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CARBALIVE: Clinical evaluation of carbons of controlled porosity as a new therapeutic for the
treatment of liver cirrhosis and non-alcoholic fatty liver disease

Consortium Management Board Meeting

Date: Monday 6th June 2016
Time: 10:00 – 11:30
Location: EF-CLIF, Travessera de Gracia 11 (7th Floor), 08021 Barcelona, Spain

Attendees
Rajiv Jalan P01 University College London (UCL) - Project Coordinator
Kimberly Cornfield P01 University College London (UCL) - Secretary
Steve Tennison P02 Mast Carbon International Ltd. (Mast)
Eugenia Vellve P03 Alpha Bioresearch SL (AlphaB)
Susan Sandeman P04 University of Brighton (UOB)
Pere Ginès P06 Consorci Institut D’Investigacions Biomediques August Pi I Sunyer (IDIBAPS)
Paolo Angeli P07 Universita Degli Studi Di Padova (UNIPD)
Paolo Caraceni P09 Alma Mater Studiorum - Universita Di Bologna (UNIBO)
Helena Cortez Pinto P10 Faculdade De Medicina Da Universidade De Lisboa (FML)
Agustín Albillos P11 Servicio Madrileno De Salud (SERMAS)
Reiner Wiest P12 Universitaet Bern (UBERN)
François Durand P13 Assistance Publique - Hopitaux De Paris (APHP)
Hiep Huatan P14 Yaqrit Ltd. (Yaqrit)
Vicente Arroyo European Foundation for the Study of Chronic Liver Failure (EF-CLIF)
Josep Torner European Foundation for the Study of Chronic Liver Failure (EF-CLIF)

Apologies
Daniel Green P14 Yaqrit Ltd. (Hiep Huatan appointed by Daniel Green as his proxy)
Chris Barnett P05 A2F Associates Limited (Rajiv Jalan appointed by Chris Barnett as his proxy)

Absent
Victor Vargas P08 Fundacio Hospital Universitari Vall D’Hebron (VHIR / ICS-HUVH)
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MINUTES
Introduction
Rajiv Jalan (RJ) opened the meeting and each member of the board made an introduction. RJ noted
apologies from Daniel Green (Yaqrit) who was being represented by his proxy Hiep Huatan (HH), and
Chris Barnett (A2F) who appointed RJ as his proxy for the meeting.

Project re-cap
RJ provided an overview of the tasks accomplished during the first year, which were discussed in detail
during the main consortium meeting that followed, namely: GMP Production, QA and QC, toxicology,
regulatory developments, protocol development and ethics.

RJ noted the purpose of this first Consortium Management Board (CMB) meeting was to inform the
board of a significant problem that has arisen with the manufacturing of the carbon and discuss the
proposed solutions, as well as to propose the accession of EF-CLIF as a full Beneficiary within the project.

Carbon manufacturing
RJ informed the CMB that Mast, as a Beneficiary in the project, will no longer participate in the project.
However, Steve Tennison (ST), Director of Mast, will continue to be involved and support the project in
moving forward. The form of ST’s participation is still to be determined.

This change is due to issues with Mast’s facilities, as Mast is unable to produce the Carbon and is
working with Yaqrit on a solution that will involve the transfer of knowledge and capability from Mast to
Yaqrit in order for Yaqrit to undertake the manufacturing.

RJ highlighted that there are four main issues associated with the proposed solution, which are being
addressed in detail, as they are key to facilitating the effective transition from Yaqrit to Mast:

 Space (facilities)

 Equipment

 People

 Money (costs)

Space
RJ informed the board that Mast is locked out of their current facilities. The proposed solution is for
Yaqrit to take over the production of the carbon at the same facilities and ensure enough carbon is
manufactured for the first trial (safety study). RJ acknowledged that this is the short-term solution, and
Mast, Yaqrit and UCL are working on a long-term component of the solution.

RJ confirmed that if Yaqrit cannot access Mast’s current facilities, then Yaqrit would find a new site and
move the existing equipment.
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Equipment
RJ noted that not all Mast’s equipment is owned is by Mast, Rescala, whom Mast is an important
shareholder, owns 51%. ST has noted that Mast and Yaqrit expect to be able to negotiate access to
equipment.

People
The process of manufacturing the carbon beads is complex, and ST has confirmed that four persons are
required to produce the carbon for CARBALIVE. There is a need for two specific persons with special skill
sets and two persons with a general skill set. These four persons are in addition to ST’s expertise, which
is also required moving forward.

