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CLINICAL PRACTICE

Switching factor products: nurses’
experience with NovoEight

Debra Pollard, Kate Khair, Mike Holland

Haemophilia nurses in the UK are instrumental

in supporting people with haemophilia in self-
management, including managing treatment

options, recording treatment use and understanding
the budgetary impact of prescribing practice. The
widespread use of prophylaxis identified haemophilia
as a high cost disorder to treat, resulting in a financially
successful national tendering process with increased
scrutiny of clotting factor use at both individual and
haemophilia treatment centre level. The UK tenders,

undertaken at a national level every three years, have Focusing on the introduction of NovoEight, a survey of haemophilia
nurse specialists on their experience of managing factor product
switches reveals the hidden workload involved
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ensured access to current and new therapies at the

most cost-effective price through economies of scale in

committing to purchase large volumes from suppliers.
In the 2018 tendering round, NovoEight®

(NovoNordisk) was added to the prescribing list and captured. During the 2018 switch we interviewed 11
other recombinant factors were withdrawn, resulting nurses and one operational manager from haemophilia
in changes in prescribing for individual people with centres across the UK to identify the barriers and
haemophilia. This ‘switching’ process is not uncommon facilitators to instigating this change.

in the UK, where national tenders have been in place Ultimately the switching was completed in a timely
since 2004. However, the unseen additional workload manner, demonstrating significant cost reductions for
for nurses, driven by the demands of timely switching factor concentrates. The unseen workload of the nurse
to meet product volumes and contracts, has never been — identifying which patients should have their product

switched, discussion with and education of patients/
families, adjusting prescriptions for home delivery of

DEBRA POLLARD clotting factor concentrates and stock management and
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additional clinic visits — was identified and costed

KATE KHAIR based on salary per hour. Nurses remained positive
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been differences in approach between treatment centres.
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aemophilia is characterised by a deficiency
of coagulation factor VIII or IX in haemophilia
A and B respectively. In the UK, following
the introduction of a national policy ™, most
people with haemophilia are treated with replacement
clotting factor concentrates produced by recombinant
technologies. The widespread adoption of factor VI
and IX prophylaxis and increasing usage over recent
decades has led to haemophilia being considered an
expensive condition to treat?. This has resulted in
increasing levels of administrative scrutiny from payers
and attempts to procure clotting factor concentrates
more efficiently and collectively. Since 2004, there
has been a national tender system for the purchasing
of clotting factor concentrates managed by the
Commercial Medicines Unit, a part of NHS England.
Over time, this has led to significant savings in the
National Health Service (NHS) budget ®.
The tendering process for factor concentrates now
operates through a system whereby companies bid
for volumes of the market every three years. Following
each new contract, haemophilia centres must commit
to using certain volumes of particular products.
Consequently, some patients have to switch product
in a timeframe that allows the target volumes to be
reached within a year of contract award.
Tender-mandated factor switches are associated
with an additional workload that involves:
¢ Ensuring product is stocked by hospitals
« Liaising with data managers
 |dentifying and informing patients
* Updating patient prescriptions for both in-hospital
usage and home delivery of clotting factor
concentrates
« Liaising with home delivery companies around stock
management and to limit product wastage
¢ Managing pharmacokinetic assessments and inhibitor
screens, if required
¢ Counselling and educating patients and families.

Inevitably, much of the work of managing the process
of switching products falls to specialist haemophilia
nurses. However, there has been little in the way

of formal assessment of the additional workload

that tender-mandated factor switches impose on
haemophilia nurses, or the hidden cost that this incurs.
The recent (spring 2018) introduction of turoctocog
alfa (NovoEight®; Novo Nordisk), and the loss of other
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regularly used products, offered the opportunity to
gain valuable insights into the role of the specialist
haemophilia nurse in switching factor products on a
relatively large scale.

