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This webinar was developed in collaboration with INCATE.
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Today’s speakers

Project management in antimicrobial drug R&D

Julie Miralves
Head of R&D Portfolio & Operations Strategy
GARDP (Switzerland)

Kristina Orrling
Program Manager
Lygature (Netherlands)

Moderator:

Sina Gerbach

Deputy Head and Development Lead of the Transfer Group Anti-infectives

Leibniz-HKI, Leibniz Institute of Natural Product Research and Infection Biology (Germany)
and

Program Manager

INCATE, Incubator for Antibacterial Therapies in Europe




INCATE will help innovators to bridge the gap from CiNeATE
research to becoming investable companies

Community
to share ideas and support in
Advice building a business to fight Fundlhg (up to € 250000)
infections to answer critical questions and reach

to align with market needs
and build a quality
translational plan

next development stage

7 X3 S

Advice Community Funding

Universities and Biotech and
Other Research Pharma Industry
Institutions

BASIC RESEARCH — TRANSLATION ﬁ PRE-CLINIC é CLINICAL PH¢#

Idea / Concept Drug Discovery & Early Development Drug



In the funding landscape there is a clear gap ~
where INCATE is needed

AMR Funding Landscape

GARDP ($270m, 2017-2023)

CONCEPT LEAD PRECLINICAL

CLINICAL
VALIDATION TRANSLATION

OPTIMISATION DEVELOPMENT TRIALS

CONCEPT

AMR Action
Public funding CARB-X ($502m, 2016- Fund
JPIAMR 2021, $370m 2022-2032) ($1000m,
(€234m, 2012-2024) Novo Repair Fund ($165m, 2020-2030)
2018-2023) BARDA
(biothreat
pathogens)
Insufficient funding to e . . .
9 v, Not willing to invest until project has a

build team and INCATE team and is de-risked
evidence

INCATE
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Kristina Orrling

Kristina Orrling has extensive international experience in all aspects of drug
discovery, development and medical technology from over 20 years of
collaborative research, with a particular interest in medicinal chemistry and
Infectious diseases. At Lygature, she leads the Global Health project portfolio
and since joining has been leading roles in a wide range of complex, public-
private partnerships, for example being the coordinator of the 31M€ IHI GNA
NOW project. She holds a PhD in medicinal chemistry and a MSc Chemical
Engineering with drug research specialization from Uppsala University,
Sweden. She also has a Magistére de Physico-chimie from Ecole Normale
Supérieure de Lyon, France. Her professional experience includes Personal
Chemistry, aka Biotage (Sweden), Mercachem (the Netherlands) and Vrije
Universiteit Amsterdam (the Netherlands). She joined Top Institute Pharma,
the predecessor of Lygature, in 2014.




The Science of L[Vgature spsnecene

Partnership Management

Optimising outcomes
In collaborative
research

GARDP REVIVE June 2023

Kristina Orrling, PhD
Global Health Portfolio Lead




A collaborative project Iis based on two pillars

THIS DEFINES THE INPUT THIS DEFINES THE OUTCOME

o
%) X
A\
Scientific plan Non-scientific part
— Governance
— Legal & IP
— Finance

— Dissemination/publication
—  Stakeholder engagement
— Data management

l_vg a t U re Optimising outcomes in collaborative research ”



Convergence between science and organisational skills

#Projects Project duration
>100 projects varying in From 2 years to I_ong
size from 1 million to 200 lasting partnerships for
million euros more than 10 years

Geographical scope
Rooted in the Netherlands,
connected in Europe,
working with partners
worldwide, realizing global
impact

Scientific Project

excellence management

Organisation

Founded in 2006,

Based in Utrecht, NL,

55 seasoned professionals,
Not for profit, 5 million euros

turnover
#Partners .
>200 in academia, large, Project budget _
) medium & small Management of in total
enterprises, governmental more tha_n 1 billion euros
— institutions and societal public-private budget
organisations

lygature
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Resulting In innovative solutions for patients
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Collaboration with all stakeholders intensifies

Other sectors Charities

rlilgvti?];hinto Taking an active
health role in driving

agendas

| o Innovative
Patient organizations :
Included & recognized therap_euﬂc
as full partners in solutions
research

& policy
Regulators
Anticipating scientific
developments

Y



New developments and external factors impact innovation

Health Inequality
Strategic independence

Environmental
sustainability

Innovative
Ethical, Legal & therapeutlc Diversity & inclusiveness
Societal Aspects solutions

