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Data extrapolated from the Canterbury District Health 
Board haemostasis service shows the total number of 
patients referred in 2021 for dental treatment (fi g 1). Patients 
with vWD account for almost 70% of all the referrals, 
corresponding to its higher frequency in the population. 
The audit also found that at CDHB, 60% of the referrals 
were from the hospital dental service and 40% from a 
combination or private dentists, GPs and self-referrals.

Fig 1 - Bleeding disorder distribution in CDHB haemostasis 
patients refered for dental treatment

Those living with inherited bleeding disorders can 
experience the same oral disease as those without. However, 
prolonged bleeding and the reluctance of general dentists to 
treat such individuals can complicate their dental treatment. 
Thus, education and prevention with good oral hygiene is 
imperative and should be stressed to this group.

Patients with bleeding disorders have:

• Fear of bleeding during brushing/ fl ossing

• Fear of prolonged bleeding following dental treatment

• Lack of confi dence in the dentist due to the perceived 
limited understanding of their condition 

These can lead to an increased waiting time before accessing 
dental care in hospital, rather than locally, as some dentists 
are reluctant to provide even simple dental care.

The literature available regarding oral health and inherited 
bleeding disorders is confl icting and, due to the rare nature 
of the conditions, the studies have limitations.

The gold standard of dental care for these patients 
involve a multidisciplinary approach between the dentist, 
haematologist, and the GP, with the patient at the centre of 
the process to empower them to become experts in their 
own care. A shared understanding of what is required for the 
patient is what we should be striving on a national basis.

Fig 2 - A multidisciplinary approach is the gold standard

However, patients are often scared of dentists because of 
their condition, dentist are scared of having “bleeders” on 
their hands, and haematology teams do not always have 
a full understanding of the treatment dentists provide. As 
a result, dental care in this group is often neglected, with 
a high level of untreated dental disease causing pain and 
adds to the complexity when invasive interventions such as 
extractions are required down the track.

In NZ there are six inherited bleeding order treatment 
centres: Auckland, Hamilton, Palmerston North, Wellington, 
Christchurch, and Dunedin. After contacting the diff erent 
haemophilia treatment centres, it appears that most regions 
have a system whereby the dentist emails the haemostasis 
service with information about the patient and the dental 
treatment they require.

In 2012, the dental department and haematology team at 
CDHB came together to create a haemostasis service request 
form for patients with inherited bleeding disorders. It is a 
relatively simple form with a series of tick boxes, which the 
dentist completes. They then email the haemostasis nurse 
to access the appropriate support. The form provides the 
haemostasis team with specifi c information regarding the 
invasiveness of the planned dental procedure. 

However, it is a standardised form, and does not take into 
account the severity of the bleeding disorder. Nor does it 
provide dentists with a quick, simple insight into the pre, 
peri, and post-operative management of these patients, 
which can often make it diffi  cult to plan treatment.

We would like to improve the experience for all parties 
involved. This includes: 

• Giving patients the confi dence to seek dental treatment 
without complications of bleeding

Dental treatment for individuals 
with inherited bleeding disorders 

A CDHB PERSPECTIVE
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• Giving dentists the confi dence to treat patients with the 
appropriate haemostatic cover required

• Having a clear pathway for management or seeking 
advice if prolonged bleeding occurs.

I believe we need resources that are easily available that 
help dentists around the country deliver care for patients 
locally, and increase the accessibility of care, as the burden 
of travelling to the nearest hospital dental service can be an 
obstacle to seeking timely treatment.

For patients, I propose a dental passport based on the 
information in the WFH treatment and care guidelines. This 
traffi  c light system simplifi es and illustrates the advice for 
patients and dentists on which dental treatment is suitable 
with or without haemostasis support. This is simplifi ed 
for patient understanding, but can be utilised as a useful 
education tool to aide and empower patients to seek dental 
treatment with more confi dence.

Fig 3 - Patient dental passport

For dentists and haematologists I propose a risk-based 
management tool. 

