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Excipient with known effect
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Film-coated tablet.

Brown, round tablets, of approximately 8.7 mm diameter, with an underlined “M” debossed on one side
and “100” on the other side.

CLINICAL PARTICULARS

Therapeutic indications

Omyjjara is indicated for the treatment of disease-related splenomegaly or symptoms in adult patients with
moderate to severe anaemia who have primary myelofibrosis, post polycythaemia vera myelofibrosis or
post essential thrombocythaemia myelofibrosis and who are Janus Kinase (JAK) inhibitor naive or have
been treated with ruxolitinib.

Posology and method of administration
Treatment should be initiated and monitored by physicians experienced in the use of anti-cancer
medicinal products.

Posology

Omjjara should not be used in combination with other JAK inhibitors.

The recommended dose is 200 mg once daily
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Complete blood cell count and liver function tests must be performed before initiating treatment,
periodically during treatment, and as clinically indicated (see section 4.4).

Dose modifications

Dose modifications should be considered for haematologic and non-haematologic toxicities (table 1).

Table 1: Dose modifications for adverse reactions

Haematologic toxicities

Thrombocytopenia
Baseline platelet Dose modification®
Platelet count
count
>100 x 10%L 20 x 10°/L to Reduce daily dose by 50 mg from the last given dose
<50 x 10°/L
<20 x 10%/L Interrupt treatment until platelets recover to 50 x 10°
Restart Omjjara at a daily dose of 50 mg below the last given
dose®
>50 x 10%L to <20 x 10°/L Tnterrupt treatment until platelets recover to 50 x 10%/L
9
<100x 107 Restart Omjjara at a daily dose of 50 mg below the last given J
dose®
<50 x 10°/L <20 x 10°/L Interrupt treatment until platelets recover to baseline
Restart Omjjara at a daily dose of 50 mg below the last given
dose®
Neutropenia Dose modification®
ANC <0.5 x 10°/L Interrupt treatment until ANC >0.75 x 10°

Restart Omijjara at a daily dose of 50 mg below the last given
dose®

Non-haematologic toxicities

Hepatotoxicity
Dose modification®
(unless other apparent causes)

ALT and/or AST >5 x ULN Interrupt treatment until AST and ALT <2 x ULN or baseline
(or >5 x baseline, if baseline is abnormal) | and total bilirubin <1.5 x ULN or baseline
and/or total bilirubin >2 x ULN

(or >2  baseline, if baseline is abnormal) Restart Omjjara at a daily dose of 50 mg below the last given

dose®

If reoccurrence of ALT or AST elevations >5 x ULN,
permanently discontinue Omjjara
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Other non-haematologic Dose modification®

Grade 3 or higher® Interrupt treatment until the toxicity resolves to Grade 1 or

Grade 2 or higher® bleeding loweH(Onbesctie)

Restart Omjjara at a daily dose of 50 mg below the last given
dose®

ANC = absolute neutrophil count; ALT = alanine transaminase; AST = aspartate transaminase;
ULN = upper limit of normal.

2 Reinitiate or escalate treatment up to starting dosage as clinically appropriate.

B May reinitiate treatment at 100 mg if previously dosed at 100 mg.

° Graded using the National Cancer Institute Common Terminology Criteria for Adverse Events
per (CTCAE).

Treatment with Omjjara should be discontinued in patients unable to tolerate 100 mg once daily.

Duration of use

Treatment mav be continued for as long as the benefit-risk remains positive for patients, as assessed by
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New onset of severe (Grade >3) thrombocytopenia and neutropenia was observed in patients treated with
Omjjara (see section 4.8). A complete blood count including platelet count should be obtained before
initiating treatment with Omjjara, periodically during treatment, and as clinically indicated. Dose
interruption or reduction may be required (see section 4.2).

Hepatic monitoring

Liver function tests should be obtained before initiating treatment with Omjjara, periodically during
treatment, and as clinically indicated. If increases in ALT, AST or bilirubin related to treatment are
suspected, dose interruption or reduction may be required (see section 4.2).

