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Hgringssvar fra Roche Pharmaceuticals A/S angaende Medicinradets anbefaling
vedrgrende obinutuzumab til behandling af lupus nephritis i klasse lll eller IV, med
eller uden samtidig klasse V.

Roche takker for det fremsendte udkast til Medicinradets vurderingsrapport og gnsker at
kommentere pa et centralt element af den sundhedsgkonomiske vurdering.

Roche mener, at Medicinradets antagelser i sin hovedanalyse vedrgrende varighed af
effekt efter afsluttet behandling med obinutuzumab bgr ses som det absolut mest
pessimistiske scenarie i Radets beslutningsgrundlag. | vurderingsrapporten beskrives
det at man for antagelsen om varighed af respons pa obinutuzumab har taget
udgangspunkt i NOBILITY, hvor patienter fortsat havde respons i uge 104 efter at have
modtaget behandling i uge 2, 24 og 26. Pa baggrund af dette har Medicinradet antaget,
at patienter har effekt af obinutuzumab i 76 uger efter endt behandling, hvorefter at
effekt vil begynde at aftage over 2 ar, saledes at al effekt af obinutuzumab er helt
forsvundet for samtlige patienter 3,5 ar efter endt behandling. En sddan antagelse vil
kun veere meningsfuld, safremt det forventes at alle patienter i NOBILITY har mistet
effekt af obinutuzumab 2 ar efter studiets afslutning. Dette er der ikke nogen indikation
af skulle veere tilfaeldet ud fra tilgeengeligt data fra studiet (1). Roche har forstaelse for at
Medicinradet er ngdt til at adressere usikkerheder om varighed af effekt, men mener at
en sadan antagelse er for konservativ og opfordrer derfor Medicinradet til at leegge stor
veegt pa felsomhedsanalyserne, hvor der anvendes en laengere varighed af respons pa
obinutuzumab relativt til hovedanalysen. Ligeledes opfordrer Roche til at man ikke
leegger veegt pa de fglsomhedsanalyser, hvor der anvendes endnu mere pessimistiske
antagelser om varighed af effekt end den der kan findes i hovedanalysen. Roche finder
disse analyser ubegrundede jf. resultaterne af REGENCY og NOBILITY.

Roche haber, at Medicinradet vil tage disse overvejelser med i deres endelige
beslutning.

Med Venlig Hilsen

Roche Pharmaceuticals A/S

1. Furie RA, Aroca G, Cascino MD, et al. B-cell depletion with obinutuzumab for the treatment of
proliferative lupus nephritis: a randomised, double-blind, placebo-controlled trial. Annals of the
Rheumatic Diseases 2022;81:100-107.
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Leverandgr Roche
Leegemiddel Gazyvaro (obinutuzumab)
Ansggt indikation Gazyvaro i kombination med mycophenolatmofetil (MMF) til
behandling af voksne patienter med aktiv lupus nefritis (LN) i
klasse Ill eller IV med eller uden samtidig klasse V.
Nyt lzegemiddel /Indikationsudvidelse [Eistell € ilola Vel e[

Prisinformation

Amgros har fglgende pris pa Gazyvaro:

Tabel 1: Aftalepris

Leegemiddel  Styrke (pakning) | AIP (DKK) | Nuveerende | Nuveerende | Ny SAIP pr. Rabat ift. AIP
SAIP (DKK) | rabatift. AIP 01.11.2026 pr.
(DKK) 01.11.2026

Gazyvaro 1.000 mg (1 stk.) | 22.264,71

Aftaleforhold

Amgros har en eksisterende aftale pa Gazyvaro. Aftalen geelder til den 31.10.2026. Der har netop veeret
udbud pa leegemidlet med aftalestart 01.11.2026.
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Konkurrencesituationen

Den nuvaerende standardbehandling til lupus nefritis er cyclophosphamid eller mycophenolatmofetil (MMF)
begge i kombination med prednisiolon. Alle patienter gives desuden hydroxychloroguin som basisbehandling
efter at induktionsbehandlingen er opstartet. Gazyvaro gives som tilleeg til standardbehandlingen med MMF
i kombination med glukokortikoid og doseringen af standardbehandlingen er den samme, uanset om det
gives alene eller som tilleeg til Gazyvaro, hvorfor de ikke er inkluderet i beregningen i tabel 2.

Medicinradet vurderer, at man vil seponere behandlingen efter doseringen i uge 52, dvs. efter den fgrste
vedligeholdelsesbehandling, fordi der pa nuvaerende tidspunkt ikke er publiceret data for behandlingens
effekt ved behandling udover 52 uger. Behandling med MMF, glukokortikoid og hydroxychloroquin
fortsaettes som vedligeholdelsesbehandling.

Tabel 2 viser lzegemiddeludgifter ved behandling med Gazyvaro for et behandlingsforlgb pa fem doseringer
(fire doseringer i opstartsperioden samt en dosering 6 maneder efter opstartsperioden).

Tabel 2: Leegemiddeludgifter pr. patient for et behandlingsforlgb pd fem dosseringer.

Leegemiddeludgift
pr. behandlingsforlgb
(SAIP, DKK)

Styrke

Pris pr. pakning

1 *
Dosering (SAIP, DKK)

Leegemiddel Vel

1.000 mg
(1 stk.)

Initialt: 1.000 mg, i.v. ]

Uge 2: 1.000 mg, i.v. ]

Uge 24:1.000 mg, i.v.

uge 26:1.000 mg, iv. | | GGG
N

Uge 52:1.000 mg, i.v

Gazyvaro

*Jf. Medicinradets udkast til vurderingsrapport.

Status fra andre lande

Tabel 3: Status fra andre lande

Land Status Link ‘
Norge Ikke ans@gt
Sverige Ikke anspgt
England Anbefalet Link til anbefaling

Opsummering

Amgros har en aftale pa Gazyvaro frem til 31.10.2027. Leverandgren kan fgrst tiloyde en ny pris efter denne
dato.
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CDC Complement-dependent cytotoxicity
CEM Cost effectiveness model
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1. Regulatory information on the
medicine

Overview of the medicine

Proprietary name

Gazyvaro

Generic name

Obinutuzumab

Therapeutic indication as
defined by EMA

Gazyvaro in combination with mycophenolate mofetil (MMF) is
indicated for the treatment of adult patients with active Class Ill
or IV, with or without concomitant Class V, lupus nephritis (LN).

Marketing authorization
holder in Denmark

Roche Pharmaceuticals A/S

ATC code

LO1FAO3

Combination therapy
and/or co-medication

Mycophenolate mofetil (MMF) and glucocorticoids

Date of EC approval December 4, 2025
Has the medicine received No

a conditional marketing

authorization?

Accelerated assessmentin  No

the European Medicines
Agency (EMA)

Orphan drug designation
(include date)

Yes (May 21, 2014)

Other therapeutic
indications approved by
EMA

Chronic lymphocytic leukaemia (CLL)

Gazyvaro in combination with chlorambucil is indicated for the
treatment of adult patients with previously untreated CLL and
with comorbidities making them unsuitable for full-dose
fludarabine based therapy.

Follicular lymphoma (FL)

Gazyvaro in combination with chemotherapy, followed by
Gazyvaro maintenance therapy in patients achieving a response,
is indicated for the treatment of patients with previously
untreated advanced FL. Gazyvaro in combination with
bendamustine followed by Gazyvaro maintenance is indicated for
the treatment of patients with FL who did not respond or who
progressed during or up to 6 months after treatment with
rituximab or a rituximab-containing regimen.

See section 5.1 in the EMA SmPC for reference.
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Overview of the medicine

Other indications that have
been evaluated by the
DMC (yes/no)

Yes, the following indication in FL has been evaluated by the
DMC: Obinutuzumab in combination with chemotherapy,
followed by obinutuzumab maintenance therapy in patients
achieving a response, is indicated for the treatment of patients
with previously untreated advanced FL

Joint Nordic assessment
(JNHB)

Current treatment practices are similar across the Nordic
countries (DK, FI, IS, NO, SE), however the product is not suitable
for a joint Nordics assessment due to differences in
reimbursement requirements.

Dispensing group

BEGR

Packaging — types,
sizes/number of units and
concentrations

One package contains one vial of 40 mL concentrate, which
contains 1000 mg obinutuzumab, corresponding to a concentrate
before dilution of 25 mg/mL

2. Summary table

Indication relevant for the
assessment

Gazyvaro in combination with mycophenolate mofetil (MMF) is
indicated for the treatment of adult patients with active Class IlI
or IV, with or without concomitant Class V, lupus nephritis (LN).

Dosage regiment and
administration

Recommended obinutuzumab dosing is 1000 mg IV on Day 1,
Day 15, and Weeks 24, 26, and 52, followed by 1000 mg (or
2x1000 mg) every 6 months thereafter.

Choice of comparator

Placebo plus MMF and glucocorticoids (e.g., prednisone) was
chosen as the comparator because MMF-based regimens are the
standard of care for class I1l/1V lupus nephritis under Danish
guidelines, which consider MMF and cyclophosphamide
equivalent. This choice aligns Danish clinical practice with the
REGENCY trial (NCT04221477), where all patients received MMF
and prednisone as standard therapy.

Prognosis with current
treatment (comparator)

LN is a chronic condition that requires long-term
immunosuppression. The aim of current treatment is to
maintain kidney function, reduce disease activity and prevent
flares.

LN is a significant cause of morbidity and mortality. Despite
current standard-of-care therapies (induction and maintenance
with immunosuppressants and corticosteroids), the prognosis
remains challenging:

A significant proportion of patients progress to end-stage kidney
disease (ESKD), with estimates of 10-30% within 15 years
according to Danish guidelines. Historically, 6-19% develop ESKD
after 10 years.
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Mortality rates are significantly higher than the general
population. A Danish nationwide cohort study observed a >10
fold increased risk of death in LN patients compared to the
background population during the first 5 years post-diagnosis.
Death directly attributable to kidney disease occurs in 5-25% of
patients with proliferative LN within 5 years.

Current therapies are limited by modest efficacy (only 20-30%
achieve complete renal response (CRR) after 6 months) and high
relapse rates (40-50%). Furthermore, long-term glucocorticoid
use is associated with significant adverse effects and toxicity.

Type of evidence for the
clinical evaluation

Head-to-head study

Most important efficacy
endpoints (Difference/gain
compared to comparator)

Complete renal response (CRR) at Week 76 (primary endpoint):

Result: 46.4% for obinutuzumab vs. 33.1% for placebo; 13.4%
adjusted difference (95% Cl: 1.95, 24.84; p = 0.0232).

CRR with successful prednisone taper at Week 76 (key
secondary):

Result: 42.7% for obinutuzumab vs. 30.9% for placebo; 11.9%
adjusted difference (95% Cl: 0.57, 23.18; p = 0.0421).

Proteinuric response at Week 76 (key secondary):

Result: 55.5% for obinutuzumab vs. 41.9% for placebo; 13.7%
adjusted difference (95% Cl: 2.01, 25.36; p = 0.0227).

Death or renal-related events through Week 76 (key
secondary):

Result: 18.9% for obinutuzumab vs. 35.6% for placebo; -16.8%
adjusted difference (95% Cl: -27.50, -6.23; nominal p = 0.0026).

Most important serious
adverse events for the
intervention and comparator

Serious adverse events (SAEs): 32.4% for obinutuzumab vs.
18.2% for placebo.

Serious infections: 13.2% for obinutuzumab vs. 6.1% for
placebo.

COVID-19 pneumonia: 5.1% for obinutuzumab vs. 0% for
Placebo.

Fatal adverse events (AEs): 2.2% for obinutuzumab vs. 1.5% for
placebo

Impact on health-related
quality of life

Clinical documentation: EQ-5D-5L

EQ-5D-5L utility index score:

Mean (E) at baseline: |
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Difference in mean (SE) at Week 76: _

EQ-5D-5L Visual Analog Scale (VAS):

Mean (E) at baseline: |

Difference in mean (SE) at Week 76: _
)

Health economic model:

Health State Utility Values (HSUVs) were derived from REGENCY
data using Danish weights where possible. For clinical states not
captured within the REGENCY study, external data sources were
utilized.

Type of economic analysis
that is submitted

Cost-utility analysis (Markov Model)

Data sources used to model
the clinical effects

REGENCY in initial states of the model (CKD 1-3b) along with
external literature for health states representing more advanced
disease (CKD 4-5)

Data sources used to model
the health-related quality of
life

REGENCY in initial health states of the model (CKD 1-3b) along
with external literature for health states representing more
advanced disease (CKD 4-5)

Life years gained

QALYs gained

Incremental costs

ICER (DKK/QALY)

Uncertainty associated with
the ICER estimate

Treatment length and waning effect

Number of eligible patients in
Denmark

If obinutuzumab is recommended 26 patients are expected to
initiate treatment annually

Budget impact (in year 5)
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3. The patient population,
Intervention, choice of
comparator and relevant
outcomes

3.1 The medical condition

Lupus nephritis (LN) is a severe kidney manifestation of Systemic Lupus Erythematosus
(SLE), a chronic autoimmune disease. It is characterized by immune dysregulation leading
to inflammation and damage in the kidneys.

Pathophysiology

SLE is driven by genetic and environmental factors that result in immune dysregulation
and a loss of self-tolerance (1, 2). This leads to B-cell driven autoantibody production and
the deposition of immune complexes, causing systemic inflammation that affects
multiple organs, including the kidneys (3, 4). In LN, B cells contribute to the disease by
producing immunomodulatory cytokines and pathogenic antibodies, and by presenting
antigens to T cells (5-7). This promotes the deposition of immune complexes within the
glomeruli and tubulointerstitium of the kidney, resulting in inflammation and fibrosis (6,
7). These immune complexes can either be deposited from circulation or form in situ
when autoantibodies target glomerular antigens or if apoptotic debris is not cleared (3).
Their accumulation activates complement, recruits immune cells, and increases pro-
inflammatory cytokine production, which can cause podocyte and glomerular capillary
damage (1), ultimately leading to irreversible kidney failure (7).

Clinical presentation and symptoms

Symptoms of LN can vary, but most patients experience mild proteinuria and/or
haematuria, and in some cases leukocyturia (1). Renal flares, defined as periods of
increased disease activity requiring alternative or more intensive therapy, are a
characteristic feature of LN (8). These flares lead to irreversible nephron loss and are
characterized by increases in proteinuria, haematuria, and reduced kidney function (1,
9). Some patients may have 'silent' LN with normal urinalysis and renal function, and no
proteinuria, where substantial renal involvement is only identified through kidney
biopsy. Conversely, other patients may present with severe proteinuria, nephrotic
syndrome, acute nephritic syndrome, or progressive renal failure (1, 10, 11). Shortness of
breath, swollen joints, sleep disturbance, fatigue, and joint pain are among the most
severe and bothersome symptoms reported by patients with LN (12). Fatigue, in
particular, is associated with worse health-related quality of life and increased treatment
dissatisfaction (13).
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Patient prognosis with current treatment options

LN is a significant cause of morbidity and mortality in SLE patients. Historically, 6—19% of
patients with LN develop End-Stage Kidney Disease (ESKD) after 10 years, necessitating
dialysis or transplant (1, 14, 15), due to nephron loss from damaging flares. Death
directly attributable to kidney disease occurs in 5-25% of patients with proliferative LN
(Class Il or IV, with or without Class V) within 5 years of onset (3). Overall survival at 10
years for LN patients is approximately 88% (16, 17), though it is significantly lower than
for SLE patients without renal involvement (16, 18-21). A single renal flare can reduce
the glomerular filtration rate by approximately 40% and usually results in irreversible
nephron loss, shortening kidney lifespan (1). Patients with a low nephron number at
birth or who have had previous nephron loss are at increased risk of developing ESKD (1).

The standard-of-care therapy for LN has typically involved glucocorticoids in combination
with immunosuppressants like mycophenolate mofetil (MMF) or cyclophosphamide
(CYC) (22, 23). However, these treatments have limitations, including modest efficacy
(only 20-30% achieve complete renal response (CRR) after 6 months) (24, 25) and high
relapse rates (40-50% during follow-up) (26, 27). Long-term glucocorticoid use is also
associated with significant adverse effects such as infections, cardiovascular events, and
osteoporosis (23, 28-32). Recently approved targeted therapies, belimumab and
voclosporin, have increased the proportion of patients achieving a renal response
compared to standard-of-care alone (43% vs 32% for belimumab; 41% vs 23% for
voclosporin) (33-40). However, some patients still have active disease and remain at risk
of ESKD and mortality (33, 34, 36-40). These newer treatments also have associated
adverse effects (e.g., nephrotoxicity, neurotoxicity, hyperkalaemia with voclosporin, and
infections/hypersensitivity with belimumab) (41-44) and treatment burden (e.g.,
frequent administration or high pill burden) (1-4, 33, 34, 37, 38) which can contribute to
non-adherence (33-35, 45, 46). There is also heterogeneity in how renal response
outcomes are defined across trials, complicating cross-treatment comparisons (39, 40,
47).

Disease influence on health-related quality of life

LN significantly impacts patients' and caregivers' daily lives, personal relationships,
emotional well-being, overall quality of life (QoL), work productivity, and career, leading
to increased indirect costs (48, 49). It is associated with considerable humanistic burden
and reduced health-related quality of life (HRQoL) across multiple domains, including
physical, emotional, social functioning, and general health (13, 22, 23, 50, 51). HRQoL is
worse in patients with LN Class Ill or IV compared with Class I/11 (13) and in patients with
active LN compared to without active LN (13, 51).

3.2 Patient population

Hermansen et al. (2016) (52) assessed the incidence and prevalence of SLE and LN (all
classes) in Denmark using data from the Danish National Patient Registry (NPR),
identifying 1,644 incident cases of SLE (including 233 LN cases) between 1995-2011. The
overall annual incidence rate per 100,000 for SLE was 2.35 (95% Cl 2.24-2.49);
specifically 0.69 (95% Cl 0.60-0.78) for men and 3.96 (95% Cl 3.75—4.17) for women. For
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LN, the mean annual incidence rate per 100,000 was estimated to be 0.45 (95% Cl 0.38—
0.53); specifically 0.20 (95% Cl 0.13—0.28) for men and 0.69 (95% Cl 0.57-0.83) for
women.

As of December 31, 2011, the overall point prevalence per 100,000 was 45.2 (95% Cl
43.3-47.4) for SLE and 6.4 (95% Cl 5.7-7.2) for LN. Sex-specific prevalence for SLE was
79.6 (95% Cl 75.9—-83.5) for women and 10.1 (95% Cl 8.8—11.5) for men. For LN, the point
prevalence was 10.6 (95% Cl 9.2-12.1) for women and 2.1 (95% Cl 1.6—2.9) for men. No
newer data is available on the prevalence and incidence of LN in Denmark.

For the calculations, incidence rate and prevalence, values for 2011 were used together
with population data from Statistics Denmark (53).

Table 1 Incidence and prevalence in the past 5 years (52)

2022
Incidence in Denmark 26 26 27 27 27
Prevalence in Denmark 374 376 380 382 384
Global prevalence * NR NR NR NR NR

* For small patient groups, also describe the worldwide prevalence.

To calculate patients eligible for treatment with obinutuzumab, we estimate based on
Lythgoe et al. (54) that 80% of patients are class Ill, IV and V and that 79% of patients are
adults (age>18) based on Statistics Denmark (53). Based on statements from the Danish
clinical expert consulted for this submission, we assume that 30% of new patients will
receive treatment if a recommendation of usage is given by the Danish Medicines
Council (DMC), i.e. app. 5 patients each year (26*0.8 *0.79*0.3=4.93). The clinical expert
consulted also estimated that 3-5% of the prevalent patient population would receive
treatment with obinutuzumab each year in connection with treatment of renal flares (5%
assumed), i.e. app 18 patients each year (374*0.8*0.79*0.05=11.81). The estimated
number of patients annually can be found in Table 2 below.

Table 2 Estimated number of patients eligible for treatment

Year Year 1 Year 2 Year 3 Year4 Year5

Number of patients in Denmark who are 17 17 17 17 17
eligible for treatment in the coming years
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3.3 Current treatment options
Current treatment in Danish clinical practice

In Danish clinical practice, the treatment of LN primarily follows guidelines aimed at
preserving renal function, reducing disease activity, and preventing flares (55). The
standard of care for Class Ill and IV LN (with or without Class V) typically involves initial
induction therapy followed by long-term maintenance therapy.

Induction therapy

For newly diagnosed or relapsing LN patients, the initial induction therapy usually
combines glucocorticoids with an immunosuppressive agent. The two main
immunosuppressive regimens considered equivalent in terms of efficacy and safety are
(55):

e MMF-based regimen: MMF is initiated at a dose of 2.0 g/day, with a gradual
increase over 14 days to 3.0 g/day if tolerated. The prednisolone dosing begins
with IV methylprednisolone 500 mg for 3 days, followed by oral prednisolone at
0.5 mg/kg/day. In cases of clinically severe disease, an initial intravenous (IV)
dose of 0.7-1 mg/kg/day may be considered. The treatment goal is to taper the
prednisolone dose to < 10 mg/day by months 4-6.

e CYC-based regimen: The CYC-based induction regimen in Denmark follows the
Euro-Lupus protocol, consisting of IV CYC administered at a dose of 500 mg
every 14 days. This regimen is delivered in 6 doses over a period of 3 months,
resulting in a total cumulative dose of 3 g. While oral CYC remains a therapeutic
option, it is utilized less frequently in Danish clinical practice because clinical
documentation for oral use is more limited compared to intravenous
administration. The prednisolone dosing is identical to the MMF-based regimen.

Maintenance therapy

Following remission, maintenance therapy consists of MMF (e.g., 1-2 g/day) for at least
3 years or alternatively azathioprine (1-2 mg/kg/day). Immunosuppression is often
required for longer periods, with doses adjusted based on clinical response. Prednisolone
reduction typically begins at week 4; however, patients experiencing flares during
tapering may require maintenance doses of 5—7.5 mg/day for 2—3 years. Monitoring is
recommended every 2—4 weeks during the first 2-4 months, followed by lifelong follow-
up at 3—6 month intervals (55).

Adjuvant therapy
Standard adjuvant therapy is provided to all patients to minimize disease activity and
manage systemic risks (55).

Hydroxychloroquine (400 mg once daily) is the standard base therapy for all patients. For

patients with an estimated glomerular filtration rate (eGFR) < 30 mL/min, a 50% dose
reduction is recommended.
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Acetylsalicylic acid is indicated for all patients positive for anti-phospholipid antibodies.
Patients who have experienced thromboembolic events should receive formal
anticoagulation therapy.

Cholesterol-lowering treatment is recommended for patients with S-LDL cholesterol
levels > 2.6 mmol/L. Given that the risk of cardiovascular events is 5-8 times higher in
this population than in the general background population, this treatment may be
considered even in the absence of dyslipidemia.

Management of refractory Disease
Treatment for refractory LN relies on clinical trials and expert recommendations due to a
lack of systematic studies in refractory disease (55).

Belimumab is recommended by the national working group as an add-on to standard-of-
care for refractory LN or frequent flares, supported by the BLISS-LN study.

Rituximab may be considered based on case series showing remission induction, though
randomized trials as an add-on to MMF have not demonstrated increased efficacy.
Tacrolimus can be considered if standard regimens fail, with the caveat that evidence is
primarily from Asian populations and concerns exist regarding potential renal flares
compared to MMF.

Expected prognosis with current treatments

As detailed in section 3.1, the prognosis for patients under the current Danish standard
of care remains challenging. Despite the systematic use of induction and maintenance

therapies, a significant proportion of patients continue to face high relapse rates and a
10-30% risk of progressing to ESKD within 15 years (55).

Furthermore, data from a Danish nationwide cohort study highlights the severity of the
condition, observing a more than 10-fold increased risk of death in LN patients compared
to the background population during the first five years post-diagnosis (19, 56). This is
further supported by international evidence indicating that death directly attributable to
kidney disease occurs in 5-25% of patients with proliferative LN within five years of
onset (3).

In summary, these findings underscore a clear unmet need for therapies that can provide
deeper and more sustained renal responses to alter the long-term disease trajectory and
reduce both morbidity and mortality.

3.4 The intervention

Mechanism of action

Obinutuzumab is a humanized and glycoengineered, type Il anti-CD20 IgG1 monoclonal
antibody that binds to CD20 protein complexes on the B-cell surface. This binding results
in potent B-cell depletion through antibody-dependent cellular cytotoxicity (ADCC),
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antibody-dependent cellular phagocytosis (ADCP), direct cell death (DCD), and a low
degree of complement-dependent cytotoxicity (CDC) (57-60).

The Fc region of obinutuzumab has been glycoengineered to enhance affinity for FcyRlll
receptors on immune effector cells, such as macrophages, monocytes, and natural killer
cells (59, 61-63). This modification results in significantly greater levels of cell death via
ADCC and ADCP compared to non-glycoengineered antibodies (59, 61-63). Furthermore,
obinutuzumab binds to CD20 in a type Il conformation, which enables intra-tetramer
binding and reduces CD20 internalization compared with type | antibodies. This specific
binding prolongs engagement on the B-cell surface and induces higher levels of direct
cell death while being less reliant on complement-dependent cytotoxicity than type |
antibodies (59, 62-66).

Therapeutic rationale

The rationale for investigating obinutuzumab in LN is based on the hypothesis that the
limited efficacy of type | anti-CD20 antibodies, such as rituximab, in previous trials was
driven by incomplete B-cell depletion (67). In the Phase Ill LUNAR study, rituximab failed
to demonstrate a statistically significant increase in overall renal response compared to
placebo (67). However, post hoc analyses revealed that patients who achieved complete
peripheral B-cell depletion were significantly more likely to achieve a CRR (unadjusted
odds ratio 5.8; p=0.03) (68).

These findings suggest that the depth of depletion is a critical determinant of clinical
response. Obinutuzumab was selected for investigation based on the premise that
deeper and more sustained depletion of both peripheral and tissue-resident B cells
would translate to improved renal outcomes (69, 70).

Clinical evidence of depletion

Preclinical data indicate that obinutuzumab depletes B cells in secondary lymphoid
organs and tissues more effectively than type | antibodies. Data from the Phase Il
NOBILITY trial confirmed rapid depletion in humans, with 88% of patients in the
obinutuzumab arm achieving complete depletion of total B-cells, memory B-cells, and
plasmablasts from peripheral blood by Week 2 (71).

In the NOBILITY study, where no dosing occurred after Week 26, peripheral B-cell
repletion was observed in the majority of patients by Week 104 (71). This finding
informed the dosing regimen for the Phase IIl REGENCY trial, which includes
maintenance infusions every 6 months for responders to maintain suppression and
prevent the accrual of kidney damage (72).

The profound B-cell depletion observed in NOBILITY correlates with the improved clinical
outcome demonstrated in the trial, contrasting with the results of previous trials using
agents with less potent depletion profiles (e.g., the LUNAR study). Post hoc analyses of
NOBILITY indicated that achieving sustained B-cell depletion through Week 52 was
associated with higher renal response rates (73).
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Regulatory status of short duration infusion (SDI)

On 29 January 2026, the Committee for Medicinal Products for Human Use (CHMP)
issued a Positive Opinion for a Type Il variation to include the administration of
obinutuzumab as a short duration infusion (SDI) for patients with LN.

The clinical rationale for the SDI is based on a population pharmacokinetic model, safety
data from clinical studies in patients with LN (Phase Ill study REGENCY, and Phase Il study
NOBILITY) and in patients with follicular lymphoma (Phase IV GAZELLE study and Phase IlI
Study GALLIUM).

The implementation of SDI for obinutuzumab further reduces the treatment burden for
patients and healthcare providers by shortening the time required for each maintenance
session, while maintaining the proven efficacy and manageable safety profile
demonstrated in the pivotal trials.

Overview of intervention (74)

Indication relevant for the Gazyvaro in combination with MMF is indicated for the
assessment treatment of adult patients with active Class Il or IV with or
without Class V LN

ATMP N/A
Method of administration Intravenous (IV) infusion
Dosing 1000 mg per infusion

Dose 1: Week 0 (initial infusion at day 1)
Dose 2: Week 2 (2 weeks after dose 1)
Dose 3: Week 24

Dose 4: Week 26 (2 weeks after dose 3)

Dose 5 and thereafter: dose 5 should be administered 6
months after dose 4 and then every 6 months thereafter

Dosing in the health economic  Obinutuzumab 1000 mg on weeks 1, 3, 25, 27 and 53.
model (including relative dose  Subsequent infusions every 6 months starting at Week 80.
intensity)
Note that the model uses 1-based indexing where Day 1 is
Week 1. This results in a 1-week offset compared to the
clinical description (e.g., Week 2 becomes Week 3).

