ONLY LICENSED
SYSTEMIC THERAPY

FOR ADULTS WITH CERTAIN VHL-ASSOCIATED TUMOURS"™

WELIREG is indicated for the treatment of adult patients with von
Hippel-Lindau (VHL) disease who require therapy for VHL
associated renal cell carcinoma (RCC), central nervous system (CNS)
hemangioblastomas, or pancreatic neuroendocrine tumours (pNET),
and for whom localised procedures are unsuitable or undesirable.®

Adverse events should be reported. Reporting forms and information can be
found at https://yellowcard.mhra.gov.uk or search for MHRA Yellow Card in the
Google Play or Apple App Store. Adverse events should also be reported to
Merck Sharp & Dohme (UK) Limited (Tel: 0208 154 8000).

Intended for UK Healthcare Professionals only.

For Prescribing Information, click the Pl button located on each slide.

Refer to the Summary of Product Characteristics and Risk Minimisation Materials
before prescribing to help minimise the risks associated with treatment.
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VHL is a rare, genetic disease associated with an increased
risk of developing certain tumours®’

o Caused by a Cells grow unchecked, 3 People with VHL are
g__'. mutation in the and mutate more easily ) prone to developing

VHL gene® vs. ho mutation® certain tumours?®

Tumours may cause pain and significant morbidity depending on mass and location, while surgical
intervention may be associated with operative/post-operative complications®"

30 IS P S

Tumours can grow in Most tumours are benign, Some tumours can become
several different sites . Theycan cause pressure  : cancerous. Especially those
at the same 'l:ime11 § on Surrounding tissues § that grow in the kidneys

: as they grow?® and pancreas®

VHL: von Hippel-Lindau disease.
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A known family history of VHL can affect the path to diagnosis'

Inheritance is
Children of affected parents have a 50/50 chance of also being affected®

of people with VHL have a
known family history™

of people with VHL are
de novo cases with
NO known family history™

 Children of affected parents
receive genetic service input
and surveillance from an
early age®

- For most people, surveillance
begins prior to manifestation
onset®”

- Attitudes and acceptance of
surveillance and treatment
can be affected by observing
family member experiences™®

VHL: von Hippel-Lindau disease.

- May experience a diagnostic

delay following the onset of
VHL manifestations™"

Diagnostic lag can be
affected by the type and
location of tumours and
clinician awareness of VHL™"

- May require intensive surgery

to remove dozens of tumours
in a single operation™
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VHL is a rare disease, affecting ~1in 69,000 people in the UK>*°
and tumours often develop in the third decade of an affected
person’s life’1%:2°

= Males, females, and all ethnic rﬁ\ Multiple generations of families
M groups are EQUALLY affected® ]38 are likely to be affected®

Are aff renal
o t; c;?I ia?'i:iiiya Sy ; g tg Are affected by CNS Up’g) Are affected by pNET=°
haemangioblastomas’
Median age of onset: 31 years™ Mean age of onset: 33 years’ Mean age of onset: 35 years®®

CNS: central nervous system, pNET: pancreatic neuroendocrine tumour.
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People with VHL, and their families, experience a range of
emotional, social, and practical challenges™

Little reprieve from

Social isolation o ¥ o
caregiving responsibilities

Sustained uncertainty about
the future Guilt regarding the onset

of tumours in their children

Frustration

Impact

about the need
. on career
for lifelong N
. opportunities
screening

Effects on Effects on

people with SOz carers and

gaining access to 16 decisions in _—
appropriate and VHL relation to family

timely support childbearing

Difficulties

Strained family relationships Difficulties balancing the
needs of VHL-affected
Concerns about financial and unaffected family
security members

Based on 23 individual telephone interviews (15 patients, 8 carers) recruited via the Hereditary Cancer Clinic (Prince of Wales Hospital,
Sydney, Australia).

VHL: von Hippel-Lindau disease.
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Management of VHL disease involves lifelong surveillance and
repeat surgical interventions where required™

Example of a typical surveillance schedule®"*?

