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cGVHD QUALITY
OF LIFE

Explore when considering REZUROCK in the treatment of

cGVHD for patients aged 12 years and older who have received
at least two prior lines of systemic therapy.

Adverse events should be reported. Reporting forms and information can be found at www.mhra.gov.uk/yellowcard or
search for MHRA Yellow Card in the Google Play or Apple App Store. Adverse events should also be reported to the Sanofi
drug safety department on Tel: 0800 0902 314. Alternatively, send via email to UK-drugsafety@sanofi.com.
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37.5%

Physical impact Psychological impact Financial impact
Multiple physical ailments*® Significant psychological distress® Inability to return to work®
Deterioration in physical QOL’ Worsening QOLS8 Consequences that impact QOL™
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When the GvHD was at its worst with People don't come around so often now; I am lucky | am not older and don't have
my lungs | could barely walk maybe 50 they don’t know how to deal with it... my own family to support. | couldn’t have
metres before | was having to rest and doneit.

in discomfort. 9 99 99

Patient quotes from a UK study run with the collaboration of Anthony Nolan™
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cGVHD, chronic graft-versus-host disease; Gl, gastrointestinal; QOL, quality of life.

®Based on a multicenter, prospective, observational cohort study evaluating 298 patients with cGVHD. Compared with age- and sex-matched US population
normative data, patients with cGVHD had significantly lower scores, as measured by the SF-36b and the FACT-BMT. The SF-36 is a set of QOL measures.



Physical symptoms reported by patients included'
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100% Skin  93% Fatigue 81% Eye

Low mood/depressed
Anxious/worried
Trapped/restricted
Frustrated
Angry/annoyed
Hopeless

Isolated

Stressed

Traumatised 13%

Adapted from Hart D, et al. EBMT 2024 Poster
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cGVHD, chronic graft-versus-host disease.

Symptoms with the highest incidence in cGVHD patients (eye, skin,
lung, and infection symptoms) had the highest impact on daily life

67%
« 69% reported that cGVHD impacted their

mental health

60%
60%
53% - 78% felt they were a burden to others

41% « Only 35% of patients were offered and
A accepted mental health support

i1 - 74% of patients and carers feel that people

40% with cGVHD need more emotional support
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. Aspirations for the future
Patients QOL' ’

. Ability to work/study
- 89% reported a moderate to high

impact on aspirations for the future

Exercise

o Enjoying life

- More than 50% reported a high impact

on ability to work, exercise, enjoy life, Planning for the future

and plan for the future Appearance 483, 15 304 7o

Self-confidence Ll 2% 305 ficy
1

Carer OOL Mental health by, 224, 22, |13
« 90% reported cGVHD impacted their ability Spending quality time

to plan for the future or work/study with family/friends

Intimate relationships
« 60% said their finances were affected

Being independent

« All carers reported feeling anxious or Managing the finance
worried when caring for someone with
cGVHD and expressed the need for more

emotional support Adapted from Hart D, et al. EBMT 2024 Poster

B High impact B Moderate impact B Low impact B Noimpact at all
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cGVHD, chronic graft-versus-host disease; QOL, quality of life. m
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The treatment burden was considered

significant with 61% of patients who had Side effects reported from cGVHD treatment?

undergone 23 LOTs and took 5.3 different

cGVHD treatments' d

- 81% of participants indicated they had used
other systemic treatments! Immuno- Osteoporosis Weight and Blood pressure Skin thinning

: supression muscle loss and cell counts

Treatments for cGVHD lead to side

effects/complications, resulting in

further treatments with side effects'

- 74% reported using antibiotics and 67% Swelling Cyclosporine- Pain Insomnia Complications

.. . : induced from venous

antivirals nephrotoxicity ECP access

Increased infection risk due to Additional treatments required to manage side effects

immunosuppressive therapy caused - Digestion medication - Medication for cholesterol « HRT, hormone gels/patches

. . « Appetite stimulants » Medication for incontinence « Antiviral medication
patients and carers to experience + Sleep aids « Breathing/asthma control + Anti-depressants and
isolation and elevated health anxiety? - Antihistamines - Nausea/vomiting medication anti-anxiety

Antibiotics

Adapted from Hart D, et al. EBMT 2024 Poster
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ECP, extracorporeal photopheresis; cGVHD, chronic graft-versus-host disease; HRT, hormone replacement therapy; LOT, line of therapy; QOL, quality of life. m



Prescribing Information: REZUROCK (belumosudil) W

200mg film-coated tablets (Licence valid in GB only)

Therapy should be initiated and supervised by physicians experienced in the management of
chronic GVHD. Please refer to the Summary of Product Characteristics (SmPC) before prescribing.

