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February 3, 2017

Ms. Wendy Peppel

Chair

Provincial/Territorial Blood Liaison Committee
wendy.peppel@gov.mb.ca

Dear Ms. Peppel,

Earlier this week you were copied on a letter from us to Dr. Muirhead of the National Advisory
Committee, requesting the reconsideration of the secondary restrictions on the use of Solvent
Detergent Treated Plasma (SDP).

Dr. Muirhead has informed us that he is not in the position to initiate this action, and that our
request should be addressed to you directly, as well as CBS and Héma-Québec. Please see the
attached letter again, along with the original request from the Canadian Apheresis Group that
we were writing in support of.

We look forward to hearing from you.

Sincerely,

b

Jennifer van Gennip

Administrator

Network of Rare Blood Disorder Organizations (NRBDO) /

Réseau des Associations Vouées aux Troubles Sanguins Rares (RAVTSR)

Cc: Provincial/Territorial Blood Liaison Committee Members
Dr. Graham Sher, Canadian Blood Services, Chief Executive Officer
Dr. Giles Delage, Héma-Québec Vice-President of Medical Affairs — Microbiology
Dr. Brian Muirhead, National Advisory Committee Chair
Dr. Gail Rock, Canadian Apheresis Group Chair
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January 31, 2017

Dr. Brian Muirhead, Chair
National Advisory Committee on Blood and Blood Products
chair@nacblood.ca

Dear Dr. Muirhead,

The safety and secure supply of blood components and plasma-derived medicinal products in
Canada is a value that we share. For this reason, the Network of Rare Blood Disorder
Organizations (NRBDO) is writing in support of the Canadian Apheresis Group’s recent
recommendations to you, that the secondary restrictions on the use of Solvent Detergent
Treated Plasma (SDP) in the treatment of Thrombotic Thrombocytopenic Purpura (TTP) be
removed.

Solvent Detergent Treated Plasma vs Fresh Frozen Plasma

Currently CADTH's recommendation on SDP, made in 2011, is very restrictive. At the request of
Canadian Blood Services (CBS), the NAC made recommendations on how to make sure these
secondary restrictions were met, including the form that emergency room doctors must fill out
each time SDP is requested, and keeping all SDP at the CBS warehouse. The implementation of
these measures has been all too effective, creating strong barriers to the use of SDP and
ensuring the default treatment for plasma exchange therapy is fresh/frozen plasma (FFP).

Concerns over Adverse Reactions to FFP

While it is true that FFP is relatively safe, there remain concerns over window-period donations,
pathogens we cannot test for, and other non-viral adverse reactions, especially in those
patients who are exposed to hundreds of units. In fact, the main concern of TTP patients is the
risk of adverse/allergic reactions to FFP.

Our member group, Answering TTP, has survey results showing that up to 88% of TTP patients
have an adverse reaction to frozen plasma, ranging from a rash to anaphylaxis or cardio-
respiratory arrest.

International Use
The last decade has shown a shift in Europe away from FFP to SDP as the standard of care, yet
in North America, we are lagging behind on this important safety measure.

Double-Blind Study Considered Not Ethical

When Answering TTP and their medical advisors have previously attempted to have SDP
replace frozen plasma as the primary treatment option, they were told they would need a
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double-blind study. This is not possible, however, both because of the rarity of TTP and the fact
that the doctors who would conduct that type of study have indicated it would never pass
ethics review, because frozen plasma (the current default treatment) is not considered safe
enough to use in a study with SDP.

To summarize:
e Fresh/Frozen Plasma is known to cause adverse reactions in up to 88% of Canadian TTP
patients during their plasma exchange therapy, requiring further medical interventions
and lengthened hospital stays.

e Solvent Detergent Plasma is widely recognized as safer and overall cost-effective, and
therefore mandated in much of Europe for large-volume use.

e A double-blind study cannot be conducted because it is considered unethical to provide
patients in a study with FFP when SDP is an option.