METHODS
In advance of the 2018 tender-mandated switch,
a roundtable discussion meeting of experienced
haemophilia nurse specialists was held focusing on
the management of product switches in light of the
pending national recombinant factor VIl tender. This
was organised and funded by Novo Nordisk, although
the discussions and output were not product-specific.
Following that meeting, the participants developed a
practical guide primarily for new nursing staff who had
not previously experienced a significant product switch
(Table 1). This, together with sample templates of a
checklist and a patient letter, were shared with nurses
via the Haemnet website (www.haemnet.com).
Subsequently, we undertook a series of semi-
structured telephone interviews with 12 senior
representatives from haemophilia centres across the
UK. Interviews focused on the experience of managing
product switches following the recent national
recombinant factor VIII tender, with a particular focus
on the introduction of NovoEight as this was new to
the UK market. All interviews were conducted in July/
August 2018. Healthcare provider research in the UK
does not require ethical approval, however verbal
consent was taken from participants.

RESULTS

Interviews were conducted with 11 senior haemophilia
nurses and one operational services manager from
haemophilia centres across the UK. Collectively,
participants claimed experience of switching products for
approximately 190 people with haemophilia to NovoEight
(Table 2). Three of the nurses were from paediatric-only
centres. While all nurses had experienced the occasional
need to change a patient’s product for clinical reasons,
for most nurses, this was their third experience of

a mass tender-mandated factor switch; two had
experienced just two previous contract switches.

Patient targeting

When asked who decided which patients should switch
product, most said it was a multidisciplinary team
decision or one made by the doctor and a nurse; two
nurses said it was a nurse-only decision (albeit with
approval of the centre doctor) and in one case it was a
doctor-only decision (Table 2).
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Most patients were told that they would switch
product at a routine clinic visit; specific letters or phone
calls were only made if the patient was not due for a
routine clinic review during the time period in which
the switch had to be made.

“We sent ... a letter to all of our patients, saying
that a tender process had gone on and that there
would be a change in some of their treatments,
depending on what they were currently on. And
then, when those patients came in for their follow-
ups, we just grabbed them at that point, rather
than bring them in for an extra clinic.” [HNS12]

“Patients were written to and the tender process
explained when we were looking to switch
them.” [HNS7]

“Everyone on home treatment got a letter to
say that this is happening and they may well be
changed.” [HNS6]

Patients themselves appeared to be relatively
uninvolved in the decision; they were not consulted.

“I don’t think they were as involved this time
as they have been in the past. But | still think
that we have to put them at the centre of the
process, i.e. the letters, the communication,
there were phone calls. There was the
opportunity to decline, which | do feel is
important.” [HNS7]

By far the most common reason for not switching a
patient’s product was a previous history of an inhibitor
(mentioned by 75% of nurses). Difficulties in regard to
communication (e.g. learning or language difficulties)
were also cited by several nurses.

There was no official guidance from the UK
Haemophilia Centre Doctors’ Organisation (UKHCDO)
with regard to which patients should have their
product switched. Unlike the earlier introduction
of extended half-life products, this switch required
no pharmacokinetic monitoring ™, and was seen as
a relatively straightforward ‘like-for-like’ factor VIII
switch. When asked about the criteria used in the
decision-making process, decisions appeared to have
been based on the imperative to meet volume targets,
resulting in two principal target groups:
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» Patients on products due to be withdrawn from the
UK market

“All of the patients who were on Kogenate®
and Helixate® had to switch, and they were told,
“You have to switch and this is the product we’'d
like you to go on,’... and we didn’t have any
arguments from anybody.” [HNS3]

e High volume users

“By and large, | think we try and move the
highest users so you're moving less people ...
Is that the right way? It's not scientific at all ...”
[HNS9]

Within this, however, some specific considerations
could be identified. For instance, one paediatric nurse
saw the switch as an opportunity to reduce infusion
volumes in one patient, or for those thought to be
not responding to their current treatment. One centre
specifically targeted NovoEight to new mild and
moderate patients. But all nurses tended to consider
the nature of the individual patient and whether they
would cope well with a switch. This also included
thinking about the needs of carers:

“We did siblings too — | wouldn't have switched
one and not the other ... the mother wouldn't
have coped.” [HNS10]

Most nurses admitted they would not consider those
patients they thought were unlikely to agree to
switching, or those in whom a product switch might
provoke anxiety. As a result, only three nurses said
patients had refused to switch to the new product. In
five patients, this was due to the fear of an inhibitor,
while the sixth was a patient new to prophylaxis who
was unwilling to make a further change so soon.