This resource is based on the retrospective audit published 
by Dr Rasartanam and her team in the journal of the WFH 
in 2017. This tool is similar to the traffi  c light system for 
patients, but has greater depth. It provides a simple checklist 
to help determine the appropriate haemostatic cover for the 
required level of treatment. Risk groups are classifi ed as 
mild or moderate/severe inherited bleeding disorders. Risk-
based treatment facilitates the identifi cation of high-risk 
patients for follow up, prevents unnecessary over-treatment 
in low risk patients, and appropriately utilises the available 
resources.

For individuals with mild bleeding disorders, a 5-7 day 
course of TXA mouthwash and/or tablets can be used 

to eff ectively control haemorrhage for a wide range of 
procedures. This includes periodontal probing, sub-gingival 
scale and polish, supra-gingival restorations, and root canal 
treatment, thus providing opportunity for relief of pain with 
pulpectomy.

Fig 4 - Mild BD vmanagement tool

TXA used topically as a mouthwash or orally as a tablet 
can inhibit the breakdown of the fi brin in the blood clot for 
hours, increasing the stability of the clot. TXA is useful in 
treating superfi cial soft tissue and mucosal bleeds, which 
we commonly deal with as dentists. With the mouthwash, 
in order to benefi t from systemic eff ects in patients with 
inherited bleeding disorders, a “rinse and swallow” technique 
is advocated.

Patients of all severities requiring a lingual or inferior nerve 
block are considered a moderate risk and there is consensus 
on the need for prophylactic cover with factor concentrates 
or DDAVP to prevent bleeding, which could compromise the 
airway. However, often infi ltration anaesthesia and intra-
ligamentary injections can be used to achieve suffi  cient 
anaesthesia of lower posterior teeth.
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Fig 5 - Moderate to severe BD management tool

Extractions and periodontal surgery are considered highly 
invasive and require pre-operative cover with factor or 
DDAVP in all risk groups. 

For surgical procedures, this tool also provides advice 
regarding peri and post op management, including 
providing patients with suitable analgesia options which 
include: paracetamol, COX-2 inhibitors such as celecoxib or 
tramadol. It is important to stress to patients that aspirin 
and other NSAIDs should be avoided as they can induce 
bleeding. Suitable analgesia include paracetamol, COX-2 
inhibitors (e.g. Celecoxib), or tramadol.

Through this tool, unnecessary haemostatic cover and 
over-prescription of factor can be avoided. The study found 
that mild haemophilia/ vWD patients were often over-
treated with factor concentrates or DDAVP to minimise the 
risk of potential bleeding, as the invasiveness of the dental 
procedure was not always obvious to the haematology team.

So, why don’t we just provide factor treatment for all patients 
with bleeding disorders?

Factor concentrates are very expensive. Medsafe suggests 
that it can cost around $2000 for a 70kg patient for pre-op 
cover prior to dental treatment.

There is also a risk of developing inhibitors. Inhibitors 
are produced because the body sees factor concentrates 
as a foreign body, and activates an immune response. 
Approximately 20-30% of people with severe haemophilia 
A develop inhibitors compared to <6% for patients with 
haemophilia B. Patients with inhibitors require alternative 
treatment regimens to control bleeding, such as FEIBA, 
Emicizumab, or immune tolerance which adds extra cost 
and complexity to the haemostatic management. Therefore, 
minimising exposure to factor concentrates is ideal.

It can also be an unnecessary burden on patients to travel 
to the nearest HTC to receive factor for routine dental care. 
Especially if it is considered over-treatment and therefore not 
required. There is now a lot of research available to validate 
that low-factor protocols are safe for a range of dental 
treatment.

In conclusion, a multi-disciplinary approach with good 
communication is the key to eff ective, appropriate, 
dental care. Simple resources for patients, dentists, and 
haematologists will be helpful for improving confi dence and 
for shared understanding. Low-factor, risk-based protocols 
are safe and simplify dental treatment. These protocols 
help deliver care for patients as locally as possible, thereby 
increasing accessibility.
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In recent years, there has been increased recognition of 
the unique issues faced by women with inherited bleeding 
disorders. 