Should the medicine be Obinutuzumab is intended as an add-on to standard-of-care

administered with other treatment with MMF and glucocorticoids for adult patients

medicines? with active Class lll or IV lupus nephritis (with or without Class
V).
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Overview of intervention (74)

Treatment duration / criteria The patient's condition and response should be evaluated at
for end of treatment Week 76 and beyond, and an appropriate risk benefit analysis
should be made for continuation of therapy

Necessary monitoring, both For patients receiving obinutuzumab, premedication with
during administration and intravenous glucocorticoids, oral analgesic/anti-pyretics, and
during the treatment period antihistamine medicine is recommended 30-60 minutes

before infusion.

Management of infusion-related reactions may require
temporary interruption, reduction in the rate of infusion, or
treatment discontinuation of obinutuzumab.

Need for diagnostics or other No
tests (e.g. companion

diagnostics). How are these

included in the model?

Package size(s) One vial of 40 mL concentrate contains 1 000 mg
obinutuzumab, corresponding to a concentration before
dilution of 25 mg/mL.

IV, intraveneous; LN, Lupus nephritis; MMF, Mycophenolate mofetil; N/A, Not available.

3.4.1 Description of ATMP

N/A

3.4.2 The intervention in relation to Danish clinical practice

Obinutuzumab is intended as an add-on to standard-of-care treatment with MMF and
glucocorticoids for adult patients with active Class Il or IV lupus nephritis (with or
without Class V). It is given under specialist supervision with recommended
premedication and administered on a twice-yearly maintenance schedule, which may
reduce treatment burden and support adherence.

In Danish clinical practice, obinutuzumab will not replace existing therapies but
complement MMF and glucocorticoids. Evidence from the REGENCY trial shows that its
introduction enables a reduction in prednisone use, lowering glucocorticoid burden
while maintaining disease control. No further changes to subsequent treatment lines are
expected, and no additional diagnostic procedures beyond current practice are required.

3.5 Choice of comparator(s)

This application is based on the clinical evidence from the REGENCY trial, in which
obinutuzumab was compared with placebo, both given in addition to standard-of-care
therapy with MMF and glucocorticoids. This reflects current Danish clinical practice,
where MMF in combination with glucocorticoids is the standard treatment in most
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specialized treating facilities, and therefore represents the appropriate comparator for
this assessment.

While overall treatment strategies are aligned, some differences exist in dosing
regimens. In REGENCY, MMF was initiated at 1.5 g/day and increased to 2.0-2.5 g/day by
Week 4, with this dose maintained throughout the trial. In Danish practice, MMF
typically starts at 2.0 g/day, can be escalated to 3.0 g/day if tolerated, and is
subsequently tapered to 1.0-2.0 g/day after remission, with maintenance therapy
continued for at least 3 years. Glucocorticoid tapering in REGENCY was also more rapid
(7.5 mg/day by Week 12) compared with Danish practice, where tapering is more
gradual, aiming for a dose of < 10 mg/day by months 4—6). From Week 12 onward,
corticosteroid dosing becomes broadly comparable between the two settings.

These differences in MMF and glucocorticoid use may have some impact on
transferability of the results. However, both regimens follow the same treatment
principles, and placebo plus MMF and glucocorticoids remains representative of Danish
standard of care.

Overview of comparator (75)

Generic name Mycophenolate mofetil (used off-label)
ATC code Mycophenolate mofetil: LO4AAO6, Immunosuppressant
Mechanism of action MMF is the 2-morpholinoethyl ester of mycophenolic acid, a

selective, uncompetitive, and reversible inhibitor of inosine
monophosphate dehydrogenase. By blocking the de novo
synthesis of guanosine nucleotides, mycophenolic acid
inhibits lymphocyte proliferation, as T- and B-cells rely on this
pathway while other cells can use salvage routes. Beyond
inosine monophosphate dehydrogenase inhibition,
mycophenolic acid affects metabolic checkpoints in
lymphocytes, shifting transcriptional activity from
proliferation to catabolic and survival pathways, leading to
anergy and antigen unresponsiveness in T-cells.

Method of administration Oral

Dosing MMF initiated at 1.5 g/day in Week 1, increased by 500 mg
weekly to reach 2.0-2.5 g/day by Week 4, and maintained
through Week 80

Dosing in the health economic 2.5 mg per day
model (including relative dose
intensity)

Should the medicine be MMF is administered with steroids
administered with other
medicines?
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Treatment duration/ criteria
for end of treatment

Need for diagnostics or other
tests (i.e. companion
diagnostics)

Package size(s)

MMF, Mycophenolate mofetil.

Approximately 3 years

No

250 mg capsules: 1 carton of 100 capsules (in blister packs of
10); 1 carton of 300 capsules (in blister packs of 10);
multipacks of 300 (3 packs of 100) capsules

500 mg film-coated tablets: 1 carton of 50 tablets (in blister
packs of 10); multipacks of 150 (3 packs of 50) tablets

Overview of comparator (76)

Generic name

Prednisone

ATC code

HO2ABO7

Mechanism of action

Prednisone is a synthetic glucocorticoid prodrug metabolically
activated in the liver to prednisolone. It functions as an
immunomodulator by binding to cytoplasmic glucocorticoid
receptors triggering a dual mechanism of the downregulation
of pro-inflammatory transcription factors and the
upregulation of anti-inflammatory mediators. This results in a
systemic reduction in leukocyte infiltration, capillary
permeability as well as a suppression of the immune system
(77).

Method of administration

Oral

Dosing

Prednisone at 0.5 mg/kg/day in Week 1, tapered to 7.5
mg/day by Week 12 and 5 mg/day by Week 24

Dosing in the health economic
model (including relative dose
intensity)

Prednisone at 0.5 mg/kg/day in Week 1, tapered to 5 mg/day
by Week 24

Should the medicine be
administered with other
medicines?

Prednisone should be given with MMF for LN

Treatment duration/ criteria
for end of treatment

Approximately 3 years

Need for diagnostics or other
tests (i.e. companion
diagnostics)

No
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Overview of comparator (76)

Package size(s) 5 mg tablets: 1 glass containing 25 or 100 tablets

25 mg tablets: 1 glass containing 100 tablets

LN, Lupus nephritis; MMF, Mycophenolate mofetil

3.6  Cost-effectiveness of the comparator(s)

The comparator (MMF and prednisone) has not been evaluated by the Danish Medicines
Council (DMC) in this setting. However, this combination represents the current standard
of care in Denmark. Both MMF and prednisone are well-established, off-patent products
with low acquisition costs. Consequently, it is a reasonable assumption that MMF and
prednisone, as the Danish standard of care, can be considered cost-effective.

3.7 Relevant efficacy outcomes

3.7.1 Definition of efficacy outcomes included in the application

All efficacy outcomes included in the application are defined in Table 3. Method of
analysis, including dealing with missing values, is presented for each endpoint in section
6.1.4.

Table 3 Efficacy outcome measures relevant for the application

Outcome measure Time Definition How was the
point* measure

investigated/method
of data collection

Proportion of Week CRR was defined as achievement of all Renal function
patients who 76 the following: (serum creatinine for
achieved a CRR at eGFR) and

Week 76 . Urinary protein-to-creatinine proteinuria (24-hour

ratio (UPCR) < 0.5 g/g, based on UPCR) were assessed

[REGENCY] a timed 24-hour urine ) .
via blood and urine
collection .
specimens analysed
e  eGFR 2 85% of baseline by a central

laboratory to
e No occurrence of the following  maintain blinding.

intercurrent events?®: rescue

therapy, treatment failure, eGFR was calculated

death or early study withdrawal Using the Chronic
Kidney Disease
Epidemiology
Collaboration (CKD-

EPI) equation (78).
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Outcome measure

Time
point*

Definition

How was the
measure

investigated/method
of data collection

Proportion of Week Defined as achievement of CRR (as Central laboratory
patients who 76 above) at Week 76 with the following: results for renal
achieved CRR with parameters;
successful e No receipt of prednisone > 7.5 medication records
prednisone taper mg/day (or equivalent) from for corticosteroid use
at Week 76 Week 64 through Week 76 (78).
[REGENCY]
Proportion of Week Proteinuric response was defined as Central laboratory
patients who 76 achievement of all of the following: analysis of urine
achieved a samples (78).
proteinuric ¢ UPCR<0.8g/g
response at Week e  No occurrence of the following
76 intercurrent events®: rescue
[REGENCY] therapy, treatment failure,

death or early study withdrawal
Mean change in Week N/A Central laboratory
eGFR from 76 analysis of serum
baseline to Week creatinine (78) .
76
[REGENCY]
Proportion of Week Defined as the proportion of patients Adverse event
patients who 76 with one or more of the following events: reporting
experienced (death/ESKD) and
death or renal * Death central laboratory
related events e  Treatment failureb monitoring
through Week 76 (proteinuria/eGFR)

e Worsening proteinuria, defined

[REGENCY] as a confirmed = 50% increase (78).

in UPCR to avalue >3 g/g

e Worsening eGFR, defined as a

confirmed > 30% decrease in

eGFR to a value < 60
Proportion of Week ORR was defined as achievement of Central laboratory
patients who 50 either CRR or PRR, with PRR defined as assessments at

achieved an ORR
at Week 50

[REGENCY]

achievement of all the following:

> 50% reduction in UPCR from
baseline

UPCR < 1g/g (or < 3 g/g if the
baseline UPCR was > 3 g/g)

Week 50 (78)
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Outcome measure Time

Definition
point*

How was the
measure

investigated/method
of data collection

e  eGFR = 85% of baseline, as
calculated using the CKD-EPI
equation

e  No occurrence of the following
intercurrent events?: rescue
therapy, treatment failure,
death or early study withdrawal

Change in FACIT-F  Week N/A Collected on paper
scale from 76 questionnaires and
baseline to Week entered into the EDC
76 system by site staff
[REGENCY] (78)
Total peripheral Week 4, Definition of depletion: Blood samples were
B-Cell (CD19) 12, 24, . collected and
count 50 and Conventional flow cytometry assay analysed by a central
(TBNK): CD19+ B cells < 10 cells/pL. laboratory usin
[REGENCY] 76 . y &
High sensitivity flow cytometry assay validated flow
(HSFC): CD19+ B cells < 0.441 cells/ulL cytometry assays
(Lower Limit of Quantification [LLOQ] of  (TBNKand HSFC)
the assay
Time to LN flare Week Defined as the time from Week 24 to the Central laboratory
from Week 24 76 first occurrence of a diagnosed LN flare. A assessments of

through Week 76

[REGENCY]

flare was diagnosed if one of the
following conditions occurred:

e  eGFR decrease > 20% compared
with Week 24 in patients with
UPCR > 1 g/g and/or cellular
casts.

e UPCRincrease (i) to>1g/gif
Week 24 UPCR was < 0.2 g/g;
(ii) to > 2.0 g/g if Week 24 UPCR
was 0.2-1 g/g; or (iii) to
doubling if Week 24 UPCR was
>1g/g.

e  Receipt of rescue therapy,
except for corticosteroid-only
rescue.

serum creatinine (for
eGFR) and UPCR.

Investigator
assessment of rescue
therapy use and
clinical judgment of
flare.

* Time point for data collection used in analysis (follow up time for time-to-event measures).

CKD-EPI, Chronic Kidney Disease Epidemiology Collaboration; CRR, complete renal response; eGFR, estimated
glomerular filtration rate; ESKD, end-stage kidney disease; FACIT-F, Functional Assessment of Chronic Iliness
Therapy-Fatigue; LN, Lupus nephritis; LLOQ, Lower Limit of Quantification; ORR, overall renal response; PRR,
Partial renal response; UPCR, urine protein-to-creatinine ratio.
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aIntercurrent events for the study are the following: rescue therapy, treatment failure, study treatment
discontinuation, death and early study withdrawal. PTreatment failure was present if any of the following
criteria were met: (a) new ESKD or need for chronic dialysis or renal transplantation, (b) clinically significant,
sustained worsening in UPCR and/or eGFR from Week 24 onward that led the investigator to conclude the
patient had failed the randomized treatment regimen or (c) receipt of rescue therapy, except for
glucocorticoid-only rescue.

Validity of outcomes

Primary endpoint

The composite endpoint of CRR is widely accepted by payers and key opinion leaders and
is considered more stringent than the primary efficacy renal response (PERR) used in
competitor trials (e.g., the BLISS-LN trial for belimumab (39)). In the REGENCY trial, CRR
required a urine protein-to-creatinine ratio (UPCR) < 0.5 g/g, an eGFR > 85% of baseline,
and no intercurrent events (79).

This aligns with global guidelines (23, 28, 30) which identify achieving CRR as an
important therapeutic goal associated with improved long-term kidney outcomes. In the
DMC assessment of voclosporin (AURORA 1) (80), CRR served as the primary outcome;
however, the REGENCY definition is more conservative regarding renal function
preservation, requiring eGFR to remain > 85% of baseline compared to the 20%
confirmed decrease (effectively 80%) permitted in AURORA 1. Additionally, AURORA 1
integrated a mandatory low-dose steroid requirement directly into its primary endpoint,
whereas in REGENCY, CRR with successful prednisone taper was evaluated as a key
secondary efficacy endpoint (40, 79).

Secondary and supportive endpoints

The secondary and exploratory endpoints included in this application are established
standards in LN clinical research. The majority of these endpoints were utilized by the
DMC in the assessment of voclosporin (80).

e Proteinuria thresholds: UPCR thresholds of < 0.5 or < 0.8 g/g are validated
surrogates for long-term renal outcomes and are increasingly recognized by
payers as reliable indicators of durable benefit (81, 82).

e Renal function (eGFR): The CKD-EPI equation used in REGENCY is a standard,
validated method for estimating renal function. Clinical data support eGFR
preservation as a marker for long-term renal preservation (83).

e Death or renal-related events: This clinically meaningful secondary endpoint
captures critical outcomes, providing a robust measure of disease progression.

e Patient-reported outcomes (FACIT-F): The Functional Assessment of Chronic
Iliness Therapy-Fatigue (FACIT-F) Scale is a validated tool for assessing fatigue,
which patients with LN identify as a severe and bothersome symptom (12, 84).

e B-Cell depletion: Peripheral B-cell depletion serves as a pharmacodynamic
biomarker of the biological activity of obinutuzumab. In LN, deeper and more
sustained depletion in both the blood and the tissues is associated with higher
rates of renal response, as it effectively interrupts the autoimmune cycle driving
glomerular inflammation (66).
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e Time to LN Flare (Week 24 through Week 76): This endpoint is a critical
measure of durable disease control, as renal flares are inherent to the natural
history of LN and lead to irreversible nephron loss. Preventing these flares is
essential because a single flare can reduce the glomerular filtration rate and
significantly shorten kidney lifespan (1).

4. Health economic analysis

A cost utility analysis was developed from the perspective of the Danish health care
sector to assess cost effectiveness of obinutuzumab for treatment of LN. Cost-
effectiveness results are expressed as incremental costs per quality-adjusted life years
(QALYs) and per life-years (LYs) gained. The model was created in Microsoft Office 365.
The base-case and all scenario analyses weighed all outcomes equally for all patients
regardless of the characteristics of those receiving or affected by the interventions (i.e.,
all QALYs are equal). The analysis utilized evidence primarily from the Phase Ill REGENCY
study for estimating differences in treatment progression of obinutuzumab+MMF+
prednisone (PDS) versus placebo+MMF+PDS supplemented by other published literature
to inform various model parameters.

4.1 Model structure

A de novo cohort multi-state Markov model was developed to synthesize all relevant
clinical and economic evidence. This model structure is considered well-suited for
chronic and progressive conditions like LN, as it effectively captures the dynamic
progression of the disease considered over time. Due to LN impacting the function of the
kidneys, the model is constructed around the different stages of chronic kidney disease
(CKD), i.e. the following health states:

1. CKD1-3b: Active Disease (label: CKD_1_3b_AD)

2. CKD1-3b: Partial Response (label: CKD_1_3b_PR)

3. CKD1-3b: Complete Response (label: CKD_1_3b_CR)
4, CKDA4: Active Disease (label: CKD_4_AD)

5. CKDA4: Partial Response (label: CKD_4_PR)

6. CKD4: Complete Response (label: CKD_4_CR)

7. CKD5: Dialysis (label: CKD_5_D)

8. CKD5: Transplant (label: CKD_5_T)

9. Death (label: Death)

Where all patients remain in the CKD_1_3b_AD state at cycle 0, thus capturing the
progression of disease from the early stages of the disease towards later states of kidney
disease, where either dialysis or kidney transplantation are the only viable treatment
options. KDIGO LN 24 guidelines (23) were used to inform criteria for inhabiting a given
health state:
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° CKD 1: eGFR >=90 ml/min/1.73m2.

o CKD 2: eGFR 60 - 89 ml/min/1.73m?2.
° CKD 3a: eGFR 45 - 59 ml/min/1.73m2.
° CKD 3b: eGFR 30 - 44 ml/min/1.73m2.
o CKD 4: eGFR 15 - 29 ml/min/1.73m?2.
. CKD 5: eGFR < 15 ml/min/1.73m2

Mapping LN classes to CKD stages is not straightforward as the classification is based on
the histological features seen in kidney biopsies. However, Class | and Il LN often
correspond to CKD Stage 1 or 2 where kidney function is typically well-preserved. Class IlI
and IV LN indicate more significant inflammation and potential for substantial kidney
damage meaning that patients can range from CKD stage 2-4. Membraneous lupus
nephritis, i.e. Class V, can lead to nephrotic syndrome which can result in CKD stage 1-4.
Progression in this state mainly depends on the response to treatment and control of
symptoms. Class VI LN indicates advanced disease and sclerosis, often corresponding to
CKD Stage 4 or 5 due to significant loss of kidney function.

A graphical illustration of the model can be found in Figure 1 below. Dotted lines refer to
a functionality in the model which is not used in the base case).

CKD Stages 1-3b CKD Stage 4

N
«/comp(n. ‘74'/Plﬂhl\-
k Response / \_ Response

)

y,

\_ Disease
.

- =
-( Death J*
S

Figure 1. Graphical illustration of the model
CKD, Chronic kidney disease.

4.2  Model features

Table 4 provides an overview of the key features of the economic model.

Table 4 Features of the economic model

Model features  Description Justification
Patient Patients with International In accordance with trial population and
population Society of Nephrology/Renal EMA indication.

Pathology Society (ISN/RPS)
2003 active Class Ill or IV with or
without concomitant Class V LN
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Model features  Description

Perspective Limited societal perspective

Justification

According to DMC guidelines

Time horizon Lifetime (99 years)

A life-time horizon was chosen in order to
simulate long term outcomes, including
the progression to end-stage renal disease
(ESKD) and the impact of various
treatment strategies over time. Most
costs in LN are incurred in the late stages
of kidney disease, where either dialysis or
kidney transplantation are the only viable
treatment options — these are considered
key cost drivers for the model, hence a
lifetime approach and the inclusion of
these health states is important.

Cycle length 6 months

Cycle length is consistent with prior
models for LN and capture the dynamic
progression of lupus nephritis, including
the transition between different stages of
chronic kidney disease (CKD).

Half-cycle Yes
correction

Discount rate 3.5%

The DMC applies a discount rate of 3.5 %
for all years

Intervention Obinutuzumab + MMF + PDS
(Obi+MMF+PDS)

Comparator(s) MMF+PDS

Validated by Danish clinical expert (see
section 14) and section 3.5

Outcomes Complete renal response (CRR)
and partial renal response (PRR,
independent of CRR

Endpoint included in REGENCY and
considered the best available endpoint for
assessing the risk of disease progression

CKD, Chronic kidney disease; CRR, Complete renal response; DMC, Danish Medicines Council; ESKD, End-stage
kidney disease; ISN/RPS , International Society of Nephrology/Renal Pathology Society; LN, Lupus nephritis;
MMF, Mycophenolate mofetil; PDS, prednisone; PRR, Partial renal response.

5. Overview of literature

5.1 Literature used for the clinical assessment

This application is based on the head-to-head study, REGENCY (CA41705), which
compares obinutuzumab with placebo for the treatment of patients with ISN/RPS 2003
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Class Il or IV with or without concomitant Class V LN treated with standard-of-care
therapy consisting of MMF and glucocorticoids.

According to Danish treatment guidelines for LN, MMF plus prednisone is used as
standard treatment for patients with LN. The treatment used in the REGENCY trial is very
much in line with the current guidelines. MMF plus prednisone is considered a relevant
comparator, and a literature review has therefore not been conducted.
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Table 5 Relevant literature included in the assessment of efficacy and safety

Reference Trial name*  NCT identifier
(Full citation incl. reference number)*

Dates of study

Used in comparison of*

(Start and expected completion date,
data cut-off and expected data cut-offs)

Furie RA, Rovin BH, Garg JP, Santiago MB, Aroca-Martinez G, Zuta Santillan REGENCY NCT04221477
AE, Alvarez D, Navarro Sandoval C, Lila AM, Tumlin JA, Saxena A, Irazoque (CA41705)

Palazuelos F, Raghu H, Yoo B, Hassan |, Martins E, Sehgal H, Kirchner P, Ross

Terres J, Omachi TA, Schindler T, Pendergraft WF 3rd, Malvar A; REGENCY

Trial Investigators. Efficacy and Safety of Obinutuzumab in Active Lupus

Nephritis. N Engl J Med. 2025 Apr 17;392(15):1471-1483. doi:

10.1056/NEJM0a2410965. Epub 2025 Feb 7. PMID: 39927615. (79)

Start: 10/08/20

Completion: 02/28/31

Obinutuzumab compared with placebo
in patients with International Society of
Nephrology/Renal Pathology Society

Data cut-off 15/08/24 (Week 76) (ISN/RPS) Class Il or IV with or without

concomitant Class V LN when added on

Future data cut-offs: Week 106, 132, 158, {4 standard-of-care therapy consisting

184 and 210

of MMF and glucocorticoids.

* If there are several publications connected to a trial, include all publications used.

5.2 Literature used for the assessment of health-related quality of life
N/A

Table 6 Relevant literature included for (documentation of) health-related quality of life (See section 10)

Reference Health state/Disutility

(Full citation incl. reference number)

Reference to where in the application the data is
described/applied
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5.3  Literature used for inputs for the health economic model

A specific SLR was not conducted in connection with this submission to the DMC. While an SLR and targeted literature review for health economic input was conducted on behalf

of Roche these were not particular to a Danish context and the SLR was scoped for several comparators not of relevance to Danish clinical practice. The health economic model

associated with this submission use two of the sources also identified in the SLR and the targeted literature review. NICE’s assessment of voclosporin for treatment of LN was

identified in the SLR and Sugrue et al. was identified in the targeted literature review. These external references have been qualitatively assessed for relevance to a health

economic model in a Danish context and used in this submission, since no other input sources of higher applicability/relevance has been identified.

Table 7 Relevant literature used for input to the health economic model

Reference
(Full citation incl. reference number)

Input/estimate

Method of identification Reference to where in the application
the data is described/applied

NICE. Voclosporin with mycophenolate mofetil for treating lupus nephritis (TA882  Transition probabilities and utilities not  N/R (see above) Section 8.2 and 10.3.4
(2023)) (85) available from REGENCY
Sugrue, D. M., Ward, T., Rai, S., McEwan, P. & Haalen, H. G. M. van. Economic Transition probabilities that are not N/R (see above) Section 8.2

Modelling of Sugrue DM, Ward T, Rai S, McEwan P, van Haalen HGM. Economic
Modelling of Chronic Kidney Disease: A Systematic Literature Review to Inform
Conceptual Model Design. Pharmacoeconomics. 2019 Dec;37(12):1451-1468. doi:
10.1007/s40273-019-00835-z. PMID: 31571136; PMCID: PMC6892339. (86)

available from REGENCY

Eriksson D, Karlsson L, Eklund O, Dieperink H, Honkanen E, Melin J, et al. Health-
related quality of life across all stages of autosomal dominant polycystic kidney
disease. Nephrology Dialysis Transplantation. 2017;32(12):2106-11 (87)

HSUVs in dialysis and transplant state

Hand-searched (identified  Section 10.3.4
via DMCs assessment of
imlifidase)

Bilag til Medicinradets anbefaling vedr. voclosporin som tilleegsbehandling til lupus
nefritis (80)

Disease management costs

Hand-searched Section 11.4
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6. Efficacy

6.1 Efficacy of obinutuzumab compared to placebo for
patients with active Class III or IV ( V) lupus nephritis

6.1.1 Relevant studies

Study design

REGENCY (CA41705) is a phase Ill, randomized, double-blind, placebo-controlled,
multicenter study evaluating the efficacy and safety of obinutuzumab in patients with
International Society of Nephrology (ISN)/Renal Pathology Society (RPS) 2003 Class Ill or
IV, with or without concomitant Class V, LN treated with standard-of-care therapy
consisting of MMF and glucocorticoids (79). The study has completed enrolment, and the
primary analysis has been completed (clinical cut-off date [CCOD]: 15 August 2024); the
study is ongoing with an estimated completion date in 2031.

The REGENCY study consists of the following study periods: screening, blinded
treatment, open-label treatment (OLT) and study follow-up. An overview of the study
design for REGENCY is presented in Figure 2.

Primary Endpoint Study
Week 76 Unblinding
Obinutuzumab Arm 1 [2-2-2 Regimen] (n=63) Blinded Treatment Continuation®
AA AA AA 7'y A 'y A 7y A
0 80 106 132 158 184 QB
Screening m Obinutuzumab Arm 2 [2-2-1 Regimen] (n=63) Open Label Treatment™ monihs
AA AA JaV ¥ AA AA A A A
0 2 24 26 52 76 Qs
Placebo (n=126) Study Follow-Up™™* (visit Q6 months) months.
JAVAN JAVAN
Week 0 2 2426 50 52

Target MMF Dose: 2 0-2.5 g/day

IV Methylprednisclone: At least one dose (250-1000 mg) prior to first infusion

& Placebo infusion Prednisone dose 0.5 mg/kg/day until Day 15 at which point tapered to 5 mg/day by Week
24 and maintained until Week 80.

A Obinutuzumab infusion 1000 mg

Figure 2 Study design of REGENCY.

IV, intravenous; MMF, mycophenolate mofetil. Patients with an adequate treatment response at Week 76
continue to receive blinded infusions every 6 months starting at Week 80, until study unblinding. Patients with
inadequate treatment response at Week 76 or with loss of response during blinded treatment after Week 80
can enter open-label treatment. Patents are followed through Week 76 and for at least 12 months from the
last dose of obinutuzumab or placebo.

Eligible patients were 18 to 75 years of age, met the American College of Rheumatology
classification (ACR) criteria for systemic lupus erythematosus (SLE), and had active class
Il or IV LN, with or without concomitant class V disease (according to the classification of
the International Society of Nephrology and the Renal Pathology Society), as confirmed
on kidney biopsy performed either during or within 6 months before screening.
Enrollment criteria included a UPCR of at least 1 (with protein and creatinine both
measured in milligrams) based on 24-hour urine collection and antinuclear antibody
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(ANA) positivity (i.e., an ANA titer of 21:80 on HEp-2 cells or 21 equivalent positive ANA
test). Key exclusion criteria were an eGFR lower than 30 ml per minute per 1.73 m? of
body surface area or end-stage kidney disease necessitating dialysis or transplantation,
evidence of active infection, receipt of anti-CD20 therapy during or within 9 months
before screening, and receipt of cyclophosphamide, tacrolimus, cyclosporine, or
voclosporin therapy during or within 2 months before screening (79).

Blinded treatment up to Week 76

After screening, eligible patients were randomly assigned in a 1:1 ratio to receive
intravenous infusions of obinutuzumab or matching placebo. Randomization was
performed by means of a centralized interactive voice- and Web-based response system
(IxRS) with the use of a permuted block design, with stratification according to
geographic region (United States or Canada, Latin America or the Caribbean, or other)
and race (Black or other).

Patients assigned to the obinutuzumab group were further randomized in a 1:1 ratio to
receive obinutuzumab in one of two dose schedules (1000 mg on day 1 and at weeks 2,
24, 26, and 52, with or without an additional dose at week 50) (72). The rationale for
including two dose schedules was exploratory and was aimed at gathering additional
pharmacokinetic and pharmacodynamic data and exploring potential dose-related
differences in efficacy to inform the selection of a dose regimen for long-term treatment
(beyond week 76, which was used for the primary end point in this trial) (72).

Patients in both trial groups began receiving standard therapy with MMF and
glucocorticoids at randomization (if not already receiving it) from the baseline visit (Day
1) onward (72). MMF was titrated by Week 4 to a target dose of 2.0-2.5 g/day in divided
doses. For patients newly initiating MMF, the recommended initial dosage is 1.5 g/day
given in divided doses with titration by 500 mg/week to 2.0-2.5 g/day by Week 4. MMF
was maintained at the target dose through Week 80. Adjustments to MMF dosing were
permitted in case of intolerance and adverse events. After Week 80, background
immunosuppression could be adjusted at the discretion of the investigator. Investigators
could continue MMF or switch to azathioprine (target dose: 2 mg/kg/day) as permitted
by treatment guidelines (72). Oral glucocorticoids were initiated at a dose of 0.5 mg/kg
(maximum 60 mg/day), tapered to a total daily oral maintenance dose of 5 mg at Week
24 and maintained at that dose through Week 80 (Figure 3) (72).