ST confirmed that the two persons with the specialised skill set have expressed their commitment in
continuing to work with Mast. The next step is for discussions to be held is between Yaqrit and the
factory personnel, concerning continuation under a different structure (i.e. with Yaqrit).

Money
RJ explained that the additional cost for Yaqrit to take over the manufacturing of the carbon in the short
term (50Kg over the next six months) is estimated between ~€350,000– €500,000. In order to enable the
long-term manufacturing of the carbon for the project, Yaqrit has estimated that further ~€1 million will
be required.

Mast’s remaining available budget is estimated at ~€125,000, which could be transferred to Yaqrit to
take on the Mast’s remaining tasks. Yaqrit will then need to raise private funding to cover the additional
expenses.

Yaqrit Update
RJ introduced HH, who then provided an update from Yaqrit, on behalf of Daniel Green. HH noted that
the regulatory development has progressed as planned, the cGMP manufacturer for the finished
product has been identified and the QC Lab for clinical release testing has been identified.

HH noted that due to the late-emerging issues with MAST, which could have a significant impact on
programme timings, and as the Beneficiary responsible for the device (legal and regulatory
responsibility), Yaqrit are working with Mast and UCL to find a solution to this current problem.

HH confirmed that the 10Kg of carbon required for the preclinical studies was produced, and that a
short-term solution is required for the manufacturing of the 50Kg of carbon for the safety study, and a
long-term solution for the remaining two studies.
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HH presented the two options that have been considered by Mast, Yaqrit and UCL (Option I is the
proposed solution):

HH noted that Option I is the quickest route forward in manufacturing the 50Kg of carbon, for the safety
study, which is due to start in January 2017. If this can be achieved, there is approximately 18 months to
establish a long-term solution that will facilitate the manufacturing of the carbon for the remaining
studies.

HH noted that identification of alterative suppliers (Option II) was part of the plan (outlined in the
Description of Action) and was being explored prior to the issue with Mast being raised. However, this
option is not feasible in the short-term, as more time is required to secure an alternative supplier.

HH confirmed that the proposed solution (Option I) needs to be taken to Yaqrit’s board for approval,
and noted that Daniel Green (Yaqrit CEO) is confident that this will move forward with the board.

The anticipated scenarios moving forward with Option I are:

 The 50Kg of carbon is delivered on time for the safety study - 20% chance

 The 50Kg of carbon is delivered with a three month delay – 50% chance

 The 50Kg of carbon is delivered with a six month delay – 30% chance

HH highlighted that there is a problem, and that Mast, Yaqrit and UCL working on a feasible solution to
keep the project on track. The proposed solution is expected to be clarified / confirmed within the next
six weeks.
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Financial Overview
Kimberly Cornfield (KC) provided an overview of the financial implications of the proposed solution:

OPTION I – Yaqrit’s role extended to replace Mast within the consortium:

Estimated Costs (Option I) Explanation

€ 350,000 – 500,000 Yaqrit manufactures 50Kg of carbon on Mast’s exiting site for six
months.

OR €425,000 – 650,000 If Yaqrit cannot gain access to the existing site for six months, it will need
to move to an alternative and temporary site to manufacture 50Kg of
carbon, the costs will be higher than described above.

€ 1,200,000 Yaqrit moves to new site for the production of the carbon for the final
two studies.

€ 1,500,000 TOTAL The total estimated costs for Yaqrit’s role to be extended to replace MAST
in Consortium (Option 1).

OPTION II – Find a new partner to replace Mast with Carbon manufacturing capabilities:
KC confirmed that whilst a few alternative companies have been identified, this would only be possible
for the production of carbon for the final two studies and costs have not yet been determined.

KC highlighted that Yaqrit’s remaining budget is ~€480,000, which is required for their current tasks.
However, Mast’s has ~€125,000 remaining within its budget, which could be transferred to Yaqrit to
take over their remaining tasks.

Additionally, KC noted that there is ~€261,307.71 pre-financing remaining within UCL’s account for
distribution among the consortium.

KC noted that the transfer of budget from Mast to Yaqrit (~€125,000) and another instalment of pre-
financing (up to ~€261,307.71) to Yaqrit to move forward with Option I could be made upon the
following conditions:

 Confirmation of Yaqrit’s commitment to the proposed solution and adequate addressing of the
risks (facilities, equipment, people and money)

 CMB agreement

 EC agreement
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Discussion
Following the presentations, RJ invited the board members to discuss the issue, proposed
solution, and opened for floor for questions.