Open science
New models for

reimbursement

N __—
T



Continued pioneering is needed on a systemic level

Patient engagement

Data infrastructure

Regulatory : : Artificial
iInnovation Innovatlv.e Intelligence
therapeutic
solutions
Medical law Global Health

lygature
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Today we discuss how to handle complex projects

Innovative
therapeutic

solutions
for AMR

7



From idea to success

SCIENTIFIC PROPOSAL AND NON-SCIENTIFIC PROPOSAL

Idea generation Scientists assembled Project Execution Medical solution

Scope definition Project Proposal Results available

Building partnerships Launching partnership Creating sustainability

Leadership identification Contract negotiation Program Management Medical solution



Why collaborate? Today’s medical and societal challenges

are too big for one organisation to solve!

Be transparent about reasons for partnering

Access to additional expertise

Increase efficiency and reduce costs s

Ui

« Accommodate multi-stakeholder interactions
Access to “alternative” funding sources

Sharing: data, compounds, technologies, risks...

ngatu re lygature




Defining the scope

lygature

lygature
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Building the project

lygature

/
/ 'Task

SCOPE

Milestone

Work
packages

able

Activity

Deliver-

lygature
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Other factors

i I’ { Stakeholders ]
‘

lygature

lygature
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Building the -

collaboration ﬁs Stakeholders

- d
{ Risks J
A

lygature Veatre b

Benefits/
opportunities




Building a successful partnership

Be clear about the objective

A
Clear project plan, with clear timelines and tasks per partner
Realistic budget per partner
Be aware of and acknowledge imbalances
Define a challenging yet realistic concrete
¢«

end-result on forehand

This way, a win-win

for all partners can g

be created l

Lygatu re lygature .,




Collaboration & partnerships

There is no typical Partnership:

1:1, multiparty, or multi-stakeholder

Country specific, EU, LMICs, global

Public funding vs private funding d
“Support from” or “collaboration with” private party(s) funding

Focus: drug research, biomarker, clinical, registry, medical

technology, regulatory, setting up infrastructure, .....

NGO — industry; industry — academia; industry — industry; public — private partnership

lygature lygature .




Changing dynamics from R&D to commercialization/roll-out

The impact on the collaboration as the stakes get higher

PRECLINICAL DEVELOPMENT CLINICAL DEV

o st . ncreasing investments are needed

LPZQODT 4 Rac-P2Q0DT

BILL & MELINDA GATES FOUNDATION FUNDING OPPORTUNITIES
GRANTS $1.15 MILLION Oppartuniy tolnvest procurement

THE NEW PZQ FORMULATION
CANDIDATES

The existing P2Q formulation
REGULATORY SUBMISSION

ew functions and capabilities are require

Only one of these enantiom.
erss pharmacologlclly active: IMPROVED TASTE OF NEW ODT START CONFIRMATORY TRIAL
PRECCLINICAL PACKAGE — M IR CANDIDATES CONFIRMED —— START DOSE-FINDING TRIAL Phase Il in Céte d'ivoire and Kenya
s o < i % will-and-spit taste study in Tanzanian Phase llin Cote dlvoire

Rac.F20 3nd L$20.00Ts ovel chilc-frendly orodispers i )

November 2013 ible tablet (00T) formulations Completed mid-2015
have been developed: one
e e EUROPEAN MEDICINES —
containing a racemic mixture AGENCY POSITIVE OPINION
(rac-PZQ) , the other one con {Article 58)

: .
THE GHIT FUND GRANTS $4.7 MILLION o8
&3 PHARMACOKINETIC PROFILE
IAfie on soAmtopue ecion IDENTIFIED AND GOOD SAFETY IN e A
(L-P2Q), both with improved ADULT VOLUNTEERS THE GHIT FUND GRANTS $4.1 MILLION

taste properties. Phase | studies in South Africa
Completed in March 2015

LOCAL REGISTRATIONS AND —
EDCTP GRANTS €199 MILLION PRODUCT AVAILABILITY
Product available in
Sub-Saharan Afrca ona
notor-profit basis
FORMULATIONS AVAILABLE = z = — L-PZQ FORMULATION AND
Technology transfer from ME SHIT.FIND GRANTS $1.08 MLLION DOSE SELECTED
Astellas to Farmanguinhos Phase Il part 1) n Cote dvoire

trategic importance increases

lygature




PEDIATRIC

Example: The Pediatric Praziquantel consortium

(2012-present) |
A )