Annual ophthalmic Head MRI scans every Annual abdominal Annual blood pressure
examinations, 12—-36 months, MRI (or ultrasound), monitoring and

beginning in infancy beginning in beginning from the 24-hour urine studies for

or early childhood adolescence age of 16 years catecholamine metabolites

More intense surveillance
in families considered
at high risk

Active surveillance requires significant healthcare resource, co-ordination, and

incurs a quality-of-life burden on people with VHL and their families'™ %%

WELIREG is indicated for the treatment of adult patients with von Hippel-Lindau (VHL) disease who require therapy for VHL
associated renal cell carcinoma (RCC), central nervous system (CNS) hemangioblastomas, or pancreatic neuroendocrine

tumours (pNET), and for whom localised procedures are unsuitable or undesirable.® It should not be used for any other
tumour types.

VHL: von Hippel-Lindau disease, MRI: magnetic resonance imaging, CNS: central nervous system, RCC: renal cell carcinoma.
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VHL specialist services in the UK are mostly multidisciplinary
and genetic service-led, but there is a large range of variation
between services™

The holistic care of VHL C The VHL specialist service )

atients requires input
X 9 : P ( The VHL MDT )
from three different
levels of intervention: ( Other specialist MDTs )

Regular
meetings and
correspondence

by or in close ©
. 05
genetic servic®

Wit

VHL MDT Geneticist - Genetic counsellor

Other specialist MDTs

Oncology - Endocrinology - Urology -
Paediatrics - Neurology - Nephrology Consultations on an
- Radiology - Ophthalmology ad hoc basis according % % % %
+ as the VHL MDT and who is core to patient need
part of it may vary and look different

Qoorosesrosnntcsnntostatosnscsnnns >
among trusts Provide specialist input, especially in
complex cases or where advanced
Based on insights from experts collected during a series of steering committee meetings. treatments are required
VHL: von Hippel-Lindau disease, MDT: Multidisciplinary team.
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one can take its toll'®44

of people with VHL with The interval between
renal cell carcinoma, surgeries in some
pancreatic neuroendocrine people with VHL'™

tumours, or CNS
haemangioblastomas had
experienced multiple
surgeries*

M| Br weres i
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People with VHL often require repeated surgeries — and each

EROSION OF
FUNCTION

Surgical resection may lead to impairment
or removal of the entire organ'#°
Pancreatectomy for pNET can result in
absolute insulin deficiency
requiring lifelong insulin therapy®°

Repeated surgeries can have a Z
QUALITY OF LIFE IMPACT
Including:#* Fatigue

A} &

Mental health Ability to live daily life

VHL: von Hippel-Lindau disease, CNS: central nervous system, pNET: pancreatic neuroendocrine tumour.
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~v50% selected 'reduce the number of surgeries' as the top
treatment goal in a survey of 220 people with VHL?**

O/ would prefer to take a pill which would
73 O possibly delay the time until surgery,
rather than watch and wait to see if the
tumor would grow#*

Some people have

inopera ble or surgery would result in
tumours catastrophic injury=”
?

There is a need for an licensed systemic therapy for people with certain

VHL-associated tumours where surgery is unsuitable or undesirable

WELIREG is indicated for the treatment of adult patients with von Hippel-Lindau (VHL) disease who require therapy for VHL
associated renal cell carcinoma (RCC), central nervous system (CNS) hemangioblastomas, or pancreatic neuroendocrine
tumours (pNET), and for whom localised procedures are unsuitable or undesirable.>

*Based on survey of people with VHL (n=220; RCC 66.4%, pNET 55.5%, and/or CNS haemangioblastomas 86.4%), presented two scenarios
“watch and wait” and potentially need surgery, or “take a once-daily pill” to delay a potential surgery.**
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-**i23s is the FIRST and ONLY licensed systemic

WELIREG s therapy for adults with certain VHL-associated
(belzutifan) 0‘ tumours’

Indication: WELIREG is indicated for the treatment of adult patients with von Hippel-Lindau (VHL)
disease who require therapy for VHL-associated:>

G &

renal cell carcinoma CNS haemangioblastomas pancreatic neuroendocrine
tumours

and for whom localised procedures are unsuitable or undesirable”

Mechanism WELIREG is a selective HIF-2a inhibitor, which reduces the transcription of certain target
of action: genes associated with tumour growth>