Workload
For nurses, the additional workload involved in a
tender-mandated product switch begins very early.

“Obviously, we had to inform the Trust that there
was a new drug for the formulary as well; so,
pharmacy need notifying of a new product for

it going through ... if they need it prescribing in
hospital. And also finance and all those other
teams need to know as well, because you're
changing a product and costings.” [HNS3]
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There is a considerable effort involved in ensuring

a new named product is on the hospital drugs and
therapeutics prescribing formulary, and this can add

to the difficulty of achieving switches in a timely way
and meeting target volumes. All nurses agreed that
tender-mandated switching resulted in a significant
extra workload, principally for the nurse and data
management teams. However, attempts to quantify this
additional workload were difficult: most nurses felt the
workload was simply absorbed (Table 3).

For those who were independent prescribers, the
workload was probably greater, but easier in the sense
of not having to liaise with others who may not always
be available. In the main, the present switch did not
require centres to change home delivery companies,
but where it did this would have added significantly to
the workload due to additional paperwork.

“If you were having to change home delivery
company, that makes a big difference because of
all the registration forms and things like that. But
you absorb it." [HNS2p]

One practical challenge is ensuring that the patient
uses all of his old product before the switch. All of the
nurses advised their patients either by letter, phone or in
person (where this coincided with a routine visit) to use
up all of their old product, but responsibility for this was
primarily down to the patients. For some nurses this
meant rescheduling appointments.

“The biggest obstacle for me, which took a lot of
time, was them being able to use their product
that they had. | had to liaise with families to time
their appointment with the clinic appointment,
which means you have to change things a little
bit.” [HNS1p]

“Trusting them. You can see on Haemtrack what
they've been up to. We ran them down just, you
know, a couple of days before we sent the new
product. You can't leave them without product
in case they have a bleed. But, no, there was
nothing wasted.” [HNS10]

“The patients were instructed in the letter to use
up all their old product before the switch. | do
know that some centres are very, very good at
chasing every minute detail, but we just have too
big a number to do it.” [HNS4]
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“We did ask the patients to let us know how
much they'd got at home. Most of them are
coming in for their follow-ups at six months
anyway, so they're generally running out of their
prescription at that point. So, it was just an easier
way of ensuring that they had very little left and
we just changed them over at that point and
said, ‘Use all of your old product up, and then
use your new product when you get it.” [HNS12]

With no official UKHCDO guidance about
pharmacokinetic or inhibitor testing regarding this
particular switch, eight of the 12 participants did not
undertake any additional pharmacokinetic assessment,
but four did so on at least some patients, usually where
these were due as part of a routine visit. Similarly, pre-
and post-switch inhibitor screens were not undertaken
outside of the patient’s routine six-month visits.

Given the additional impact upon workload, most of
the nurses agreed that patients should be switched no
more than every three years:

“l wouldn't like to do it regularly, one for the
workload and one for the patients.”

DISCUSSION
Haemophilia is an expensive condition to treat. The
average adult with severe haemophilia A in the UK used
250,000 IU of factor VIII in 2011/2012, at an annual cost
in excess of £100,000 5. The cost has led to growing
scrutiny over treatment as well as pressure to procure
clotting factor concentrates more efficiently. In the UK,
clotting factor products are purchased centrally for use
within the NHS in a system by which pharmaceutical
companies bid for volumes of the market every three
years. This has resulted in substantial cost savings at
a central level. However, it takes no account of the
hidden workload cost of switching patients’ treatment
from one clotting factor to another or additional blood
test costs where these are performed.