Phase | South Africa
& Tanzania

Schistosomiasis

4 4

Phase Il dose-finding  ppage i1 trials in Kenya & Cote
in Cote d’lvoire 2Pl

4

Smaller, better
tasting, easily
dispersing tablet
for pre-school
aged children

T -



Project challenges: Manage expectations

b e
"What you think
;o at the start
QE) Reality when you
3 ot
"Most people overestimate what & e
they can do in one year and 5 e —
underestimate what they can do in L R
t8q years.” Start -4 4;56
B|” Gates c.f. Scott Wagers _ Y ' ' '
https://www.linkedin.com/pulse/what-think-when-you-concerned-consortium-project-moving-scott-
wagers/

Lygatu re lygature »
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Partnership Challenges: Building trust

Structure => transparency and predictability

Governance structure
Decision making process
Legal framework

Infrastructure
(incl. secure and safe sharing of documents and knowledge)

Meeting routines

Communication => creates awareness and horizon

Internally within the partnership
To upper management of the collaboration partners
Externally to all stakeholders (identify the stakeholders!)

Recognise early progress and successes
(also the smallest are significant in the beginning)

Knowledge exchange

lygature

lygature
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Partnership challenges:

Phases of a collaboration
Dr Bruce Tuckman

1. Forming
2. Norming
3. Storming
4. Performing
5. Adjourning

lygature

Discussions & disagreements

’ Sertace winng

Amplitude of
discussion

lygature

g2



Acknowledge differences

T
aKsa

THE

“Var “THE CULTURE MAP”

dominant

|
PEOPLE TASK
oriented -‘ ’ oriented
.| .|

analytical

sl of top 10 economies according to Erin Meyer's “The Culture Map”

B E g EEE = - i :-;

2 ; Low-context COMMUNICATING High-context

DECODING HOW PEOPLE THINK,
LEAD, AND GET THINGS DONE e
ACROSS CULTURES
= E EES m il e
Indirect negative feedback

ERINMEYER Direct negative feedback EVALUATING
=
i =

B -
= B-E. S

Eaples Soid

| s & surrounded
=1 ] = o
Task-based TRUSTING Relationship-based by id iots
L. B = EICC .-
Confrontational DISAGREEING Avoids confrontation
. . =R BT
Linear-time SCHEDULING Flexible-time

bp 10 economysize p 10 economysize( Tha Four Tyges of Human Behoviar

"The Culture Map" looks at how people communicate, make decisions, lead,

ond Haw 1o Effectively Cammunicets

Unizedtiles and approach time. "The Culture Map" does not look at religion, political o oG i -
China . . X United States with Each in Buinass (gad In Life)
European Union system, or world view aspects of countries. Large and highly populated ~ europeanunion 21 .

Japan:5t

countries, especially the US, China, and India are internally culturally very

thomas erikson

diverse, so these values are just averages. Values for the EU are based on opsRATIONA\. e
average EU member states values and balanced by their population sizes. ”OT,V
ATION

Service provisio®

lygature .
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THANKS

FOR

LISTENING

Do you have any guestions? Please contact us:
Kristina.Orrling@lygature.org
www.lygature.org
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Julie Miralves

Julie Miralves joined GARPD in October 2019 as R&D Portfolio and Planning
Leader and is now Head of R&D Portfolio & Operations Strategy. She developed
her hands-on expertise in project planning and portfolio management through
several positions in the healthcare industry. She started her career as a Senior
Consultant at LowendalMasai in Paris, France, providing support and advice to
biotech and pharmaceutical companies regarding their innovation funding and
management strategy. She then joined a French biotech company, Ariana Pharma
In Paris as a Project Manager and was responsible of the development and
operational management of large collaborative R&D programs in oncology and
chronic diseases. Prior to joining GARDP, she was a Country Operations Manager
at IQVIA, in charge of the implementation in France of a novel European oncology
data platform in hospitals and clinical centers for the CODE initiative. She holds a
PhD in Immunology from the University Paul Sabatier of Toulouse, France,
completed by a postdoctoral position at both the Ecole Normale Supérieure and
the College de France in Paris, France. She has also been an independent
scientific expert for the IMI2 initiative of the European Commission and EFPIA.,
e S

- -




Project management in antimicrobial
drug R&D

Key challenges in project management for drug development projects
| Some personal thoughts on how to tackle them