CNS: central nervous system, HIF-2a: hypoxia-inducible factor 2a.
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WELIREG is an inhibitor of hypoxia-inducible factor 2 alpha
(HIF-2a)>

Under normal oxygen levels, HIF-2a is targeted for ubiquitin-proteasomal
degradation by VHL protein®

-

Lack of functional Upon stabilisation, HIF- This regulates expression WELIREG blocks HIF-2a-

VHL protein results in 2a translocates into the of downstream genes, HIF-1B interaction, leading

accumulation of HIF-2a nucleus and interacts with including genes associated to reduced expression of
hypoxia-inducible factor with cellular proliferation, target genes associated

1 beta (HIF-13) to form a angiogenesis, and tumour with cellular proliferation,
transcriptional complex growth angiogenesis, and tumour

' 4 , ; Cellular Proliferation
" i L i A ; b i h e Wl - ..‘1- .l. i
Impaired VHL m‘i " - N » '
. b | _ b - E 7 Angiogenesis '
o : 3 t '::..-:5:___. ~
» [

 WELIREG

%,

‘4 Tumor Growth t'/

WELIREG binds to HIF-2a and, in conditions of hypoxia or impairment
of VHL protein function, blocks HIF-2a—-HIF-1f3 interaction
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LITESPARK-004 is an ongoing Phase 2, open-label, single-
arm clinical trial which evaluated WELIREG in adult patients

with VHL-disease associated RCC (N=61) who did not require
immediate surgery?®°

Patients were evaluated
radiologically approximately 12 weeks
after initiation of treatment and every

12 weeks for a minimum of 3 years,
then every 24 weeks thereafter®22

61 patients with
VHL-associated RCC* Unacceptable toxicity
50 also had CNS (40 mo J 40 mo J 40 mo OR

haemoangioblastomas Belzutifan 120 mg once daily, Disease progression
22 also had pNET continued until:

Other secondary endpoints:?°

Primary endpoint:?° Secondary endpoints:*°

* Objective response rate (ORR) in * Duration of response (DOR) * ORR in CNS hemangioblastomas?
VHL disease-associated RCC? * Time to response (TTR) * ORR in pNETs?
* Progression-free survival (PFS) « Safety of WELIREG
\ y, g / g y,

*>1 measurable solid tumour localised to the kidney as defined by response evaluation criteria in RECIST v1.1. TPer RECIST v1.1 as assessed by IRC.
ORR: Complete response defined as disappearance of all target and nontarget lesions. Any pathological lymph nodes (whether target or
nontarget) must have reduction in short axis to <10 mm. Partial response defined as >30% decrease in the sum of the longest diameters of target
lesions compared with baseline. 95% Cls for ORR in RCC and non-RCC neoplasms were calculated using the 2-sided Clopper-Pearson method.
The effect of intermittent use and long treatment interruptions of belzutifan have not been evaluated

IRC: Independent review committee, ORR: Objective response rate, RCC: renal cell carcinoma, VHL: von Hippel-Lindau disease, CNS: Central
nervous system, pNET: pancreatic neuroendocrine tumour.
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LITESPARK-004 is an ongoing Phase 2, open-label, single-arm
clinical trial which evaluated WELIREG in adult patients with
VHL-disease associated RCC (N=61) who did not require
immediate surgery?°

Baseline trial characteristics:2°

Key eligibility criteria:>2°

e VHL disease diagnosis

based on germline alteration 41 yea I'S 52%

Medianage @  Male | ECOGPSO
(range 19-66) ’ 5

e >1 measurable RCC tumour

* No prior systemic anticancer

therapy
75% had prior RCC surgery

e N tastatic di : j '
O metastatic disease 2.2 cm median size of RCC target lesions

e ECOGPSOor"

* No major surgical procedure
within 4 weeks before study enrolment

* No major cardiovascular event
within 6 months before WELIREG

administration

ECOG PS: Eastern Co-operative Oncology Group Performance Status, RCC: Renal cell carcinoma.
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WELIREG reduced tumour size in VHL disease—associated RCC
at a median follow up time of 29.2 months (range 4.2 - 37.5)°

Primary efficacy Secondary efficacy Other efficacy endpoints:®
endpoint:® endpoints (N=61):°