Presentation: Each film-coated tablet contains belumosudil mesilate, equivalent to 200mg belumosudil.
Indication: Rezurock is indicated for the treatment of patients aged 12 years and older with chronic
graft-versus- host disease (chronic GVHD) who have received at least two prior lines of systemic therapy.
Dosage and Administration: The recommended dose of Rezurock is 200mg administered orally
once daily at approximately the same time with a meal. The film-coated tablet should not be broken,
crushed or chewed. Treatment should continue until disease progression or unacceptable toxicity. A
complete blood cell count and liver function test must be performed before initiating therapy with
Rezurock. Perform liver function tests at least monthly throughout treatment. Dose modification due to
hepatotoxicity and other adverse reactions: For Grade 3 alanine aminotransferase (ALT) or aspartate
aminotransferase (AST) (>5 — 20 x upper limit of normal (ULN)) or Grade 2 bilirubin (>1.5 — 3 x ULN) or
other Grade 3 adverse reactions, hold Rezurock until recovery to <Grade 1, then resume
Rezurock at the recommended dose at physician’s discretion. For Grade 4 ALT or AST (>20 x ULN) or
Grade =3 bilirubin (>3 x ULN) or other Grade 4 adverse reactions, permanently discontinue Rezurock.
Dose modification due to drug interactions: Strong CYP3A Inducers: Increase the dosage of
Rezurock to 200mg twice daily when co-administered with strong CYP3A inducers. Co-
administration of belumosudil with drugs transported by OATP1B1 and BCRP substrates can lead to
an increase in exposure of these concomitant drugs (e.g. rosuvastatin). Proton Pump Inhibitors:
Increase the dosage of Rezurock to 200mg twice daily when co- administered with proton pump
inhibitors. OATP1B1/BCRP substrates: Consider switching to a drug less sensitive to OATP1B1 and
BCRP inhibition when possible. If used together the dose of rosuvastatin should not exceed 5 mg once
daily. Monitor patients closely for signs and symptoms of excessive exposure to the drugs that are
substrates of OATP1B1 and BCRP. Delayed or missed dose: If a dose is missed or delayed for <12 hours
after the scheduled dose, the dose should be taken as soon as possible on the same day with a return
to the normal schedule the following day. If a dose is missed or delayed for >12 hours after the scheduled
dose, the dose should be taken at the usual time the following day. If a patient vomits following the
intake of a dose, the next dose should be taken at the usual time the following day. Patients should not
take extra doses to make up the missed dose.

Special Populations: Hepatic impairment. Dose modification is not recommended when administering
belumosudil to patients with mild or moderate hepatic impairment (Child-Pugh A and B).
Belumosudil is not recommended in patients with severe hepatic impairment. The safety and efficacy of
belumosudil in severe (Child-Pugh C) hepatic impairment has not been evaluated. For patients with pre-
existing severe hepatic impairment (Child-Pugh C), consider the risks and potential benefits before
initiating treatment with belumosudil. Monitor patients frequently for adverse reactions.

Renal impairment: No dose modification of Rezurock is required in patients with mild or moderate
renal impairment (creatinine clearance =30 mL/min). No data are available for patients with severe renal
impairment (creatinine clearance <30 mL/min) or for patients with end-stage renal disease on dialysis. Use
with caution. Elderly patients (=65 years): No additional dose adjustments are recommended for elderly
patients. Paediatric population: The posology is the same in adults

and adolescents aged 12 — 18 years. The safety and efficacy of Rezurock in children and adolescents aged
below 12 years of age have not been established. No data are available.

Contraindications: Pregnancy. Hypersensitivity to the active substance or to any of the excipients.
Precautions and Warnings: Female patients of childbearing potential and male patients with female
partners of childbearing potential: Women of childbearing potential (WOCBP) should be advised to
avoid becoming pregnant while they or their male partner are taking belumosudil and of the potential risk
to a fetus. WOCBP should be advised to have a pregnancy test prior to starting treatment with
belumosudil. WOCBP and male patients with female partners of childbearing potential must use a
highly effective method of contraception during treatment with belumosudil and for at least one week after
the last dose of belumosudil. Hepatotoxicity: Increases in liver function tests were observed in clinical
studies with belumosudil and generally occurred early during treatment with the incidence decreasing
thereafter. Liver function tests should be performed prior to the initiation of treatment with belumosudil and
monitored at least monthly during treatment with belumosudil and the dose should be adjusted for
>Grade 2 toxicities. Sodium: This product is essentially sodium free. Interactions: Effect of CYP3A
inhibitors on belumosudil: The co-administration of multiple doses of itraconazole did not alter exposure
to belumosudil to any clinically relevant extent. Effect of CYP3A inducers on belumosudil: The co-
administration of multiple doses of rifampin decreased belumosudil Cmax by 59% and AUC by 72%. The co-
administration of strong CYP3A4 inducers with belumosudil may decrease belumosudil exposure. Increase the
dose of belumosudil to 200mg twice daily. The co-administration of moderate CYP3A4 inducers e.g.,
efavirenz is predicted to have a reduced effect on belumosudil as compared to strong CYP3A4 inducers.
The co-administration of moderate CYP3A4 inducers with belumosudil may decrease Belumosudil
exposure. No dose adjustment is recommended. Effect of proton pump inhibitors on belumosudil: The co-
administration of multiple doses of rabeprazole decreased belumosudil Cmax by 87% and AUC by 80%.
The co-administration of multiple doses of omeprazole decreased belumosudil Cmax by 68% and AUC by
47%. The co-administration of proton pump inhibitors with belumosudil may decrease belumosudil exposure.
Increase the dose of belumosudil to 200mg twice daily. Effect of other gastric acid reducing agents on
belumosudil: The co- administration of belumosudil with gastric acid reducing agents other than
proton pump inhibitors may decrease belumosudil exposure. No dose adjustment is recommended,
however belumosudil and the gastric acid reducing agent should be taken 12 hours apart. In vitro
studies: Effect of belumosudil on CYP3A substrates: The co- administration of belumosudil is predicted to
increase midazolam Cmax and AUC approximately 1.3- and 1.5-fold, respectively. No dose adjustment is
recommended.