The key stages in product switching begin with
identifying the patients, followed by:

“Let them know ... Run down their existing stock.
Get your new prescriptions. We sent out demo kits.
None of them wanted to come in, because a lot of
them live far, and they're all used to mixing different
products. So, we sent very detailed instructions out,
demo kits, followed up that they'd done that, etc.
And then we switched the prescription over. Again,
we followed up with a phone call.” [HNS10]
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In addition, most factor in the UK is now delivered
to patients by third-party home delivery companies
who operate contracts with specific pharmaceutical
companies. This could potentially impact upon the
patients likely to be targeted for switching.

For most nurses, however, the additional workload
proved very difficult to quantify:

“I think all told it would probably be two to three
days’ work. You're just doing an hour here and

a couple of hours there, so probably three days’
work would be what was involved.” [HNS12]

“Sometimes a little bit of it is done on one day
and then ... or on another day. We tend not to
bring too many people in on one day to do it, so
we just try and incorporate it into the day-to-day
rather than bringing them to a full clinic. You just
almost accept that it has to be done.” [HNS9]

“It's so hard to quantify a lot of what we do, for
that reason — it just becomes part of the day.
And other things go to one side, so you fill your
day with something else. It might be a bit more
than a day, actually, if you think about preparing
for it first of all, and then your initial discussion
with patients, the letters and the initial
discussion. So, more than a day, I'd say.” [HNS6]

Based on the 2017/18 pay rate for a Band 7 haemophilia
nurse in the UK (£31,696 to £41,787 basic national salary
without regional ‘uplifts’ and additional employer costs),
and assuming an additional workload associated with
this product switch of one to three days, the nursing cost
alone would be in the region of £365 to £481 per centre.
That the impetus for product switches is principally
financial is recognised by both nurses and patients:

“The issue about cost comes into it, whether
we like it or not. Because if something works
well and it’s just as effective and it's safe and
it's slightly cheaper, you have to broach that
subject,” [HNS1p]

“[Patients do ask] Is this about money? Is this
because this is cheaper? And, obviously, you
have to answer that honestly and say it’s still
been proved to be as effective and, ‘We wouldn’t
put you on this if we didn’t think it was going to
be right for you.’ The same kinds of things we'd
ask if it was us.” [HNS6]

63 www.haemnet.com

As financial pressure on healthcare services continues,
product switches are likely to continue to be a routine
aspect of the haemophilia nurse's role. It will be
important to ensure that this does not conflict with
the nurse’s role as principal advocate for the patient.
Switching patients’ factor products has the potential
to cause conflict. In a recent assessment of patients
whose treatment was switched to extended half-life
factors, we found that for patients, product switches
could be disruptive: if not handled and communicated
appropriately, switching could affect relationships with
health care professionals as well as their confidence in
treatment®. The current study suggests that nurses are,
in the main, sensitive to patients’ concerns.

“You know your patients, you know their history,
you know they've switched before, so you learn
ways to manage a good switch.” [HNS7]

“We would endeavour not to switch people
who have a history of an inhibitor, even though
that is not a reason for not switching. We would
endeavour to keep members of one family in
one household on one product. There may be
reasons such as you know the patient well and
they have anxiety anyway, and you don't really
want to provoke further anxiety by change,
which I think is a good reason. | think it's worth
commenting that, on this occasion, there has
been no problem with introducing the new
device.” [HNS4]

The comment relating to the device was echoed by
other nurses, who had used the ‘opportunity’ of the
switch to avoid using a product-linked administration
device that had proven unpopular with patients and
nurses, principally because it involved vial-to-vial
transfer. The new product is administered by means
of pre-filled diluent syringe (MixPro®), which has
previously been evaluated among patient/carer users
and nurses . It was described as being user-friendly,
simple and quick; its compactness and portability were
highlighted as advantages for storage and travel.
Perhaps the major reason for patients refusing to
switch products, and for nurses feeling reluctant to switch
patients’ products, was the fear of the risk of an inhibitor.