Questions & Answers:

 Vicente Arroyo (VA) from EF-CLIF raised concerns regarding the people required from Mast, and
whether they are interested in continuing, particularly for Yaqrit (instead of Mast), and whether
they would wait up to for six months to commence work.

o ST noted that he had spoken with them and they remain committed, however things
need to progress immediately.

o HH noted that the proposed solution needs to be implemented quickly in order to secure
people.

 François Durand (FD) from APHP requested clarification on how many people (full time) are
required to manufacture the carbon for CARBALIVE.

o ST confirmed that four persons (full time) are required to enable the production of the
carbon.

 VA asked if the European Commission is aware of the situation.
o RJ confirmed that the EC is not yet aware of the situation; once the board reaches an

agreement then UCL will take the issue and proposed solution to the EC. The EC will be
made aware following this board meeting.

 Pere Ginès (PG) from IDIBAPS asked is this was an unforeseen issue.
o ST confirmed that this issue was unforeseen (Mast did not anticipate the lockout from

their facilities). ST further noted that the situation has been challenging to resolve due to
the landlord now being based in the USA, so the communication has been taking place
between his lawyers and the landlord’s lawyers.

o ST also noted that all occupants are leaving the site; therefore, there is an assumption
that the landlord plans to re-develop the site where Mast’s facilities are located. The best
case scenario is that Yaqrit will be able to regain access to the site for up to six months.

 PG asked for clarification on the plan for the final two trials.
o RJ noted that the safety study will take approximately 6 – 12 months, therefore the

consortium have 18 months to find a finalise a solution for final two studies.
o RJ noted there is a long-term plan part of Option I, but it will take time to work out the

details and confirm. The success of the safety study will be crucial in the ability for Yaqrit
to raise more money to take forward the manufacturing for the final two trials.

 PG asked if Yaqrit is able to produce the carbon as a manufacturer.
o HH confirmed that Yaqrit is already the designated manufacture (Yaqrit has legal and

regulatory responsibility), therefore they can manufacture. However, Yaqrit will need to
work with ST, as ST has the technical know-how. HH noted that Yaqrit are making good
progress on the regulatory aspects and the quality to be able to take on the
manufacturing.

o HH also highlighted that there are advantages for Yaqrit to take on the manufacturing,
and Danny will present this to the Yaqrit board.
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o ST noted that Yaqrit may establish a separate legal entity to take on the
manufacturing tasks.

 Paolo Caraceni (PC) from UNIBO asked how much time would be required to produce the 300 KG
of carbon for the final two studies.

o ST noted that it will take 4 months to produce 50Kg, therefore it is expected that 12 -18
months will be needed to produce 300Kgs of carbon.

o HH also noted that the plan is to take the current know and improve efficiencies (as
outlined in the Description of Action), therefore the production of the 300Kgs should take
less time.

 Reiner Wiest (RW) from UBERN asked why Mast’s tasks were being transferred to Yaqrit.
o ST noted that there were financial implications, which led to the transfer of tasks from

Mast to Yaqrit.
o HH noted that Yaqrit would take over, as they are planning on the likelihood that Mast

will not be able to continue.

 VA asked if there was an opportunity for Yaqrit, in taking over the manufacturing, beyond
CARBALIVE.

o HH noted there needs to be a balance with the right responsibilities to deliver CARBALIVE
and after proof of concept further activities could be explored.

 PC noted that significant investment was required for the second part of Option I (~€1.2 million)
and he asked where Yaqrit would find the money required to cover the costs.

o RJ noted that a separate legal entity may be set up, through Yaqrit which could raise the
money.

o RJ also noted that in any case, other manufacturing sources need to be identified, as
Yaqrit can continue to operate a small site for clinical studies, but a larger company will
be needed for commercial activities. Cabot Norit, a large carbon manufacturing company,
is already working with Yaqrit and Mast to explore possibilities.

o RJ noted that there will be more funding possibilities once there is proof of concept.