Major adverse cardiovascular events (MACE)

In a large randomised active-controlled study of tofacitinib (another JAK inhibitor) in rheumatoid
arthritis patients 50 years and older with at least one additional cardiovascular risk factor, a higher rate of
MACE, defined as cardiovascular death, non-fatal myocardial infarction (MI) and non-fatal stroke, was
observed with tofacitinib compared to tumour necrosis factor (TNF) inhibitors.

Events of MACE have been reported in patients receiving Omjjara, however, a causal relationship has
not been established. Prior to initiating or continuing therapy with Omjjara, the benefits and risks for the
individual patient should be considered particularly in patients 65 years of age and older, patients who V
are current or past long-time smokers, and patients with history of atherosclerotic cardiovascular disease
or other cardiovascular risk factors.

Thrombosis

In: a large randomised active-controlled study of tofacitinib (another JAX inhibitor) in rheumatoid
arthritis patients 50 years and older with at least one additional cardiovascular risk factor, a dose
dependent higher rate of venous thromboembolic events (VTE) including deep venous thrombosis (DVT)
and pulmonary embolism (PE) was observed with tofacitinib compared to TNF inhibitors.

Events of DVT and PE have been reported in patients receiving Omjjara. However, a causal association
has not been established. In patients with myelofibrosis treated with Omjjara in clinical trials, the rates of
thromboembolic events were similar in Omjjara and control-treated patients. Prior to initiating or
continuing therapy with Omjjara, the benefits and risks for the individual patient should be considered
particularly in patients with cardiovascular risk factors (see also section 4.4 Major adverse cardiovascular
events [MACE]).

Patients with symptoms of thrombosis should be promptly evaluated and treated appropriately.
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Second primary malignancies

In a large randomised active controlled study of tofacitinib (another JAK inhibitor) in rheumatoid
arthritis patients 50 years and older with at least one additional cardiovascular risk factor, a higher rate of
malignancies, particularly lung cancer, lymphoma and non-melanoma skin cancer (NMSC) was observed
with tofacitinib compared to TNF inhibitors.

Lymphoma and other malignancies have been reported in patients receiving JAK inhibitors, including
Omjjara. However, a causal association has not been established.

Interactions

Based on the potential of Omjjara to increase the plasma concentrations of certain medicinal products
(e.g., sensitive breast cancer resistance protein [BCRP] substrates, such as rosuvastatin and
sulfasalazine), patients should be monitored for adverse reactions with co-administration (see

section 4.5).

Co-administration of strong cytochrome P450 (CYP) 3A4 inducers may lead to decreased exposure of
Omyjjara and consequently a risk for reduced efficacy. Therefore, additional monitoring of the clinical

signs and symptoms of myelofibrosis is recommended with concomitant use of Omjjara and strong J
CYP3 A4 inducers (including but not limited to carbamazepine, phenobarbital, phenytoin, and St John’s
wort [Hypericum perforatum]) (see section 4.5).

Women of childbearing potential

Given uncertainties whether Omjjara may reduce the effectiveness of hormonal contraceptives, women
using oral hormonal contraceptives should add a barrier method during treatment and for at least 1 week
after the last dose of Omjjara (see sections 4.5 and 4.6).

Excipients with known effect

Omjjara contains lactose monohydrate. Patients with rare hereditary problems of galactose intolerance,
total lactase deficiency or glucose-galactose malabsorption should not take this medicinal product.

This medicinal product contains less than 1 mmol sodium (23 mg) per tablet, that is to say essentially
‘sodium-free’.
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Interaction with other medicinal products and other forms of interaction
Effect of other medicinal products on momelotinib

Momelotinib undergoes metabolism though multiple CYP enzymes (including CYP3A4, CYP2CS,
CYP2C9, CYP2C19, and CYP1A2) and aldehyde oxidase, with CYP3A4 having the greatest
contribution.