Best CNS
haemangioblastoma
response (N=50)

Best overall RCC Median DOR was

Best pNET response
tumour response (N=61)

not reached (N=20)

(range: 36.1to 119.9 weeks)

Median TTR

from 46.7 weeks 38 %
(range: 11.6 to 96.6 weeks) ORR
(95% Cl: 24.7 to 52.8)
(n=19/50)

90:

59

(95% Cl: 45.7 to 71.4)
(n=36/61)

(95% Cl: 68.3 to 98.8)
(n=18/20)

Median PFS

not estimated*
(24-month PFS rate 94.6%)

Best objective response. Median follow-up range was 4.2 to 37.5 months.

*Reliable median could not be estimated due to the number of progression events (n=7) and a progression event that occurred at the latest
timepoint when only 1 patient was at risk.

RCC: renal cell carcinoma, CNS: central nervous system, pNET: pancreatic neuroendocrine tumour, CI: confidence interval, ORR: objective
response rate, DOR: Duration of response, TTR: Time to response, PFS: Progression-free survival.
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and nausea (36%)>

- Most common
Grade 3 or 4
adverse reactions
were anaemia
(10%), and fatigue
(5%)°

- Serious adverse

reactions occurred
in 5% of patients
who received
WELIREG,
including anaemia,
dyspnoea and
hypoxia (1 patient
each)’

- Dose interruption

of WELIREG due to
adverse reactions
occurred in 23% of
patients

- Most common

adverse reactions
resulting in dose
Interruption;
fatigue (13.1%),
nausea (8.2%),
anaemia (4.9%)°

M| Br  WEREG &

(belzutifan) @®

All patients reported at least one treatment-related adverse event®°

At a median follow up of 29.2 months (median duration of exposure 28.9 months,
range: 1.9 to 37.5):>

The most common adverse reactions with WELIREG were anaemia (90%), fatigue (71%), dizziness (44%)

- Dose reduction of
WELIREG due to
adverse reactions
occurred in 11.5%
of patients

- Adverse reactions
resulting in dose
reduction; fatigue
(8.2%), anaemia
(1.6%), hypoxia
(1.6%)>

Grade 3 anaemia occurred in 9.8%. Three (4.9%) participants had anaemia events leading to study drug interruption and
1 participant (1.6%) had a dose reduction due to anaemia. Median time to onset of all Grade anaemia events was 31 days
(range: 1 day to 8.38 months). Most of the anaemia occurred in the first 3 months of treatment initiation and was not progressive.>

The case of hypoxia occurred within 2 months of treatment initiation in a patient with previously undiagnosed restrictive lung
disease and was asymptomatic. The patient did not receive supplemental oxygen and was managed with dose reduction to 80 mg
once daily with no recurrence of hypoxia.>
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28.9 months, range: 1.9 to 37.5). Patients were treated with WELIREG 120 mg once daily.”

Blood and lymphatic disorders

Anaemia Very common

Nervous system disorders

Dizziness Very common
Respiratory, thoracic and mediastinal disorders

Dyspnoea Very common

Hypoxia Common
Gastrointestinal disorders

Nausea Very common
General disorders and administration site disorders

Fatigue Very common
Investigations

Weight Increased Very common

(< 1/10,000).

\ Adverse Drug Reaction All Grades Grades 3-4

M| Br  weres £
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Adverse reactions reported in clinical studies of WELIREG

The safety of WELIREG was evaluated in a Phase 1 clinical study, in 58 patients with non-VHL disease-associated advanced solid
tumours (median duration of exposure 25.4 weeks, range: 1.1 to 145.9 weeks), and an open-label Phase 2 clinical study, in 61 patients
with VHL disease-associated RCC and who did not require immediate nephrectomy or partial nephrectomy duration of exposure

Common

Very rare

Common

Common

Very rare

Common

Common

Frequencies defined as very common (> 1/10), common (= 1/100 to < 1/10), uyncommon (= 1/1,000 to < 1/100), rare (= 1/10,000 to < 1/1,000), and very rare
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Anaemia due
to decreased
erythropoietin®

Hypoxia®
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Special warnings and precautions for use