7 June 2023 | REVIVE Webinar

Julie Miralves, PhD
Head of R&D Portfolio and Operations Strategy, GARDP
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Key challenges in project management
for drug development projects

Outline

Specificities and key challenges of drug development projects from a project
management perspective

Specific challenges of antimicrobial drug development projects

Addressing these challenges, some personal thoughts

= /mplementing project management as an integrated project function and a framework to
address these challenges

= Building a collaborative and cross functional team to address the complexity and evolving
challenges

= Beyond planning, integrating forecasts/scenarios and risks for lengthy timelines management



Xy

Specificities and key challenges of drug developmn,.
projects from a project management perspective >

Drug development projects differ from other types of projects due to their complex and interdisciplinary nature,
regulatory requirements, high uncertainty, which require an adaptation of the PM approaches.

= Develop an Integrated Development Project Plan with = Identify regulatory requirements at early stage, implement
clear objectives and goals QMS, define a dedicated regulatory team

= Identify the expertise required and build up a multi- Scientific and Quality and = Integrate requirements in the project plan, stay updated,

Define cloar Govermance, reporing and petice MBI L 2l bion Swang relationships wih requltory auhories

= Define clear Governance, reporting and : :
communication channels CompIeX|ty Comp“ance and open lines of communication

= Develop the appropriate collaborative framework and . . . » |dentify risks and uncertainties early in the project

strong project Governance and Communication PartnerShlpS ngh NEHS = Implement Risk Management plan, risk mitigation
= Clearly define roles, responsibilities and respective and and Failure strategies and contingency plans

expectations between stakeholders : » Continuously monitor, assess, review and update risks to
= Develop a clear IPR management plan Collaborations Rates address emerging risks

= Breakdown the project into manageable workstreams
and tasks, set realistic timelines for each Lengthy

= Develop a comprehensive project plan with interim
milestones, deliverables, Go/No Go gates

= Continuous monitoring, adaptation and robust
documentation

= Develop a comprehensive budget and continuously

. : evaluate and optimize resources allocation

Timelines = Seek for synergies, balance in-house and out-sourced
activities, leverages collaborations and partnerships

= Diversify funding sources and continuously monitor
budget evolution and cashflow




Specific challenges of antimicrobial drug
development projects

Antimicrobial drug development specificities exacerbate even more the complexity of designing,
implementing and managing drug development projects.

"  Antimicrobial resistance (AMR), prevalence of resistance genes and the epidemiology dynamic

= Mechanisms of resistance, prevalence of the resistance genes in the target population, resistance patterns varying across geographies and
evolving over time pose additional challenges. This requires to conduct thorough surveillance and prevalence studies of resistance patterns.
Consider with attention the pharmacokinetics and pharmacodynamics of antimicrobial drugs is crucial since an inappropriate use could
impact the development of resistant strains. Exploration of novel mechanisms of action is increasingly challenging.

®  Clinical trial design and patients’ population recruitment

= Designing clinical trial for antimicrobial drug faces unique challenges: heterogeneity of the infectious diseases, variability of the
resistance/susceptibility patterns in the target populations, and potential emerging resistance during the period of the development,
complexity in determining the appropriate control group, and in selecting the right study population. Enrolling patients who meet the
specific enrolment criteria can be difficult particularly when targeting infections with low incidence or resistant to the standard of care.

Inclusion of vulnerable populations also raise ethical considerations.

" Evolving and diverse regulatory landscape

» The regulatory landscape for antimicrobial drugs is complex and continuously evolving, ensuring compliance throughout the clinical trials
and overall project lifecycle is therefore a significant challenge. Regulatory agencies have specific and heterogeneous requirements for the

approval of antimicrobial drugs, which also consider the urgent unmet medical needs.



Implementing project management as an integrat
project function and a framework to address these

challenges

Designing the appropriate project management approach involves tailoring the approach to fit the project
specificities, challenges and organizational context.