Strong CYP3A4 inducers

Multiple doses of rifampicin (600 mg daily for 7 days) decreased momelotinib Crax by 29.4% and AUCix¢
by 46.1% when compared with momelotinib (200 mg single dose) plus rifampicin single-dose (600 mg),
to capture the induction effect of rifampicin. Co-administration of strong CYP3A4 inducers may lead to
decreased momelotinib exposure and consequently a risk for reduced efficacy. Therefore, additional
monitoring of the clinical signs and symptoms of myelofibrosis is recommended with concomitant use of
momelotinib and strong CYP3A4 inducers (including but not limited to carbamazepine, phenobarbital,
phenytoin, and St John’s wort [ Hypericum perforatum]).

Multiple doses of rifampicin (600 mg daily for 7 days) did not change momelotinib Crax and decreased
momelotinib AUCi.r by 15.3% when compared with momelotinib alone (200 mg single dose), capturing
the combined effect of CYP3A4 induction and organic anion transporting peptide (OATP)1B1 and
OATP1B3 inhibition. Momelotinib can be co-administered with rifampicin without a dose modification. J

Transporters

Momelotinib is a substrate of OATP1B1 and OATP1B3 transporters. Co-administration with a single
dose of rifampicin, capturing the OATP1B1/1B3 inhibition effect, moderately increased momelotinib
exposure (Cmax by 40.4% and AUCinr by 57.1%). Therefore, caution and monitoring for adverse reactions
is advised with concomitant use of OATP1B1/1B3 inhibitors, including ciclosporin.

Effect of momelotinib on other medicinal products

Transporters

Maomelotinib is an inhibitor of BCRP in vitro. Co-administration of a single dose of rosuvastatin at 10 mg
(a BCRP substrate) with multiple doses of momelotinib (200 mg once daily) increased rosuvastatin Crmax
by 3.2-fold and AUC by 2.7-fold, which may increase the risk of adverse reactions of rosuvastatin. Tmax
and t,; of rosuvastatin remained unchanged. Momelotinib may increase exposure to other sensitive
BCRP substrates, including sulfasalazine.
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Momelotinib may inhibit P-gp in the gut and increase exposure to P-gp substrates. Therefore, caution is
advised when administering momelotinib with P-gp substrates with a narrow therapeutic index.

Momelotinib may inhibit organic cation transporter 1 (OCT1). The active metabolite of momelotinib,
M21, may inhibit multidrug and toxic compound extrusion transporter 1 (MATE1). Momelotinib and
M21 have not been evaluated for MATE2-K inhibition. Therefore, caution is advised when administering
momelotinib with sensitive substrates of OCT1, MATE1 and MATE2-K (e.g., metformin).

CYP450 substrates

Momelotinib may induce CYP1A2 and CYP2B6 and may inhibit CYP2B6. Therefore, narrow
therapeutic index or sensitive substrate medicinal products of CYP1A2 (e.g., theophylline, tizanidine) or
CYP2BS6 (e.g., cyclophosphamide) should be co-administered with momelotinib with caution.

Hormonal contraceptives
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Summary of the safety profile

The most common severe adverse reaction (> Grade 3) was thrombocytopenia (11%). The most common
adverse reaction leading to discontinuation of Omjjara was thrombocytopenia (2%). The most common
adverse reaction requiring dosage reduction and/or treatment interruption was thrombocytopenia (7%).

Tabulated list of adverse reactions

The following adverse reactions have been identified in 448 patients exposed to Omyjjara during a median
duration of 24 weeks during clinical trials (see section 5.1). Adverse reactions are listed by MedDRA
system organ classification (SOC) and by frequency. Within each frequency grouping, adverse reactions
are presented in order of decreasing seriousness. Frequencies are defined as:

Very common: >1/10

Common: >1/100 to <1/10




Uncommon: >1/1 000 to <1/100
Rare: >1/10 000 to <1/1 000
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Table 2: Summary of adverse reactions reported in Phase 3 studies in adults with myelofibrosis