“I think we had one patient who'd had a previous
inhibitor, had tolerised, so we decided we were
Jjust going to keep him on his previous one and
not swap him.” [HNS12]
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Such fears are based on early studies suggesting that
particular products (e.g. recombinant vs. plasma-
derived and full length vs. B-domain modified) may
be associated with increased risk. However, current
evidence does not suggest that switching products
significantly influences inhibitor development, although
there is a need for regular inhibitor testing ®9. There is a
need for nurse educators to reinforce these messages
and for nurse specialists to ensure better understanding
among patients and families.

However, the very fact of a tender perhaps results in
a limited range of product choices. This poses a conflict
with the current NHS agenda around ‘choice’, as set out
in the Department of Health's Choice Framework, first
published in April 2016 9. This document set out a goal
of “significantly improving patient choice by 2020 and
in doing so, empowering patients to shape and manage
their own health and care.” It is, therefore, a concern that:

“No, they weren't really offered a choice of
switching. It's almost issued as a fait-accompli.
Under changes in tendering processes, we
need to do this sort of thing; we need to make
switches.” [HNS9]

“No, they weren't involved, just, ‘This is what’s
happening.’ | suppose if somebody had felt very
strongly about not changing, then we'd have
listened to them and maybe reconsidered.”
[HNS6]

From a purely practical viewpoint, there is no doubt
that clotting factor switching becomes easier with
experience.

“It's all about the planning. You know what the
others were like, so you can pre-empt or have
more knowledge of how to broach the subject
or talk to your patients about it, compared to if
you’d not done it before.” [HNS1p]

Nevertheless, the process could be made easier

for health care professionals. Asked for practical
suggestions regarding how to make switching process
easier for health care professionals, nurses’ comments
suggested a strong role for contact with and support
from other nurses:

“Actually having contemporaries who do it

elsewhere and knowing how it’s going is helpful.
Having a bit of admin support, having draft letters,
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having the support tear-off things to put in the
letters about how to mix the product, and having
a YouTube thing to direct people to, or... Having
those sorts of things is really helpful.” [HNS7]

However, there is a need for commissioners to
recognise that the current climate of innovation may
not sit easily with a target-based tender. As one nurse
participant noted:

“In the current climate, with so many new
products coming onto the market and so many
trials, it's difficult to sometimes hit targets when
you've got patients out of that commissioned
work because they're on trial products.” [HNS3]

“I'm finding that quite a challenge, to monitor
the volumes ... If we don't get the volumes, what
are the consequences? That we have to pay full
price? And that's driven by NHS England and

| think they need to consider that sometimes,
clinically, that’s not going to happen. Because
the considerations are the patients are going
through gene therapy, so you're not going to get
the volumes on any product, and patients going
through PK studies and other trial patients who
are on trials. It does worry me that if we don't
get the volumes, that if we've got evidence to
back it up, then someone at the top end should
have thought about that when they put the
tender out.” [HNS5]

One unforeseen consequence of the tender-based
system is that haemophilia nurses find themselves
under increasing pressure from pharmaceutical
companies ‘encouraging’ switches to their product.

“We did have one company putting loads of
pressure on us for people to swap. 'You know,
you should have swapped by now ... you should
be switching because you're below your average
volumes to cover the cost of what you should
have got by the end of March,” and things like
that. It’s a bit worrying that they seem to have
access to that data.” [HNS1p]

Clearly, such pressure on health care professionals
is unacceptable. It is the responsibility of medical and
nursing educators and leaders to ensure that all centre
staff involved in delivering product switches understand
the commercial reasons behind such approaches.
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CONCLUSION
Switching patients’ treatment from one clotting factor
to another saves money for the health service but is not
a cost-free exercise for treatment centres, which have
no additional resources allocated for the tasks involved.
It is associated with an additional workload, which
falls principally to the haemophilia specialist nurse and
data management teams. For the process described
in this study, there was no national guidance on which
patients should have their product switched, and many
nurses described decision-making based on their
knowledge of individual patients, either alone or, more
often, as part of the multidisciplinary team.
Standardised guides to switching, including template
letters, were well received and acknowledged as
making the overall process easier
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Table 1: Practical guide to switching factor concentrate post-tender

TENDER OUTCOME PRODUCTS AND VOLUMES ESTABLISHED NATIONALLY.