 HH & KC further explained the costs associated with Option I:
o €350,000– €500,000 is the estimated cost to Yaqrit for the immediate production of 50Kg

carbon on existing site.
o OR €425,000 – € 650,000 is the estimated cost if Yaqrit will need to move to temporary

alternative site (i.e. access is not granted to Yaqrit to produce 50Kg on existing site),
which would result in a delay in the production of 50Kg.

o In addition, a further ~€1.2 million is the estimated cost to Yaqrit in order to shift to
long-term site for the production of carbon for the final two studies.

o The total estimated cost is €1.5 million (as of the meeting).
o Whether Yaqrit is permitted to stay on the existing site for 6 months, or find another

temporary location for six months, a change in location for the long-term production will
be required and this will cost an estimated €1.2 million.
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 RW asked if the estimated costs are correct.
o HH noted that the cost estimation is a based on a detailed analysis of Mast’s past twelve-

month expenditure, and it includes the most detailed estimate that can be prepared at
this stage, however HH noted that there is always some uncertainty.

o RJ noted that the proposal is to be confirmed in the next six weeks, and we will come
back to the board with an update.

 PG asked if Yaqrit was only taking forward CARBALIVE (i.e. would any of Mast’s other projects be
taken over by Yaqrit)

o HH confirmed this was the case, only the production of carbon for CARBALIVE would be
taken over by Yaqrit.

VOTE
RJ called for a vote on whether the CMB agrees to proceed the Option I as a proposed solution to the
issue of Mast no longer being able to participate in CARBALIVE and manufacture the carbon required for
the three clinical trials.

AGREEMENT
All CMB members present and/or represented by a proxy unanimously agreed to the proposed Option 1
solution, which includes:

 Yaqrit’s role to be extended to replace Mast within the consortium, and which includes
manufacturing the 50Kg of carbon for the first trail and developing a long-term plan to produce
the carbon for the final two trials.

 Pending Confirmation of Yaqrit’s commitment to the proposed solution, Yaqrit’s adequate
addressing of the risks (facilities, equipment, people and money), and the EC’s agreement with
the proposed solution, UCL will transfer Mast’s remaining budget (~€125,000) to Yaqrit and
initiate another instalment of pre-financing (up to ~€261,307.71)

ACTIONS

 RJ & KC will update the EC on the issue with the carbon manufacturing, Mast’s continued
involvement and the proposed solution.

 RJ will update the CMB board on the next steps, following Yaqrit’s board meeting at the end of
June 2016.

 RJ will update the board again in six weeks (mid/end of July), when clarification and confirmation
on the next steps is expected to be confirmed.
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Accession of a New Beneficiary (EF- CLIF)
RJ proposed the introduction of EF-CLIF as a full Beneficiary (partner) within the CARBALIVE project. EF-
CLIF was included in the Description of Action and assigned tasks under work packages (WP) 3, 4, 5 and 6,
however EF-CLIF was not included as a separate Beneficiary at the time the grant was signed, as it was
not yet a legal entity.

RJ noted that €238,250.00 (budget) is required by EF-CLIF to carry out the data and statistical analysis, of

which €142,000 is required for subcontracting.

RJ proposed to the board that each partner (with the exception of Mast and Yaqrit) cut their budget by
~3% to allow the transfer of €142,000 in budget to EF-CLIF, which would cover EF-CLIF’s subcontracting
costs. Additionally RJ proposed that the consortium also underwrite the remaining €100,000 in budget
required by EF-CLIF, in the case if EF-CLIF cannot raise the remaining funds to carry out the work.

Discussion

 PG noted that UCL ‘s budget included a budget for EF-CLIF’s work, and that the board should
discuss a reduction in budget after the situation with Mast and Yaqrit is clear, in case partners
need to cut budgets further to assist with Yaqrit financial issue

o RJ also noted that the budgets were not well detailed at the time of the grant agreement
signature; therefore, there is not enough budget within UCL to fully cover the budget
required by EF-CLIF.

o RJ also noted that size of trials depend on regulatory approval and data management,
therefore the consortium could reduce the patient numbers for trials if needed, in order to
reduce costs.

o Finally, RJ noted that Mast and Yaqrit’s issue is being managed through private funds not
the consortium budget. Therefore, there it is not being proposed use the partners’
budgets to transfer funds for the manufacturing work.

VOTE

RJ called for a vote on whether the CMB agrees to the accession of EF-CLIF as a new Beneficiary,
including the reduction of partners’ budgets.