System organ class (SOC) Adverse reaction Frequency
category

Infections and infestations Urinary tract infection, upper respiratory tract Common

infection, pneumonia, nasopharyngitis,

COVID-19, cystitis, bronchitis, oral herpes,

sinusitis, herpes zoster, cellulitis, respiratory

tract infection, sepsis, lower respiratory tract

infection, oral candidiasis, skin infection,

gastroenteritis

COVID-19 pneumonia Uncommeon
Blood and lymphatic system Thrombocytopenia® Very common

isorders p

disord Neutropenia® Common
Metabolism and nutrition disorders | Vitamin B1 deficiency Common

Nervous system disorders

Dizziness, headache

Very common

Syncope, peripheral neuropathy®, paraesthesia

Eye disorders Blurred vision Common
Ear and labyrinth disorders Vertigo Common
Vascular disorders Hypotension, haematoma, flushing Common

Respiratory, thoracic and
mediastinal disorders

Cough

Very common

Gastrointestinal disorders

Diarrhoea, abdominal pain, nausea

Very common

Vomiting, constipation

Common

Musculoskeletal and connective
tissue disorders

Arthralgia, pain in extremity

Common

General disorders and Asthenia, fatigue Very common
administration site conditions -
Pyrexia Common
Investigations Alanine transaminase (ALT) increased, aspartate | Common
transaminase (AST) increased
Injury, poisoning and procedural Contusion Common
complications
. Thrombocytopenia includes platelet count decreased.

Neutropenia includes neutrophil count decreased.







' Reporting suspected adverse reactions after authorisation of the medicinal product is important. It allows
continued monitoring of the benefit/risk balance of the medicinal product. Healthcare professionals are
asked to report any suspected adverse reactions via the Yellow Card Scheme Website:

or search for MHRA Yellow Card in the Google Play or Apple App
Store.

randomised Phase 3 trials, MOMENTUM and SIMPLIFY-1.
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Myelofibrosis patients who have been treated with ruxolitinib

MOMENTUM was a double-blind, 2:1 randomised, active-controlled Phase 3 study in 195 symptomatic
and anaemic patients with myelofibrosis who had previously received a JAK inhibitor. All patients had
received ruxolitinib and 3.6% of patients had also received fedratinib; prior JAK inhibitor treatment was
for > 90 days or > 28 days if therapy was interrupted by the need for red blood cell transfusions or due to
Grade 3 or 4 thrombocytopenia, anaemia, or hacmatoma. Patients were treated with Omjjara 200 mg
once daily or danazol 300 mg twice daily for 24 weeks, followed by open-label treatment with Omjjara.
The two primary efficacy endpoints were percentage of patients with total symptom score (TSS)
reduction of 50% or greater from baseline to week 24 (as measured by the Myelofibrosis Symptom
Assessment Form [MFSAF] v4.0), and the percentage of patients who were transfusion independent (TT)
at week 24 (defined as no transfusions and all haemoglobin values >8 g/dL in the 12 weeks prior to
week 24). A key secondary endpoint measured the percentage of subjects with >35% reduction in spleen
volume from baseline at week 24.

Per eligibility criteria, patients were symptomatic with a MFSAF TSS of >10 points at screening (mean
MFSAF TSS 27 at baseline), and anaemic with haemoglobin (Hgb) values <10 g/dL. The MFSAF daily
diary captured the core symptoms of MF: night sweats, abdominal discomfort, pain under the left rib,
fatigue, early satiety, pruritus, and bone pain. The inactivity item was excluded from the TSS calculation.
Each of the symptoms of the MFSAF v.4.0 were measured on a scale of 0 (absent) to 10 (worst
imaginable). Eligible patients were also required to have an enlarged spleen at baseline and a minimum
baseline platelet count of 25 x 10%/L.