Prednisone Dose (mg/day)?

Days 2-14 30 40 50 60
Week 2 25 30 40 50
Week 4 25 25 30 40
Week 6 20 20 20 30
Week 8 15 15 15 20
Week 10 10 10 10 10
Week 12 7.5 7.5 75 75
Weeks 24-80 5 5 5 5

Figure 3 Prednisone tapering schedule through Week 80.
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a0ral prednisone was started at 0.5 mg/kg/day (maximum 60 mg/day). Starting doses were rounded to the
closest 10 mg increment or the nearest increment that is feasible based on the locally available oral prednisone
dose strengths. An approximately equivalent dose of an oral corticosteroid with a similar duration of action
may be substituted (72).

Treatment beyond Week 76

All patients were followed until Week 76 and for at least 12 months from the last dose of
obinutuzumab or placebo (72). Patients who had an adequate response at Week 76
without a need for intensification of therapy or unmanageable treatment-emergent
adverse events continued to receive a single blinded obinutuzumab 1000 mg or placebo
infusion every 6 months, beginning at Week 80. The randomized treatment assignment
was not revealed, and investigators and patients remained blinded during this period.
Background immunosuppression, including doses of glucocorticoids and MMF, could be
adjusted at the investigator’s discretion beginning at Week 80. After Week 80, patients
who, in the opinion of the investigator, experienced a loss of response and required
intensification of therapy during continued blinded study treatment were eligible to
receive OLT. Additionally, patients who, during continued blinded study treatment after
Week 80, experience a loss of adequate response requiring intensification of therapy and
without unmanageable treatment-emergent adverse events can initiate OLT once 60
days have elapsed from the most recent obinutuzumab or placebo infusion. Background
immunosuppression, including doses of glucocorticoids and MMF, can be adjusted at the
investigator’s discretion beginning at OLT Day 1.

Patients who discontinued infusions prior to Week 76 still completed all visits through
Week 76 according to the original schedule of activities before entering study follow-up.
Patients who did not continue blinded infusions or enter open-label treatment based on
the Week 76 assessment entered study follow-up. Patients who discontinued all
infusions (blinded and open-label) beyond Week 76 also entered study follow-up. During
study follow-up after Week 76, patients returned for regular assessments every 6
months (72).

Efficacy analysis

All efficacy analyses were carried out in the efficacy-evaluable population, including all
randomized patients regardless of whether they received study drug. Patients were
grouped according to randomized (assigned) treatment, rather than treatment received.
Patients who received incorrect therapy are reported under the treatment arm to which
they were randomized.

The primary efficacy endpoint was the proportion of patients who achieved CRR at Week
76, defined as achievement of all of the following (72, 79):
e A UPCR<0.5 based on a timed 24-hour urine collection
e An eGFR of 2 85% of the baseline value (calculated with the use of the 2009
Chronic Kidney Disease Epidemiology Collaboration (CKD-EPI) equation)
e No occurrence of the following intercurrent events: rescue therapy, treatment
failure, death or early study withdrawal i.e., rescue therapy, treatment failure,
death, or early trial withdrawal.
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o Treatment failure was defined as end-stage kidney disease or the use
of long-term dialysis or renal transplantation, receipt of rescue therapy
(except for glucocorticoid-only rescue), or clinically significant and
sustained worsening of the UPCR or eGFR beyond Week 24 that led the
center investigator to conclude that the assigned regimen had failed.

The primary analysis was performed when all data was available for all patients who
completed the Week 76 visit or discontinued the study prior to Week 76.

Key secondary endpoints include (72, 79):

e  Proportion of patients who achieved CRR with successful prednisone taper at
Week 76

e  Proportion of patients who achieved a proteinuric response at Week 76

e Mean change in eGFR from baseline to Week 76

e  Proportion of patients who experienced death or renal related events through
Week 76

e  Proportion of patients who achieved an ORR at Week 50

e Change in FACIT-F scale from baseline to Week 76

e Total peripheral B-Cell (CD19) count

Key exploratory endpoints include (72, 79):

e Time to LN flare from Week 24 through Week 76

Furthermore, patients were also offered an optional renal biopsy following the Week 76
assessment which could provide histologic evidence of disease activity or remission
beyond the laboratory response measurements (72).

All secondary outcomes are listed in Table 8 and Appendix A. All definitions of outcome
measures relevant for the application are listed in Table 3.

Safety analysis

Safety analyses up to Week 76 were performed using the safety-evaluable population,
including patients who received any part of blinded infusion of obinutuzumab or
placebo. Patients were grouped according to the treatment they actually received rather
than the treatment assigned. Patients who received any part of an infusion of
obinutuzumab as a study treatment (excluding obinutuzumab infusion received as a
rescue therapy) even if not assigned to obinutuzumab treatment arm at randomization
are reported under the obinutuzumab treatment arm.

The safety objective was to evaluate the safety of obinutuzumab (combined treatment
groups) compared with placebo on the basis of the following endpoints:

e Incidence and severity of adverse events (AEs), with severity determined
according to National Cancer Institute Common Terminology Criteria for
Adverse Events (NCI CTCAE) v5.0.
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Characterization of adverse events of special interest (AESIs), including, among
others, infusion-related reactions (IRRs), Grade 3-5 infections, drug related
neutropenia and drug related thrombocytopenia.

Change from baseline in targeted clinical laboratory test results.

Change from baseline in targeted vital signs.
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Table 8 Overview of study design for studies included in the comparison (72)

Trial name,
NCT-number

(reference)

REGENCY,
NCT04221477
(79)

Study design

Phase Ill,
randomized,
double-blind,
placebo-
controlled study

Study duration

Patient population

Patients were in the
age of 18 to 75
years, with the ACR
criteria for SLE, and
active class Ill or IV
LN, with or without
concomitant class V
disease as
confirmed on kidney
biopsy performed
either during or
within 6 months
before screening.

Intervention

Patients in the obinutuzumab arm
were randomly assigned ina 1:1
ratio to receive obinutuzumab in
one of two dose schedules (1000
mg on day 1 and at weeks 2, 24,
26, and 52, with or without an
additional dose at week 50).

Patients in both trial groups began
receiving standard therapy on Day
1 with MMF (titrated by Week 4
to a target dose of 2.0-2.5 g/day
in divided doses. For patients
newly initiating MMF, the
recommended initial dosage was
1.5 g/day given in divided doses
with titration by 500 mg/week to
2.0-2.5 g/day by Week 4) and
prednisone (if not already
receiving it). The target dose of
prednisone was 7.5 mg/day by
Week 12 and 5 mg/day by Week
24.

Comparator

Patients in the
placebo arm
received placebo
and similar
standard therapy
with MMF and
prednisone as the
dosing regimen
described for the
obinutuzumab
arm.

Outcomes and follow-up time

Primary efficacy outcome

Proportion of patients who achieve a CRR at Week
76.

Secondary efficacy outcomes

Proportion of patients who achieved CRR with
successful prednisone taper at Week 76

Proportion of patients who achieved a proteinuric
response at Week 76

Mean change in eGFR from baseline to Week 76

Proportion of patients who experienced death or
renal-related events through Week 76

Proportion of patients who achieved an ORR at
Week 50

Change in FACIT-F scale from baseline to Week 76

Change in log-transformed anti-double-stranded
deoxyribonucleic acid (anti-dsDNA) titer at Week 50

Change in complement C3 at Week 50

Change in Systematic Lupus Erythematosus Disease
Activity Index 2000 (SLEDAI-2K) at Week 76
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Trial name,
NCT-number

(reference)

Study design

Study duration

Patient population

Intervention

Comparator

Outcomes and follow-up time

e Time to onset of CRR from baseline (Day 1) up to
80.3 weeks

e  Proportion of participants who achieve CRR with
serum creatinine criteria at Week 76

e  Number of participants with adverse events (AEs)
up to Week 76

e Number of participants with adverse events of
special interest (AESIs) up to Week 76

e Number of participants with anti-drug antibodies
(ADAs) positive post-treatment up to approximately
11 years

e  Total peripheral B-Cell (CD19) count up to
approximately 11 years

e  Concentration of obinutuzumab in serum up to
approximately 11 years

Follow-up period: All patients were followed until Week
76 and for at least 12 months from the last dose of
obinutuzumab or placebo.
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6.1.2 Comparability of studies

N/A. This section is not relevant as efficacy and safety are directly compared in the
REGENCY study.

6.1.2.1 Comparability of patients across studies

Baseline characteristics of patients in the REGENCY study are listed in Table 9 (78, 79,
88). Baseline characteristics were generally balanced between the trial arms.

The median age of the patients was 30.0 years in the obinutuzumab arm and 31.0 years
in placebo arm, and all patients were in the age group 18-65 years except for 1 patient in
the placebo arm who was older than 65 years (78, 89). The proportion of females in the
obinutuzumab arm and placebo arm was 84.4% and 84.6%, respectively. The median
weight of patients in the obinutuzumab arm was 65.0 kg (36.7-106.3 kg) in the
obinutuzumab arm and 65.5 kg (46.0-133.6 kg) in the placebo arm.

Some differences were observed for Ethnic group category where the majority of
patients were Hispanic or Latino with 71 (52.6%) patients in the obinutuzumab arm and
85 (62.5%) patients in the placebo arm. Otherwise, 54 (40.0%) patients vs. 48 (35.3%)
patients were Not Hispanic or Latino, 9 (6.7%) patients vs. 1 (0.7%) patients were Not
Stated, and 1 (0.7%) patients vs. 2 (1.5%) patients were Unknown in the obinutuzumab
arm and placebo arm, respectively. For Race or ethnic group, 65 (48.1%) patients in the
obinutuzumab arm and 64 (47.1%) in the placebo arm were white. The proportions of
other races were similar between the obinutuzumab arm and placebo arm with 25
(18.5%) vs. 26 (19.1%) American Indian/Alaska Native patients, 20 (14.8%) vs. 20 (14.7%)
Black/African American patients, 9 (6.7%) vs. 7 (5.1%) Asian patients, 11 (8.1%) vs. 9
(6.6%) of Multiple Ethnicity, 4 (3.0%) vs. 6 (4.4%) unknown, and 1 (0.7%) vs. 4 (2.9%) Not
Reported, respectively. Patients were initially stratified at randomization by region
(United States and Canada vs. Latin America and the Caribbean vs. Other) and race (Black
vs. Other), and the treatment arms were balanced with respect to these stratification
factors. For race as stratification factor, 15 (11.1%) patients in the obinutuzumab arm
and 17 (12.5%) patients in the placebo arm were black, and 120 (88.9%) patients in the
obinutuzumab arm and 119 (87.5%) patients in the placebo arm were Other (79, 88). For
Region as stratification factor, the majority of patients were from Latin America and the
Caribbean with 77 (57.0%) patients in the obinutuzumab arm and 77 (56.6%) patients in
the placebo arm. 20 (14.8%) patients vs. 20 (14.7%) patients were from United States
and Canada, and 38 (28.1%) patients vs. 39 (28.7%) patients were Other in the
obinutuzumab arm and placebo arm, respectively. 27 (20.0%) patients were from the
European Union (EU) in the obinutuzumab arm and 26 (19.1%) patients in the placebo
arm, and 108 (80.0%) patients in the obinutuzumab arm and 110 (80.9%) patients in the
placebo arm were from non-EU countries (78, 89). The enrolled population was deemed
to be sufficiently diverse, including populations with a high prevalence of LN and with a
high risk of complications and death (79).

In the efficacy-evaluable population, treatment arms were generally well balanced with
respect to baseline disease characteristics (eGFR, 24-hour UPCR, baseline LN class).
Median serum creatinine level, eGFR and UPCR in the obinutuzumab arm were 0.79
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mg/dL, 107 ml/min/1.73 m? and 2.13, respectively. Median serum creatinine level, eGFR
and UPCR in the placebo arm were 0.74 mg/dL, 109 ml/min/1.73 m? and 2.76,
respectively. In the obinutuzumab arm and placebo arm, 1 (0.7%) patient and 1 (0.7%)
patient had an eGFR category <30 mL/min/1.73 m?, 12 (8.9%) patients and 19 (14.0%)
patients had an eGFR category of 30 to <60 mL/min/1.73 m?, 26 (19.3%) patients and 20
(14.7%) patients had an eGFR category of 60 to <90 mL/min/1.73 m?, and 96 (71.1%)
patients and 96 (70.6%) patients had an eGFR category 290 mL/min/1.73 m?,
respectively. In the obinutuzumab arm 82 (61.2%) patients had a 24-hour UPCR <3
g/gram and 52 (38.8%) patients had a 24-hour UPCR >3 g/gram. In the placebo arm 74
(54.4%) patients had a 24-hour UPCR <3 g/gram and 62 (45.6%) patients had a 24-hour
UPCR 23 g/gram. 57 (42.2%) patients in the obinutuzumab arm and 61 (44.9%) patients
in the placebo arm had anti-dsDNA positive at >120 IU/mL. 77 (57.0%) patients in the
obinutuzumab arm and 76 (55.9%) patients in the placebo arm had a C3 complement
level <0.9 g/L. 32 (23.7%) patients in the obinutuzumab arm and 42 (31.1%) patients in
the placebo arm had a C4 complement level <0.1 g/L. Median serum albumin were 35
g/L in both study arms. Median SLEDAI-2K score was 10 in the obinutuzumab arm and 12
in the placebo arm. Baseline classification of LN in the obinutuzumab arm and placebo
were divided over Class IlI: 56 (41.5%) patients and 51 (37.5%) patients, Class IV: 79
(58.5%) patients and 85 (62.5%) patients, and concomitant Class V: 47 (34.8%) patients
and 38 (27.9%) patients, respectively.

Of patients with previously diagnosed LN, there were 81 (60.0%) patients in the
obinutuzumab group and 76 (55.9%) patients in the placebo group. As opposed to those
with newly diagnosed LN, the median duration since the first LN diagnosis was 36.6
months (range, 0.4 to 330.4) in the obinutuzumab group and 34.3 months (range, 0.8 to
217.8) in the placebo group (79).

The majority of patients (157; 57.9%) had a prior history of LN (81 [60.0%] in the
obinutuzumab arm and 76 [55.9%] in the placebo arm). Among these patients, the
median duration of LN was 36.5 months (36.6 months in the obinutuzumab arm and 34.3
months in the placebo arm). Among patients who did not have a prior history of disease
(114 patients [42.1%]), the median duration of LN calculated from the time of biopsy was
0.9 months in both arms. Other baseline characteristics, such as serum creatinine, serum
albumin, serologic markers and SLEDAI-2K scores, were similar between treatment arms
(see Table 9).

Table 9 Baseline characteristics of patients in the REGENCY study (78, 79, 88).

REGENCY
Obinutuzumab Placebo
(N=135) (N=136)
Age, years
Median (min-max) 30.0 (18-64) 31.0(18-72)
Mean (SD) 33.0(10.5) 32.7 (10.0)
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REGENCY

Obinutuzumab
(N=135)

Placebo
(N=136)

Age group, years — n (%)

<65 135 (100%) 135 (99.3%)
>65 0 1(0.7%)
Gender — n (%)

Female 114 (84.4%) 115 (84.6%)
Male 21 (15.6%) 21 (15.4%)

Race or ethnic group — n (%)

American Indian or Alaska Native

25 (18.5%)

26 (19.1%)

Asian

9 (6.7%)

7 (5.1%)

Black or African American

20 (14.8%)

20 (14.7%)

White 65 (48.1%) 64 (47.1%)
Multiple 11 (8.1%) 9 (6.6%)
Unknown 4 (3.0%) 6 (4.4%)
Not Reported 1(0.7%) 4(2.9%)

Race (stratification factor) — n (%) 2

Black

15 (11.1%)

17 (12.5%)

Other

120 (88.9%)

119 (87.5%)

Ethnic group — n (%)

Hispanic or Latino

71 (52.6%)

85 (62.5%)

Not Hispanic or Latino

54 (40.0%)

48 (35.3%)

Not stated

9 (6.7%)

1(0.7%)

Unknown

1(0.7%)

2 (1.5%)

Region (stratification factor) — n (%)
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REGENCY

Obinutuzumab Placebo
(N=135) (N=136)
United States and Canada 20 (14.8%) 20 (14.7%)
Latin America and the Caribbean 77 (57.0%) 77 (56.6%)
Other 38 (28.1%) 39 (28.7%)
Region (EU/non-EU) — n (%)
EU 27 (20.0%) 26 (19.1%)
Non-EU 108 (80.0%) 110 (80.9%)
Weight, kg
Mean (SD) 66.3 (14.0) 68.3 (15.5)

Median (min-max)

65.0 (36.7 106.3)

65.5(46.0 133.6)

Serum creatinine level - mg/dL?

Median (min-max)

0.79 (0.34-3.75)

0.74 (0.27-4.39)

Mean (SD) 0.83(0.39) 0.88 (0.48)
eGFR - mL/min/1.73 m?

Median (min-max) 107 (15-164) 109 (13-166)
Mean (SD) 102.8 (29.3) 101.9 (32.2)
eGFR category — n (%)

<30 mL/min/1.73 m? 1(0.7%) 1(0.7%)

30 to <60 mL/min/1.73 m2 12 (8.9%) 19 (14.0%)
60 to <90 mL/min/1.73 m? 26 (19.3%) 20 (14.7%)
290 mL/min/1.73 m? 96 (71.1%) 96 (70.6%)

24-hour UPCR - g/gram ¢

Median (min-max)

2.13 (0.2-21.6)

2.76 (0.1-13.3)

Mean (SD)

3.14 (2.99)

3.53 (2.76)
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REGENCY

Obinutuzumab
(N=135)

Placebo
(N=136)

24-hour UPCR - n (%)

<3 g/gram

82 (61.2%)

74 (54.4%)

>3 g/gram

52 (38.8%)

62 (45.6%)

Anti-dsDNA positive at >120 IU/mL —n (%)

57 (42.2%)

61 (44.9%)

C3 complement level <0.9 g/L—n (%)

77 (57.0%)

76 (55.9%)

C4 complement level <0.1 g/L—n (%) 4

32 (23.7%)

42 (31.1%)

Serum albumin - g/L

Median (min-max)

35 (16-46)

35 (15-46)

Mean (SD)

34.7 (6.2)

34.0 (6.3)

Baseline lupus nephritis class — n (%)

Class Il

56 (41.5%)

51 (37.5%)

Class IV

79 (58.5%)

85 (62.5%)

Concomitant class V

47 (34.8%)

38 (27.9%)

Previously diagnosed lupus nephritis — n (%) ©

81 (60.0%)

76 (55.9%)

Median duration of LN for patients who had
prior history of LN — months (min-max)

36.6 (0.4-330.4)

34.3(0.8-217.8)

Median duration of LN calculated from timeto 0.9 (0.2-6.8) 0.9 (0.2-5.0)
biopsy for patients who did not have prior

history of LN — months (min-max)

SLEDAI-2K score f

Median (min-max) 10 (4-83) 12 (2-35)
Mean (SD) 12.1(8.1) 12.4 (6.7)

Abbreviations: eGFR, estimated glomerular filtration rate; LN, Lupus nephritis; UPCR, 24-hour Urine
Protein/Creatinine Ratio; dsDNA, double stranded DNA; SLEDAI-2K, Systemic Lupus Erythematosus Disease

Activity Index 2000

2Race and ethnic group were determined on the basis of patient-reported data in the electronic case-report
forms. At the time of enrollment, Black or other (a randomization stratification factor) were the only two
randomization options for race in the IXRS system. After enroliment, additional information on race and
ethnicity was collected via electronic case report forms with further options. One patient who was registered
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as Black in the IXRS system reported being multiracial in the case-report form, and nine patients who were
registered as other in the IXRS system reported being Black or African American in the case-report form.

To convert serum creatinine to micromoles per liter, multiply by 88.4.

¢The urinary protein-to-creatinine ratio (UPCR) was based on 24-hour urine collection, with protein and
creatinine both measured in milligrams. Data were missing for one patient in the obinutuzumab group.

9 Data on C4 complement level were missing for one patient in the placebo group.

¢ With respect to the patients enrolled and their lupus nephritis disease states in the obinutuzumab and
placebo groups, 60.0% (n = 81) and 55.9% (n = 76) of patients had prior histories of lupus nephritis with median
(range) durations of lupus nephritis of 36.6 (0.4 to 330.4) and 34.3 (0.8 to 217.8) months in the obinutuzumab
and placebo groups, respectively. The remaining patients (40.0% [n = 54] and 44.1% [n = 60] in the
obinutuzumab and placebo groups, respectively) did not have prior histories of lupus nephritis but were newly
diagnosed based on native kidney biopsies. For these patients, durations of lupus nephritis from the time of
native kidney biopsy to randomization were medians (range) of 0.9 (0.2 to 6.8) and 0.9 (0.2 to 5.0) months in
the obinutuzumab and placebo groups, respectively.

f SLEDAI-2K range from 0 to 105, with higher scores indicating greater disease activity. Data were missing for
three patients in the placebo group.

6.1.3 Comparability of the study population with Danish patients eligible for

treatment

The demographic characteristics of the Danish LN population are derived from the
nationwide cohort study by Hermansen et al (2016) (52). LN is primarily a condition of
premenopausal women, with incidence peaking before age 50. After age 60, the
incidence rates between men and women converge and show no significant difference.

The population is characterized by a strong female predominance; in the identified
cohort, 76% of patients were female and 24% were male. The median age for the total
LN population is 42 years (interquartile range [IQR]: 31-56). Females typically present
earlier, with a median age of 41 years (IQR: 30-51), whereas males present later with a
median age of 51 years (IQR: 35-67) (52).

Table 10 Characteristics in the relevant Danish population and in the health economic model

Value in Danish population  Value used in health economic

(52) model (79)
Female 76% 85%
Age, all, yrs 42 (IQR 31-56) 42
Age, female, yrs 41 (IQR 30-51) N/A
Age, males, yrs 51 (IQR 35-67) N/A

6.1.4  Efficacy — results per REGENCY (CA41705)

This section presents results on the following outcomes from REGENCY (CA41705):

e  Primary efficacy endpoint
o CRRat Week 76

e Secondary efficacy endpoints
o  CRR with successful prednisone taper at Week 76
o Proteinuric Response at Week 76
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Mean change in eGFR from baseline to Week 76

Death or renal-related events through Week 76

ORR at Week 50

Mean change in FACIT-F Scale from baseline to Week 76
o Total peripheral B-Cell (CD19) count

e  Exploratory efficacy endpoints
o Time to LN flare from Week 24 through Week 76
o PRR at Week 76 (evaluated post hoc)

O O O O

Multiplicity adjustment (hierarchical testing)

To control the overall family-wise Type | error rate at a two-sided a=0.05 across the
primary and key secondary endpoints, a fixed sequence testing procedure combined
with a fallback method was utilized.

e Testing began with the primary endpoint (CRR).

e If successful, testing proceeded to the first key secondary endpoint (CRR with
successful prednisone taper).

e If the first key secondary endpoint was significant, the alpha (a=0.05) was split
between the subsequent endpoints: Proteinuric Response (a=0.04) and Change
in eGFR (a=0.01). This allowed for “recycling” of alpha if specific endpoints met
statistical significance, maximizing the power to detect effects in lower-tier
endpoints like Death or renal-related events.

For full details regarding the statistical hypothesis testing, power calculations, censoring
rules, and sensitivity analyses (including tipping point analyses), please refer to the
Statistical Analysis Plan (SAP) (90).

Complete renal response (CRR) at Week 76

The primary endpoint was the proportion of patients achieving a CRR at Week 76. CRR
was defined as a UPCR < 0.5 g/g based on a timed 24-hour urine collection, an eGFR > 85
% of baseline (calculated by the CKD-EPI equation), and no intercurrent events (rescue
therapy, treatment failure, study treatment discontinuation, death or early study
withdrawal).

The analysis was performed in the efficacy-evaluable population, defined as all
randomized patients, regardless of treatment received, grouped by assigned treatment
arm. The primary comparison between obinutuzumab and placebo was based on a
Cochran—Mantel-Haenszel test stratified by race (Black vs other) and region (United
States and Canada vs Latin America and Caribbean vs Other). Missing data were handled
by multiple imputation.

Obinutuzumab plus standard-of-care demonstrated a statistically significant and clinically
meaningful improvement in the rate of CRR versus placebo plus standard-of-care at
Week 76.
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CRR was achieved by 46.4% of patients treated with obinutuzumab compared with
33.1% in the placebo arm (adjusted difference 13.4%, 95% confidence interval [CI] 1.95
to 24.84; p = 0.0232) (78, 79). This confirms a clinically relevant absolute increase of
around one in eight patients achieving CRR when obinutuzumab is added to MMF and
glucocorticoids. The treatment effect was consistent across key subgroups including high
baseline disease activity (UPCR = 3 g/g, low complement, positive anti-dsDNA) and ethnic
groups.

CRR with successful prednisone taper at Week 76

This endpoint assessed the proportion of patients achieving CRR (as defined above) while
maintaining a prednisone dose < 7.5 mg/day (or equivalent) between Weeks 64 and 76.
The same statistical approach and imputation strategy were used as for the primary
analysis.

A significantly higher proportion of patients achieved CRR with successful prednisone
taper in the obinutuzumab arm than in the placebo arm (42.7% versus 30.9%, adjusted
difference 11.9%, 95% Cl 0.57 to 23.18; p = 0.0421) (78, 79). This demonstrates that
obinutuzumab not only increases renal response rates but also enables clinically relevant
glucocorticoid sparing, supporting guideline recommendations for minimising steroid
exposure.

Proteinuric response at Week 76

Proteinuric response was defined as achievement of UPCR < 0.8 g/g without intercurrent
events. The endpoint was analysed in the efficacy-evaluable population using the
Cochran—Mantel-Haenszel test stratified by race and region, with multiple imputation
for missing data.

Obinutuzumab was superior to placebo for achieving proteinuric response at Week 76
(55.5% vs 41.9%; adjusted difference 13.7%, 95% Cl 2.01 to 25.36; p = 0.0227) (78, 79).
These data indicate that obinutuzumab produces a faster and more complete reduction
in proteinuria, a validated surrogate for long-term renal survival.

Mean change in eGFR from baseline to Week 76

Change in eGFR from baseline was analysed using an analysis of covariance model
adjusted for baseline eGFR, treatment group, race and region. Missing values were
handled using multiple imputation.

The mean change in eGFR favoured obinutuzumab (+ 2.3 mL/min/1.73 m?2) compared
with a decline in the placebo arm (- 1.5 mL/min/1.73 m?), yielding an adjusted between-
group difference of 3.8 mL/min/1.73 m? (95 % Cl — 1.84 t0 9.51; p = 0.1842) (78, 79).
Although not statistically significant within the hierarchical testing sequence, the
numerical difference supports preservation of kidney function with obinutuzumab over
76 weeks.

Death or renal-related events through Week 76

This composite endpoint included death, treatment failure, sustained proteinuria

worsening (= 50 % increase to 2 3 g/g), or confirmed eGFR decline (=30 % to < 60

mL/min/1.73 m?3). Proportions were compared between treatment arms using the
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Cochran—Mantel-Haenszel test stratified by race and region, with multiple imputation
for missing data.

Fewer patients experienced death or renal-related events in the obinutuzumab arm than
in the placebo arm (18.9% vs 35.6%; adjusted difference —16.8%, 95% Cl —27.50 to —6.23;
p = 0.0026). This represents a clinically meaningful reduction in the risk of unfavourable
kidney outcomes over 18 months of therapy (78, 79).

Overall renal response (ORR) at Week 50

Overall renal response was defined as achievement of either CRR or partial renal
response (PRR). PRR required a > 50 % reduction in UPCR from baselineto< 1 g/g (or<3
g/g if baseline > 3 g/g), eGFR > 85 % of baseline, and no intercurrent events. Comparison
between treatment arms used the same statistical approach as other binary endpoints.

At Week 50, obinutuzumab produced numerically higher overall renal response rates
(59.1% vs 50.7%; adjusted difference 8.4%, 95% Cl —3.41 to 20.12; p = 0.1670). While not
statistically significant in the hierarchical testing sequence, this trend supports the
consistent treatment effect across composite renal outcomes (78, 79).

Change in FACIT-F (Fatigue) from baseline to Week 76

Fatigue was assessed using the Functional Assessment of Chronic Iliness Therapy —
Fatigue (FACIT-F) scale. Changes from baseline were analysed using ANCOVA adjusted for
baseline score, race and region.

Mean improvement in fatigue was slightly greater with obinutuzumab (+ 1.8 points)
compared with placebo (+ 3.1 points); the between-group difference (- 1.4 points; 95%
Cl-3.41to0 1.20; p = 0.2991) was not statistically significant. Overall, fatigue improved
modestly in both arms during disease control, with no evidence of treatment-related
detriment to patient-reported fatigue (78, 79).