Always refer to the WELIREG Summary of Product Characteristics before prescribing

- Anaemia occurred very commonly in patients receiving WELIREG

- Patients should be monitored for anaemia before initiation of and periodically throughout

treatment with more frequent monitoring within the first 6 months of treatment

- For patients who develop Grade 3 anaemia (Hb <8 g/dL), WELIREG should be withheld

and patients should be treated according to standard medical practice, including ESA
administration until resolved to < Grade 2 (Hb >8 g/dL). For recurrent Grade 3 anaemia,
WELIREG should be discontinued. For patients who develop Grade 4 anaemia, the dose of
WELIREG should be reduced or permanently discontinued

- WELIREG can cause severe hypoxia that may require discontinuation, supplemental oxygen,

or hospitalisation

- Patients should be monitored for oxygen saturation with pulse oximetry before initiation of and

periodically throughout treatment with WELIREG with more frequent monitoring within the first
6 months of treatment. In light of the risk of hypoxia, smoking cessation is recommended

- For Grade 2 hypoxia, providing supplemental oxygen and continuing or withholding treatment

should be considered. If withheld, WELIREG should be resumed at a reduced dose. For
patients who have Grade 3 hypoxia, WELIREG should be withheld, hypoxia treated, and dose
reduction should be considered. If Grade 3 hypoxia continues to recur, treatment should be
discontinued. For Grade 4 hypoxia, treatment should be permanently discontinued

- Patients treated with WELIREG must be given the patient alert card
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Special warnings and precautions for use

Always refer to the WELIREG Summary of Product Characteristics before prescribing

- Based on findings in animals, WELIREG may cause foetal harm, including foetal loss, in

AUMans

n a rat study, WELIREG caused embryo-foetal toxicity when administered during the period
of organogenesis at maternal exposures that were lower than the human exposures at the
recommended dose of 120 mg daily

- Females of reproductive potential should be advised to use highly effective non-hormonal

contraceptive methods during treatment with WELIREG and for 1 week after the last dose,
since WELIREG can render some hormonal contraceptives ineffective

- Advise male patients and their female partners of reproductive potential to use highly

effective contraception during treatment with WELIREG and for 1 week after the last dose

- Advise male patients with female partners who are pregnant to use a barrier method of

contraception during treatment with WELIREG and 1 week after the last dose
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Elderly
(= 65 years old)°

Renal
impairment®

Hepatic
impairment®

Paediatric
population®
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Special populations

Always refer to the WELIREG Summary of Product Characteristics before prescribing

- No dose adjustment is recommended for elderly patients. There are limited data available on

the use of WELIREG in patients aged 65 years and over

* No dose adjustment of WELIREG is recommended in patients with mild or moderate renal

impairment (eGFR > 30 mL/minute/1.73 m?). WELIREG has not been studied in patients with
severe renal impairment

- No dose adjustment of WELIREG is recommended in patients with mild hepatic impairment.

WELIREG has not been studied in patients with moderate or severe hepatic impairment

- The safety and efficacy of WELIREG in children less than 18 years of age has not yet been

established. No data are available
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Fertility,
pregnancy and
lactation®
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Contraindications and family planning

Always refer to the WELIREG Summary of Product Characteristics before prescribing

ypersensitivity to the active substance or to any of the excipients

- There are no data from the use of WELIREG in pregnant women. Studies in animals have shown

reproductive toxicity. WELIREG is not recommended during pregnancy and in women of childbearing
potential not using contraception

* It is unknown whether WELIREG or its metabolites are excreted in human milk. A risk to newborns/

infants cannot be excluded. Breast-feeding should be discontinued during treatment with WELIREG and
for 1 week after the last dose

- The pregnancy status of females of reproductive potential should be verified prior to initiating treatment

with WELIREG

- WELIREG may cause embryo-fetal harm, including fetal loss, when administered to a pregnant woman

- Females of reproductive potential should be advised to use highly effective contraception during

treatment with WELIREG and for at least 1 week after the last dose. Use of WELIREG may reduce the
efficacy of hormonal contraceptives. Patients using hormonal contraceptives should be advised to use

an alternative non-normonal contraceptive method or have their male partner use a condom during
treatment with WELIREG