Key principles

= Project Management is a Function or discipline
of drug development project as other technical
functions and must be fully embedded in the
project team
* With defined roles, responsibilities,
leadership, and authority on key decision
for the project
» |tis embodied mainly by Project Manager
and Project Leader

= Project Management is also a Framework
which must be deployed across all functions
involved in a project and across the
organisational structure
* Project Management is a combination of
principles, approaches, tools, process, etc.
which provide a common structure for
project design, planning, monitoring,
controlling
* A key point for successful project
management is foster the PM culture/
mindset within the whole team

Design an ad hoc model

Key steps to design the appropriate project management

approach include:

. Clearly articulate the goals, scope, deliverables and expected
outcomes of the project in an Integrated Development
Project Plan

. Assess the project characteristics, constraints, environment -
overall and for each key workstream

. Identify internal and external stakeholders

. Identify the organisational and project operating models

D

Select the most suitable project management methodology
. Waterfall, Agile, Scrum, Kanban, Lean, Adaptative PM, Critical
path method, Critical chain PM, Prince 2, PMBOK, etc.

For drug development projects, a hybrid approach for project
management is usually recommended with collaborative, flexible,
and self-explanatory tools easily used by all team members

A hybrid approach allows to tailor the project management
framework to the project and organisation specificity and to respect
each function or workstream requirements

Implement an evolving framework

Project management plan, tools and process, balancing
standards and flexible tools - as a common structure
across functions and workstreams
(e.g., Timelines, Budget and financial management,
Resources plan and allocation matrix, Scope and
Quiality content management, Stakeholders
engagement, Reporting and monitoring,
Communication and dissemination, etc.)

Define the project Governance (structure, roles
responsibilities, project teams)

Define the project monitoring and control, including
reporting mechanisms

Implement continuous adaptation and change
management approaches

Remain flexible and dynamic, and adapt the project
management framework throughout the lifecycle of
the project



Building a collaborative and cross functional teant to &
address the complexity and evolving challenges

= ONE Project approach - Breaking silos between functions and disciplines with a
collaborative, cross functional team model which evolve with the project lifecycle

 Core project team, key cross functional expertise, composition depending on the
specific objectives, needs and challenges and evolving with project progression
* Extended project team gathering all supportive functions Stetegic decision, approval or plan Stategi decision eguestchange
 Specific task force (sub project team) to handle specific workstreams requiring a
focus on a given technical perimeter or expertise Project Management &
Core Team Members

= C(Clear roles and responsibilities

* Beyond the usual RACI, emphasize the ownership and give a clear empowerment
to individuals, in particular clear delegation

Extended
Project Team

R10

Core Project
Team

* Clarify the respective and reciprocal expectations between team members and SRR
. . approval for sub-project
functions, regularly review and update plan cxeon
. | e |
= Strong governance and clear communication paths | e e
change approval
* Clarify the decision-making roles at the individual level, at the project teams’ o oo e
level, at the organisation level and with the strategic partners involved Sub Project | Workstream
* Define clear reporting and communication process with both bottom-up and a peliverables
- Project Progress and
tOp dOWﬂ ﬂOWS Deliverables

* Make sure to record and communicate clearly the decisions taken and changes
adopted
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Today’s speakers

Project management in antimicrobial drug R&D

Julie Miralves
Head of R&D Portfolio & Operations Strategy
GARDP (Switzerland)

Kristina Orrling
Program Manager
Lygature (Netherlands)

Moderator:

Sina Gerbach

Deputy Head and Development Lead of the Transfer Group Anti-infectives

Leibniz-HKI, Leibniz Institute of Natural Product Research and Infection Biology (Germany)
and

Program Manager

INCATE, Incubator for Antibacterial Therapies in Europe (Germany)




New webinars will be announced soon

» On the REVIVE website (revive.gardp.org/webinars)
» In our newsletters
» On Twitter and LinkedIn




SAVE THE DATE

ANTIMICROBIAL CHEMOTHERAPY
CONFERENCE (ACC) 2024

GARDP and BSAC are delighted to announce that the free virtual
Antimicrobial Chemotherapy Conference will take place again next year
in collaboration with the European Clinical Research Alliance on Infectious
Diseases and the Netherlands Antibiotic Development Platform.

> GARDP s



" GARDP Travel Award

Applications now open!

The GARDP Travel Award was created to support researchers from low- and middle-income countries who
work on R&D of new treatments for drug-resistant infections to attend In-person conferences and training

courses in the field of antibiotic research and development.

Find more information about eligibility criteria Important dates:
and the application process here: * Application deadline: 26 June 2023, 8:00 am CEST
revive.gardp.org/gardp-travel-award ® Shortlisted applicants will be requested to submit a

short video between 26 June and 3 July
e Final decisions will be communicated between
10 and 31 July

® Eligible events have to take place between

1 September 2023 and 31 August 2024
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