Total peripheral B-cell (CD19) Count

The effect of obinutuzumab on levels of CD19-positive B cells in blood was assessed
through Week 76 using two complementary methods to characterize the depth and
duration of suppression. The analysis was conducted in the safety-evaluable population.
B-cell depletion was defined according to the following thresholds:

e Conventional Flow Cytometry (TBNK assay): CD19-positive B cells < 10 cells/uL,
used to define the standard clinical "B-cell depletion" threshold.

o High-Sensitivity Flow Cytometry (HSFC): CD19-positive B cells below the limit of
quantitation (BLQ) of CD19-positive B cells < 0.441 cells/uL, utilized to quantify
minimal residual B cells and characterize the specific depth of depletion.

Results are summarized descriptively (mean and median) over time by treatment arm

The TBNK assay demonstrated that obinutuzumab treatment resulted in rapid and
sustained peripheral B-cell depletion in most patients, with average levels remaining at
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or below the clinical threshold of 10 cells/uL threshold throughout the 76-week
treatment period. By Week 4, - of patients treated with obinutuzumab achieved B-
cell depletion compared with - in the placebo arm. This high rate of depletion was
maintained at every subsequent assessment timepoint through Week 76 (_

.
B 3.

The HSFC assay demonstrated that obinutuzumab induced "deep" depletion, where B-
cell levels fell BLQ of < 0.441 cells/pL. This significantly distinguished the depth of
response compared with placebo. By Week 4, 78.0% of obinutuzumab-treated patients
reached undetectable B-cell levels compared with 1.7% in the placebo arm. The
proportion of patients in the obinutuzumab arm achieving deep depletion remained
consistently high across the remaining primary study visits (Week 24: 60.2% vs. 0.8% by
Week 24; 66.9% vs. 1.7% by Week 50; 70.4% vs. 1.7% by Week 76) (78).

Time to LN flare from Week 24 through Week 76
Time to first LN flare was evaluated as a pre-specified exploratory endpoint starting from
Week 24. A flare was diagnosed if any of the following criteria were met:

e eGFR decrease > 20% compared with Week 24 in patients with UPCR > 1 g/g
and/or cellular casts
e UPCRincrease
o to>1g/gif Week 24 UPCR was < 0.2 g/g, or
o to>2.0g/gif Week 24 UPCR was 0.2-1 g/g, or
o todoubling if Week 24 UPCR was > 1 g/g
e  Receipt of rescue therapy, except for glucocorticoid-only rescue

Efficacy comparisons were performed using a Cox proportional-hazards model stratified
by race and region. Summary statistics, including the median time to flare and
percentiles, were derived from Kaplan-Meier (KM) estimates. Confidence intervals (95%
Cl) for the median were computed using the Brookmeyer and Crowley method.

Patients who withdrew from the study prior to experiencing an event were censored at
the time of withdrawal. Patients who completed the 76-week blinded treatment period
without a flare were censored at the upper limit of the Week 76 visit window.

The incidence of renal flares was numerically lower with obinutuzumab compared to

placebo (_ The hazard ratio (HR) for flare was _

_, supporting a reduced risk of renal flares in favour of obinutuzumab. These
results suggest that obinutuzumab provides a more durable renal response and reduces

the likelihood of disease reactivation following initial control (78).

Additionally, the KM plot for time to flare demonstrated a clear separation in favour of
the obinutuzumab arm starting at Week 24 and continuing through Week 76 (Figure 4)
(78).
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Figure 4 Kaplan—Meier plot of time to lupus nephritis flare from Week 24 through Week 76.

Efficacy-Evaluable Population

Partial renal response (PRR) at Week 76

Partial Renal Response (PRR) independent of CRR was an exploratory endpoint evaluated
post hoc to establish transition probabilities for the economic Markov model. This
analysis was conducted using the efficacy-evaluable population (91).

PRR is defined as the achievement of all of the following criteria:
e >50% reduction in UPCR from baseline
e UPCR <1 g/g (or <3 if the baseline UPCR was > 3)
e eGFR = 85% of baseline, as calculated using the CKD-EPI equation
e No occurrence of the following intercurrent events: rescue therapy, treatment
failure, death or early study withdrawal.

Patients who experienced the intercurrent event of study treatment discontinuation
were evaluated using their observed data under a treatment policy strategy. Missing
data were addressed via multiple imputations using the fully conditional specification
(FCS) predicted mean matching method. A Cochran-Mantel-Haenszel test was
performed, stratified by race and region. The adjusted difference (common risk
difference) and its 95% Cl based on stratified Newcombe Cl were calculated using
Mantel-Haenszel weights.

At Week 76, PRR independent of CRR was achieved by - of patients in the
obinutuzumab arm compared with - in the placebo arm. The adjusted difference

was [ (o1).

Summary

Across the primary and key secondary endpoints, obinutuzumab in combination with
standard immunosuppression significantly improved rates of CRR and proteinuria
reduction and enabled clinically meaningful steroid tapering. Trends towards preserved
eGFR and fewer renal events support the long-term renal protective effect of deep B-cell
depletion. The reduction in LN flares further indicates enhanced disease control and
durability of response through 76 weeks. These outcomes are consistent with DMC
criteria for clinically meaningful benefit in chronic progressive renal disease.

7. Comparative analyses of
efficacy

N/A. Table 11 is completed according to DMC guidelines.
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7.1.1 Differences in definitions of outcomes between studies
N/A

7.1.2  Method of synthesis

N/A

7.1.3  Results from the comparative analysis

Table 11 Results from the comparative analysis of obinutuzumab vs. placebo for LN patients

Obinutuzumab Result

(N=135)

Outcome measure

Placebo (N=136)

CRR at Week 76

46.4% (95 % Cl:
37.95, 54.86)

33.1% (95 % Cl:
25.18, 41.00)

13.4% (95 % Cl: 1.95,
24.84; p = 0.0232)

CRR with Successful
Prednisone Taper at
Week 76

42.7% (95 % CI:
34.32,51.09)

30.9% (95 % Cl:
23.12, 38.65)

11.9% (95 % Cl: 0.57,
23.18; p = 0.0421)

Proteinuric Response at
Week 76

55.5% (95 % Cl:
47.09, 63.95)

41.9% (95 % Cl:
33.62, 50.20)

13.7% (95 % Cl: 2.01,
25.36; p = 0.0227)

Mean Change in eGFR

2.3 mL/min/1.73 m?

- 1.5 mL/min/1.73

3.8 mL/min/1.73 m?

from Baseline to Week 76 (SE: 2.713) m? (SE: 2.706) (95 % Cl: — 1.84; 9.51;
p =0.1842)

Death or Renal-Related 18.9% (95 % Cl: 35.6% (95 % Cl: —16.8% (95 % Cl: —
Events through Week 76 12.11, 25.61) 27.50, 43.78) 27.50,-6.23; p =
0.0026)

ORR at Week 50 59.1% (95 % Cl: 50.7% (95 % Cl: 8.4% (95 % Cl: -3.41,

50.80, 67.43)

42.16, 59.22)

20.12; p=0.1670)

Change in FACIT-F from
Baseline to Week 76

1.8 points (SE: 1.22)

3.1 points (SE: 1.21)

— 1.4 points (95 % Cl:
-3.89,1.20; p =
0.2991)

Total peripheral B-Cell
(CD19) count at Week 76
(TBNK assay)

Total peripheral B-Cell
(CD19) count at Week 76
(HSFC assay)

Time to Lupus Nephritis
Flare from Week 24
through Week 76
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Cl, Confidence interval; CRR, Complete renal response; eGFR, Estimated glomerular filtration rate; FACIT-F,
Functional Assessment of Chronic Iliness Therapy-Fatigue; HR, Hazard ratio, NE, not estimable; ORR, overall
renal response; SE, standard error.

8. Modelling of efficacy in the
health economic analysis

8.1  Presentation of efficacy data from the clinical
documentation used in the model

As the health economic analysis is a Markov model presentation of efficacy data is
provided in section 8.1.3 describing transition probabilities (TPs).

8.1.1 Extrapolation of efficacy data

N/R

8.1.1.1  Extrapolation of [effect measure 1]
N/R

Table 12 Summary of assumptions associated with extrapolation of [effect measure]

Method/approach Description/assumption

Data input

8.1.2  Extrapolation of [effect measure 2]

N/R

8.1.3  Calculation of transition probabilities

The below table provides an overview of the transition probabilities in the model where
probabilities differ between the invention and the comparator arm namely the
transitions from the initial state CKD_1_3b_AD towards the health states CKD_1 3B PR
and CKD_1_3B_CR. These transitions were informed by utilizing CRR and PRR rates from
the REGENCY trial evaluated at week 76. To convert these into the cycle length of the
model, an exponential distribution for extrapolation as per Briggs, Claxton , & Sculpher,
2006 (92) was used thus assuming the hazard rate to be constant:

—In(1-X)

Transition probability =1 exp ( ( v

) *Z)
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Where X represents either CRR or PRR from REGENCY and Y is the timepoint of
evaluating efficacy (1.5 years). Z represents the model cycle length in years (0.5). The
PRR and CRR rates from REGENCY are presented in section 6.1.4.

Further transition probabilities, that are estimated in the model, but are similar between
the intervention and the comparator, are provided in section 8.2. The transition matrices
providing all the transition probabilities of the model can also be found in Table 14
below. A Markov trace for the intervention and comparator can be found in the cost
effectiveness model (CEM) (see sheet named “Markov Model”).

Table 13 Transitions in the health economic model

Health state (from)  Health state (to) Description of method Reference

CKD_1 3b_AD CKD_1 3b_PR PRR response rate obtained in REGENCY
REGENCY for intervention arm and
comparator arm respectively at week
76 converted into 6 month probability

CKD_1 3b_CR CRR response rate obtained in REGENCY
REGENCY for intervention arm and
comparator arm respectively at week
76 converted into 6 month probability

CKD_1-3b (AD) Residual (1 minus other probabilities) REGENCY

CRR, Complete renal response; PRR, Partial renal response

8.2  Presentation of additional efficacy data from REGENCY,
TAS882 and Sugrue et al.

Table 14 provides the transition probability matrix for the intervention and comparator.
Transition probabilities that are listed as a number are similar between the two
treatment arms, and otherwise differ. References for each TP can also be found in this
section along with further description of external literature used. Below the table, a list is
provided with explanation of each TP.

Table 14. Overview of all transition probabilities in the health economic model.

CKD st. CKD st. CK CKD CKDst. CKDst. Death
1-3b 1-3b D st. 4 5 5
(PR) (CR) st. (CR) Dialysi Transpl

ant

CKD st. 1- Residua per per 003 O 0 0 0
3b (AD) I () REGENC REGENC 1 (b)
Y (a) Y (a)
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o
o
o
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= ®
(o]

3b (CR)

CKD st. 4 0 0 0 097 O 0 0.033 0

(AD) (f) (e)

CKDst.4 0 0 0 0(g 0 0(d O 0 0.039
(PR) (g) 2(j)
CKDst.4 0 0 0 0(g 0 0(g O 0 0.039
(CR) (g) 2(j)
CKDst.5 0 0 0 0 0 o0 0.77(f) 0.23(h) 0.084
(Dialysis) 7 ()
CKDst.5 0 0 0 0 0 o0 0.04 () 096(f) 0.026
Transplan 2 (j)

t

CKD, Chronic kidney disease.

(a)
(b)
(c)
(d)
(e)
(f)
(g)
(h)

(i)
(i)

8.2.1

Calculated on the basis of PRR and CRR rates from REGENCY for each treatment
arm (see 6.1.4 and Table 13)

Per TA882 (85) where it was estimated, based on KOL feedback, that patients
have a 6% probability of transitioning to CKD 3b-4 per year.

Pooled analysis of REGENCY using R msm package to estimate TP based on
transition counts

Pooled analysis of REGENCY using R msm package to estimate TP based on
transition counts

Sugrue et al. 2019 (86)

Remaining probability to stay in current state

Set to 0, i.e. assume that response does not occur when having reached CKD
stage 4

Per TA882 (85) — where EAG estimated a 65% transplantation rate every two
years (23.08% every 6 months).

Sugrue et al. 2019 (86)

Sugrue et al. 2019 (86)

Transitions from CKD 1-3b

CR, PR and AD within the CKD 1-3b health states are explicitly response-based structures

for modelling LN. They are not simply a categorization of CKD severity, but rather reflect

a patient's kidney health status in response to LN and its treatment.

Transitions from CKD 1-3b_PR and CKD 1-3b_CR to other health states were based on a
pooled analysis of REGENCY, where count data was used to estimate separate multi state
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Markov model (transitions (c) and (d) mentioned above). Individual patient movements
throughout defined health states were counted at three defined post baseline
timepoints: 24 weeks, 52 weeks and 76 weeks. The data was also used to estimate
transitions to death.

Patients within CKD 1-3 b_PR and CKD 1-3 b_CR cannot transition to the CKD-4 health
states. According to Roche clinical expert view (93), if the patient is responding to the
treatment (that is, they are in PRR or CRR) we can assume that their disease is not active.
The correlation between these is strong, but not perfect. This means that there are some
patients who will progress to CKD Stage 4 from CRR or PRR, but these will not be the
majority, rather only a few. There are no observable cases of this in REGENCY and also
none was cited in the Voclosporin NICE submission (85), so the simplification assumption
that transitions from CRR or PRR to CKD Stage 4 are not possible in the model, does not
seem to be too limiting. In LN, AD can only be confirmed via kidney biopsy. As this is a
risky procedure, it is not considered reasonable to request a kidney biopsy if the patient
is doing well, i.e. kidney disease is under control.

It is assumed that treatment effect is maintained over time. The model does however
incorporate a function where treatment waning can be applied for sensitivity analysis
purposes. If this is selected, the user needs to provide further input to define what the
waning period is. It is defaulted that the treatment waning will start on the next cycle
after the treatment duration finishes.

Table 15. Transitions from CKD stages 1-3b

Transition Transition Probability References

CKD st. 1-3b (AD) > ckD st. - Obi+mmf+pdslfll  From REGENCY PRR and CRR
3b (PR) response rates (see Table 13)

Mmf+pds: -

CKD st. 1-3b (AD) > ckD st. - Obi+mmf+pds|
3b (CR)
Mmf+pds: -

From REGENCY PRR and CRR
response rates (see Table 13)

CKD 1-3b (PR) = CKD 1-3b (CR) Msm model using REGENCY IPD

(see Appendix K)

CKD 1-3b (PR) = CKD 1-3b (AD) Msm model using REGENCY IPD

CKD 1-3b (PR) - CKD 1-3b (PR) Calculated (1 — other probs)

CKD 1-3b (CR) - CKD 1-3b (AD) Msm model using REGENCY IPD
(see Appendix K)
CKD 1-3b (CR) - CKD 1-3b (PR) Msm model using REGENCY IPD
(see Appendix K)

CKD 1-3b (CR) = CKD 1-3b (CR) Calculated (1 — other probs)
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CKD 1-3b (AD) - CKD 4 (AD) 3.05% Per TA882 (85): KOL expert
feedback. Probability of 6%
transitioning to CKD 3b-4 per year
(3.05% per cycle).

CKD 1-3b (CR) > Death [ | Msm model using REGENCY IPD
(see Appendix K)

CKD 1-3b (PR) > Death [ | Msm model using REGENCY IPD
(see Appendix K)

CKD 1-3b (AD) - Death [ | Msm model using REGENCY IPD
(see Appendix K)

AD, Active disease; CKD, Chronic kidney disease; CR, Complete response; IPD, Individual patient data; KOL, Key
opinion leader; Msm, Multistate Model; PR, Partial response.

8.2.2  Transitions from CKD 4

Once patients have progressed to CKD Stage 4, they cannot return to CKD stages 1-3
because of the progressive and irreversible damage caused to the kidney tissues.
Progression into CKD 4 indicates the patient has deteriorated and the future probabilities
are only to remain in state CKD 4, progress further into CKD stage 5 or die.

Although the model enables the patients to move to response states within the CKD 4
state, no data was identified to be able to populate this section of the model. Therefore,
the probabilities of moving to and in between CKD 4 CR and CKD 4 PR are set to 0% for all
treatments. Considering that utilities in states 1-3b CR and PR are not substantially
different, and further costs can be captured via rescue therapies, this simplification
would likely amount to minimal impact on the results.

Sugrue et al., 2019 (86) performed a systematic literature review to inform the economic

modelling of chronic kidney disease where an estimate of the annual transition rate from

“CKD 4” to “CKD 5” of 0.067 is provided. This is used to inform the annual rate from

CKD_4_AD to CKD_5_D where the 6 month transition probability can be calculated as
0.067

1 exp( *27)=00329

Sugrue et al. (86) is also used to inform the risk of death in CKD 4. Assuming that the

transition probabilities from CKD_4_AD, CKD_4 PR and CKD_4_CR to death are all the

same, 6-month transition probability from CKD_4 _AD, CKD_4 PR and CKD_4_CR to
0.080

death is calculated as 1 exp( T) = 0.0392

8.2.3 Transitions from CKD 5

Transitions from CKD 5 Dialysis toward CKD 5 Transplant were informed by TA882 (85)
using the UK base case. In TA882, the company had assumed a 90% transplantation rate
over two years. The EAG viewed this rate as being too high and amended the rate to 65%
over two years, equivalent to 23.08% every 6 months, which is also used in this
submission.
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Sugrue et al 2019 (86) provide an estimate of the annual transition rate from “CKD 5

Transplant” to “CKD 5 Dialysis” of 0.082. Then, the 6-month transition probability from

CKD_5_D to CKD_5_T can be calculated as 1 — exp (— g) = 0.0402

Similarly, Sugrue et al also provide annual transition rates from CKD 5 Dialysis and CKD 5

Transplant to Death which are 0.177 and 0.053 respectively. These are then also

calculated into 6 months transitions probabilities as 1 — exp (— g) = 0.0847 and 1 —

exp (— O'Zi) = 0.0262 respectively.

8.3  Modelling effects of subsequent treatments

N/R

8.4  Other assumptions regarding efficacy in the model

N/R

8.5 Overview of modelled average treatment length and time
in model health state

Table 16 Estimates in the model

Modelled average Modelled median [effect Observed median
[effect measure] measure] (reference in from relevant study
(reference in Excel) Excel)

Obi+MMF+PDS N/A N/A N/A

MMF+PDS N/A N/A N/A

MMF, Mycophenolate mofetil; Obi, obinutuzumab; PDS, Prednisone.

Table 17 Overview of modelled average treatment length and time in model health state,
undiscounted and not adjusted for half cycle correction

Treatment Trea CKD_1 3 CKD_1 3 CKD_1 3 CKD 4 CKD_ CKD_ CKD_ CKD_
tme b_AD b_PR b_CR _AD 4PR 4CR 5D 5T
nt
leng
th
Year
s

ovivvve [l HH I I H EH B E N

+PDS

mvizpos [l I I H H HEH EH B
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AD, Active disease; CKD, Chronic kidney disease; CR, Complete response; MMF, Mycophenolate mofetil; Obi,
obinutuzumab; PDS, Prednisone; PR, Partial response.

9. Safety

9.1 Safety data from the clinical documentation

The safety analysis is based on the safety-evaluable population in the REGENCY study
comprising 268 patients - 136 patients in the obinutuzumab arm and 132 patients in the
placebo arm, until the point of rescue. The safety-evaluable includes patients who
received any part of a blinded infusion of obinutuzumab or placebo. Patients were
grouped according to the treatment they actually received, regardless of the initial
treatment arm they were assigned to during randomization (79).

The CCOD for the primary analysis was 15 August 2024. The overview of the safety
findings from the Week 76 safety analysis is provided in Table 18 and key findings are
summarized below the table.

Unless otherwise specified, safety data are presented in this section excluding AEs which
occurred subsequent to receipt of rescue medication.

Overall, the safety results in REGENCY up to Week 76 indicate that obinutuzumab was
generally well tolerated in patients with lupus nephritis. No new safety concerns were
identified, and safety data up to Week 76 were overall consistent with the known safety
profile of obinutuzumab and/or underlying disease of the patient population (79).

Table 18 Overview of safety events. REGENCY, safety evaluable population, CCOD 15 August
2024 (78, 79).

Obinutuzumab Placebo Difference, % (95
(N=136) (N=132) % Cl)

Number of adverse events, n 748 665 N/A

Number and proportion of patients 126 (92.6%) 117 (88.6%) 4.0(-3.0,11.0)

with 21 adverse events, n (%)

Number of serious adverse events*, n 68 35 N/A

Number and proportion of patients 44 (32.4%) 24 (18.2%) 14.2 (3.92, 24.42)
with 2 1 serious adverse events*, n (%)

Number of CTCAE grade 2 3 events, n . . N/A

Number and proportion of patients 44 (32.4%) 22 (16.7%) 15.7 (5.6, 25.8)
with 2 1 CTCAE grade 2 3 events$, n (%)

Number of adverse reactions, n . . N/A
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Obinutuzumab Placebo Difference, % (95

(N=136) (N=132) % Cl)

Number and proportion of patients - - _

with 2 1 adverse reactions, n (%)

Number and proportion of patients N/A, dose N/A, dose N/A
who had a dose reduction, n (%) modification modification

was not was not

permitted permitted

Number and proportion of patients _ - _

who discontinue treatment regardless
of reason, n (%)

Number and proportion of patients 10 (7.4%) 5(3.8%) 3.6 (-1.9,9.0)
who discontinue treatment due to
adverse events, n (%)

* A serious adverse event is an event or reaction that at any dose results in death, is life-threatening, requires
hospitalisation or prolongation of existing hospitalisation, results in persistent or significant disability or
incapacity, or results in a congenital anomaly or birth defect (see the ICH’s complete definition).

§ CTCAE v. 5.0 must be used if available. Applicant note: CTCAE v. 5.0 is used.

All adverse events

The incidence of patients who experienced at least one adverse event (AE) during the 76-
week blinded treatment period was comparable in both arms (92.6% (n=126) in the
obinutuzumab arm and 88.6% (n=117) in the placebo arm). The majority of AEs reported
were non-serious (. of 748 AEs in the obinutuzumab arm vs . of 665 AEs in the
placebo arm). Notable differences (25%) in AEs by System Organ Class (SOC) included:

- Infections and infestations: 72.1% (n=98) vs. 61.4% (n=81).

- Musculoskeletal and connective tissue disorders: _
- Injury, poisoning and procedural complications: _ (78,

79).

Adverse events related to treatment

The proportion of patients who experienced at least one AE assessed by the
investigator as related to blinded obinutuzumab or MMF was higher in the
obinutuzumab arm (-n=84) compared with the placebo arm _The
proportion of patients who experienced at least one AE assessed by the investigator as
related to blinded obinutuzumab was higher in the obinutuzumab arm (_

experiencing . events compared to the placebo arm (_]) experiencing .
events).

The most frequent AEs related to blinded obinutuzumab by system organ class (SOC)

(210% of patients in either arm) were Infections and infestations (_
- and Injury, poisoning and procedural complications (_

-). Neutropenia was the only AE by preferred term (PT) with a 25% difference
between the arms (7.4% [n=10] vs. 2.3% [n=3]) (78, 79).
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Serious and fatal adverse events

The proportion of patients experiencing at least one serious adverse event (SAE) was
higher in the obinutuzumab arm (32.4% [n=44]) compared with the placebo arm (18.2%
[n=24]).

The most frequent serious adverse events observed among the obinutuzumab-treated
patients were infections, including coronavirus disease 2019 (Covid-19)-related events,
urinary tract infection, pneumonia, and gastroenteritis. As also seen in Table 19 below
COVID-19 pneumonia is the only SAE with an incidence > 5%.

Excluding COVID-19 SAEs, the imbalance remains but is less pronounced (27.2% [n=37]
vs. 18.2% [n=24].

There were 3 deaths (2.2%), in the obinutuzumab arm (2 from COVID-19 pneumonia, 1
from nephrotic syndrome) and 1 death (0.8%) in the placebo arm (COVID-19). All fatal
events except nephrotic syndrome were assessed as treatment-related. One additional
death (B-cell Lymphoma) occurred in the placebo arm after the data cut but with onset
during the 76-week treatment period.

Excluding fatalities and one SAE of weight loss, all SAEs in the patients who received
obinutuzumab had resolved or were resolving by week 76 (78, 79).

Table 19 Serious adverse events above 2 5%, REGENCY, safety evaluable population, CCOD 15
August 2024 (78, 79)

Adverse events Obinutuzumab (N=136) Placebo (N=132)
Number of Number of Number of Number of
patients with adverse events  patients with adverse events
adverse events adverse events

COVID-19 7 (5.1%) | 0 0

pneumonia

* A serious adverse event is an event or reaction that at any dose results in death, is life-threatening, requires
hospitalisation or prolongation of existing hospitalisation, results in persistent or significant disability or
incapacity, or results in a congenital anomaly or birth defect (see the ICH’s complete definition).

Serious adverse events related to treatment
Overall, a higher proportion of patients experienced at least one SAE that was assessed
by the investigator as related to blinded obinutuzumab in the obinutuzumab arm

I <ormpared with the placebo arm (N

The most frequent SAEs by SOC (22% in either arm) that were assessed by the
investigator as related to blinded obinutuzumab were:

- Infections and infestations ([
- Blood and lymphatic system disorders _

The most frequent SAEs by PT (22% in either arm) that were assessed by the
investigator as related to blinded obinutuzumab were:
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Ilicovin-19 peumonia (I
- Neutropenia (IEEENEENEN (72, 79)

Grade 3-5 adverse events

Grade 3-5 AEs were reported in 32.4% (n=44) of the patients in the obinutuzumab arm
versus 16.7% (n=22) in the placebo arm. The difference was driven by infections, mainly
COVID-19 infections as described previously.

Grade 3-5 AEs by SOC with notable differences (=5 % between arms) were:

- Infections and infestations: _
- Blood and lymphatic system disorders_).

Grade 3-5 AEs by PT with notable differences were:

- COVID-19 pneumonia: _%.
- Neutropenia: _(78, 79).

Adverse events leading to dose modification or discontinuation

Study protocol prohibited obinutuzumab dose modifications but allowed for infusion
rate adjustment for IRRs or dose interruption. Dose interruptions due to SAEs were
infrequent across both arms (-] in the obinutuzumab arm vs_] in the
placebo arm). Dose modifications for MMF were allowed and a higher proportion of
patients experienced at least one AE leading to dose modification/interruption of
blinded obinutuzumab or MMF in the obinutuzumab _) compared to the
placebo arm (_. Of these, _) in the obinutuzumab arm and -
-) in the placebo arm experienced at least one AE leading to dose interruption of
blinded obinutuzumab alone. The difference in the proportion of patients with AEs
leading to dose modification/interruption of blinded obinutuzumab or MMF versus
interruption of blinded obinutuzumab alone suggests that the majority of AEs led to dose
modification or interruption of MMF and not blinded obinutuzumab.

The most frequent AEs by PT (2% of patients in either arm) that led to dose interruption
of blinded obinutuzumab were COVID-19 (0.7% [n=1] vs. 3.8% [n=5] and infusion related
reactions (5.1% [n=7] vs. 0.8% [n=1]). In addition, there was a notable difference (5%
difference between arms) in the SOC Injury, poisoning and procedural complications,
which was driven by infusion-related reactions.

The proportion of patients with at least one AE leading to discontinuation from blinded
obinutuzumab treatment was low in both arms (7.4% [n=10] in the obinutuzumab arm
vs. 3.8% [n=5] in the placebo arm). The most frequent AEs by SOC (22% of patients in
either arm) resulting in obinutuzumab discontinuation were:

- Infections and infestations: 3.7% (n=5) vs. 1.5% (n=2)

- Blood and lymphatic system disorders: 2.2% (n=3) vs. 0% (78, 79).

Adverse events of special interest

Adverse events of special interest (AESIs) included infusion-related reactions (IRR): Grade
3-5 infections, hepatitis B reactivation, progressive multifocal leukoencephalopathy,
drug-related neutropenia, drug-related thrombocytopenia, gastrointestinal perforation
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and worsening of pre-existing cardiac conditions. AESIs for obinutuzumab were generally
balanced between treatment arms, with the exception of AESI categories of IRRs, Grade
3-5 infections, and drug-related neutropenia.

Infusion-related reactions

IRR is an expected risk with obinutuzumab. In the REGENCY study, the proportion of
patients who experienced at least one AESI of IRRs was 15.4% (n=21) in the
obinutuzumab arm vs. 11.4% (n=15) in the placebo arm. Incidence and severity was
highest at the first infusion and showed a decreasing trend with additional infusions.

The majority of IRRs in the obinutuzumab arm were Grade 1-2 (14.0% [n=19]) and
resolved with protocol-guided management. Grade 3-5 IRRs occurred only in the
obinutuzumab arm (1.5% [n=2]) following the first infusion; 1 patient had a non-serious
Grade 3 IRR, and 1 patient had a serious Grade 4 IRR; both events resolved. The Grade 4
IRR was assessed as related to blinded obinutuzumab and led to discontinuation of
obinutuzumab. There were no reports of Grade 5 IRRs in patients in the obinutuzumab
arm.