Prescribing Information: REZUROCK (belumosudil) W
200mg film-coated tablets (Licence valid in GB only)

Therapy should be initiated and supervised by physicians experienced in the management of
chronic GVHD. Please refer to the Summary of Product Characteristics (SmPC) before prescribing.

The co- administration of belumosudil may increase exposure of sensitive CYP3A4 substrates with Adverse Reactions: Very common: Nausea, asthenia. Common: upper and lower respiratory
a narrow therapeutic index such as ciclosporin and tacrolimus. No dose adjustment is tract infections, anaemia, leukopenia, platelet count decreased, decreased appetite, hyperglycaemia,
recommended. Effect of belumosudil on CYP2C9 substrates: The co-administration of belumosudil is headache, neuropathy peripheral, dizziness, hypertension, dyspnoea, cough, diarrhoea, vomiting,
not expected to have clinically meaningful effect on the exposure of CYP2C9 substrates (such as abdominal pain, constipation, AST and ALT increased, gamma-glutamyltransferase increased,
warfarin). Effect of belumosudil on CYP2C8 substrates: The co-administration of belumosudil is not pruritus, musculoskeletal pain, muscle spasms, blood alkaline phosphatase increased, blood
expected to have clinically meaningful effect on the exposure of CYP2C8 substrates that are not an creatine phosphokinase increased, blood creatinine increased, oedema, pyrexia, weight decreased.
OATP1B1 substrate. Effect of belumosudil on UGT1A1 substrates: Belumosudil is a weak inhibitor of  Prescribers should consult the SmPC in relation to other adverse reactions.

UGT1A1, the clinical consequences are not known. Transporters: Belumosudil is a substrate of P-gp. Legal Category: POM
Belumosudil inhibits BCRP, P-gp, and OATP1B1. The co-administration of oral BCRP, P-gp and GB List Price and Marketing Authorisation Number:
OATP1B1 substrates with belumosudil may increase the concentrations of the substrate drugs (such as 200mg x 30 tablets (PLGB 04425/0902): £6708.

digoxin and docetaxel). The co-administration of belumosudil with drugs transported by OATP1B1  Marketing Authorisation Holder: Sanofi, 410 Thames Valley Park Drive, Reading, Berkshire,

and BCRP can lead to an increase in exposure of these concomitant drugs (e.g. rosuvastatin) which RG6 1PT, UK.

may increase the risk of these substrate-related toxicities. Co-administration of belumosudil increases  Fyrther information is available from: Medical Information, Sanofi, 410 Thames Valley Park Drive,

rosuvastatin Cmax and AUC by 3.6 and 4.6-fold, respectively. Reading, Berkshire, RG6 1PT, UK.
Pregnancy: There are no data on the use of belumosudil in pregnant women. Belumosudil can cause fetal
harm based on findings from animal studies and its mechanism of action. As a precautionary
measure, belumosudil is contraindicated in pregnancy. Breast- feeding: It is unknown whether
belumosudil or its metabolites are excreted in human milk. No data are available regarding the
presence of belumosudil or its metabolites in animal or human milk or its effects on the breast-fed
child, or on milk production. A risk to the infant cannot be excluded. Because of the potential for
serious adverse reactions in a breast-fed child, breast-feeding should be discontinued during
treatment with belumosudil and for at least one week after the last dose. Fertility: There are no human
data on the effect of belumosudil on fertility. Based on findings from animal studies, belumosudil may
impair male and female fertility at dose levels above the recommended clinical dose. The effects
on fertility are reversible.

uk-medicalinformation@sanofi.com

Adverse events should be reported. Reporting forms and information can be found at www.mhra.gov.uk/yellowcard or
search for MHRA Yellow Card in the Google Play or Apple App Store.
Adverse events should also be reported to the Sanofi drug safety department on Tel: 0800 0902 314. Alternatively, send via email
to UK-drugsafety@sanofi.com

Date of preparation: August 2024. Document Number: MAT-XU-2402994(v1.0)
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