rationale
wasmixed

but mostly
regarding
incorporation
of additional
requirements
as well as
inconsistent

Tier1 Tier 2 Tier 3
Q1 Q7 E6 E2A E2B E2D M8 E17
100%
90% 1
@ 30% 1
]
g 70%
& e
8 60%
'S 50% 1
8 40 +— 2
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m Incorporates additional requirements
Smaller range of products

B Agency process/capacity

® Inconsistent application of the Guideline

m Other

(n) = number of companies or authorities
Number in the bar shows how many responses
were obtained from across the organisations

Omits some requirements

Local guidelines
H Lack of understanding of the Guideline
mAgency does not require adherence

Blank = EITHER if number of companies <3, no data
were shown OR not applicable based cn how the
revious question was answered

application of
the Guideline.

Method: Question 2%ee Appendix)2
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CONCLUSION

Phase 2 of the studydemonstrated that a comprehensive perception survey could be undertaken, where
the response rate was excellent indicating strong intereRiesults supported by evidencdased rationale
could be summarised as follows:

There was a generally strong evidence of Guideline implementation and adherence across the
authorities and the seldeclarationof the authority was in line with company percejon for the
majority of Guidelines and authorities

ICHGuideline implementation statusimplementation ofGuidelinesbased on selfleclarationfrom
the authoritieswashighest acrosfounding/SandingRegulatory Mmbers, followed byregulatory
Members andObservers Company perception of implementation status was generally aligned with

the agency perceptiownf the authority.

- Adequacy oflCHGuideline implementation (based on modificationdh general, authorities
declared thatGuidelines were mostly implemented without modificatioasd where there were
modifications, all the authorities felt that these weobjectivelyjustified. In general, company
perception and selfleclarationof the authoritywas aligned

- Adherence tolCHGuidelines\Where implementation was confirmed, all the authorities felt that
they were adhering to th&uidelines i.e. adequately applying them in eayday practice. In

general, company perception and sdkclarationof the authoritywas aligned or toearly to assess

based on limited experience

Adequacy of Adherence to

implementation the guideline
(based on (based on
modifications) practice)

Guideline

implementation
status

All'in all, the gap analysis revealetistrongagreement betweerthe self-declarationof the authority and
compary perception but with some divergencesThese differences were largely supported bigjective

justifications and specific examples, whereas gaps and divergences could be used to support training and

capacity building efforts acrossughorities and companies.

Furthermore, the results could be used gBupport decisionsrelated to ICH membership applicationghe
transparentcommunication ofGuideline implementation status, and moretargeted approaches to ICH
training activity, as well as titure revisions of ICHsuidelines Finally,the next stepscould be to further
refine the method based on théeedback from this study, in order to repeat the study as a way of
monitoring anychangeas well as to apply it tadditional Guidelines and regutors, particularlyin the
view of growing interest to expand ICH membership.
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APPENDIX & DEFINITIONS

DEFINITIONS OF TERMSTHE CONTEXT GHETIMPLEMENTATION [@H GUIDELINES

Term

Not (yet)
implemented

Definition

The process for thimplementation of an
ICH Guideline has not yet started.

Comments

a) No guideline exists or b) national/
regional guideline deviating from ICH
Guideline or national/regional guideline
exists but the process for replacement or
amendments for alignment with the ICH
Guideline has not started yet.

In the process of
implementation

The process for the implementation of th
ICH Guideline has started and has reach
a specified milestone. The process is
monitored by the regulatory agency and
the progress is reported to the ICH
MC/Assembly on a regular basis.

The process can have diféat starting
points: a) no national/regional guideline
exists; the ICH Guideline defines new
requirements and b) a national/regional
guideline is in the process of development
c) a national/regional guideline exists and
replaced by or is amendedlie in line with
the ICH Guideline. Generic processes for
non-electronic and b) electronic guidelines
will be defined outlining the milestones tha
should be followed.

additional requirements beyond those
defined in the ICH Guideline without
objective justification in cases where cle:
guidance is provided, or b) does not
include all relevant elements, concepts a

principles of the ICHGuideline and does

Implemented The process of implementation is This term refers to the sedfeclaration of the
completed. This step is identical toste | regulator regarding the conclusion of the
of the ICH process. implementation process. Usually, the

regulator publishes the fin@uideline.

Adequately All relevant elements, concepts and Minimal elements, concepts and principles

implemented principles of the ICH Guideline are will be defined and included in the survey 1
followed. This is done preferably by assess the degree of implementation.
referring to/implementing the original ICH Additional information to the ICHGuideline
Guideline text and/or translating the should only be included in order to provide
original Guideline text. This may include | clarity and facilitate implementation by
in justified cases implementation of the | industry, but should not increase regulator
Guideline in a way thlamay incorporate | burden.
additional information beyond those . . : .
defined in the ICH Guideline in De\{latlons or additional |nformat|on_to hely
circumstances when thgideline is too | Clarify concepts should be communicated
high-level and does not provide sufficient (with the Just|f|cat|on) to the ICH
guidance. Management Committee for transparency

and possibly assessment.