The most frequent IRRs (22% in either arm) were balanced between arms:
- Nausea (4 patients [2.9%] vs. 4 patients [3.0%]).

- Headache (4 patients [2.9%)] vs. 3 patients [2.3%]).

- Vomiting (4 patients [2.9%] vs. 2 patients [1.5%]).

Grade 3-5 infections

Grade 3-5 infections are an expected risk for obinutuzumab and occurred in 15.4%
(n=21) of patients in the obinutuzumab arm vs. 6.8% (n=9) in the placebo arm. While the
incidence was higher with obinutuzumab, the imbalance was primarily driven by COVID-
19-related events. Excluding COVID-19 AEs, the difference between arms was less
pronounced: 11.0% (n=15) vs. 6.8% (n=9), respectively.

The most frequent Grade 3-5 infections by PT (22% of patients in either arm) were:
- COVID-19 pneumonia (6 patients [4.4%] and O patients)

- Urinary tract infection (5 patients [3.7%] and 3 patients [2.3%])

- Gastroenteritis (4 patients [2.9%] and 3 patients [2.3%])

- COVID-19 (4 patients [2.9%] and 1 patient [0.8%])

- Pneumonia (2 patients [1.5%] and 3 patients [2.3%])

Grade 3-5 infections led to treatment discontinuation in 2.2% (n=3) of the patients in the
obinutuzumab arm and 0% in the placebo arm. As described previously Grade 5 (fatal)
infections were reported in 2 patients in the obinutuzumab arm (COVID-19 pneumonia)
and 1 patient in the placebo arm (COVID-19). Excluding the fatal cases, all Grade 3-5
infections resolved.

Drug-related neutropenia

Drug-related neutropenia is an expected risk for obinutuzumab and the proportion of
patients who experienced at least one AESI of drug-related neutropenia was higher in
the obinutuzumab arm (12.5% [n=17]) compared with the placebo arm (3.8% [n=5]).
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Five patients in the obinutuzumab arm experienced events that were considered serious,
including the 1 patient with a Grade 4 serious febrile neutropenia. All events of serious
drug-related neutropenia were assessed as related to blinded obinutuzumab and
resolved with treatment per protocol guidance, including 1 patient who experienced
Grade 4 drug-related neutropenia which recovered with sequelae (no further
information available). Drug-related neutropenia led to interruption of blinded
obinutuzumab in 1 patient, and led to discontinuation of blinded obinutuzumab in 2
patients (febrile neutropenia and neutropenia [1 patient each]) (78, 79).

Adverse events by obinutuzumab regime

Analysis of safety events by obinutuzumab regimen showed that the number of patients
experiencing at least one AE up to Week 76 was comparable across the 2-2-2 and 2-2-1
obinutuzumab regimens (_ in 2-2-2 vs. _ in 2-2-1).
However, the proportion of patients experiencing SAEs, serious infections, Grade 3-5
AEs, AEs with fatal outcome, as well as the majority of AESIs was higher in the 2-2-1
regimen. An analysis of AEs reported in the obinutuzumab arm up to Week 50 showed
that a difference between these two groups of patients already existed prior to Week 50,
when there was no difference in the dosing schedule between groups. This suggests that
the higher number of events in patients randomized to the 2-2-1 regimen compared with
the 2-2-2 regimen up to Week 76 was not driven by the absence or presence of an
additional dose at Week 50 (78, 79).

Adverse events used in the health economic model

To estimate cost associated with the treatment of adverse events frequencies observed
in REGENCY were used for Obi+MMF+PDS and MMF+PDS respectively. The model
includes costs for adverse event that occurred in >1% of patients in either arm.

Table 20 Adverse events used in the health economic model

Adverse events Intervention Comparator
Frequency Frequency Source Justification
used in used in
economic economic
model for model for

intervention comparator

REGENCY >1% of patients in arm

REGENCY >1% of patients in arm

REGENCY >1% of patients in arm

REGENCY >1% of patients in arm

REGENCY >1% of patients in arm
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Adverse events Intervention Comparator

_ - - REGENCY  >1% of patients in arm
_ - - REGENCY  >1% of patients in arm
_ - - REGENCY  >1% of patients in arm
_ - - REGENCY >1% of patients in arm
_ - - REGENCY  >1% of patients in arm
- - - REGENCY  >1% of patients in arm
_ - - REGENCY  >1% of patients in arm
_ - - REGENCY >1% of patients in arm
_ - - REGENCY  >1% of patients in arm
I [ [ REGENCY  >1% of patients in arm

9.2  Safety data from external literature applied in the health

economic model

=2

/R
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Table 21 Adverse events that appear in more than X % of patients

Adverse events Intervention (N=x) Comparator (N=x) Difference, % (95 % Cl)
Number of Number of adverse Frequency usedin  Number of Number of adverse Frequency used in Number of Number of adverse
patients with events economic model patients with events economic model patients with events
adverse events for intervention adverse events for comparator adverse events

Adverse event, n
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10. Documentation of health-related
quality of life (HRQoL)

Table 22 Overview of included HRQoL instruments

Measuring instrument Source Utilization

EQ-5D-5L REGENCY Clinical effectiveness and utility

10.1 Presentation of the health-related quality of life [make a
subsection for each of the applied HRQoL instruments]

10.1.1 Study design and measuring instrument

The REGENCY study design is described in Section 6.1.1. The EQ-5D-5L was an
exploratory endpoint used to assess health status utility scores in patients treated with

obinutuzumab or placebo to support health economic modeling.

The EQ-5D-5L is a validated, self-reported health status questionnaire designed to
generate health utility scores for use in health economic analyses (94-97). It consists of
five dimensions: mobility, self-care, usual activities, pain/discomfort, and
anxiety/depression. The health utility index is scored from 0 to 1, while the Visual Analog
Scale (VAS) component measures the patient’s current health state on a scale from 0

(worst imaginable) to 100 (best imaginable).

10.1.2 Data collection

Health-related quality of life (EQ-5D-5L) was assessed via the self-administered
instrument at the clinical site at baseline and at Weeks 24, 50, and 76. Data was
collected in the Efficacy-Evaluable population. Assessments were completed prior to the
patient receiving information on disease status and prior to the performance of non-PRO

assessments or study treatment administration, unless otherwise specified.

Following completion, site personnel performed a review, requesting that patients clarify
ambiguous markings or confirm intentionally blank items. Completion rates for HRQoL
assessments remained high (90% or above) throughout the blinded treatment period
(91) (Table 23 and Table 24).
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Table 23 Pattern of missing data and completion, EQ-5D-5L utility index scores, Efficacy-

Evaluable Patients

Time point

HRQolL
population

N
Number of

patients at
randomization

Missing

N (%)

Number of
patients for
whom data is
missing (% of
patients at
randomization)

Expected to
complete

N

Number of
patients “at
risk” at
time point X

Completion

N (%)

Number of
patients who
completed (% of
patients

Obinutuzumab

expected to

complete)
Baseline 135 [ [ | [
Week 24 135 [ [ | [
Week 50 135 I N I
Week 76 135 [ [ | [

Placebo

Baseline 136 [ [ | [
Week 24 136 [ [ ] [
Week 50 136 ] | I
Week 76 136 [ [ | [

Table 24 Pattern of missing data and completion, EQ-5D-5L VAS scores, Efficacy-Evaluable

Patients

Time point

HRQoL
population

'
Number of

patients at
randomization

Missing

N (%)

Number of
patients for
whom data is
missing (% of
patients at
randomization)

Expected to
complete

N

Number of
patients “at
risk” at
time point X

Completion

N (%)

Number of
patients who
completed (% of
patients
expected to
complete)

Obinutuzumab
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Time point HRQolL Missing Expected to Completion
population complete

N (%) N (%)
N N

Baseline 135 [ [ | [
Week 24 135 [ [ | [
Week 50 135 ] N I
Week 76 135 e [ ] [
Placebo
Baseline 136 [ [ | [
Week 24 136 [ [ | [
Week 50 136 I N I
Week 76 136 I N I

10.1.3 HRQol results
EQ-5D-5L utility index scores

EQ-5D-5L health states from REGENCY have been converted to the Danish population
using Danish preference weights for EQ-5D-5L. Estimates are derived from an analysis
based on a mixed-effect model of repeated measures (MMRM) using an unstructured
covariance matrix: Value at Visit = Baseline + Week + Treatment + Treatment*Week
(repeated values over Week) (91).

The MMRM analysis includes only patients with an assessment at baseline and at least
one post-baseline value, ensuring statistical robustness. Consequently, the analysis
population (N) is slightly smaller than the total number of patients who completed the
questionnaire at specific visits, as the model excludes cases with missing baseline data or
assessments that occurred at discontinuation visits (91).

Baseline EQ-5D-5L utility index scores were comparable between the treatment arms, with a

mean (SE) of _ for the obinutuzumab arm and _ for the placebo arm (

Table 25). Analysis of the change from baseline indicates no significant difference in
change from baseline by visit in either arm (Figure 5) (91).

Descriptive statistics show that the mean in EQ-5D-5L utility index score at Week 24, 50, and 76
in the obinutuzumab arm were comparable to the placebo arm. By Week 76, the mean

difference between treatments was _ (

Table 25) (91).

69



Figure 5 Change from baseline by visit, EQ-5D-5L utility index scores, Efficacy—Evaluable
Population: CCOD, 15 August 2024

Table 25 HRQoL summary statistics, EQ-5D-5L utility index scores, MMRM analysis:
Efficacy-Evaluable population: CCOD 15 August 2024

Intervention Comparator Intervention vs. comparator

Obinutuzumab Placebo

N Mean (SE) N Mean (SE) Difference (95% Cl) p-value

sascine [l NN H N B

week2s [l N H I
weekso [l N H I
week7s [l NN H I
EQ-5D-5L VAS

Descriptive statistics at baseline include only patients with an assessment at baseline and
at least one post-baseline value. Estimates are derived from an analysis based on a
mixed-effect model of repeated measures (MMRM) using an unstructured covariance
matrix: Value at Visit = Baseline + Week + Treatment + Treatment*Week (repeated
values over Week). Similar to the utility index, the MMRM analysis population (N) is
slightly smaller than the total number of patients who completed the questionnaire at
specific visits to ensure statistical robustness by requiring paired baseline and post-
baseline data (91).

Baseline EQ-5D-5L VAS scores were comparable between the treatment arms, with a

mean (SE) of [l for the obinutuzumab arm and |l for the placebo arm

(Table 26). Analysis of the change from baseline indicates no significant difference in
change from baseline by visit in either arm (Figure 6) (91).

Descriptive statistics indicate that the mean in EQ-5D-5L VAS scores at Week 24, 50, and
76 in the obinutuzumab arm were comparable to the placebo arm. By Week 76, the
mean difference between treatments was 2.331 (95% Cl: -2.17, 6.83; p = 0.309) (Table
26) (91).
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Figure 6 Change from baseline by visit, EQ VAS scores, Efficacy—Evaluable population: CCOD, 15
August 2024

Table 26 HRQoL summary statistics, EQ VAS, MMRM analysis: Efficacy-Evaluable population:
CCOD, 15 August 2024

Intervention Comparator Intervention vs. comparator
Obinutuzumab Placebo
Ni Mean (SE) T Mean (SE) Difference (95% Cl) p-value
saseline [l [ H HEE
week2a [l NN H B
weekso [l NN H NN
week7e [l I H N

10.2 Health state utility values (HSUVs) used in the health
economic model

Health state utility values were estimated based on REGENCY data where EQ-5D-5L data
were collected along with external literature that were used to inform subsequent health
stated not captured in the REGENCY trial.

10.2.1 HSUV calculation

Data from REGENCY were used to inform HSUVs within the health states CKD_1_3B _AD,
CKD_1_3b_PR and CKD_1_3b_CR using Danish weights from Jensen et al. (2021) (98). .
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10.2.1.1 Mapping

N/R given that EQ-5D-5L was collected in the trial

10.2.2 Disutility calculation

N/R as HSUVs are collected for both the intervention and the comparator and therefore
assumed to account for the impact of adverse events on HRQoL

10.2.3 HSUV results

Table 27 reports HSUVs estimated from REGENCY. In the base case, separate utility
values per trial arm are used but the model included an option to use utility data from a
pooled analysis, i.e. same utility values irrespective of treatment received. _

Table 27 Overview of health state utility values from REGENCY

Results Number of Instrumen Tariff Comments
Observati t (value set)
on used

[95% Cl]

HSUVs from REGENCY - per treatment arm

CKD_1 3B_A
D

. EQ-5D-5L DK Used in base case

Obinutuzuma
b

CKD1-3b_AD [ | EQ-5D-5L DK Used in base case

MMF

cko_1_38_PR | [ | EQ-5D-5L DK Used in base case
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Results Number of Instrumen Tariff Comments

Observati t (value set)
on used

[95% ClI]

Obinutuzuma
b

cko_1_38_PR |
I

. EQ-5D-5L DK Used in base case

MMEF

cko_1_38_ck |GG [ | EQ-5D-5L DK Used in base case

Obinutuzuma
b

CKD_1_3B_CR _ . EQ-5D-5L DK Used in base case

MMF

HSUVs from REGENCY - pooled analysis

cko_1_38_A | [ | EQ-5D-5L DK
|

D

cko_1_38_PR |G [ | EQ-5D-5L DK
I

cko_1_38_cr | [ | EQ-5D-5L DK
I

AD, Active disease; Cl, Confidence Interval; CKD, Chronic kidney disease; CR, Complete response; EQ-5D-5L,
EuroQol 5-Dimension 5-Level questionnaire; HSUV, Health state utility values; MMF, mycophenolate mofetil;
PR, Partial response.

10.3 Health state utility values measured in other trials than the
clinical trials forming the basis for relative efficacy

For a number of health states in the model, external data was utilized, as relevant data
was not available from REGENCY. HSUVS used in the model from external literature
sources can be found in Table 29. Two external sources are used to inform HSUVs within
our model. Jesky et al 2016 (99), identified via TA882, are used for the CKD 4 health
states. The study presented EQ-5D-3L data from the British Renal Impairment In
Secondary Care (RIISC) study which consisted of 745 patients with pre-dialysis CKD who
were considered to be at high risk of progressing to ESKD.

HSUVs in CKD 5 health states were sourced from DMCs assessment of imlifidase (100)
where Eriksson et al 2017 (87) were used. The study by Eriksson et al investigated quality
of life among patients across all stages of autosomal dominant polycystic kidney disease
in the Nordics, including Danish patients who are in dialysis or who have received a
kidney transplant.
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10.3.1 Study design

N/A

10.3.2 Data collection

N/A

10.3.3 HRQol Results

N/A

10.3.4 HSUV and disutility results

Table 28 Overview of health state utility values [and disutilities]

Table 29 Overview of literature-based health state utility values

Results Instrument Tariff Comments
. (value
JEESEY set) used
CKD 4 AD 0.655 TA882 Submission, which
[N/A] used Jesky et al. (99) Utilities
EQ-5D-3L UK .
were calculated by applying
CKD 4 CR 0.775 [N/A] estimated decrement from
Jesky et al to the UK utilities
CKD 4 PR 0.745 [N/A] from REGENCY
CKD 5 Dialysis 0.73[0.68 -0.79
Y [ ] EQ-5D-3L DK DMCs assessment of

Imlifidase
CKD 5 Transplant 0.85[0.81-0.89]

AD, Active disease; Cl, Confidence Interval; CKD, Chronic kidney disease; CR, Complete response; N/A, Not
applicable; PR, Partial response.

11. Resource use and associated
COStS

11.1 Medicines - intervention and comparator

The dosage for the pharmaceuticals included in the health economic analysis can be
found in Table 30.
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The model does not contain an option to choose between vial sharing as
methylprednisolone (MPDL) is the only IV treatment that is administered weight based.
Due to the low price of this pharmaceutical, and the fact that it is administered in both
treatment arms, this simplifying assumption was considered to have minimal effect on
the results.

Treatment duration can be selected from the “Model Inputs” sheet and is measured in
model cycles (i.e. 6 months). The user can select between 3, 6, 12 or 18 cycles, which
means that treatment duration can be set to 1.5, 3, 6 or 9 years. In the base-case, a 36-
month treatment duration is applied for all treatments in accordance with the REGENCY
protocol (which suggests that responders should continue treatment on 6-monthly
maintenance) and aligned as well to TA882. However, there is uncertainty surrounding
this assumption, as patients who respond would be expected to continue on treatment,
and others who do not respond may stop treatment before 36 months. According to
2025 EULAR guidelines (101), it is also suggested that following renal response,
treatment (immunosuppressive and/or biologic therapy) should generally continue for at
least 3 years. In an ad-board held in the UK, most advisors agreed that if a stopping rule
were to be used, it would need to be based on B cell depletion and there is reason to
continue dosing a patient who has low B cell counts. These advisors agreed that they
would make B cell depletion the focus of treatment. There was, however, not a clear
consensus with regards to when the treatment should be stopped, stating that they
preferred to have flexibility to make a case-by-case decision. Some advisors stated they
would base treatment decisions on the REGENCY data (18 months treatment).

Usage of prednisone and methylprednisolone in REGENCY differed slightly from Danish
clinical practice which has been adjusted with input from the Danish clinician consulted
in connection with the development of this dossier (the user can choose to use dosage
from REGENCY in the sheet “Cost inputs”). The changes only affect the cost side of the
health economic model. Dosage of mycophenolate in REGENCY was deemed sufficiently
aligned with Danish clinical practice and as such used in the model.

Table 30 Medicines used in the model

Medicine Relative Frequency Vial sharing
dose
115147
Obinutuzumab 1000 mg 100% On weeks 1, 3, N/R
25,27 and 53.
Subsequent
infusions every
6 months
starting at
Week 80
Mycophenolate 2.5 g per day 100% Schedule & N/R
Mofetil dosing:
REGENCY
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Medicine Relative Frequency Vial sharing

dose
intensity
Methylprednisolone 1V: 1000 mg priortoor  100% Schedule & N/R
at screening plus 80 mg dosing: Danish
prior to every study clinical practice

treatment infusion

Prednisone Oral: 0.5 mg/kg/day 100% Schedule & N/R
(maximum 60 mg/day) dosing: Danish
until week 24, 5 clinical practice
mg/day thereafter

N/R, Not relevant

11.2 Medicines— co-administration

The model includes costs associated with rescue treatment which constitutes treatments
needed when patients do not respond sufficiently on either Obi+MMF+PDS or
MMF+PDS. Share of patients who need rescue treatment in the respective arm is based
on REGENCY and costs are incurred as a lump sum (i.e. not upon entering a given health
state). In REGENCY, . and - of patients received rescue therapy for the intervention
arm and comparator arm respectively.

The Danish clinical expert consulted advised that the majority of patients in need of
rescue therapy will receive cyclophosphamide potentially in combination with
belimumab. Based on this input it is assumed that all patients who receive rescue
therapy are treated with six cycles of cyclophosphamide IV (500 mg) and that 20% of the
relevant patients also receive belimumab for three months (400 mg pr week for 4 weeks
followed by 200 mg pr. Week).

11.3 Administration costs

Administration costs were included in connection with the administration of IV
treatments. The DRG code used can be found in Table 31.

Table 31 Administration costs used in the model

Administration Frequency Unit cost [DKK] DRG code Reference

type

IV infusion See Table 30 1,684 08MA98 DRG 2025

11.4 Disease management costs

Disease management cost is health state dependent irrespective of treatment received.
Frequencies were sourced from NICEs assessment of Voclosporin (85). Costs were

76



estimated based on Danish DRGs, Labportal and published literature estimates mainly
identified via the submitted dossier for the DMCs assessment of Voclosporin (102).
Frequencies from the NICE assessment of Voclosporin were sanity checked against input
which the applicant of the submitted dossier for the DMCs assessment of Voclosporin
received from Danish clinicians (input identified from section 8.5.1 of the submitted
dossier for Voclosporin to the DMC). The frequencies from NICEs assessment of
Voclosporin was deemed as sufficiently in accordance with Danish clinical practice.

The model distinguishes between one-off costs and recurrent costs. One-off costs
constitute costs that are incurred upon patients entering a given health state whereas
recurrent costs are cost that are incurred for patients remaining in a given health state at
the end of a given cycle.

Table 32 Disease management costs used in the model

Activity Frequency Unit cost [DKK] Reference

DRG 2025 09MA98: MDCO09 1-
Nurse visit See appendix 1,578 dagsgruppe, pat. mindst 7 ar.
Source Interactive DRG

DRG 2025 09MA98: MDCO09 1-
dagsgruppe, pat. mindst 7 ar.
Based on Voclosporin
submission to DMC

Specialist visit See appendix 1,578

DRG 2025 09PR04: Biopsi og
Kidney biopsy See appendix 5,879 vaeskeudsugning, overfladisk.
Source: Interactive DRG

Urinalysis Labportal: NPU09102 (creatinin
(includes eGFR, [GFR]), NPU19677(Albumin),
serum albumin, See appendix 122 NPUO03958 (protein;U), Internal
proteinuria and prices. Based on Voclosporin
urinary sediment) submission to DMC

Labportal: NPU17580
(Leukocytetypes), NPU02902
Complete blood . (neutrofilocytes), and NPU02319
See appendix 46 .
count (Haemaglobin + thrombocytes).
Based on Voclosporin

submission to DMC

Labportal: NPU19795 (IgA),

Serum
. . . NPU19814 (IgG), NPU19825
immunoglobulin See appendix 87 .
(IgM). Based on Voclosporin
measurement o
submission to DMC
Chronic infection ) Labportal: NPU19748 (C-reaktivt
screening See appendix 31 protein [CRP];P), and NPU04100

(B-Leukocyttype; antalk.)
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Activity

Frequency

Unit cost [DKK]

Reference

internal prices. Based on
Voclosporin submission to DMC

Cholesterol and

Labportal: NPU01568 (LDL
cholesterol), NPU01569 (VLDL),

o o See appendix 91 and NPU01567 (HDL). Internal
lipid monitoring . .
prices. Based on Voclosporin
submission to DMC
Labportal: NPU16393
DNA(dobbeltst t)-
Anti-dsDNA and . (dobbeltstrenget)
. antistof(1gG);P, NPU19740
C3 and C4 level See appendix 619
. Complement C3;P, NPU19742
monitoring
Complement C4;P. Based on
Voclosporin submission to DMC
Based on Voclosporin
submission to DMC which used:
Dialysis See appendix 198,206 Samfundsgkonomisk gevinst ved
nyretransplantation - DAMVAD
Analytics for 7LIV, 2017 (103)
Initial assessment DRG 11 MA98. Based on
for kidney See appendix 1,511 Voclosporin submission to DMC
transplant
Waiting list clinic DRG 11 MA98. Based on
attendance (pre-  See appendix 1,511 Voclosporin submission to DMC
transplant)
Kidne 11MP0O2
Y . See appendix 256,598
transplantation
Based on DMC assesment of
Post-kidney Voclosporin which used:
transplantation, See appendix 78,412 Samfundsgkonomisk gevinst ved
year 1 nyretransplantation - DAMVAD
Analytics for 7LIV, 2017 (103)
Based on DMC assesment of
Post-kidney Voclosporin which used:
transplantation, See appendix 37,471 Samfundsgkonomisk gevinst ved
year 2+ nyretransplantation - DAMVAD
Analytics for 7LIV, 2017 (103)
Vitamin D . Based on Voclosporin
See appendix 3,630 .
supplements submission to DMC
1,757 Based on Voclosporin

ESAs and EPO

See appendix

submission to DMC
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Activity

Frequency

Unit cost [DKK]

Reference

Phosphate . 705 Based on Voclosporin
. See appendix .
binders submission to DMC
. 248 Based on Voclosporin
ACEl or ARB See appendix .
submission to DMC
Anti-hypertensive . 248 Based on Voclosporin
L See appendix .
medication submission to DMC
DRG 2025 30PR11: UL scanning,
Ultrasound See appendix 1,595 ukompliceret. Based on
Voclosporin submission to DMC
DRG 2025 30PR11: Kardiologisk
Echocardiogram See appendix 2,111 undersggelse, udvidet. Based on

Voclosporin submission to DMC

11.5 Costs associated with management of adverse events

The health economic analysis included cost for adverse events that were considered to

be associated with additional costs to the health care sector, and which were observed

in >1% of either the intervention or comparator arm. Costs were estimated by use of

DRG tariffs. The costs are not accrued over time but occur in the initial cycle of the

model.

Table 33 Cost associated with management of adverse events

DRG code

Unit cost/DRG tariff (DKK)
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DRG code Unit cost/DRG tariff (DKK)

11.6 Subsequent treatment costs

N/R as rescue treatment is described in section 11.2.

Table 34 Medicines of subsequent treatments

Medicine Relative dose Frequency Vial sharing

intensity

N/R N/R N/R N/R N/R

N/R, Not relevant.

11.7 Patient costs

Patient costs and transportation time were included in the model using the rates
provided by the DMC Methods handbook (203 DKK pr. hour and 3.73 DKK pr. km)

In the submitted model, every health state is associated with a given amount of patient
time pr. cycle. Time spent in each health state was sourced from the Voclosporin
submission to the DMC (102), where the applicant had estimated patient time in each
state through interviews with Danish physicians treating LN patients. Hours spent pr.
cycle in each state are presented in Table 35.

It was not assumed that patients would travel in connection with all resource items
described in section 11.4,. Patients are only assumed to have travel cost in association
with nurse visits, specialist visits, kidney biopsy, dialysis and kidney transplantation. The
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remaining costs described in section 11.4 are assumed to occur in connection with these
visits.

Table 35 Patient costs used in the model

Activity Time spent [hours]

CKD_1_3b_AD 12
CKD_1_3b_PR 8.25
CKD_1_3b_CR 3.75
CKD_4_AD 12
CKD_4_PR 8.25
CKD_4_CR 3.75
CKD_5_D 315
CKD_5_T 15

11.8 Other costs (e.g. costs for home care nurses, out-patient
rehabilitation and palliative care cost)

N/R

12. Results

12.1 Base case overview

Table 36 Base case overview

Feature Description

Comparator MMF

Type of model De novo cohort multi state Markov model
Time horizon 90 years (life time)

Treatment line 1stline

Measurement and valuation of ~ Health-related quality of life measured with EQ-5D-5L in

health effects REGENCY. Danish population weights were used to estimate
health-state utility values along with external literature to
inform HSUVs in health states not available from REGENCY
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Feature Description

Costs included Medicine costs, administration costs, disease management
cost, cost of adverse events and patient cost.

Average time on treatment Intervention: - years

comparator: [ years

Inclusion of waste Not included
Average time in model health See Excel model under sheet “Markov Model” cells K6-T9
state

EQ-5D-5L, EuroQol 5-Dimension 5-Level questionnaire; MMF, Mycophenolate mofetil

12.1.1 Base case results
Table 37 Base case results, discounted estimates

Obi+MMF+PDS Obi+MMF+PDS Difference

Drug acquisition costs

Drug administration costs

Adverse event costs

Supportive Care Costs

Rescue therapy

Patient time and transport costs

Total costs

Life-years gained In
CKD_1_3b_AD

Life-years gained In CKD_1_3b_PR

Life-years gained In CKD_1_3b_CR

Life-years gained In CKD_4_AD

Life-years gained In CKD_4_PR

Life-years gained In CKD_4_CR
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Obi+MMF+PDS Obi+MMF+PDS Difference

Life years gained In CKD_5_D -
Life-years gained InCKD_5_T -
Total life years -
Life years gained In -
CKD_1_3b_AD

Life-years gained In CKD_1_3b_PR -

Life-years gained In CKD_1 _3b_CR -

Life years gained In CKD_4_AD -

Life years gained In CKD_4_PR -

Life-years gained In CKD_4_CR -

Life years gained In CKD_5_D -

Life years gained InCKD_5 T -

Total QALYs [

Incremental costs per life year gained

Incremental cost per QALY gained (ICER)

12.2 Sensitivity analyses

12.2.1 Deterministic sensitivity analyses

Scenario analysis of parameters associated with uncertainty are shown in Table 38.