- Male patients and their female partner of reproductive potential should be advised to use highly

effective contraception during male patient treatment with WELIREG and for at least 1 week after
the last dose. Advise male patients with female partners who are pregnant to use barrier method of
contraception during treatment with WELIREG and 1 week after the last dose

- Based on findings in animals, WELIREG may impair fertility in males and females of reproductive

potential. Advise patients of this potential risk. The reversibility of the effect on fertility is unknown.
Family planning should be discussed with patients as appropriate
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substrates®

Inhibitors of
UGT2B17 or
CYP2C19°
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Drug interactions

Always refer to the WELIREG Summary of Product Characteristics before prescribing

- Coadministration of WELIREG with CYP3A4 substrates, including hormonal contraceptives,

decreases concentrations of CYP3A substrates, which may reduce the efficacy of these

substrates. The magnitude of this reduction may be more pronounced in patients who are
dual UGT2B17 and CYP2C19 poor metabolisers

- Avoid coadministration of WELIREG with sensitive CYP3A4 substrates, for which

minimal decrease in concentration may lead to therapeutic failures of the substrate. If

coadministration cannot be avoided, increase the sensitive CYP3A4 substrate dosage in
accordance with its summary of product characteristics

- Coadministration of WELIREG with hormonal contraceptives may lead to contraceptive failure

or an increase in breakthrough bleeding

- Co-administration of WELIREG with inhibitors of UGT2B17 or CYP2C19 increases plasma

exposures of WELIREG, which may increase the incidence and severity of adverse reactions

of WELIREG. Monitor for anaemia and hypoxia and reduce the dosage of WELIREG as
recommended
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WELIREG is taken as a once daily oral dose”

The recommended dose of WELIREG is 120 mg (three 40-mg tablets) once daily until disease
progression or unacceptable toxicity

Not actual size.

WELIREG should be taken at the same time each day and may be taken with or without food.>

eS

O

i&\‘:i

Swallowed whole, Missed doses can be taken If vomiting occurs any time
not chewed.> as soon as possible on the after taking WELIREG, the
WELIREG should not be same day.’ dose should not be retaken.®
chewed, crushed or split prior Regular daily dosing should be The next dose should be
to swallowing. resumed the next day. taken on the next day.

Extra tablets should not be taken
to make up for a missed dose.

*Dose should be reduced if certain adverse effects occur. Always refer to the SmPC before prescribing WELIREG.
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Grade 3: Haemoglobin (Hgb < 8g /dL)
transfusion indicated

Anaemia

Grade 4: Life-threatening or urgent
intervention indicated

Grade 2: Decreased oxygen saturation
with exercise (e.g. pulse oximeter < 88%)
intermittent supplemental oxygen

Hypoxia Grade 3: Decreased oxygen saturation at rest
(e.g. pulse oximeter <88% or PaO?
<55 mm Hg)

Grade 4: Life-threatening

Other Grade 3
Adverse

Reactions
Grade 4

M | Br WELREG &
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Adverse reactions associated with WELIREG can be managed
with recommended dose modifications>

Adverse : . 2o I
: Severity* Dose modification
reaction

- Withhold until resolved to < Grade 2 (Hb > 8 g/dL)
* Resume at a reduced dose (reduce by 40 mqg) or

discontinue depending on the severity and persistence
of anaemia

- Withhold until resolved to < Grade 2 (Hb > 8 g/dL)
- Resume at a reduced dose (reduce by 40 mqg) or

permanently discontinue

- Consider withholding until resolved
- Resume at the same dose or at a reduced dose

depending on the severity of hypoxia

- Withhold until resolved to < Grade 2
- Resume at reduced dose (reduce by 40 mg) or

discontinue depending on the severity and persistence
of hypoxia

- Permanently discontinue
- Withhold dosing until resolved to < Grade 2
- Consider resuming at a reduced dose (reduce by 40 mq)

- Permanently discontinue upon recurrence of Grade 3

- Permanently discontinue

*Based on National Cancer Institute Common Terminology Criteria for Adverse Events (NCI CTCAE), version 4.0.
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WELIREG is accepted for use in the NHS in England and Wales?>%°

NICE

WELIREG is recommended with managed access as an

option for treating von Hippel-Lindau (VHL) disease in
adults:®

« Who need treatment for VHL-associated renal cell

carcinomas, central nervous system hemangioblastomas
or pancreatic neuroendocrine tumours, and

 When localised procedures are unsuitable or
undesirable.