In conclusion, we believe that in treatment of patients who require high volumes of plasma,
such as TTP and factor deficiencies for which no concentrate is available, the safest available
plasma product, which currently is Solvent Detergent Treated Plasma, must be provided. As
such, we respectfully request the removal of the secondary restrictions in the use of SDP, and
the removal of the measures put in place to keep SDP from being stocked in hospitals. We
would also welcome the opportunity to discuss this with you further.

Sincerely,

| A
Whitney Goulstone
Chair
Network of Rare Blood Disorder Organizations (NRBDO) /
Réseau des Associations Vouées aux Troubles Sanguins Rares (RAVTSR)

Cc: Provincial/Territorial Ministries of Health, via the Provincial/Territorial Blood Liaison Committee
Dr. Graham Sher, Canadian Blood Services, Chief Executive Officer
Dr. Giles Delage, Héma-Québec Vice-President of Medical Affairs - Microbiology
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January 3, 2017

Dr. Brian Muirhead, Chair
National Advisory Committee on Blood and Blood Products
chair@nacblood.ca

Dear Dr. Muirhead,

The Canadian Apheresis Group (CAG) is a national organization representing practitioners across the country.
We carry out large-volume plasma removal from patients who have a pathological factor in the blood. This
requires the use of a replacement fluid which is usually albumin, frozen plasma, solvent detergent-treated
plasma or various crystalloids. As each procedure involves at least a one plasma volume exchange and often
requires 8 to 10 procedures it is obvious that very large amounts of fluid are required. Attached please find
information showing our fluid use in 2015.

The CAG has a particular interest in the treatment of thrombotic thrombocytopenic purpura (TTP) and has
developed several treatment algorithms which are in use across the country. We have revisited this issue
recently and have agreed on a new algorithm which is also attached for your information.

You will note that this algorithm addresses the question of the appropriate fluid for use during the plasma
exchange procedure and that it is our recommendation that SDP be provided, without restriction, to all patients
for whom there is perceived benefit.

We recognize that at the present time CADTH has placed restrictions on the use of this product and we are
respectfully requesting that this issue be reconsidered. The majority of our plasma exchange patients who have
other diseases receive albumin which has been treated to inactivate pathogens, often with the SDP process. We
do not consider it reasonable that we cannot provide the same safety opportunities to our patients with TTP and,
indeed, any other patients who require plasma as a replacement fluid.

We would appreciate your consideration of this request and would be pleased to answer any questions you may
have.

Sincerely,

AplL

Gail Rock, PhD, MD, FRCP
Chair, Canadian Apheresis Group

Ce:

° Provincial Territorial Ministries of Health, via the Provincial/Territorial Blood Liaison Committee
° Dr. Graham Sher, Canadian Blood Services, Chief Executive Officer

° Dr. Gilles Delage, Héma-Québec Vice-President of Medical Affairs — Microbiology

° 2015 Fluid Use Information
® CAG Algorithm for the treatment of TTP
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CAG 2017

Canadian Apheresis Group
Algorithm for the treatment of TTP

For acquired TTP treatment is recommended as follows:

1. For patients with probable TTP it is recommended that treatment with plasma
exchange (PE) be initiated as soon as possible.

PE of 1.5 PV should be carried out until remission however, if response slows or
if there is no change, increase daily PE until response.

NOTE: the choice of the plasma replacement fluid should be at the discretion of
the treating physician and should be chosen from CSP, SDP, Frozen Plasma or
other suitable fluid, without restriction and as required by the patient.

2. Steroids may be added to the protocol at disease onset or if no/or slowing re-
sponse, generally at a dose of 1mg/kg prednisone orally. If severe end-organ
dysfunction is present (e.g. stroke, seizures, myocardial infarction) consider
pulsed IV methylprednisolone daily for three days then reduce to 1mg/kg predni-
sone or equivalent.

3. Rituximab should be considered in refractory TTP (no response after 5 PE or
return of disease in 0 to 30 days post remission.

4. If disease continues to progress, consider rescue therapy with T cell suppres-
sion (cyclophosphamide, cyclosporine), plasma cell suppression (bortezomib)
or, if disease continues, a combination (+/- splenectomy).

5. Rituximab should also be used in patients who achieved remission but who
have subsequently relapsed (i.e. return of disease at least 30 days after the last
PE).