Table 38 One-way sensitivity analyses results

Reason / Incremental Incremental ICER
Rational / cost (DKK) benefit (DKK/QALY)

Source ((e7:YAE)

Base case

Treatment Average treatment Uncertainty - - -

duration duration changed  about actual
to 3 cycles treatment length
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Reason / Incremental Incremental ICER

Rational / cost (DKK) benefit (DKK/QALY)
Source (QALYS)

Treatment Average treatment Uncertainty

duration duration changed  about actual
to 12 cycles treatment length
Treatment Waning is Uncertainty - - -
effect assumed about
waning (decrease starting  occurrence of
at cycle 10 and is waning in clinical
null at cycle 20) practice

12.2.2 Probabilistic sensitivity analyses

A probabilistic sensitivity analysis (PSA) was conducted. PSA allows the computation of
expected values of a model’s results and assessing the uncertainty around these
expected values when input variables are uncertain. The assessment of expected values
and measures of uncertainty is done using simulation with all input variables that are
subject to uncertainty being varied randomly according to their observed distribution.
Table 39 provides an overview of the assumed distributions for the various parameters.
The standard error (SE) associated with the parameter were used to define parameter
uncertainty if available. The PSA was run with a 1000 iterations. Further information is
provided in Appendix G

Table 39. Distributions used in the probabilistic sensitivity analysis

Type Parameter Distribution
Efficacy Transition Probabilities Dirichlet
Adverse event rates Log normal
Costs Supportive care cost Log normal
Administration cost Log normal
Adverse event cost Log normal
Utilities Health state Beta
Number of adverse events observed in the trial Log normal
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Figure 7. Cost-effectiveness plane in terms of incremental costs and QALYs

Figure 8. Cost-effectiveness acceptability curve



Figure 9. Convergence Plot

13. Budget impact analysis

Table 40 report estimated number of new patients treated each year in the event of a
recommendation by the DMC based on the assumptions described in section 3.2.

Table 41 report the resulting budget impact analysis.

Table 40 Number of new patients expected to be treated over the next five-year period if the
medicine is introduced (adjusted for market share)

Year 1 Year 2 Year 3 Year 4 Year 5

Recommendation

Obi+MMF+PDS 17 17 17 17 17

MMF+PDS 0 0 0 0 0

Non-recommendation

Obi+MMF+PDS 0 0 0 0 0

MMF+PDS 17 17 17 17 17

MMF. Mycophenolate mofetil; Obi. obinutuzumab; PDS. Prednisone



Table 41 Expected budget impact of recommending the medicine for the indication

Year 1 Year 2 Year 3 Year 4 Year 5

The medicine under B BN BN N

consideration is
recommended

The medicine under B I B N

consideration is NOT
recommended

Budgetimpactofthe [N NN I B BN

recommendation

14. List of experts

Mikkel Faurschou, Consultant, ph,d,, DMSc, MPG, Lupus and Vasculitis Clinic, Center for
Rheumatology and Spine Diseases, Copenhagen University Hospital Rigshospitalet:
mikkel,faurschou@regionh,dk

15. References

1, Anders HJ, Saxena R, Zhao MH, Parodis I, Salmon JE, Mohan C, Lupus nephritis,
Nat Rev Dis Primers, 2020;6(1):7,

2, Kaul A, Gordon C, Crow MK, Touma Z, Urowitz MB, van Vollenhoven R, et al,
Systemic lupus erythematosus, Nat Rev Dis Primers, 2016;2:16039,

3, Parikh SV, Almaani S, Brodsky S, Rovin BH, Update on Lupus Nephritis: Core
Curriculum 2020, Am J Kidney Dis, 2020;76(2):265-81,

4, Pinheiro SVB, Dias RF, Fabiano RCG, Araujo SA, Silva A, Pediatric lupus nephritis, J
Bras Nefrol, 2019;41(2):252-65,

5, Foster MH, T cells and B cells in lupus nephritis, Semin Nephrol, 2007;27(1):47-58,
6, Saxena R, Mahajan T, Mohan C, Lupus nephritis: current update, Arthritis Res
Ther, 2011;13(5):240,

7, Chang A, Henderson SG, Brandt D, Liu N, Guttikonda R, Hsieh C, et al, In situ B cell-
mediated immune responses and tubulointerstitial inflammation in human lupus
nephritis, J Immunol, 2011;186(3):1849-60,

8, Gordon C, Jayne D, Pusey C, Adu D, Amoura Z, Aringer M, et al, European
consensus statement on the terminology used in the management of lupus
glomerulonephritis, Lupus, 2009;18(3):257-63,

9, Banos A, Bertsias G, Flares in Lupus Nephritis: Risk Factors and Strategies for Their
Prevention, Curr Rheumatol Rep, 2023;25(10):183-91,

10, Gasparotto M, Gatto M, Binda V, Doria A, Moroni G, Lupus nephritis: clinical
presentations and outcomes in the 21st century, Rheumatology (Oxford),
2020;59(Suppl5):v39-v51,

87



11, Rojas-Rivera JE, Garcia-Carro C, Avila Al, Espino M, Espinosa M, Fernandez-Juérez
G, et al, Diagnosis and treatment of lupus nephritis: a summary of the Consensus
Document of the Spanish Group for the Study of Glomerular Diseases (GLOSEN), Clin
Kidney J, 2023;16(9):1384-402,

12, Martin ML, Hill JN, Rogers JL, Chauhan D, Chen WH, Gairy K, Patient-reported
outcome measures for lupus nephritis: content validity of LupusQolL and FACIT-Fatigue, J
Patient Rep Outcomes, 2024;8(1):115,

13, Kharawala S, Kaur G, Shukla H, Scott DA, Hawkins N, Chen WH, et al, Health-
related quality of life, fatigue and health utilities in lupus nephritis: A systematic
literature review, Lupus, 2022;31(9):1029-44,

14, Andersen JM, |,; Camadoo, N,; Machado, T,; Saraf, S,; Akrout, M,, Understanding
the Patient Burden of Lupus: Insights from Multi-Faceted Ethnography Research, Arthritis
Rheumatol, 2024;76,

15, Mahajan A, Amelio J, Gairy K, Kaur G, Levy RA, Roth D, et al, Systemic lupus
erythematosus, lupus nephritis and end-stage renal disease: a pragmatic review mapping
disease severity and progression, Lupus, 2020;29(9):1011-20,

16, Bernatsky S, Boivin JF, Joseph L, Manzi S, Ginzler E, Gladman DD, et al, Mortality in
systemic lupus erythematosus, Arthritis Rheum, 2006;54(8):2550-7,

17,  Cervera R, Khamashta MA, Font J, Sebastiani GD, Gil A, Lavilla P, et al, Morbidity
and mortality in systemic lupus erythematosus during a 10-year period: a comparison of
early and late manifestations in a cohort of 1,000 patients, Medicine (Baltimore),
2003;82(5):299-308,

18, Almaani S, Meara A, Rovin BH, Update on Lupus Nephritis, Clin J Am Soc Nephrol,
2017;12(5):825-35,

19, Faurschou M, Dreyer L, Kamper AL, Starklint H, Jacobsen S, Long-term mortality
and renal outcome in a cohort of 100 patients with lupus nephritis, Arthritis Care Res
(Hoboken), 2010;62(6):873—-80,

20, LerangK, Gilboe IM, Steinar Thelle D, Gran JT, Mortality and years of potential life
loss in systemic lupus erythematosus: a population-based cohort study, Lupus,
2014;23(14):1546-52,

21, Yap DY, Tang CS, Ma MK, Lam MF, Chan TM, Survival analysis and causes of
mortality in patients with lupus nephritis, Nephrol Dial Transplant, 2012;27(8):3248-54,
22, Hunnicutt JN, Georgiou ME, Ma L, Levy RA, Gairy K, Real-World
Immunosuppressant Treatment Patterns for Patients with Lupus Nephritis in the United
States, Rheumatol Ther, 2023;10(5):1305-18,

23, KDIGO, KDIGO 2024 Clinical Practice Guideline for the management of LUPUS
NEPHRITIS, Kidney Int, 2024;105(1s):S1-s69,

24, Appel GB, Contreras G, Dooley MA, Ginzler EM, Isenberg D, Jayne D, et al,
Mycophenolate mofetil versus cyclophosphamide for induction treatment of lupus
nephritis, ] Am Soc Nephrol, 2009;20(5):1103-12,

25, Ginzler EM, Dooley MA, Aranow C, Kim MY, Buyon J, Merrill JT, et al,
Mycophenolate mofetil or intravenous cyclophosphamide for lupus nephritis, The New
England journal of medicine, 2005;353(21):2219-28,

26, Mok CC, Ying KY, Tang S, Leung CY, Lee KW, Ng WL, et al, Predictors and outcome
of renal flares after successful cyclophosphamide treatment for diffuse proliferative
lupus glomerulonephritis, Arthritis Rheum, 2004;50(8):2559-68,

27, Moroni G, Quaglini S, Gallelli B, Banfi G, Messa P, Ponticelli C, The long-term
outcome of 93 patients with proliferative lupus nephritis, Nephrol Dial Transplant,
2007;22(9):2531-9,

28, ACR, Lupus Guideline, 2024,

29, Cheah JTL, Robson JC, Black RJ, Goodman SM, Lester S, Mackie SL, et al, The
patient's perspective of the adverse effects of glucocorticoid use: A systematic review of

88



quantitative and qualitative studies, From an OMERACT working group, Semin Arthritis
Rheum, 2020;50(5):996-1005,

30, Fanouriakis A, Kostopoulou M, Andersen J, Aringer M, Arnaud L, Bae SC, et al,
EULAR recommendations for the management of systemic lupus erythematosus: 2023
update, Ann Rheum Dis, 2024;83(1):15-29,

31, Mejia-Vilet JM, Ayoub I, The Use of Glucocorticoids in Lupus Nephritis: New
Pathways for an Old Drug, Front Med (Lausanne), 2021;8:622225,

32, TarrT, Papp G, Nagy N, Cserép E, Zeher M, Chronic high-dose glucocorticoid
therapy triggers the development of chronic organ damage and worsens disease
outcome in systemic lupus erythematosus, Clin Rheumatol, 2017;36(2):327-33,

33,  FDA, BENLYSTA (belimumab) - prescribing information, 2020,

34,  FDA, LUPKYNIS (voclosporin) - prescribing information, 2021,

35, WHO, Adherence to long term therapies, 2003,

36, Askanase AD, Dall’Era M, Almaani S, Insights into future management of lupus
nephritis, Frontiers in Lupus, 2024;Volume 2 - 2024,

37, EMA, Benlysta (belimumab) - summary of product characteristics, 2024,

38, EMA, LUPKYNIS (voclosporin) - summary of product characteristics, 2024,

39, Furie R, Rovin BH, Houssiau F, Malvar A, Teng YKO, Contreras G, et al, Two-Year,
Randomized, Controlled Trial of Belimumab in Lupus Nephritis, The New England journal
of medicine, 2020;383(12):1117-28,

40, Rovin BH, Teng YKO, Ginzler EM, Arriens C, Caster DJ, Romero-Diaz J, et al, Efficacy
and safety of voclosporin versus placebo for lupus nephritis (AURORA 1): a double-blind,
randomised, multicentre, placebo-controlled, phase 3 trial, Lancet (London, England),
2021;397(10289):2070-80,

41, Farouk SS, Rein JL, The Many Faces of Calcineurin Inhibitor Toxicity-What the FK?
Adv Chronic Kidney Dis, 2020;27(1):56-66,

42, Kale A, Shelke V, Lei Y, Gaikwad AB, Anders HJ, Voclosporin: Unique Chemistry,
Pharmacology and Toxicity Profile, and Possible Options for Implementation into the
Management of Lupus Nephritis, Cells, 2023;12(20),

43, Levy RA, Gonzalez-Rivera T, Khamashta M, Fox NL, Jones-Leone A, Rubin B, et al,
10 Years of belimumab experience: What have we learnt? Lupus, 2021;30(11):1705-21,
44, Liu T, Neuner R, Thompson A, Pottackal G, Petullo D, Liu J, et al, Clinical
pharmacology considerations for the approval of belimumab for the treatment of adult
patients with active lupus nephritis: A regulatory perspective, Lupus, 2022;31(4):424-32,
45, Ali AY, Abdelaziz TS, Behiry ME, The Prevalence and Causes of Non-adherence to
Immunosuppressive Medications in Patients with Lupus Nephritis Flares, Curr Rheumatol
Rev, 2020;16(3):245-8,

46, Costedoat-Chalumeau N, Houssiau FA, Improving medication adherence in
patients with lupus nephritis, Kidney Int, 2021;99(2):285-7,

47, Furie RA RTJ, Martins E, Obinutuzumab benefits patients with active lupus
nephritis irrespective of baseline proteinuria severity: a post hoc analysis of the phase I
Nobility trial, Presented at the EULAR 2024 Congress, 21-15 June 2024, Vienna, Austria,
2024,

48, Meacock R, Dale N, Harrison MJ, The humanistic and economic burden of
systemic lupus erythematosus : a systematic review, PharmacoEconomics,
2013;31(1):49-61,

49, Thompson JC, Mahajan A, Scott DA, Gairy K, The Economic Burden of Lupus
Nephritis: A Systematic Literature Review, Rheumatol Ther, 2022;9(1):25-47,

50, Carlucci PM, Preisinger K, Deonaraine KK, Zaminski D, Dall'Era M, Gold HT, et al,
Extrarenal symptoms associate with worse quality of life in patients enrolled in the AMP
RA/SLE Lupus Nephritis Network, Rheumatology (Oxford), 2025;64(3):1193-200,

51, Jolly M, Toloza S, Goker B, Clarke AE, Navarra SV, Wallace D, et al, Disease-specific
quality of life in patients with lupus nephritis, Lupus, 2018;27(2):257-64,

89



52, Hermansen ML, Lindhardsen J, Torp-Pedersen C, Faurschou M, Jacobsen S,
Incidence of Systemic Lupus Erythematosus and Lupus Nephritis in Denmark: A
Nationwide Cohort Study, ] Rheumatol, 2016;43(7):1335-9,

53, Danmarks Statistik, Befolkningstal 2026 [Available from:
https://www,dst,dk/da/Statistik/emner/borgere/befolkning/befolkningstal,

54, Lythgoe H, Lj M, Hedrich CM, Aringer M, Classification of systemic lupus
erythematosus in children and adults, Clin Immunol, 2022;234:108898,

55,  Selskab DN, Retningslinje for behandling af glomerulonephritis 2023 [Available
from: https://nephrology,dk/vejledninger/glomerulonephritis/,

56, Hermansen ML, Lindhardsen J, Torp-Pedersen C, Faurschou M, Jacobsen S,
Incidence of Systemic Lupus Erythematosus and Lupus Nephritis in Denmark: A
Nationwide Cohort Study [Supplementary material], ] Rheumatol, 2016;43(7):1335-9,
57, Al-Zoobi L, Salti S, Colavecchio A, Jundi M, Nadiri A, Hassan GS, et al,
Enhancement of Rituximab-induced cell death by the physical association of CD20 with
CD40 molecules on the cell surface, Int Immunol, 2014;26(8):451-65,

58, Jaglowski SM, Alinari L, Lapalombella R, Muthusamy N, Byrd JC, The clinical
application of monoclonal antibodies in chronic lymphocytic leukemia, Blood,
2010;116(19):3705-14,

59, Klein C, Lammens A, Schafer W, Georges G, Schwaiger M, Mdssner E, et al,
Epitope interactions of monoclonal antibodies targeting CD20 and their relationship to
functional properties, MAbs, 2013;5(1):22-33,

60, Winiarska M, Glodkowska-Mrowka E, Bil J, Golab J, Molecular mechanisms of the
antitumor effects of anti-CD20 antibodies, Front Biosci (Landmark Ed), 2011;16(1):277—
306,

61, Bowles JA, Wang SY, Link BK, Allan B, Beuerlein G, Campbell MA, et al, Anti-CD20
monoclonal antibody with enhanced affinity for CD16 activates NK cells at lower
concentrations and more effectively than rituximab, Blood, 2006;108(8):2648-54,

62, Herter S, Herting F, Mundigl O, Waldhauer I, Weinzierl T, Fauti T, et al, Preclinical
activity of the type Il CD20 antibody GA101 (obinutuzumab) compared with rituximab
and ofatumumab in vitro and in xenograft models, Mol Cancer Ther, 2013;12(10):2031-
42,

63, Moéssner E, Briinker P, Moser S, Plintener U, Schmidt C, Herter S, et al, Increasing
the efficacy of CD20 antibody therapy through the engineering of a new type Il anti-CD20
antibody with enhanced direct and immune effector cell-mediated B-cell cytotoxicity,
Blood, 2010;115(22):4393-402,

64, Cragg MS, Glennie MJ, Antibody specificity controls in vivo effector mechanisms
of anti-CD20 reagents, Blood, 2004;103(7):2738-43,

65, Kumar A, Planchais C, Fronzes R, Mouquet H, Reyes N, Binding mechanisms of
therapeutic antibodies to human CD20, Science, 2020;369(6505):793-9,

66, Reddy V, Klein C, Isenberg DA, Glennie MJ, Cambridge G, Cragg MS, et al,
Obinutuzumab induces superior B-cell cytotoxicity to rituximab in rheumatoid arthritis
and systemic lupus erythematosus patient samples, Rheumatology (Oxford),
2017;56(7):1227-37,

67, Rovin BH, Furie R, Latinis K, Looney RJ, Fervenza FC, Sanchez-Guerrero J, et al,
Efficacy and safety of rituximab in patients with active proliferative lupus nephritis: the
Lupus Nephritis Assessment with Rituximab study, Arthritis Rheum, 2012;64(4):1215-26,
68, Gomez Mendez LM, Cascino MD, Garg J, Katsumoto TR, Brakeman P, Dall'Era M,
et al, Peripheral Blood B Cell Depletion after Rituximab and Complete Response in Lupus
Nephritis, Clin J Am Soc Nephrol, 2018;13(10):1502-9,

69, Md Yusof MY, Shaw D, El-Sherbiny YM, Dunn E, Rawstron AC, Emery P, et al,
Predicting and managing primary and secondary non-response to rituximab using B-cell
biomarkers in systemic lupus erythematosus, Ann Rheum Dis, 2017;76(11):1829-36,

90


https://www.dst.dk/da/Statistik/emner/borgere/befolkning/befolkningstal
https://nephrology.dk/vejledninger/glomerulonephritis/

70, Vital EM, Dass S, Buch MH, Henshaw K, Pease CT, Martin MF, et al, B cell
biomarkers of rituximab responses in systemic lupus erythematosus, Arthritis Rheum,
2011;63(10):3038-47,

71, Furie RA, Aroca G, Cascino MD, Garg JP, Rovin BH, Alvarez A, et al, B-cell depletion
with obinutuzumab for the treatment of proliferative lupus nephritis: a randomised,
double-blind, placebo-controlled trial, Ann Rheum Dis, 2022;81(1):100-7,

72, Furie RA, Rovin BH, Garg JP, Santiago MB, Aroca-Martinez G, Zuta Santillan AE, et
al, Protocol for: Furie RA, Rovin BH, Garg JP, et al, Efficacy and safety of obinutuzumab in
active lupus nephritis 2025 [Available from:
https://www,nejm,org/doi/suppl/10,1056/NEJM0a2410965/suppl file/nejmoa2410965
protocol,pdf,

73, Vital E, Rémy P, Quintana Porras LF, Chiche L, Chauveau D, Furie R, et al, SAT0166
BIOMARKERS OF B-CELL DEPLETION AND RESPONSE IN A RANDOMIZED, CONTROLLED
TRIAL OF OBINUTUZUMAB FOR PROLIFERATIVE LUPUS NEPHRITIS, Annals of the
Rheumatic Diseases, 2020;79:1023—4,

74,  EMA, Gazyvaro (obinutuzumab) - summary of product characteristics, 2026,

75, EMA, CellCept (mycophenolate mofetil) - summary of product characteristics,
2025,

76, Laegemiddelstyrelsen, Produktresume for Prednison "DAK", tabletter, 2022,

77, Puckett Y, Patel P, Bokhari AA, Prednisone, StatPearls, Treasure Island (FL):
StatPearls Publishing

Copyright © 2025, StatPearls Publishing LLC,; 2025,

78, F, Hoffmann La-Roche, Primary Clinical Study Report — Study CA41705 (REGENCY),
Available upon request; 2024, Report No,: 1131275,

79, Furie RA, Rovin BH, Garg JP, Santiago MB, Aroca-Martinez G, Zuta Santillan AE, et
al, Efficacy and Safety of Obinutuzumab in Active Lupus Nephritis, New England Journal
of Medicine, 2025,

80, Medicinradet, Bilag til Medicinradets anbefaling vedr, voclosporin som
tilleegsbehandling til lupus nefritis, 2024,

81, Tamirou F, Lauwerys BR, Dall'Era M, Mackay M, Rovin B, Cervera R, et al, A
proteinuria cut-off level of 0,7 g/day after 12 months of treatment best predicts long-
term renal outcome in lupus nephritis: data from the MAINTAIN Nephritis Trial, Lupus Sci
Med, 2015;2(1):e000123,

82, Dall'Era M, Cisternas MG, Smilek DE, Straub L, Houssiau FA, Cervera R, et al,
Predictors of long-term renal outcome in lupus nephritis trials: lessons learned from the
Euro-Lupus Nephritis cohort, Arthritis Rheumatol, 2015;67(5):1305-13,

83, Inker LA, Collier W, Greene T, Miao S, Chaudhari J, Appel GB, et al, A meta-
analysis of GFR slope as a surrogate endpoint for kidney failure, Nat Med,
2023;29(7):1867-76,

84, Kosinski M, Gajria K, Fernandes AW, Cella D, Qualitative validation of the FACIT-
fatigue scale in systemic lupus erythematosus, Lupus, 2013;22(5):422-30,

85, National Institute for Health and Care Excellence N, Voclosporin with
mycophenolate mofetil for treating lupus nephritis, 2023, Report No,: TA882,

86, Sugrue DM, Ward T, Rai S, McEwan P, van Haalen HGM, Economic Modelling of
Chronic Kidney Disease: A Systematic Literature Review to Inform Conceptual Model
Design, PharmacoEconomics, 2019;37(12):1451-68,

87, Eriksson D, Karlsson L, Eklund O, Dieperink H, Honkanen E, Melin J, et al, Health-
related quality of life across all stages of autosomal dominant polycystic kidney disease,
Nephrol Dial Transplant, 2017;32(12):2106-11,

88, Furie RA, Rovin BH, Garg JP, Santiago MB, Aroca-Martinez G, Zuta Santillan AE, et
al, Supplement to Efficacy and Safety of Obinutuzumab in Active Lupus Nephritis, New
England Journal of Medicine, 2025,

91


https://www.nejm.org/doi/suppl/10.1056/NEJMoa2410965/suppl_file/nejmoa2410965_protocol.pdf
https://www.nejm.org/doi/suppl/10.1056/NEJMoa2410965/suppl_file/nejmoa2410965_protocol.pdf

89, Committee for Medicinal Products for Human Use (CHMP), Assessment report -
Gazyvaro, EMA; 2025, Contract No,: EMADOC-1700519818-2313995,

90, La-Roche FH, Statistical Analysis Plan CA41705, 2024,

91, La-Roche FH, Data on file, 2026,

92, Briggs A, SM, Claxton K, Decision modelling for health economic evaluation,
Oxford: Oxford University Press; 2006,

93, F, Hoffmann La-Roche, Gazyva LN CEM Technical Report_v2_FINAL_29_09_25,
Data on file; 2025,

94,  EuroQol--a new facility for the measurement of health-related quality of life,
Health Policy, 1990;16(3):199-208,

95,  Brooks R, EuroQol: the current state of play, Health Policy, 1996;37(1):53-72,
96, Herdman M, Gudex C, Lloyd A, Janssen M, Kind P, Parkin D, et al, Development
and preliminary testing of the new five-level version of EQ-5D (EQ-5D-5L), Quality of life
research : an international journal of quality of life aspects of treatment, care and
rehabilitation, 2011;20(10):1727-36,

97, Janssen MF, Pickard AS, Golicki D, Gudex C, Niewada M, Scalone L, et al,
Measurement properties of the EQ-5D-5L compared to the EQ-5D-3L across eight patient
groups: a multi-country study, Quality of life research : an international journal of quality
of life aspects of treatment, care and rehabilitation, 2013;22(7):1717-27,

98, Jensen MB, Jensen CE, Gudex C, Pedersen KM, Sgrensen SS, Ehlers LH, Danish
population health measured by the EQ-5D-5L, Scand J Public Health, 2023;51(2):241-9,
99, Jesky MD, Dutton M, Dasgupta |, Yadav P, Ng KP, Fenton A, et al, Health-Related
Quality of Life Impacts Mortality but Not Progression to End-Stage Renal Disease in Pre-
Dialysis Chronic Kidney Disease: A Prospective Observational Study, PLoS One,
2016;11(11):e0165675,

100, Medicinradet, Medicinradets anbefaling vedr, imlifidase til nyretransplantation,
Kgbenhavn; 2023,

101, Fanouriakis A, Kostopoulou M, Anders H-J, Andersen J, Aringer M, Beresford MW,
et al, EULAR recommendations for the management of systemic lupus erythematosus
with kidney involvement: 2025 update, Annals of the Rheumatic Diseases,
2026;85(1):75-90,

102, Medicinradet, Medicinradets anbefaling vedrgrende voclosporin som
tillegsbehandling til lupus nefritis, 2024, Report No,: 181151,

103, DAMVAD Analytics, Samfundsgkonomisk gevinst ved nyretransplantation, 2017,
104, Scottish Medicines Consortium (SMC), voclosporin (Lupkynis) 2023 [Available
from: https://scottishmedicines,org,uk/medicines-advice/voclosporin-lupkynis-full-
smc2570/,

105, National Institute for Health and Care Excellence (NICE), Voclosporin with
mycophenolate mofetil for treating lupus nephritis 2023 [Available from:
https://www,nice,org,uk/guidance/ta882,

106, Wilson ECF, Jayne DRW, Dellow E, Fordham RJ, The cost-effectiveness of
mycophenolate mofetil as firstline therapy in active lupus nephritis, Rheumatology,
2007;46(7):1096-101,

107, Khamashta MA, Bruce IN, Gordon C, Isenberg DA, Ateka-Barrutia O, Gayed M, et
al, The cost of care of systemic lupus erythematosus (SLE) in the UK: Annual direct costs
for adult SLE patients with active autoantibody-positive disease, Lupus, 2014;23(3):273-
83,

108, Anderson S, Delgado A, He X, Tang Z, Milligan J, Bracher M, Clinical Characteristics
of Patients with Lupus Nephritis Class lii-V: Analysis of International Real-World Data,
Nephrology Dialysis Transplantation, 2023;38(Supplement 1):i325-i6,

109, Barbosa-AranaJ, Lopez-Lopez JD, Guerra-Zarama S, Monsalve-Yepes S, Saavedra-
Chacon MF, Serna-Giraldo JD, et al, Outcomes with the use of rituximab in patients with

92


https://scottishmedicines.org.uk/medicines-advice/voclosporin-lupkynis-full-smc2570/
https://scottishmedicines.org.uk/medicines-advice/voclosporin-lupkynis-full-smc2570/
https://www.nice.org.uk/guidance/ta882

refractory lupus nephritis in a Colombian cohort, Revista Colombiana de Reumatologia,
2024;31(2):143-9,

110, Chanloung W, Kasitanon N, Louthrenoo W, Changes in health-related quality of
life during treatment in patients with active lupus nephritis, International Journal of
Rheumatic Diseases, 2023;26(Supplement 1):118,

111, ChoJH, Chang SH, Shin NH, Choi BY, Oh HJ, Yoon MJ, et al, Costs of illness and
quality of life in patients with systemic lupus erythematosus in South Korea, Lupus,
2014;23(9):949-57,

112, DaiZ, Zhang X, Wong IOL, Lau EHY, Lin Z, Treatment for Severe Lupus Nephritis: A
Cost-Effectiveness Analysis in China, Frontiers in Pharmacology, 2021;12(no
pagination)(678301),

113, Institute for Clinical and Economic Review, Lupus Nephritis: An assessment of
voclosporin and belimumab 2021 [Available from: https://icer,org/assessment/lupus-
nephritis-2021/#timeline,

114, Kennedy L, Lee E, Flauto R, Atencio V, Birardi V, Evaluating the cost-effectiveness
of voclosporin for the treatment of lupus nephritis in the United States, Journal of
managed care & specialty pharmacy, 2024:1-9,

115, Mandrik O, Fotheringham J, Ren S, Tice JA, Chapman RH, Stevenson MD, et al, The
Cost-Effectiveness of Belimumab and Voclosporin for Patients with Lupus Nephritis in the
United States, Clinical Journal of the American Society of Nephrology, 2022;17(3):385—
94,

116, Mohara A, Velasco RP, Praditsitthikorn N, Avihingsanon Y, Teerawattananon Y, A
cost-utility analysis of alternative drug regimens for newly diagnosed severe lupus
nephritis patients in Thailand, Rheumatology (United Kingdom), 2014;53(1):138-44,
117, Sebastiani GD, Spinelli FR, Bartoloni E, Bortoluzzi A, Bozzolo E, Canofari C, et al,
Baseline characteristics of systemic lupus erythematosus patients included in the Lupus
Italian Registry of the Italian Society for Rheumatology, Lupus, 2021;30(8):1233-43,