Patients had received prior JAK inhibitor therapy for a median duration of 99 weeks. The median age
was 71 years (range 38 to 86 years); 79% were 65 years or older, and 31% were aged 75 years or older,
and 63% were male. Sixty-four percent (64%) of patients had primary myelofibrosis, 19% had post-PV
myelofibrosis, and 17% had post-ET myelofibrosis. Five percent (5%) of patients had intermediate-1
risk, and 57% had intermediate-2 risk, and 35% had high-risk disease, determined by the Dynamic
International Prognostic Scoring System (DIPSS). Sixteen percent (16%) of patients had severe
thrombocytopenia (defined as platelet values of less than 50 x 10°/L). Forty-eight percent (48%) of
patients had severe anaemia (defined as baseline Hgb values <8 g/dL). Within the 8 weeks prior to
enrolment, 79% had red blood cell transfusions. At baseline, 13% and 15% of patients treated with
Omijjara and danazol, respectively, were transfusion independent (no transfusions and all haemoglobin
values >8 g/dL in the 12 weeks prior to dosing). The baseline median Hgb value was 8.0 g/dL (range

3.8 g/dL to 10.7 g/dL), and the median platelet count was 96 x 10°/L (range 24 x 10°/L to 733 x 10%/L).
The baseline median palpable spleen length was 11.0 cm below the left costal margin; the median spleen
volume (measured by magnetic resonance imaging [MRI] or computed tomography [CT])] was 2105 cm?
(range 609 to 9717 cm®).

At week 24, a significantly higher percentage of patients treated with Omjjara achieved a TSS reduction
of 50% or greater from baseline (superiority, one of the primary endpoints) and a spleen volume
reduction by 35% or greater from baseline (superiority, one of the secondary endpoints) (table 3).
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and transfusion independence at week 24 (defined as no &msméio;sgéﬁ& all Hgb ;réilies >8 g/dL in the
12 weeks prior to week 24).

Per eligibility criteria, patient TSS response was measured by the modified MPN-SAF v2.0 diary (mean
MPN-SAF TSS 19 at baseline). The inactivity item was excluded from the TSS calculation. Eligible
patients were also required to have an enlarged spleen at baseline and a minimum baseline platelet count
of 50 x 10°/L.




In the anaemic subgroup, the median age was 68 years (range 25 to 86 years) th67%  pati der
than 65 years, and 19% were aged 75 years or older, and 59% male Sixty-thr  percent 3%) ient
had primary myelofibrosis, 13% had post-PV myelofibr and 24% had post- myelo rosi Four
percent (4%) of patients had intermediate-1 risk, and 25 dintermediate-2ri and 71 had igh-ri
disease, determined by the International Prognostic Scoring System (IPSS). In this study, 42% of patients
had moderate to severe anaemia (defined as baseline Hgb values <10 g/dL). Within the 8 weeks prior (0
enrolment, 55% of patients had red blood cell transfusions. At baseline, 29% and 44% of patients treated
with Omjjara and ruxolitinib, respectively, were trans

haemoglobin values >8 g/dL in the 12 weeks priorto osing). The baseline median value was

8.8 g/dL (range 6 g/dL to 10 g/dL), and the median p telet count was 193 x 10%/L seline (rang

54 % 10%L to 2865 x 10%L). The bascline median paipable spleen length was 12.0 cm below the left
costal margin; the median spleen volume (measured by MRI or CT) was 1843 em® (range 352 to

9022 cm?). The baseline characteristics of the overall population were similar to the anaemic subgroup
with the exception of anaemia severity and transfusio

Patients were treated with Omjjara 200 mg daily or ruxolitinib adjusted dose twice daily for 24 weeks,
followed by open-label treatment with Omjjara without tapering of ruxolitinib. The efficacy of Omjjara
in SIMPLIFY-1 was based on post-hoc analysis of spleen volume response (reduction by 35% or greater)
in the subgroup of patients with anacmia (Hgb values <10 g/dL) (table 4). In this subgroup, a numerically
lower percent of patients treated with Omjjara (25%) achieved a TSS reduction of 50% or greater at week
24 compared with ruxolitinib (36%).

Table 4: Percent of patients achieving spleen volume reduction at week 24 in the anaemic subgroup
(SIMPLIFY-1) 3

¥
Omjjara Ruxolitinib
n=86 n=95
Patients with spleen volume reduction by 35% or
greater, n (%) 27 (31%) 31 (33%)
(95% CI) (22,42) (23,43)

In the overall population, the percent of patients achieving 35% or greater reduction from baseline in
spleen volume (non-inferiority, primary endpoint) at week 24 was 27% for Omjjara and 29% for
ruxolitinib (treatment difference 9%; 95% CI: 2, 16, p-value: 0.014).