Not adequately The ICH Guideline has been implemente Lack of adequate implementation means t

implemented in a modified way that a) incorporates | the ICHGuideline has not been adequately

implemented following an assessment of t
regulatory or administrative measure that
incorporates the ICH Guideline into the
regulatory framework.
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Definition

not provide any objective justification for
omitting some requirements in the
Guideline or c) requires application of the
Guideline for a smaller range pfoducts
than outlined in the ICH Guideline.

Comments

There may be varying degrees of inadequi
implementation and this assessment can ¢
be done on a cad®y-case basis. Examples
could be taken from the Industry Survey tc
illustrate this range. It should be noted tha
according to th Assembly RoP (v. 4.0),
deviation from theGuideline, in exceptional
cases, may be accepted if objectively
justified.

Adherencé

In its practice, the regulatory authority
consistently adheres to (applies) all
identified relevant elements, concepts ar
principles of the ICH Guideline over time

Once an ICH Guideline has been
(adequately) implemented by a regulatory
authority, experience is gathered on how t
regulator applies th&uideline in practice.
Adherence leads to a stable regulatory
environment ad to increased sustainability
Adherence may be assessed in regular
intervals.

Lack of adherence

Even if theGuideline has been adequatel
implemented, it is not being applied and
adhered to in practice.

The regulatory authority does not in practit
require industry to adhere to tliideline

or does not follow th&uideline when
assessing the applications; e.g. is in its
practice adding requirements beyond wha
provided in the (implemented) ICH
Guideline.

Confirmed
implementation/
adherence

Both the implementation of and adheren:
to the ICH Guideline have been assesse
by an independent third party and have
been found to be adequate by the
Assembly/the MC (see above).

The assessment should baenddn twosteps:
first assessment of a) adequate
implementation and then b) adherence to 1
ICH Guideline.

The implementation should not be
considered confirmed even in case of
adherence if there is no adequate
implementation of the ICH Guideline (i.e.
where the regulatory authority in practice
accepts submissions that comply with the
requirements in the ICH Guideline despite
not having adequately implemented it).

Not applicable

The implementation of a specific ICH
Guideline is not applicable in a
country/region. An appropriate
justification is provided.

Example: A country may not have its own
Pharmacopeia but references internationa
recognized Pharmacopoeias. Hence, the |
Q4B Guideline is not applicable (and does
not need to be implemented).

02 October 2018 Definitions v 1.1
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APPENDIX® ¢ STUDY TOOL

Questionnaire
This docurment outlines the guestions that will be listed as part of the online data collection tool [DCT). For
more information regarding the DCT design, please see an additional document ‘DCT design notes’.

Companies will have to answer the following general guestions:
Question 1i (Companies only): Please specify your company type:
O  Local company (operates in one country)
O Regional company (operates in one region)
O Muhinational company (operates in multiple countries and regions)

Question 1ii (Companies only): Please spedfy your company's focus for drug development:
O  Innovative medicines
O Generic madicines
O Both

The below guestions will be used for each Guideline and Authority for respondents from both companies
and authorities (note that where specified, certain questions are applicable to companies only).

Question 1a (for Companies only)
What is your company's experience in regard 1o this Guideline for the selected authority? Select one (most
recent and relevant).
O [From a past regulatory submission
1.1.a. If yes, give a year of the most recent submission Text box “yyyy' format
O Through ongoing regulatory intelligence input/local affiliate opinion
O Being used to prepare for an upcoming submission
O Through interactions and exchanges with the authority
O Mo experience
If “‘no experience’, respondent redirected to Question 4. [f other responses sefected, respondent
asked to aonswer Ouestion 1.

Question 1 {for Companies and Authorities)
1.1.Please provide your organisation’s view on the implementation status for the selected Guideline.
Select one.

O Mot implemented - The process for the implementation of an ICH Guideline has not yet
started. (Additional text to display as a *hover box’ for ‘'not implemented’: “a) No guideline
exists or b) national/ regional guideline deviating from ICH Guideline or national,regional
guideline exists but the process for replacement or amendments for alignment with the ICH
Guideline has not started yet.”)

O Inthe process of implementation - The process for the implementation of the ICH Guideline
has started and has reached a spedfied milestone. (Additional text to display as a "hover box'
for ‘in the process of implementation’: “The process can have different starting points: a) no
national/regional guideline exists; the ICH Guideline defines new reguirements and b} a
natiomal/regional guideline is in the process of development or ¢} a national/regional
guideline exists and is replaced by or is amended to be in line with the ICH Guideline. Generic
processes for a) non-electronic and b) electronic guidelines will be defined outlining the
milestones that should be followed.™)

O Implemented - The process of implementation is completed. (Additional text to display as a |
‘hover box" based for ‘implemented”; “This term refers to the self-dedaration of the regulator
regarding the conclusion of the implementation process. Usually, the regulator publishes the
final guideline. This could relate to both adequate or inadequate implementation of the
Guideline. The adequacy of implementation will be gueried in the next question.”)

O Mot Applicable - The implementation of a specific ICH Guideline is not applicable in this
country,/region. An approprigte justification is provided. (Additional text to display as a “hover
box' for ‘not applicable’; “Example: A country may not have its own Pharmacopeia but
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