AGREEMENTS

All members present and/or represented by a proxy unanimously agreed to the Accession of EF-CLIF,
which includes:

 A reduction in each Beneficiary’s (expect Mast and Yaqrit) budget by ~3% to allow the transfer of

€142,000 to EF-CLIF as part of their accession to the grant

 The commitment to underwrite the additional €100,000 budget required by EF-CLIF, if there are
no other funding options.

ACTIONS

 EF-CLIF will review their budget and confirm if they will be able to fund the remaining €100,000
internally.

 Marco Pavesi (MP) from EF-CLIF and KC will review the subcontracting cost to ensure this estimate
is as accurate as possible.

 RJ and KC will inform the EC of the proposed accession, and obtain the EC’s approval on the
accession of EF-CLIF
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WP1 & 2 Project Deliverables (Months 12-18)
KC provided an overview of amendments that have been made to WP 1 and WP 2 deliverables and
milestones. KC noted that the EC has been informed of following amendments and have agreed, the next
step is for KC to finalise the official amendment request, which will now incorporate the changes with
Mast and Yaqrit and accession of EF-CLIF, described above.

WP 1 & WP 2 Deliverables and Milestone Amendments:

Amendment Justification

WP 1 lead
shifted from
Mast to Yaqrit

Yaqrit is the Sponsor of the Clinical Trials, they are taking the lead of WP 1 and the
WP 1 deliverables (ensuring that the carbon receive all regulatory and ethical
approval before the studies). Mast is still involved as in the manufacturing of the
carbon under WP 1 (and WP 2), namely to create SOPs and be subject to risk
analysis under WP 1. However, as it is Yaqrit that is leading, and taking responsibility
for, this and other risk analyses, the regulatory compliance of the manufacturing
process as a whole, and as formal sponsor of the trials.

WP 1 extension WP completed date shifted from Month 12 TO Month 20:
Due to the extension of some deliverables, WP 1 was extended accordingly.

D1.1 Technical
File prepared
and submitted
to Notified Body

Deadline shifted from Month 9 TO Month 17:
The extension in this deliverable deadline is due to new preclinical data
leading to the re-evaluation of the carbon formulation.

D1.2 ISO 13485
documentation
approved

Deadline shifted from Month 9 TO Month 14:
The extension in this deliverable deadline is due to QMS replacing ISO 13485
as the critical auditable step.

D1.3 Regulatory
approval
received for
pre-CE mark
clinical trials

Deadline shifted from Month 12 TO Month 17:
The Clinical Trial Application submission is driven by timelines for the 13-week
tox study and reporting. The 13-week tox study is scheduled to be complete by
the end of June 2016; therefore, the deliverable deadline was shifted
accordingly.

D1.4 Ethical
approval for the
clinical trials

Deadline shifted from Month 12 TO Month 20:
Once D1.3 has been finalised, an additional three months is required for the
ethical approval (D1.4), therefore the deliverable deadline was shifted
accordingly.

D2.1 40kg batch
test carbon
produced to
GMP standard
for clinical
studies

Deadline shifted from Month 12 to Month 19 & Lead Beneficiary shifted from
Mast to YAQ:
The goal is to have the carbon ready for clinical trial start without prolonged
sitting on the shelf; therefore, this deliverable has been extended. Also, for
this reason the delivery will also be 21kg in the first instance.

MS1 Ethical and
Regulatory
Approval

Deadline shifted from Month 12 – Month 19:
The extension in deadlines is In line with D1.4

MS2 Yaq001
ready for
clinical trial

Deadline shifted from Month 12 – Month 19 & Lead Beneficiary shift from
MAST to YAQ:
This deadline driven by clinical trial 1st patient treated Jan 2017, therefore the
deadline was updated accordingly.
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KC also noted that due to the current issue with Mast, there is expected knock on effect to the following
deliverables and milestones:

 D2.2 Upgraded facility to include rotary pyrolysis and vacuum solvent recovery operational
(Due 30th June 2014)

 D2.3 80Kg carbon produced, QC measures established for larger batch production
(Due 31st October 2016)

 D2.1 40kg batch test carbon produced to GMP standard for clinical studies
(Due 30th November 2016)

 MS2 Yaq001 ready for clinical trial
(Due 31st October 2016)

KC noted that these deliverables and milestones need to be reviewed and discussed as part of the
proposed solution. Any further extension requested needs to be incorporated into the official
amendment request and approved by the EC.

CMB Meeting concluded at 11:30am