We held this two-day event for Women with inherited 
bleeding disorders aged 18 years and upwards in Dunedin 
from 10 to 12 June 2022. This event had been postponed 
from November 2021 because of Covid disruptions. It had 
been over three years since our last Women’s Workshop.

The main aims of the weekend were to provide information 
and education, to empower participants to understand and 
work through the issues associated with their condition, and 
to develop a sense of community within the group. Karakia, 
mihimihi, and waiata was incorporated throughout the 
weekend. 

Participants arrived late Friday afternoon and many enjoyed 
getting to know each other for the first time, while others 
enjoyed re-connecting. The programme went through to 
1pm on Sunday.

While education was the primary focus of the programme, 
recreational activities and time for bonding was included in 
the programme, and appreciated.

After dinner on Friday night Kahurangi Carter delivered 
a thought provoking presentation on the importance of 
“Giving back to HFNZ from a Maori Women’s Perspective”. 

Saturday’s guest speakers were amazing and focused their 
korero around Māori practice models and how they use 
these in their clinical settings of mahi. The workshops and 
presentations they did were engaging for us all, fun and 
educational. 

Dr Claire McLintock was the keynote speaker and her 
and her presentation “Menstruation and Psychology” was 
outstanding. 

Dr Richard Egan’s Workshop “Managing life in uncertain 
and changing times” was also very well received and 
highly pertinent given we are all living with Covid and 
unpredictability in our daily lives.

This year we were extremely fortunate to have a medical 
panel of Haematologist Catherine Neal, Physiotherapist Lee 
Townsend, and Clinical Nurse Specialists Maureen Campbell 
and Kathy Fawcett to offer practical and immediate medical 
advice in response to participants’ wide ranging medical 
questions. 

The panel were able to offer support and answer most 
queries that the members had. This was invaluable to have 
over the weekend. It was good to have Southern and Midland 
panel members there, to talk about the way each region is 
practicing. 

The sharing of members’ lived experience was one of the 
highlights of the weekend. This sharing space encouraged 
members to resonate support one another, and contribute 
to the kōrero. For members new to HFNZ, this weekend 
gave them a good knowledge base and some understanding 

of what HFNZ is about. For the members that have been 
with HFNZ for some time, this was an opportunity to re-
connect and offer support to the new members and others. 
Respectful relationships were established for the first time 
that will be maintained throughout life.

Women’s Weekend 2022
BY LAURA-LEE PERAWITI AND LYNNE CAMPBELL
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2022 has continued to be a quiet time for the HFNZ regional 
branches. However, with the government protections now 
easing, more and more events and activities are being 
planned.

In the Northern region members have been invited to attend 
a community dinner on 16 October. This is the first event in 
the Northern region since the rock climbing in April. This 
is a great opportunity for members in the Northern region 
to reconnect, and start planning further ahead. The branch 
is also looking at getting something going for Xmas, and 
perhaps another event early in the new year. Watch this 
space…

The Central branch has recently held their biennial camp at 
El Rancho in Waikanae. This was another fantastic camp, 
with nearly 40 people in attendance. There were a number 
of activities enjoyed by all, despite the terrible weather, 
which included a family quiz, a junior talent quest, and eel 
feeding at Ngā Manu. Of particular note was the session by 
Martin Sloman QSM, who worked with the adults to help us 
reconnect and offered some tips to help us support each other.

Since the last report, the Southern crew have welcomed a 
new outreach worker, Tara Williams-Tuschling. Tara started 
on 08 August, and has quickly settled in to her role. Tara 
is a registered nurse, and comes to us by way of the NZ 

Blood Service. Her first order of business was to organise a 
community dinner. This was well attended and a great time 
was had by all. Tara is also planning an outreach visit to the 
lower South Island before the end of the year. You can connect 
with Tara by emailing tara@haemophilia.org.nz or by calling/
texting 021 656 804.