It is only recommended if the conditions in the managed
access agreement for belzutifan are followed.

\_ .
The NICE recommendation will apply in Wales.?®
\_ .
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WELIREG is accepted for use in the NHS in Scotland*®

SMC

“Belzutifan (Welireg®) is accepted for use within NHS
Scotland.

Indication under review: treatment of adult patients with
von Hippel-Lindau (VHL) disease who require therapy

for VHL associated renal cell carcinoma (RCC), central
nervous system (CNS) hemangioblastomas, or pancreatic
neuroendocrine tumours (pNET), and for whom localised
orocedures are unsuitable or undesirable.

n a single-arm, phase |l study, belzutifan was associated
with overall response rates of at least 64%, 44% and 91%
in RCC, CNS and pNET, respectively.

This advice applies only in the context of an approved
NHSScotland Patient Access Scheme (PAS) arrangement
delivering the cost-effectiveness results upon which the
decision was based, or a PAS/ list price that is equivalent
or lower.

This advice takes account of the views from a Patient and
Clinician Engagement (PACE) meeting.”

The SMC used data cut-off at 1st April 2022, with a median follow-up of 37.7 months.
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VHL is a rare, genetic disease Peopl.e with VHL need Ilfelopg U.ntll now, there h.ave been. no
associated with an increased surveillance and oftenrequire  :  licensed systemic therapies
: : : repeated surgeries —and each :  for people with certain VHL-

risk of developing certain tumours®’ one can take its toll"®+* associated tumours®
WELIREG reduced tumour At a median follow-up time of 29.2 months (range 4.2 - 37.5)

size in people with VHL 599% 389% 909%

disease-associated RCC, RCC obijective . CNS haemangioblastoma : oNET objective
CNS haemangioblastoma, response rate® objective response rate® response rate®

or pNET> (95% Cl: 457 to 71.4, n=36/61) : (95% Cl: 247 to 52.8, n=19/50) : (95% Cl: 68.3 to 98.8, n=18/20)

Three tablets per dose, once daily”
A once daily _

oral treatment®

Dose modifications are applicable to
manage certain adverse reactions including
adjustments and interruptions*>

Not actual size.

Adult patients with von Hippel-Lindau disease who require therapy for:”
WELIREG is - von-Hippel-Lindau associated renal cell carcinoma, OR

- - von-Hippel-Lindau associated central nervous system haemangioblastomas, OR
indicated for: - von-Hippel-Lindau associated pancreatic neuroendocrine tumours

AND for whom localised procedures are unsuitable or undesirable

The most common adverse reactions with WELIREG at median follow-up of 29.2 months (median duration of exposure
28.9 months, range 1.9 to 37.5) were anaemia (90%), fatigue (71%), dizziness (44%) and nausea (36%).>

There are special warnings and precautions of use in anaemia, hypoxia and embryofoetal toxicity.>*
Always refer to the SmPC before prescribing WELIREG.

*Dose should be reduced if certain adverse effects occur. See the Summary of Product Characteristics for full details.

VHL: von Hippel-Lindau disease, RCC: renal cell carcinoma, CNS: central nervous system, pNET: pancreatic neuroendocrine tumours,
Cl: confidence intervals.
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Would you like to stay up to date with the

latest information on WELIREG?

Joining our WELIREG network can help you to:

@ Stay informed about the latest news and data on WELIREG
@ Support your clinical practice with tailored educational materials

@ Receive exclusive invitations to practical, peer-driven events and meetings

Sign up to our mailing
list now by scanning
the QR code

or clicking here

=

This link will take you to an MSD website to give your consent to receive marketing or promotional emails from MSD about our products,
services and events.
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https://www.msdconnect.co.uk/consent-acquisition/?utm_source=slide_deck&utm_medium=pdf_document&utm_content=value-prop-consent&utm_campaign=welireg-vhl
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