ENSURE CENTRE AND REGIONAL ALLOCATION ARE KNOWN.
1 DECEMBER 2017 ESTABLISH A TIMELINE FOR ACHIEVING THE CENTRE'S ALLOCATED VOLUMES

Staff Preparation Knowledge of products

Liaise with laboratory to ensure assay implications are assessed and safe

Know data requirements for selecting patients and ongoing monitoring of product use
Obtain supply of reconstitution device demo kits and patient product information

Notify home delivery companies as soon as possible that there will be product change

Communication Patients/Parents
Discuss upcoming tender at clinic appointments and prepare for the possibility of switching
products

Explain that whilst inhibitor risk used to be a concern with product switching, the experience
since the first national tender in 2004, and internationally where switching is more routine,
has revealed no evidence of increased risk following a switch.

Terms such as “different brand” can be useful in explaining the difference between products.
Some patients will be aware that many drugs are produced by more than one pharmaceutical
company and have different branding. The brand is changed from time to time if the NHS can
get a better price.

Consider a letter to all patients on home treatment about the tender, raising the possibility
that they may be asked to switch. This can help to raise awareness that the tenders happen
regularly and, if not on this occasion, you may be required to switch another time.

A telephone consultation may be appropriate for some patients who are selected to switch.
This may be all that is needed if they are familiar with the reconstitution device. Discuss
running down stock of current product and managing transition to the new.

Patients/parents should be advised to finish their supply of existing product before starting the
new one — and not to mix brands together

Remind to choose the right product name when entering data onto Haemtrack

Centres who use Partnership Agreements — consider changing product information to
generic recombinant factor VIII or IX

Pharmacy/Blood Bank
Ensure new product entered onto their systems

Liaise re. adjusting stock levels

Home Delivery Company

As soon as the Centre is aware, inform about product changes. Limit deliveries to no more
than 4 weeks’ supply. If within their service specification with the Centre, they may be
requested to assist with home stock check.

Key Care Personnel
Inform those involved in the individual's care about change of product, e.g. shared care
centres, local hospital, GP, residential care.

Ensure all staff involved in administering clotting factor concentrate know how to safely

and efficiently reconstitute and administer product, e.g. on-call doctors, ward or A&GE staff.
Educational materials should be available e.g. where products are stored, on hospital intranet,
given to staff at handover alongside any product.
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Selecting Patients

Managing Stock

Post-Switch

67 www.haemnet.com

Draw up list of potential patients to switch

Examine product use of individuals on home treatment/high users over at least a year,
adjusting for those who have had surgery

Aim to keep household members on same product

Include patients who are currently:

o High users

» On a product that will no longer be available e.g. Helixate

* On a plasma-derived product and due to switch to recombinant

Review list with MDT

Consider any reasons for reluctance to switch e.g.

e Pending surgery

» Under 50 exposure days

» Children and parents new to managing home treatment

» Likely anxiety e.g. extreme worry about treatment safety and the consequences of changing
treatment — often with family history of transfusion transmitted disease or inhibitors.

» Communication issues e.g. learning difficulties, language

Agree list of propose patients

As an MDT decide on a consistent approach to patients who may decline switch.

Plan for transition
Review stock levels and revise re-order levels

Liaise with local network hospitals re revision of their stock holding

Stock check existing product — patient/home delivery.company — and plan to run down supply

Change prescriptions for home delivery

Review trends in individual use — Haemtrack validation

Review overall volumes used monthly — at 3 months consider if further patients need to
switch to make target volumes

Encourage patients to ring Centre with concerns

Respond to any unexpected factor response results, reports of any adverse events
or perceived lack of efficacy. Report any confirmed adverse events including lack of
efficacy on HCIS &/or EUHASS.

Inhibitor screen/PK if indicated

Otherwise no extra measures beyond standard clinical care are recommended by UKHCDO
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