Things have remained very quiet in the Midland region 
as far as events go. However, the branch is very pleased to 
welcome their new Midland outreach worker Loren Silva, 
who started on 04 October. Loren comes from a background 
in peer support, and has strength in event planning and 
management. We’re really looking forward her connecting 
with our Midland whānau, and contributing her skills to 
the OR team. You can contact Loren by emailing loren@
haemophilia.org.nz or by calling/texting 021 762 121. 

The National Youth Committee recently held a Youth Hui 
in Wellington. This was an important first step in planning 
for what’s coming up in the youth space. The focus of this 
event was reconnection. To that end, the group enjoyed the 
challenges of an escape room, and made sure to stand well 
back as they tried axe throwing! There were several young 
people keen to be more involved, so watch this space for 
upcoming youth events.

Around the branches
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A recent review details strategies for mitigating the risks 
faced by pregnant patients with hemophilia or von Willebrand 
disease and their children.

Pregnant patients with inherited bleeding disorders face an 
elevated risk of life-threatening bleeding during pregnancy, 
delivery, and the postpartum period, making the identification 
and management of these disorders crucial to the mother and 
newborn’s health. A recent review details current knowledge 
on mitigating the risk for carrying mothers with hemophilia 
or von Willebrand disease (VWD) and their children.

Although healthy women experience changes to the 
hemostatic system throughout pregnancy, childbirth, and 
the postpartum period that support coagulation to minimize 
bleeding, these changes might not fully protect patients with 
hemophilia or VWD. Understanding the inheritance patterns 
of bleeding disorders and being aware of normal levels of 
procoagulant and anticoagulant factors in newborns is 
another key aspect of management.

Hemophilia is characterized by low levels of coagulant factors 
VIII or IX, and factor VIII in particular increases throughout 
pregnancy. Although the increase is normally sufficient 
in healthy women, the increase is inconsistent between 
women with hemophilia and may not be enough to prevent 
postpartum bleeding. Treatment by a multidisciplinary team 
at a care center affiliated with a hemophilia treatment center 
(HTC) is the ideal scenario for this patient group to reduce 
the risk of complications. Contextual information about the 
mother’s family and prepregnancy counseling on the potential 
for genetic transmission would ideally be in place at the HTC.

To assure sufficient levels of coagulant factors are present at 
delivery, factor levels should be checked early in pregnancy 
and at least at 28 to 34 weeks of pregnancy. Desmopressin 
(DDAVP) or factor replacement therapy is recommended for 
patients whose factor levels are lower than 50% by week 34 
of pregnancy, although factor replacement is the first choice 
if needed due to the potential risk of neonatal or maternal 
hyponatremia with DDAVP. The factor level target should be 
100% to 150%.

Determining the gender of the fetus is also important, as 
males carry a 50% risk of inheriting the disease and being at 
risk of neonatal bleeding while females have a 50% chance 
of being carriers with mildly low factor levels and little risk 
of neonatal bleeding. Chorionic villus sampling (CVS) or 
amniocentesis to evaluate fetal DNA is suggested for mothers 
of male fetuses. At birth, intracranial hemorrhage is the 
greatest concern for a newborn with hemophilia.

VWD is a more heterogeneous condition than hemophilia, 
although some management aspects are similar. During 
pregnancy, von Willebrand factor (VWF) levels increase to 
mitigate bleeding at delivery, but there is significant variation 
in VWF levels in expectant mothers with VWD. Those with 
type 1 VWD tend to show bleeding profile improvement 
throughout pregnancy as factor levels increase. Those with 
type 2 VWD show an increase in defective endogenous VWF, 
but not in VW activity. In women with type 3 VWD, the 
most severe form, both VWF and factor VIII typically remain 
low during pregnancy. Factor replacement therapy can help 
compensate for the lack of natural factor level increases.