Paediatric population

The European Medicines Agency has waived the obligation to submit the results of studies with Omjjara
in all subsets of the pacdiatric population in the treatment of myelofibrosis (see 4.2 for information on
paediatric use).
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Pharmacokinetic properties
Absorption

Momelotinib is rapidly absorbed after oral administration with the maximal plasma concentration (Cumax)
achieved within 3 hours post-dose, with plasma exposures increased in a less than dose-proportional
manner, especially at doses above 200 mg. In a clinical study, at the dose of 200 mg once daily at steady
state, the mean momelotinib Cmax (% CV) is 479 ng/mL (61%) and AUC., is 3288 ngxh/mL (60%) in
patients with myelofibrosis.

Following low-fat and high-fat meals in healthy volunteers, the Crmax of momelotinib was 38% and 28%
higher, respectively, and the AUC was 16% and 28% higher, respectively, as compared with those under
fasted conditions. These changes in exposure were not clinically meaningful.

Distribution

Plasma protein binding of momelotinib is approximately 91% in humans. Based on population
pharmacokinetics, the mean apparent volume of distribution of momelotinib at steady-state was 984 L in
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Effect of momelotinib on other medicinal products

Effect of momelotinib on UDP-glucuronosyltransferase (UGT)

Momelotinib is an inhibitor of UGT1A1 and UGT1A9 at clinically relevant concentrations, but the
clinical relevance is unknown. Momelotinib and its major circulating metabolite are not inhibitors of the
other isoforms (UGT1A3/4/6 and 2B7) at clinically relevant concentrations.

Effect of momelotinib on CYP450 enzymes

At clinically relevant concentrations neither momelotinib nor the major circulating metabolite, M21,
represent a risk of inhibition of CYP1A2, CYP2C8, CYP2C9, CYP2C19, and CYP2D6.

Effect of momelotinib on drug transporters

In vitro data indicates that momelotinib inhibits OCT1 and the active metabolite, M21, inhibits MATE1
at clinically relevant concentrations. Neither momelotinib nor M21 have been evaluated for MATE2-K
inhibition.

In vitro data indicate that neither momelotinib nor its major metabolite, M21, inhibits the following
transporters at clinically relevant concentrations: organic anion transporter 1 and 3 (OAT1, OAT3) and
OCT2.

Effect of momelotinib on hormonal contraceptives

Multiple doses of momelotinib had no influence on the exposure of midazolam, a sensitive CYP3A
substrate. However, a risk for induction of other pregnane X receptor (PXR) regulated enzymes apart
from CYP3A4 cannot be completely excluded and the effectiveness of concomitant administration of
oral contraceptives may be reduced (sce sections 4.4 and 4.5).

Special populations

Age, body weight, gender and race

Gender and race (White vs Asian) do not have a clinically relevant effect on the pharmacokinetics of
momelotinib based on exposure (AUC) data in healthy subjects. Exploratory results of population
pharmmacokinetics analysis in patients did not show any effects of age, weight, or gender on momelotinib
pharmacokinetics.

Hepatic impairment

Momelotinib AUC increased by 8% and 97% in subjects with moderate (Child-Pugh Class B) and severe
(Child-Pugh Class C) hepatic impairment, respectively, compared to subjects with normal hepatic
function (see section 4.2).
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Nature and contents of container

Each carton contains one white, high-density polyethylene (HDPE) bottle with a child-resistant
polypropylene cap and induction-sealed, aluminium faced liner. Each bottle contains 30 film-coated
tablets, a silica gel desiccant, and polyester coil.

Special precautions for disposal
Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.

MARKETING AUTHORISATION HOLDER
GlaxoSmithKline UK Limited

980 Great West Road
Brentford
Middlesex
TW8 9GS

MARKETING AUTHORISATION NUMBER
PLGB 19494/0318

DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
30/01/2024

DATE OF REVISION OF THE TEXT
30/01/2024