118, KimS, Reen Ooi AY, Stephens T, Jiang H, Cost-effectiveness of tacrolimus for the
treatment of moderate-to-severe lupus nephritis in China, Journal of Comparative
Effectiveness Research, 2019;8(13):1125-41,

119, Nee R, Rivera |, Little DJ, Yuan CM, Abbott KC, Cost-Utility Analysis of
Mycophenolate Mofetil versus Azathioprine Based Regimens for Maintenance Therapy
of Proliferative Lupus Nephritis, International Journal of Nephrology, 2015;2015:917567,
120, HigginsJ, Thomas J, Chandler J, Cumpston M, Li T, Page M, et al, Cochrane
handbook for systematic reviews of interventions version 6,4 (updated August 2023)
[Internet], 2023,

121, Centre for Reviews and Dissemination, Systematic Reviews: CRD’s guidance for
undertaking reviews in health care [Internet], York: University of York; 2009,

122, Nee R, Rivera |, Little DJ, Yuan CM, Abbott KC, Cost-Utility Analysis of
Mycophenolate Mofetil versus Azathioprine Based Regimens for Maintenance Therapy
of Proliferative Lupus Nephritis, Int J Nephrol, 2015;2015:917567,

123, Barber MRW, Hanly JG, Su L, Urowitz MB, St Pierre Y, Romero-Diaz J, et al,
Economic Evaluation of Lupus Nephritis in the Systemic Lupus International Collaborating
Clinics Inception Cohort Using a Multistate Model Approach, Arthritis Care Res
(Hoboken), 2018;70(9):1294-302,

124, Tice JA MO, Thokala P, Fotheringham J, Agboola F, HerronSmith S, Chapman R,
Pearson SD, Belimumab and Voclosporin for Lupus Nephritis: Effectiveness and Value;
Final Evidence Report, 2021 April 16, 2021,

125, Mandrik O, Fotheringham J, Ren S, Tice JA, Chapman RH, Stevenson MD, et al, The
Cost-Effectiveness of Belimumab and Voclosporin for Patients with Lupus Nephritis in the
United States, Clin J Am Soc Nephrol, 2022;17(3):385-94,

126, Scottish Medicines Consortium, Voclosporin soft capsule (Lupkynis®), 2023,
Report No,: SMC2570,

93


https://icer.org/assessment/lupus-nephritis-2021/#timeline
https://icer.org/assessment/lupus-nephritis-2021/#timeline

127, Canadian Agency for Drugs and Technologies in Health, CADTH Reimbursement
Recommendation: Belimumab (Benlysta), Canadian Journal of Health Technologies,
2023;3(4),

128, Kennedy L, Lee E, Flauto R, Atencio V, Birardi V, Evaluating the cost-effectiveness
of voclosporin for the treatment of lupus nephritis in the United States, ] Manag Care
Spec Pharm, 2024;30(8):773-81,

129, Grams ME SY, Ballew SH, et al,, et al, for the Chronic Kidney Disease Prognosis
Consortium, Predicting timing of clinical outcomes in patients with chronic kidney
disease and severely decreased glomerular filtration rate, Kidney Int, 2018;94(5):1025-6,
130, National Institute for Health and Care Excellence N, Dapagliflozin for treating
chronic kidney disease, 2022, Report No,: TA775,

131, Zhangl, Lee G, Liu X, Pascoe EM, Badve SV, Boudville NC, et al, Long-term
outcomes of end-stage kidney disease for patients with lupus nephritis, Kidney Int,
2016;89(6):1337-45,

132, Feldman CH, Broder A, Guan H, Yazdany J, Costenbader KH, Sex Differences in
Health Care Utilization, End-Stage Renal Disease, and Mortality Among

Medicaid Beneficiaries With Incident Lupus Nephritis, Arthritis Rheumatol,
2018;70(3):417-26,

133, Jorge A, Wallace ZS, Lu N, Zhang Y, Choi HK, Renal Transplantation and Survival
Among Patients With Lupus Nephritis: A Cohort Study, Ann Intern Med,
2019;170(4):240-7,

134, Brilland B, Augusto JF, Michel PA, Jourde-Chiche N, Couchoud C, Kidney
Transplantation Improves Survival in Lupus Nephritis With End-Stage Kidney Disease,
Kidney Int Rep, 2025;10(4):1163-74,

135, Awan AA, Niu J, Pan JS, Erickson KF, Mandayam S, Winkelmayer WC, et al, Trends
in the Causes of Death among Kidney Transplant Recipients in the United States (1996-
2014), Am J Nephrol, 2018;48(6):472-81,

136, Ayav C, Beuscart JB, Briangon S, Duhamel A, Frimat L, Kessler M, Competing risk of
death and end-stage renal disease in incident chronic kidney disease (stages 3 to 5): the
EPIRAN community-based study, BMC Nephrol, 2016;17(1):174,

137, Kielar D, Jones AM, Wang X, Stirnadel-Farrant H, Katial RK, Bansal A, et al,
Association Between Elevated Blood Eosinophils and Chronic Kidney Disease Progression:
Analyses of a Large United States Electronic Health Records Database, Int J Nephrol
Renovasc Dis, 2023;16:269-80,

138, Blanchette CM SW, Baek HJ, et al, , Measurement of the stage transitions of
chronic kidney disease in a U,S, claims-based cohort, BMC Nephrology, 2015;16(121),
139, Vejakama P TA, Lertrattananon D, et al, Epidemiological study of chronic kidney

disease progression in a Thai population, Medicine (Baltimore), 2015;94(4):e406,
140, Ying T MS, Clayton PA, et al, Long-term patient and allograft outcomes after
kidney transplant failure in

Australia and New Zealand, , Transplantation, 2020;104:2153-60,

94



Appendix A. Main characteristics
of studies included

Table 42 Main characteristic of studies included

Trial name: REGENCY (Study CA41705) NCT number: NCT04221477

Objective

To evaluate the efficacy and safety of obinutuzumab in patients with
ISN/RPS 2003 Class Ill or IV, with or without concomitant Class V, lupus
nephritis treated with standard-of-care therapy consisting of MMF and
glucocorticoids,

Publications — title,
author, journal, year

Efficacy and Safety of Obinutuzumab in Active Lupus Nephritis, Furie
RA, Rovin BH, Garg JP et al,, N Engl J Med, 2025

Study type and
design

Phase Ill, randomized, double-blind, placebo-controlled, multicentre,
parallel-group study, Patients were randomized 1:1 to obinutuzumab or
placebo, Obinutuzumab patients were further randomized 1:1 to one of
two dosing regimens (2-2-2 or 2-2-1), Status: Ongoing (primary analysis
completed, estimated completion 2031),

Sample size (n)

271 randomized patients (Obinutuzumab: 135; Placebo: 136),

Main inclusion
criteria

Adults 18-75 years; active or active/chronic ISN/RPS 2003 Class Ill or IV
proliferative lupus nephritis (with or without Class V); UPCR>1 g/gon a
24-hour collection,

Main exclusion
criteria

Pregnancy/breastfeeding; severe renal impairment (eGFR < 30
mL/min/1,73m? or ESKD requiring dialysis/transplant); recent receipt of
excluded therapies (e,g,, anti-CD20 within 9 months, cyclophosphamide
within 2 months); known active or major infection

Intervention

Obinutuzumab 1000 mg intravenous infusion,

Dosing schedule: Day 1, Weeks 2, 24, 26, 50*, and 52 (*Week 50
omitted in the 2-2-1 regimen),

Patients: 135 randomized (69 to 2-2-2 regimen; 66 to 2-2-1 regimen),
All received background MMF and glucocorticoids

Comparator(s)

Placebo intravenous infusions on the same schedule as obinutuzumab
(Day 1, Weeks 2, 24, 26, 50, and 52),

Patients: 136 randomized, All received background SoC (MMF titrated
to 2,0-2,5 g/day and glucocorticoids),

Follow-up time

Primary analysis at Week 76, Blinded treatment continues for adequate
responders post-Week 76 (e,g,, visits up to Week 184 reported in
exploratory data), All patients enter follow-up for at least 12 months
after the last dose
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Trial name: REGENCY (Study CA41705) NCT number: NCT04221477

Is the study used in Yes
the health economic
model?

Primary, secondary [State all primary, secondary and exploratory endpoints of the study,
and exploratory regardless of whether results are provided in this application, Definition
endpoints of included outcomes and results must be provided in Appendix D,]

Endpoints included in this application:

The primary endpoint was the proportion of patients achieving
Complete Renal Response (CRR) at Week 76, Secondary endpoints were
CRR with successful prednisone taper (Week 76); Proteinuric response
(Week 76); Mean change in eGFR (Baseline to Week 76); Death or
renal-related events (through Week 76); ORR at Week 50; Change in
FACIT-F (Baseline to Week 76), and safety, Exploratory endpoints were
health-related quality of life (HRQoL) as assessed by EQ-5D,5L and Time
to LN flare,

Other endpoints:

Change in anti-dsDNA and C3 (Week 50); Change in SLEDAI-2K (Week
76); Time to onset of CRR; Time to unfavourable kidney outcome were
included as exploratory endpoints in the study, but results are not
included in this application,

Method of analysis Efficacy-evaluable population (all randomized patients grouped by
assigned treatment), Primary analysis used a Cochran-Mantel-Haenszel
test, stratified by region and race, with multiple imputation for missing
data, Time-to-event outcomes analysed via Kaplan-Meier plots and
stratified log-rank tests,

Subgroup analyses Pre-specified: Subgroups based on sex, race, region, baseline UPCR (<3
vs 23 mg/mg), anti-dsDNA (<120 vs >120 kU/L), C3, C4, biopsy class, and
prior LN history,

Analysis: Exploratory forest plots of difference in proportion of CRR at
Week 76, Results generally showed consistent benefit across high
disease activity subgroups

Other relevant REGENCY repeat biopsy data (expected Q4 2025) will assess histologic

information activity in clinically stable patients, The trial was conducted during the
COVID-19 pandemic, which influenced the rate of serious infection
adverse events,
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Appendix B. Efficacy results per study

Results per study

Table 43 Results per study, REGENCY (NCT04221477)

Results of REGENCY (NCT04221477)

Outcome

Studyarm N

CRR at Week Obi

76

Result (95 % Cl)

135 46,4% (37,95,
54,86)
Placebo 136 33,1% (25,18,

41,00)

Estimated absolute difference in effect

Difference 95% ClI P value

13,4% 1,95, 24,84 0,0232

Estimated relative difference in effect

Difference 95% CI P value

N/A N/A N/A

Description of methods used References

for estimation

The proportion of responders REGENCY (79)
in the obinutuzumab and
placebo arms were compared
using the Cochran—Mantel—
Haenszel (CMH) test, stratified
by region and race, Statistical
testing was conducted at two-
sided 5% significance level, The
proportion of patients
achieving CRR is presented for
each treatment arm along with
the adjusted difference, 95% ClI
for the adjusted difference,
and p-value, Missing data were
imputed using multiple
imputation (fully conditional
specification predicted mean
matching method), Prior to
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Results of REGENCY (NCT04221477)

Estimated absolute difference in effect Estimated relative difference in effect Description of methods used References

for estimation

Outcome Studyarm N Result (95 % Cl)  Difference 95% Cl P value Difference 95% CI P value

multiple imputation, missing
24-hour UPCR was first
imputed by spot UPCR,

CRR with Obi 135 42,7% (34,32, 11,9% 0,57, 23,18 0,0421 N/A N/A N/A CMH test stratified by region REGENCY
successful 51,09) and race, Missing values were  (79)
prednisone handled via multiple
taper at Placebo 136 30,9% (23,12, imputation (FCS predicted
Week 76 38,65) mean matching),
Proteinuric Obi 135 55,5% (47,09, 13,7% 2,01, 25,36 0,0227 N/A N/A N/A CMH test stratified by region REGENCY
response at 63,95) and race, Missing values were  (79)
Week 76 handled via multiple
Placebo 136  41,9% (33,62, imputation (FCS predicted

50,20) mean matching),
Mean Obi 135 2,3 mL/min/1,73 3,8 -1,84;9,51 0,1842 N/A N/A N/A Analysis of Covariance REGENCY
change in m?2 (SE: 2,713) mL/min/1,73 (ANCOVA) model, adjusting for  (79)
eGFR from m? treatment group, baseline
baseline to Placebo 136 -1,5 eGFR, race, and region, Data
Week 76 mL/min/1,73 m? for patients who died were

(SE: 2,706) imputed as 0 (composite

strategy), Other missing data
were handled via multiple
imputation, Intercurrent
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Results of REGENCY (NCT04221477)

Estimated absolute difference in effect Estimated relative difference in effect Description of methods used References

for estimation

Outcome Studyarm N Result (95 % Cl)  Difference 95% Cl P value Difference 95% CI P value

events (rescue, treatment
failure) were handled using a
treatment policy strategy
(using observed data
regardless of the event),

Death or Obi 135 18,9% (12,11, -16,8% -27,50, — 0,0026 N/A N/A N/A CMH test stratified by region REGENCY
renal-related 25,61) 6,23 and race, Early study (79)
events withdrawal due to lack of

through Placebo 136  35,6% (27,50, efficacy was considered an

Week 76 43,78) event (composite strategy),

Other missing data were
imputed via multiple

imputation,

ORR at Week Obi 135  59,1% (50,80, 8,4% -3,41,20,12 0,1670 N/A N/A N/A CMH test stratified by region REGENCY

50 67,43) and race, Missing values were  (79)
handled via multiple

Placebo 136  50,7% (42,16, imputation (FCS predicted
59,22) mean matching),
Change in Obi 135 1,8 points (SE: —-1,4 points  -3,89, 1,20 0,2991 N/A N/A N/A ANCOVA model adjusting for REGENCY
FACIT-F from 1,22) treatment, baseline value, (79)
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Results of REGENCY (NCT04221477)

Estimated absolute difference in effect Estimated relative difference in effect Description of methods used References

for estimation

Outcome Studyarm N Result (95 % Cl)  Difference 95% Cl P value Difference 95% CI P value

baseline t , and region, Data for
aseline to Placebo 136 3,1 points (SE: rac? ancregl .

Week 76 1,21) patients who died were

imputed as 0, Other
intercurrent event were
handled using the Treatment
Policy Strategy, meaning
observed data were used
regardless of the event,

Total Obi 122 R [ | [ | [ | [ | [ | [ | Summarized descriptively CSR (59)
|

peripheral B- (mean, median) over time by
cell (CD19) Placebo 125 treatment group,

count at

Week 76

(TBNK)

Total Obi 122 R [ | [ | [ | [ | [ | [ | Summarized descriptively CSR (59)
I

peripheral B- (mean, median) over time by
cell (CD19) Placebo 125 treatment group,

count at

Week 76

(HSFC)

Obi N L | N I H CSR (59)




Results of REGENCY (NCT04221477)

Estimated absolute difference in effect Estimated relative difference in effect Description of methods used References

for estimation

Outcome Studyarm N Result (95 % Cl)  Difference 95% Cl P value Difference 95% CI P value

Time to LN - . . . Summary statistics of time to
flare from LN flare from Week 24

Week 24 Placebo 136 - (median, percentiles) are
through - Kaplan-Meier estimates, 95%
Week 76 Cl for Median was computed

using the methods of
Brookmeyer and Crowley,
Hazard ratio was estimated by
Cox regression with the
stratification factors race and
region, Patients who
experienced early study
withdrawal before an event
were censored at the time of
withdrawal, Patients
completing the 76-week period
without an event were
censored at the upper limit of
the Week 76 visit window,
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Change in SLEDAI-2K from baseline to Week 76

The Systemic Lupus Erythematosus Disease Activity Index 2000 (SLEDAI-2K) is a validated instrument to assess SLE disease activity, It evaluates clinical symptoms and laboratory
markers across nine organ systems and was used to capture changes in lupus-related disease activity, SLE manifestations are assessed by the clinician if present within the last 30
days and added to determine the total SLEDAI-2K score, which ranges from 0 to 105, Patients experiencing the intercurrent events of rescue therapy, treatment failure or study
treatment discontinuation were evaluated using their observed data under the treatment policy strategy, Data after the intercurrent event death was imputed with 105 under
composite strategy, Missing data was imputed by multiple imputations using fully conditional specification (FCS) predicted mean matching method, Only patients who did not die
were included in the imputation model, The analysis was performed using analysis of covariance (ANCOVA) model with treatment group (combined obinutuzumab vs placebo),
baseline total SLEDAI-2K score and the stratification factors race and region included as independent variables,

Subgroup analyses

Pre-specified subgroup analyses of the primary endpoint based on key baseline risk factors showed a generally consistent treatment benefit in favour of obinutuzumab across
different subgroups, including subgroups which are indicative of high disease activity at baseline: 24-hour UPCR > 3 g/g, anti-dsDNA > 120 kU/L, C3 < 0,9 g/L, C4< 0,1 g/L and
presence of concomitant Class V lupus nephritis,

All analyses are exploratory in nature and should be interpreted with caution, particularly for subgroups with a small sample size,
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Figure 10 Forest plot of difference in proportion of patients in CRR at Week 76 by subgroup (Efficacy-Evaluable Population)
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Appendix C. Comparative analysis of efficacy

N/A

Table 44 Comparative analysis of studies comparing [intervention] to [comparator] for patients with [indication]

Outcome Absolute difference in effect Relative difference in effect Method used for quantitative  Result used
synthesis in the

Studies included in the  Difference ClI P value Difference ClI P value health
economic

analysis
analysis?
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Appendix D. Extrapolation

N/R

D.1 Extrapolation of [effect measure 1]

D.1.1

D.1.2

D.1.3

D.1.4

D.1.5

D.1.6

D.1.7

D.1.8

D.1.9

D.1.10

D.1.11

Data input

Model

Proportional hazards

Evaluation of statistical fit (AIC and BIC)

Evaluation of visual fit

Evaluation of hazard functions

Validation and discussion of extrapolated curves

Adjustment of background mortality

Adjustment for treatment switching/cross-over

Waning effect

Cure-point

D.2 Extrapolation of [effect measure 2]

N/R
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Appendix E. Serious adverse
events

In this section serious adverse events from the clinical trial CA41705 REGENCY are listed,
In the Table 45 investigator text for AEs has been encoded using MedDRA version 27,0,
Only treatment emergent SAEs are displayed, For frequency counts by preferred term,
multiple occurrences of the same SAE in an individual are counted only once, For
frequency counts of "Total number of events", multiple occurrences of the same AE in an
individual are counted separately,

Includes AEs through 76 weeks blinded treatment period, Includes AEs until the point of
rescue for patients who received rescue therapy (except corticosteroid-only rescue), All
patients received standard of care, consisting of MMF and corticosteroids, as per
protocol,

Table 45 Serious adverse events, CA41705 REGENCY, safety evaluable population, CCOD 15
August 2024 (78, 79),

MedDRA System Organ Class  Obinutuzumab Placebo (N=132)

(N=136)
MedDRA Preferred Term

Total number of patients with
at least one adverse event 44 (32,4%) 24 (18,2%)

Overall total number of events 68 35

Infections and infestations

Total number of patients with

at least one adverse event - -

Total number of events . .
COVID-19 pneumonia 7 (5,1%) 0
Pneumonia 4(2,9%) 3(2,3%)
Urinary tract infection 4(2,9%) 2 (1,5%)
COVID-19 4(2,9%) 1(0,8%)
Gastroenteritis 3(2,2%) 2 (1,5%)
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MedDRA System Organ Class  Obinutuzumab Placebo (N=132)

(N=136)
MedDRA Preferred Term
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MedDRA System Organ Class  Obinutuzumab Placebo (N=132)

MedDRA Preferred Term M
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MedDRA System Organ Class  Obinutuzumab Placebo (N=132)

(N=136)
MedDRA Preferred Term
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Musculoskeletal and connective tissue disorders

Respiratory, thoracic and mediastinal disorders
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MedDRA System Organ Class  Obinutuzumab Placebo (N=132)

MedDRA Preferred Term (N=136)
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MedDRA System Organ Class  Obinutuzumab

(N=136)
MedDRA Preferred Term

Placebo (N=132)
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Corticosteroids exposure

Corticosteroid exposure was evaluated in the safety-evaluable population, Treatment
duration is defined as the number of days on which a patient received corticosteroids,
Premedication with methylprednisolone (80 mg IV) was not included, Total dose
represents the prednisone equivalent dose, Only corticosteroids administered PO, IV,
and IM are included, Data includes the period until the point of rescue for patients who
received rescue therapy (except corticosteroid-only rescue) and covers the 76-week
blinded treatment period,

Figure 11 Corticosteroids exposure, Safety-Evaluable Population

Appendix F. Health-related quality
of life

N/A
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Appendix G. Probabilistic
sensitivity analyses

Transition probabilities, number of adverse events and utilities are varied in the PSA, see

Table 46 below, For the transition probabilities a Dirichlet distribution is assumed, The

Dirichlet distribution, which is the multinomial equivalent of the beta distribution, is

suitable for scenarios with more than two possible transitions

As the Dirichlet distribution is not a part of the Excel package, we have used the method

provided by Briggs 2006 (92) to sample values under the assumption of a Dirichlet
distribution, This is done in column AB-AX of the CEM within the sheet “Transition
Matrices”, The procedure is the following:

1.

Generate Initial Gamma Draws: For a given set of possible transitions (e,g,,
three-way transition from State B to remaining in State B, or moving to State C,
or moving to State D), the method involves normalizing a draw from
independent single-parameter gamma distributions, The single parameter for
each gamma distribution is the number of events corresponding to that
transition, It's important to note that a single-parameter gamma distribution is
a special case of the usual two-parameter distribution where the second (beta)
parameter is set to 1, Therefore, for each transition, a random draw from a
gamma distribution is generated with the alpha parameter set to the relevant
event count and the beta parameter equal to 1,

Address Gamma Distribution Limitations for High Alpha Values: A common
issue in computational environments is that the gamma distribution may fail to
find a solution when the alpha parameter is very high (e,g,, over 300) due to
iterative solving procedures, However, for high alpha values in the single-
parameter gamma function, the resulting distribution approaches a normal
distribution with minimal skew, The solution to this problem is to substitute a
random draw from a normal distribution when alpha is high, The mean and
variance of this normal distribution should be equivalent to those of the gamma
distribution, Recall that for a gamma distribution, the variance is given by a*[32,
Since B=1 for the single-parameter gamma, the variance simplifies to a,
Therefore, for high alpha values, a random draw from a normal distribution with
a mean equal to alpha and a variance equal to alpha is used, This can be
implemented with a conditional statement to automatically select the
appropriate distribution,

Calculate Probabilities: Once valid numerical draws are obtained for each
transition (either from the gamma or substituted normal distribution), the
corresponding probability for each transition is calculated, This is done by
dividing each individual draw by the sum of all the draws for that set of
transitions, This normalization step ensures that all calculated probabilities are
within the range of 0 to 1 and that their sum equals 1, thus forming your first
Dirichlet distribution,
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4. Repeat for Additional Transition Sets: This three-step procedure can then be
repeated for other sets of probabilities associated with different states or
transition scenarios (e,g,, for four probabilities associated with State A),

Table 46, Overview of parameters in the PSA
Point Lower Upper Probability

Input parameter

estimate bound bound distribution

AE number of events Obinutuzumab

Acute kidney injury - - - Log-normal
COVID-19 - - - Log-normal
COVID-19 pneumonia - - - Log-normal
Gastroenteritis - - - Log-normal
Hypertension - - - Log-normal
Infusion related reaction - - - Log-normal
Intervertebral disc disorder - - - Log-normal
Large intestinal stenosis - - - Log-normal
Neutropenia - - - Log-normal
Pneumonia - - - Log-normal
Small intestinal obstruction - - - Log-normal
Urinary tract infection - - - Log-normal
AE number of events MMF
Acute kidney injury - - - Log-normal
Gastroenteritis - - - Log-normal
Hypertension - - - Log-normal
Nephrotic syndrome - - - Log-normal
Pneumonia - - - Log-normal
Urinary tract infection - - - Log-normal
Cholecystitis N N N Log-normal
Pain in extremity - - - Log-normal

Utilities - Obinutuzumab
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CKD_1 3b_AD - - - Beta
CKD_1 3b_PR - - - Beta
CKD_1 3b_CR - - - Beta
Utilities - MMF
CKD_1 3b_AD - - - Beta
CKD_1 3b_PR - - - Beta
CKD_1 3b_CR - - - Beta
Utility value for all treatments
CKD4: Complete Response - - - Beta
CKD4: Partial Response - - - Beta
CKD4: Active Disease - - - Beta
CKD5: Dialysis - - - Beta
CKD5: Transplant - - - Beta
Various
Age 42,00 21,42 62,58 Normal
Body weight 67,28 46,70 87,86 Normal
Treatment duration 6,00 4,82 7,18 Normal
Transition probabilities Obi+mmf+pds
Obi+mmf+pds CKD_1_3b_AD to [ N/A N/A Dirichlet
CKD_1_3b_AD
Obi+mmf+pds CKD_1_3b_AD to [ N/A N/A Dirichlet
CKD_1_3b_PR
Obi+mmf+pds CKD_1_3b_AD to [ N/A N/A Dirichlet
CKD_1_3b_CR
Obi+mmf+pds CKD_1_3b_AD to [ N/A N/A Dirichlet
CKD_4_AD
Obi+mmf+pds CKD_1_3b_PR to [ N/A N/A Dirichlet
CKD_1_3b_AD
Obi+mmf+pds CKD_1_3b_PR to [ N/A N/A Dirichlet
CKD_1_3b_PR
Obi+mmf+pds CKD_1_3b_PR to [ N/A N/A Dirichlet
CKD_1_3b_CR
Obi+mmf+pds CKD_1_3b_CR to [ N/A N/A Dirichlet
CKD_1_3b_AD
Obi+mmf+pds CKD_1_3b_CR to [ N/A N/A Dirichlet
CKD_1_3b_PR
Obi+mmf+pds CKD_1_3b_CR to [ N/A N/A Dirichlet
CKD_1_3b_CR
obi+mmf+pds CKD_4_ADto CkD_4_AD |} N/A N/A Dirichlet
obi+mmf+pds CkD_4_ADto ckD_5_ D [l N/A N/A Dirichlet
Obi+mmf+pds CKD_5_D to CKD_5_D [ ] N/A N/A Dirichlet
Obi+mmf+pds CKD_5_D to CKD_5_T [ N/A N/A Dirichlet
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Obi+mmf+pds CKD_5_T to CKD_5_D
Obi+mmf+pds CKD_5 TtoCKD_5 T

Transition probabilities mmf+pds

mmf+pds CKD_1 _3b_AD to
CKD_1_3b_AD

mmf+pds CKD_1_3b_AD to
CKD_1_3b_PR

mmf+pds CKD_1_3b_AD to
CKD_1_3b_CR

mmf+pds CKD_1_3b_AD to CKD_4_AD

mmf+pds CKD_1_3b_PR to
CKD_1_3b_AD

mmf+pds CKD_1 3b_PRto
CKD_1 3b_PR

mmf+pds CKD_1_3b_PR to
CKD_1_3b_CR

mmf+pds CKD_1 3b_CRto
CKD_1 3b_AD

mmf+pds CKD_1 3b_CRto
CKD_1_3b_PR

mmf+pds CKD_1 3b_CRto
CKD_1 3b_CR

mmf+pds CKD_4_AD to CKD_4_AD

mmf+pds CKD_4_AD to CKD_5_D
mmf+pds CKD_5 Dto CKD_5 D
mmf+pds CKD_5 DtoCKD_5_T
mmf+pds CKD_5 Tto CKD_5_D
mmf+pds CKD_5 TtoCKD_5_ T

mmf+pds CKD_1_3b_AD to
CKD_1_3b_AD

N/A
N/A

N/A
N/A
N/A

N/A
N/A

N/A
N/A
N/A
N/A
N/A

N/A
N/A
N/A
N/A
N/A
N/A
N/A

N/A
N/A

N/A
N/A
N/A

N/A
N/A

N/A
N/A
N/A
N/A
N/A

N/A
N/A
N/A
N/A
N/A
N/A
N/A

Dirichlet
Dirichlet

Dirichlet

Dirichlet

Dirichlet

Dirichlet
Dirichlet

Dirichlet

Dirichlet

Dirichlet

Dirichlet

Dirichlet

Dirichlet
Dirichlet
Dirichlet
Dirichlet
Dirichlet
Dirichlet
Dirichlet
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Appendix H. Literature searches
for the clinical assessment

H.1 Efficacy and safety of the intervention and comparator(s)

This application is based on the head-to-head study, REGENCY (CA41705), which
compares obinutuzumab with placebo for the treatment of patients with ISN/RPS 2003
Class lll or IV lupus nephritis treated with standard-of-care therapy consisting of MMF
and glucocorticoids,

According to Danish treatment guidelines for LN, MMF plus prednisone is used as
standard treatment for patients with LN, The treatment used in the REGENCY trial is very
much in line with the current guidelines, MMF plus prednisone is considered a relevant
comparator, and a literature review has not been conducted and thus this appendix is
not applicable,