As in hemophilia, target factor levels should be a minimum of 
50%, targeting 100% to 150% at delivery. Factor replacement 
therapy with VWF containing plasma-derived factor VIII 
concentrate has been the most used intervention, although 
recombinant VWF may be more effective, the study authors 
note. To manage the risk of postpartum hemorrhage, 
prophylaxis with antifibrinolytics is recommended, and 
postpartum tranexamic acid is recommended when the 
patient’s bleeding score is high or there is a history of 
postpartum hemorrhage. As with hemophilia, DDAVP is 
another treatment option but carries concerns of maternal 
hyponatremia.

With hemophilia and VWD, the safety of neuraxial anesthesia 
has been called into question. Although it is still debated, 
experts agree that it should not be administered when factor 
activity is below 50%. In newborns, the greatest concern 
regarding bleeding complications is for those with type 2 or 3 
VWD.

Overall, the review emphasizes the importance of early and 
accurate diagnosis of bleeding disorders in pregnant women 
and the fetuses they carry. Additionally, appropriate treatment 
for insufficient factor levels is crucial to uneventful pregnancy 
and birth. Treatment by a multidisciplinary care team and 
ideally involving an HTC are both key to improving the 
likelihood of a safe delivery for mothers and newborns.

REFERENCE

Janbain M, Kouides P. Managing pregnant women with 
hemophilia and von Willebrand disease: How do we provide 
optimum care and prevent complications? Int J Womens 
Health. 2022;14:1307-1313. doi:10.2147/IJWH.S273043

Source: https://www.ajmc.com/view/managing-bleeding-
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multidisciplinary-care 
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Men with moderate-to-severe hemophilia A are again being 
enrolled in the Phase 3 AFFINE trial, which is testing 
the safety and effectiveness of SB-525 (giroctocogene 
fitelparvovec), an experimental gene therapy being developed 
by Pfizer and Sangamo Therapeutics.

Pfizer, the study’s sponsor, had placed a voluntary pause on 
enrollment after some treated patients developed unusually 
high levels of clotting proteins. The U.S. Food and Drug 
Administration (FDA) then placed a hold on the trial.

The FDA lifted its hold earlier this year after reviewing trial 
data, and Pfizer adjusted the study’s protocol to manage high 
clotting factor levels.

Now, Pfizer and Sangamo have also ended their voluntarily 
pause in dosing, announcing in a press release that enrollment 
is resuming this month, with dosing expecting to begin again 
in October. Results from the trial are expected in the first half 
of 2024, according to the companies.

Hemophilia A gene therapy aims to deliver healthy gene to 
liver cells

The AFFINE trial (NCT04370054) is expected to enroll 
63 men, ages 18–64, with moderate to severe hemophilia 
A — meaning the activity of factor VIII (FVIII), the clotting 
protein that is dysfunctional in hemophilia A, is 1% or lower 
compared to what would be expected in someone without 
hemophilia.

Eligible patients are those who took part in a lead-in study 
of factor FVIII prophylaxis (NCT03587116) and are being 

recruited at sites that include the U.S., Canada, Australia, 
Brazil, Europe, and Japan. All trial sites are expected to be 
active by year’s end, Pfizer and Sangamo stated.

Gene therapy trial participants will each receive a single dose 
of SB-525, delivered via infusion into the bloodstream, and 
then be followed for up to five years to assess its safety and 
efficacy.

The study’s main goal is to assess the effect of treatment 
on annual bleeding rates after 15 months. Other assessed 
outcomes include FVIII activity, the use of replacement 
therapies, and patient-reported measures of life quality.

SB-525 is designed to deliver a healthy copy of the gene that 
encodes FVIII to liver cells, allowing the body to make a 
working version of the clotting protein. The therapy has been 
granted fast track, orphan drug, and regenerative medicine 
advanced therapy designations by the FDA.

Pfizer implemented the pause in enrollment because some 
treated patients saw their FVIII levels rise to above 150% of 
what is typical, which can increase the risk of blood clots.

The company had previously disclosed that one AFFINE trial 
patient developed deep vein thrombosis in the leg, a condition 
caused by blood clots that can be life-threatening. Upon 
review, the man was found to have a prior history of clots, 
which is a known risk factor for future clotting problems, and 
he should not have been included in the trial.

Source: https://hemophilianewstoday.com/news/phase-3-
trial-sb-525-gene-therapy-hemophilia-a-resumes/ 

Phase 3 Trial of SB-525, Gene 
Therapy for Hem A, Again 

Enrolling
AFFINE study resuming after changes made to protect 

against blood clots
BY MARISA WEXLER
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Report Suggests Valoctocogene 
Roxaparvovec Could Save 

Hemophilia A Patients Millions 
Over Lifetime

BY ERIN HUNTER

After 4 years, the 1-time cost of valoctocogene roxaparvovec 
appeared to be more cost-effective than the annual cost of 
emicizumab prophylaxis for hemophilia A, according to a new 
Draft Evidence Report.

The Institute for Clinical and Economic Review (ICER) 
released a Draft Evidence Report with updated information 
on the clinical effectiveness and value of valoctocogene 
roxaparvovec (Roctavian; BioMarin) for hemophilia A.

According to findings from the Draft Evidence Report, 
valoctocogene roxaparvovec could save a hemophilia A patient 
more than $4 million throughout their lifetime, while also 
improving their quality of life.

“BioMarin is pleased that ICER recognizes the potentially 
transformative impact of [valoctocogene roxaparvovec] as 
possibly the first gene therapy treatment for severe hemophilia 
A, and potential to not only deliver profound patient benefit, 
but also potential long-term health care savings,” said Jeff 
Ajer, executive vice president, chief commercial officer at 
BioMarin, in a press release.

The Draft Evidence Report compared the 1-time cost of 
valoctocogene roxaparvovec to the annual cost of emicizumab 
prophylaxis. Total costs for valoctocogene roxaparvovec 
include treatment, treatment-related adverse events, treatment 
for bleeding, arthropathy, surgery, and costs not related to 
drugs.

Valoctocogene roxaparvovec had an estimated 1-time cost 
of $2.5 million, compared to a $640,000 yearly cost for 
emicizumab prophylaxis. ICER found that valoctocogene 
roxaparvovec saved costs and predict that it will increase 
quality-adjusted life years.

A single 6e13 vg/kg dose of valoctocogene roxaparvovec was 
observed to be well tolerated. The most common associated 
adverse effects (AEs) affected the liver.

Among participants, 80% had increased levels of alanine 
aminotransferase. Other AEs include elevated aspartate 
aminotransferase levels (67%), nausea (37%), headache (35%), 
and fatigue (30%).

Patients with hemophilia A, an X-linked genetic disorder, have 
blood that does not clot normally because their factor VIII 
protein does not function properly, which when functioning, 
will cause blood to clot. The result can be life-threatening 
blood loss from even minor injuries.

Factor VIII protein levels are less than 1% among patients 
with the most severe form of hemophilia Am which accounts 
for nearly 50% of all hemophilia A cases. One of the most 
common symptoms is spontaneous bleeding into the muscles 
and joints.

Traditional treatment for hemophilia A includes taking an 
antibody that mimics the missing protein 1 to 4 times per 
month. Another common treatment option would be to 
receive intravenous factor VIII infusions 2 to 3 times per 
week—though neither work perfectly. Many patients report 
breakthrough bleeds that can lead to joint damage and lower 
quality of life.

BioMarin announced plans to offer an outcomes-based 
warranty for valoctocogene roxaparvovec. This would allow 
patients to have 4 years of risk sharing.

REFERENCE
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25-27 November, 2022
•	 Adult Weekend 
	 Novotel Greenlane, Auckland

27 November, 2023
•	 HFNZ AGM 
	 Novotel Greenlane, Auckland

11 – 14 April, 2023
•	 National Family Camp
	 Ngāruawāhia Christian Camp, Ngāruawāhia.

THE YEARAHEAD

Visit www.haemophilia.org.nz for more information on bleeding disorders, HFNZ 
News, and past issues of Bloodline

Youth Camp 2021
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