Table 47 Bibliographic databases included in the literature search

Database Platform/source Relevant period for the  Date of search

search completion

Abbreviations:

Table 48 Other sources included in the literature search

Source name Location/source Search strategy Date of search

Abbreviations:

Table 49 Conference material included in the literature search

Conference Source of Search strategy Words/terms Date of search

abstracts searched

H.1.1  Search strategies
N/A

Table 50 of search strategy table for [name of database]

No, Query Results

#1

H.1.2 Systematic selection of studies
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Table 51 Inclusion and exclusion criteria used for assessment of studies

Clinical Inclusion criteria Exclusion criteria Changes, local

effectiveness adaption

Population

Intervention

Comparators

Outcomes

Study
design/publication
type

Language
restrictions

Table 52 Overview of study design for studies included in the analyses

Study/ID Aim Study Patient Interven- Primary Secondary
design population tion and outcome outcome
compara- and follow- and follow-

tor up period up period
(sample
size (n))

Study 1

H.1.3 Excluded fulltext references

N/A

H.1.4 Quality assessment

N/A

H.1.5 Unpublished data

N/A
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Appendix I. Literature searches
for health-related quality of life

[.1 Health-related quality-of-life search

This application is based on the head-to-head study, REGENCY (CA41705), which
compares obinutuzumab with placebo for the treatment of patients with ISN/RPS 2003
Class lll or IV lupus nephritis treated with standard-of-care therapy consisting of MMF
and glucocorticoids,

According to Danish treatment guidelines for LN, MMF plus prednisone is used as
standard treatment for patients with LN, The treatment used in the REGENCY trial is very
much in line with the current guidelines, MMF plus prednisone is considered a relevant
comparator, and a literature review has not been conducted and thus this appendix is
not applicable,

Table 53 Bibliographic databases included in the literature search

Database Platform Relevant period for the search Date of search

completion

Abbreviations:

Table 54 Other sources included in the literature search

Source name Location/source Search strategy Date of search

Table 55 Conference material included in the literature search

Conference Source of Search strategy Words/terms Date of search

abstracts searched

1.1.1 Search strategies
N/A

Table 56 Search strategy for [name of database]

No, Query Results

#1 88244
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Literature search results included in the model/analysis:

N/A

1.1.2

N/A

1.1.3

N/A

Quality assessment and generalizability of estimates

Unpublished data
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Appendix J. Literature searches for
input to the health economic model

J.1 External literature for input to the health economic model

J.1.1  Systematic literature review for economic input

Roche commissioned a systematic literature review (SLR) to identify and compare
economic, cost, and health outcomes in lupus nephritis (LN), with a specific interest in
data from adult patients with International Society of Nephrology/Renal Pathology
Society (ISN/RPS) Class llI/IV £V LN, This report details the methodology and results of
the economic SLR, with the intention of supporting the development of an economic
model and submission of obinutuzumab in patients with Class 11l/IV £V LN for health
technology assessment (HTA), initially to the National Institute for Health and Care
Excellence (NICE) in England and Wales, with submission to additional HTA bodies
subsequently anticipated, A clinical SLR has also been conducted in conjunction with this
economic review and a separate report detailing the methods and findings of the review
is available, as well as a network meta-analysis (NMA) feasibility assessment,

For this economic SLR, bibliographic database searching was performed (24 June 2024)
alongside searches of conference proceedings, trial registries, HTA/regulatory body
websites, additional websites to identify records of interest, All searches were conducted
between 30" May and 24" June 2024, 2,661 records were retrieved from the
bibliographic databases following removal of duplicates, Following primary
(title/abstract) screening, 685 records were included for secondary (full-text) review, of
which 123 were considered relevant for inclusion against the specified
inclusion/exclusion criteria (population, intervention, comparator(s), outcomes, study
design/publication type [PICOS]) criteria, A further 12 records were included from
supplementary searches, resulting in an evidence base including 135 records across the
three economic components,

An update to the economic SLR was conducted in 2025, with bibliographic database
searching performed on 3™ March 2025, alongside searches of the same conference
proceedings, trial registries, HTA/regulatory body websites, and additional websites as
the original SLR, 232 records were retrieved from the bibliographic databases following
removal of duplicates, Following primary (title/abstract) screening, 35 records were
included for secondary (full-text) review, of which 4 were considered relevant for
inclusion against the specified inclusion/exclusion criteria, One further record was
included from supplementary searches, resulting in 5 additional records identified in the
update, and 140 records included across the three economic components for both the
original and SLR update,
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The included records (n=140) represented 20 economic evaluations, 93 reporting
healthcare costs and/or resource use data, and 54 reporting health-related quality of life
(HRQol) data and/or health state utility values (HSUVs), The majority (n=104/140) did
not report the percentage of patients that were ISN/RPS Class I11/IV £V LN (population of
interest), Just over half of the included records (n=79/140) had a primary focus on LN
patients, whereas a large proportion of studies related to systemic lupus erythematosus
(SLE) more generally, with patients having renal involvement/LN,

Considering a further review of the included economic records in relation to the decision
problem of supporting an HTA submission to NICE and development of an economic
model, 16 records were identified as being of most relevance, These records consisted of
one record for economic evaluations (104), two records relevant to all components (105,
106), one record for healthcare cost and/or resource use (107), and 14 records for HSUVs
(108-119),

Following prioritisation of included records, only half of the HSUV studies (n=7/14)
elicited utility values, and the remaining studies sourced utilities from published
literature, Disutility values were reported by very few studies and when reported, were
not specific to SLE/LN patients, This highlights that there is a paucity of utility data in the
relevant population of ISN/RPS Class III/IV +V LN,

Only three cost and/or resource use studies were deemed relevant, however, the
population from which cost and/or resource use data was obtained was unclear in the
majority of these studies (n=2/3), As a result, there is uncertainty on the generalisability
of this data to the relevant population of Class Ill/IV +V patients,

Only three economic evaluations (EEs) represented a UK population; of those, two of the
three were recent HTA submissions from 2023 assessing voclosporin plus mycophenolate
mofetil (MMF) versus a variety of comparators, Both applied a Markov model over a
lifetime horizon from a UK (England and Wales/Scottland) National Health Service (NHS)
perspective, with health states defined by level of chronic kidney disease (CKD), to
estimate the cost effectiveness of voclosporin, The third EE considered relevant to the
decision problem compared MMF with intravenous cyclophosphamide (IVC) and used a
simulation (time to event) model with less than a year time horizon, It was also dated,
being a 2007 publication with the analysis based on 2005 costs/inputs, All EEs were
generally conducted in the population of interest; however, pure Class V patients were
also included in all, It is expected that the HTAs will be the most useful source of
evidence to inform data gaps in an economic model, as these are the most recent
publications identified relevant to a UK population and provide a comprehensive
overview of what has been submitted to UK HTA bodies to date, though any limitations
of the data identified should be considered prior to inclusion in a model,

In conclusion, although a large number of records identified economic evidence, a
paucity of evidence was found for the ISN/RPS Class 1lI/IV 2V LN population, There is
potential to use data from similar or proxy LN populations such as those also including
pure Class V patients, or even broader LN populations, but the generalisability to the
population of interest would need to be considered, HRQoL data are collected in the
REGENCY study of obinutuzumab using the EQ-5D-5L, so it is expected that these data
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would be the primary source of HRQoL data for inclusion within the economic model,
though both sources would likely need to be mapped to the EQ-5D-3L for HTA and the
suitability of using this data, alongside the generalisability to the overall population,
assessed, Recent EEs conducted from a UK perspective generally support the use of a
Markov model with a lifetime horizon, though there was no clear consensus on cycle
length based on data reported, though the NICE voclosporin HTA applied 6-monthly
cycles, It may be useful to consider other recently published EEs identified in other
countries to compare similarities/differences between the model structures applied
compared with the UK HTAs,

J.1.1.1 Information sources for searches

Searches for the original SLR were performed between 30" May and 24" June 2024, with
updated searches performed between 24 February and 3" March 2025, All searches
were undertaken according to published SLR methods of the Cochrane Collaboration
(120) and the CRD (York, UK) (121) to reduce the risk of bias and error,

Bibliographic database searches were conducted in relevant databases of published
research, with a single search strategy designed to identify evidence across all three
economic components (economic evaluations, healthcare costs and/or resource use,
HRQoL and HSUVs),

Alongside bibliographic database searches, relevant conference proceedings were
searched either via the bibliographic databases or through hand-searching, Additional
hand-searching was also conducted to identify economic data reported on global/HTA
regulatory body websites, additional websites/sources of information, and through
reference-tracking of systematic reviews,

The following sources were searched to identify relevant publications:

e  Electronic bibliographic databases

e Conference proceedings (automatically identified in the bibliographic database
searches or hand-searched)

e Global HTA/regulatory bodies

e Additional websites/sources of information

e Reference lists of publications (specifically including SLRs identified from the
bibliographic databases)

Table 57 Bibliographic databases

Database/information Interface/website URL Date of Date of
source original update
search search
Embase®, 1974 to http://ovidsp,ovid,com/Cochrane 24th June 3rd March
present Library/Wiley 2024 2025
MEDLINE®, 1946 to http://ovidsp,ovid,com/Cochrane 24th June 3rd March
present, including: Library/Wiley 2024 2025

. MEDLINE Epub
Ahead of Print
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Database/information Interface/website URL Date of Date of

source original update
search search

. MEDLINE In-
Process & Other Non-
Indexed Citations

. MEDLINE Daily

Evidence-Based http://ovidsp,ovid,com/Cochrane 24th June 3rd March
Medicine (EBM) Library/Wiley 2024 2025 — DARE,
Reviews, HTA
incorporating: database,
and NHS EED
. Cochrane
were not

Central Register of

Controlled Trials searched for

the update as

(CENTRAL) the databases
. Cochrane are no longer
Database of maintained
Systematic Reviews and will not
(CDSR) have been

o Database of updated since
Abstracts of Reviews the.orlglnal
of Effects (DARE) review
(1991-2015)

. HTA database

(2001-2016)

. National Health

Service Economic

Evaluation Database

(NHS EED) (1995—

2015)

Econlit, 1886 to Ovid/www,embase,com 24t June 3rd March
present 2024 2025

Abbreviations: CDSR, Cochrane Database of Systematic Reviews; CENTRAL, Cochrane Central Register of
Controlled Trials; DARE, Database of Abstracts of Reviews of Effects; EBM, Evidence-Based Medicine; HTA,
health technology assessment; NHS EED, National Health Service Economic Evaluation Database,

Table 58, Conference proceedings

Conference name Interface/website Date of Date of
original update

search search
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http://ovidsp.ovid.com/OvidSP

International
Society for
Pharmacoeconomi
cs and Outcomes
Research (ISPOR;
Europe and US)

Health Technology
Assessment
International
(HTAI)

International
Health Economics
Association (IHEA)

American College
of Rheumatology
(ACR)
Convergence

American Society
of Nephrology
(ASN)

ISPOR Europe — indexed in Embase (2021-2023);
2024 conference scheduled for late 2024, so
abstracts were unavailable during search period

2021: Value in Health, Volume 24, Issue 12, S2
(December 2021)

2022: Value in Health, Volume 25, Issue 125
(December 2022)

2023: Value in Health, Volume 26, Issue 11, S2
(December 2023)

ISPOR US - pre-2024 indexed in Embase (2021—
2023), 2024 ISPOR US conference hand-searched

2021: Value in Health, Volume 24, Issue 5, S1 (May
2021)

2022: Value in Health, Volume 25, Issue 6, S1 (June
2022)

2023: Value in Health, Volume 26, Issue 6, S2 (June
2023)

2024: Value in Health, Volume 27, Issue 6, S1 (June
2024)

https://htai,org/annual-meetings/

2022 and 2023 conferences hand-searched

2021 conference proceedings abstract book
unavailable (online link did not work)

2024 conference scheduled for June 2024 and
abstracts were unavailable during search period

https://healtheconomics,org/congress/

(biennial conference)

2021 and 2023 conferences hand-searched

https://acrabstracts,org/meetings-archive/

Pre-2023 indexed in Embase

2023 conference hand-searched
https://acrabstracts,org/meetings/acr-

convergence-2023/

2024 conference scheduled for late 2024, so
abstracts were unavailable during search period

Kidney Week

Journal of the American Society of Nephrology,
Kidney Week Abstract Supplement

https://www,asn-
online,org/education/kidneyweek/archives/

Indexed in Embase

30th May
2024
(hand-
searching
); 24th
June
2024
(Embase)

30th May
2024

30th May
2024

30th May
2024
(hand-
searching
); 24th
June
2024
(Embase)

24th June
2024

Europe:
3rd
March
2025
(Embase)

US: 2024
event
captured
in
original
searches

3rd
March
2025
(Embase)

No 2024
event to
search

26th
February
2025

3rd
March
2025
(Embase)
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https://htai.org/annual-meetings/
https://healtheconomics.org/congress/
https://acrabstracts.org/meetings-archive/
https://www.asn-online.org/education/kidneyweek/archives/
https://www.asn-online.org/education/kidneyweek/archives/

European Renal
Association (ERA)

European Alliance
of Associations for
Rheumatology
(EULAR)

International
Congress on
Systemic Lupus
Erythematosus
(ICSLE)

https://www,era-online,org/events/ 30th May

2024

Nephrology Dialysis Transplantation

2021-2024 conferences hand-searched

2021: Nephrology Dialysis Transplantation, Volume

36, Issue Supplement_1, May 2021;

https://academic,oup,com/ndt/issue/36/Suppleme

nt 1

2022: Nephrology Dialysis Transplantation, Volume

37, Issue Supplement_3, May 2022;

https://academic,oup,com/ndt/issue/37/Suppleme

nt 3

2023: Nephrology Dialysis Transplantation, Volume

38, Issue Supplement_1, June 2023;

https://academic,oup,com/ndt/issue/38/Suppleme

nt 1

2024: Nephrology Dialysis Transplantation, Volume

39, Issue Supplement_1, May 2024;

https://academic,oup,com/ndt/issue/39/Suppleme

nt 1

https://congress,eular,org/about,cfm 30th May
2024

Annals of the Rheumatic Diseases

2022-2023 conferences hand-searched

2021 conference proceedings abstract book

unavailable (table of contents only)

2024 conference scheduled for June 2024 and

abstracts were unavailable during search period

2021: Annals of the Rheumatic Diseases, Vol, 80,

Issue Suppl 1;

https://ard,bmj,com/content/80/Suppl 1

2022: Annals of the Rheumatic Diseases, Vol, 81,

Issue Suppl 1;

https://ard,bmj,com/content/81/Suppl 1

2023: Annals of the Rheumatic Diseases, Vol, 82,

Issue Suppl 1;

https://ard,bmj,com/content/82/Suppl 1

(biennial conference) 30th May
2024

2021 and 2023 conferences hand-searched
2021: https://lupus2021,kenes,com

2023: https://www,lupus-kcr2023,org/; Lupus
Science & Medicine, Volume 10, Suppl 1;
https://lupus,bmj,com/content/10/Suppl 1

2024
event

captured

in
original

searches

3rd
March
2025

(Embase)

No 2024
event to

search
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https://www.era-online.org/events/
https://congress.eular.org/about.cfm

Pan American
League of
Associations for
Rheumatology
(PANLAR)

European Lupus
Society (SLEuro)

Annual meeting of
Lupus Academy

World Congress of
Nephrology
(WCN)

https://congreso-panlar,com/en 30th May
2024

Journal of Clinical Rheumatology
2021-2024 conferences hand-searched

2021: Journal of Clinical Rheumatology, Volume 27
Issue 55

2022: Journal of Clinical Rheumatology, Volume 28
Supplement 1

2023: Journal of Clinical Rheumatology, 29(4
Supplement 1)

2024.
https://globalrheumpanlar,org/articulo/abst
racts-panlar-2024-2008

https://sleuro,org/past-meetings/ 30th May
2024

(biennial conference)
Lupus Science & Medicine Journal
2022 and 2024 conferences hand-searched

2022: Lupus Science & Medicine, Vol 9, Suppl 2;
https://lupus,bmj,com/content/9/Suppl 2

2024: Lupus Science & Medicine, Vol 11, Suppl 1;
https://lupus,bmj,com/content/11/Suppl 2

https://lupus-academy,org/library/abstract-books 24t June

2024
Lupus Science & Medicine Journal
Indexed in Embase
https://www,theisn,org/wcn/ 24t June
2024

https://www,kireports,org/issues

Indexed in CENTRAL database

Table 59, Global HTA Bodies searched

National Institute
for Health and Care

Excellence (NICE)
[England & Wales]

Scottish Medicines
Consortium (SMC)
[Scotland]

Canadian Agency for
Drugs and
Technologies in
Health (CADTH)
(now Canada’s Drug
Agency [CDA-AMC]),

Interface/website Date of Date of update search

original search

https://www,nice, 17%"June 2024 24t February 2025
org,uk/

https://www,scott 17t June 2024 24t February 2025

ishmedicines,org,
uk

2024
event
captured
in
original
searches

2024
event
captured
in
original
searches

3rd
March
2025
(Embase)

3rd
March
2025
(CENTRA
L)
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https://congreso-panlar.com/en
https://sleuro.org/past-meetings/
https://lupus-academy.org/library/abstract-books
https://www.theisn.org/wcn/
https://www.kireports.org/issues

including the pan-
Canadian Oncology
Drug Review
(pCODR) [Canada]

Institut national https://www,c 17"June 2024 24 February 2025

d'excellence en
adth,ca/

santé et en services

sociaux (INESSS) (website now
[Canada] https://www,cda-
amc,ca)
Pharmaceutical https://www,iness 17t June 2024 24t February 2025

Benefits Advisory s,ac,ca/en/home,
Committee (PBAC) html

[Australia]

Haute Autorité de https://www,pbs, 17t June 2024 24t February 2025
Santé (HAS) [France] gov,au/pbs/home

Institute for Quality  https://www,has- 17t June 2024 24t February 2025

and Efficiency in sante,fr/
Health Care (IQWiG)
[Germany]

Institute for Clinical ~ https://www,igwi  17% June 2024 24" February 2025

and Economic g.de/
Review [US]
European Medicines  https://icer- 17t June 2024 24t February 2025

Agency (EMA) [EU review,org/

regulatory]

U,S, Food and Drug https://www,ema, 17t June 2024 24t February 2025
Administration (FDA) europa,eu/en
[US]

https://www,fda,g 17t June 2024 24t February 2025
ov/

Abbreviations: CADTH, Canadian Agency for Drugs and Technologies in Health; CDA-AMC, Canada’s Drug
Agency; EMA, European Medicines Agency; EU, European Union; FDA, Food and Drug Administration; HAS,
Haute Autorité de Santé; HTA, health technology assessment; INESSS, Institut national d'excellence en santé et
en services sociaux; IQWiG, Institute for Quality and Efficiency in Health Care; NICE, National Institute for
Health and Care Excellence; PBAC, Pharmaceutical Benefits Advisory Committee; pCODR, pan-Canadian
Oncology Drug Review; SMC, Scottish Medicines Consortium,

Table 60, Additional sources

Source nhame Interface/website Date of original Date of update

search search
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EuroQol website https://euroqol,org/ 30th May 2024 26t February

2025
CEA registry https://cear,tuftsmedicalcenter,org/ 30t May 2024 26t February
2025
RePEc website https://econpapers,repec,org/ 30th May 2024 26t February
(EconPapers) 2025
International https://database,inahta,org/ 30th May 2024 26t February
Network of 2025
Agencies for
Health Technology
Assessment
(INAHTA)
International HTA
database
National Institute  https://www,nihr,ac,uk/ 30th May 2024 26t February
for Health 2025

Research (NIHR)

Abbreviations: CEA, cost-effectiveness analysis; HTA, health technology assessment; INAHTA, International
Network of Agencies for Health Technology Assessment; NIHR, National Institute for Health and Care Research;
RePEc, Research Papers in Economics,

J.1.1.2 Prisma Diagram

Abbreviations: CDSR, Cochrane Database of Systematic Reviews; CENTRAL, Cochrane Central Register of
Controlled Trials; HSUV, health state utility value; HTA, health technology assessment; PRISMA, Preferred
Reporting Items for Systematic Reviews and Meta-Analyses; SLR, systematic literature review,

T Included articles may be relevant to more than one economic component (cost effectiveness, healthcare cost
and/or resource use, HSUV),

¥ Duplicates included publications that were identified in the original review that were not deduplicated in
KiaKia due to the update being run as a separate review,

J.1.2 Targeted literature search for transition probabilities across CKD stages to
inform an Economic Model

Objectives

The objective of this targeted literature review (TLR) was to identify and summarize
evidence on probabilities of chronic kidney disease (CKD) stage transitions, response
rates to treatment, and mortality risks by CKD stage, specifically to inform an economic
model evaluating the cost-effectiveness of obinutuzumab in lupus nephritis (LN),

A targeted search strategy using artificial intelligence-enabled searches and expert
human oversight was conducted, Relevant studies published since 2015 were identified
from key regions including the United States (US), Canada, the United Kingdom (UK),
Germany, Italy, France, Spain, and Australia, The review included two main types of
evidence sources: economic evaluations (published and HTA-submitted cost-
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effectiveness analyses) and real-world observational cohort studies, Extracted outcomes
encompassed CKD progression probabilities, renal response rates (complete and partial),
and mortality probabilities from various CKD stages,

Methods

A targeted search strategy using artificial intelligence-enabled searches and expert
human oversight was conducted, Relevant studies published since 2015 were identified
from key regions including the United States (US), Canada, the United Kingdom (UK),
Germany, Italy, France, Spain, and Australia, The review included two main types of
evidence sources: economic evaluations (published and HTA-submitted cost-
effectiveness analyses) and real-world observational cohort studies, Extracted outcomes
encompassed CKD progression probabilities, renal response rates (complete and partial),
and mortality probabilities from various CKD stages,

Results

Eleven economic evaluations (85, 86, 122-130) were identified, including eight LN-
specific analyses (4 HTAs (85, 124, 126, 127) and 4 publications (86, 122, 123, 125)) and
three broader CKD-focused studies (1 HTA (130), 1 SLR (86), 1 risk-prediction model
(129)), Most economic models adopted a Markov cohort (85, 122, 124-128, 130) or
hybrid Markov-partitioned-survival structure (85, 124, 128) and compared interventions
such as voclosporin (122, 125, 126, 128), belimumab (85, 124, 127), dapagliflozin (130),
and mycophenolate mofetil (MMF) (122),

Only the economic evaluations analysing LN patients reported inputs for partial and
complete renal response (CRR), given the response-based health states used in these
studies (85, 124-126, 128), The response data were derived from the pivotal trials of the
LN treatments but were not stratified by CKD stages, The NICE submission of voclosporin
(125) used a zero probability of complete and partial response for the cohort in CKD
stage 3b-4, citing a lack of data, Short-term complete renal response rates at one year
were comparable across trials, while heterogeneity was observed in 1-year partial
response rates,

The evidence available from the economic evaluations to inform the transition
probability from CKD stages 1-3b to CKD stage 4 and from CKD stage 4 to CKD stage 5
was scattered, Early-stage transitions are mainly available from the general-CKD
population (86, 130) while LN-specific data are available only from the voclosporin NICE
HTA (125) (sourced from expert elicitation, citing lack of published data to inform these
transitions),

In terms of all-cause mortality, two LN models (85, 124) rely on observed deaths in their
respective trial populations; a third LN study (122) overlays trial survival with registry-
based dialysis hazards; and three CKD-focused sources (86, 129, 130) contribute stage-
specific death rates for the general CKD population, Significant variability was noted,
highlighting uncertainty and the need for careful calibration in economic modelling, One
study (122) applied an explicit LN-specific multiplier (age-adjusted hazard ratio),
underscoring the paucity of disease-specific survival data outside stage 5, Lupus-related
death by remission and relapse status was reported by only one study (122),
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Eleven observational cohort studies were reviewed population (44, 131-140), of which
four examined the LN population (131-134) while the remaining seven examined the CKD
population (44, 135-140), These studies were primarily retrospective analyses leveraging
registry or administrative data,

Only one real-world study reported kidney function trajectories in LN (132), and three in
the broader CKD population (44, 136, 138), LN data were informed by the US Medicaid
cohort that recorded an all-stage ESRD incidence of 14,3% over 3,1 years (132),
Collectively, the studies consistently demonstrated a consistent rise in progression risk
with advancing baseline CKD stage, but absolute risks—particularly for early-stage
transitions to ESRD—varied two- to ten-fold, indicating moderate cross-study
heterogeneity,

None of the studies reported data on partial or CS in patients with LN or CKD,

Eight out of 11 real-world cohort studies (four in LN (131-134) and four in the CKD
population (44, 135, 136, 140)) reported mortality outcomes drawn almost exclusively
from national or regional renal registries, Directionally, the evidence consistently showed
high mortality associated with dialysis, whereas kidney transplantation significantly
improved survival, However, absolute risks varied two- to threefold, indicating moderate
heterogeneity across studies,

Implications for Economic model

This targeted review identified critical evidence gaps for the economic modelling of
obinutuzumab in LN, In particular, LN-specific progression data from early CKD stages to
stage 4 remain scarce, necessitating reliance on general CKD data, The durability of long-
term renal responses beyond the initial few years also remains uncertain due to the
limited follow-up duration in available trials, Additionally, the transition from CKD stage
4 to dialysis carries significant model leverage, warranting further validation through
structured expert elicitation or additional real-world analyses, Given the heterogeneity
observed in transition and mortality probabilities, the economic model for
obinutuzumab should incorporate robust sensitivity analyses and probabilistic
approaches to adequately address and quantify parameter uncertainty,
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Appendix K. MSM model used to
estimate transitions from CKD1-3b
CR and PR

This section describes how transitions are calculated from CKD 1-3b CR and PR towards
other health states where a multi state Markov model is used,

This analysis uses data from the REGENCY study, where individuals with lupus nephritis
were assessed at Week 24, Week 50, and Week 76, We used the msm package in R
(version 4,4,3) to model transitions between four distinct health states:

e Active Disease (AD)

e Complete Renal Response (CRR)

e Partial Renal Response (PRR), exclusive of CRR
e Death (an absorbing state)

All individuals began in the Active Disease state at baseline, The exact date of death was
known for the few patients who died,

The analysis included _ (pooled analysis with patients from both
treatment arms), The number of post-baseline observations per patient was:

Following the REGENCY study's protocol for handling intercurrent events, individuals
who died or discontinued the study were classified as non-responders_

The tables below show the observed frequencies of transitions between states for all
patients, i,e, both treatments arms, The states are numbered as follows: 1=AD, 2=CRR,
3=PRR, 4=Death,

Table 61, Overall Transition Counts

From To: AD (1) To:CRR(2) To:PRR(3) To: Death (4)
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crr(2) W | i i
PRR (3) H [ | [ | i

Using the msm package, the 6-month transition probability matrices were estimated,
The values represent the probability of moving from a state in a given row to a state in a
given column over a 6-month period,

Table 62, Overall 6-Month Transition Probabilities

To:AD (1) To:CRR(2) To:PRR(3) To: Death (4)

o1 [H N N
cr2) [ N I N
rriz) [ I T N
peath (4) [N TN N N

Appendix L. HSUVs Model
selection
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Appendix M. Health state frequencies

Table 63 provides an overview of the frequencies of resource usage for the model’s respective health states, These can also be identified from the Excel model
within the sheet “Supportive Care Costs”,

Table 63, Disease management frequencies

CKD_1.3b_CR  CKD_1_3b_PR  CKD_1_3b_AD CKD_4_CR CKD_4_PR CKD_4_AD CKD_5_D

One Recurren One Recurren One Recurren One Recurren One Recurren One Recurren One Recurren Cost Cost of
off t Costs off t Costs off t Costs off t Costs off t Costs off t Costs off t Costs  of first third

cost cost cost cost cost cost cost plus and
secon followin
d g cycles
cycle
Nurse visit 1 1 4 2 6 3 2 2 4 3 6 3
Specialist visit 1 1 4 2 6 3 2 2 4 3 6 3 6 3
Psychologist 6 2
Kidney biopsy 1
Urinalysis (includes 2 2 7 4 1 6 4 4 8 5 1 6
eGFR, serum albumin, 2 2
proteinuria and
urinary sediment)
Complete blood 2 2 7 4 1 6 4 4 8 5 1 6
count 2 2
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Serum
immunoglobulin
measurement

Antibody tests

Chronic infection
screening

Cholesterol and
lipid monitoring

Anti-dsDNA and C3
and C4 level
monitoring

Dialysis

Initial assessment
for kidney transplant

Waiting list clinic
attendance (pre-
transplant)

Kidney
transplantation

Post-kidney
transplantation, year
1

Post-kidney
transplantation, year
2+
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Vitamin D
supplements

ESAs and EPO

Phosphate binders

ACEl or ARB

Anti-hypertensive
medication

Ultrasound

Echocardiogram
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