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Instructions for companies

This is the template for submission of evidence to the National Institute for Health
and Care Excellence (NICE) as part of the single technology appraisal (STA)
process. Please note that the information requirements for submissions are
summarised in this template; full details of the requirements for pharmaceuticals and

devices are in the user guide.

This submission must not be longer than 150 pages, excluding appendices and the

pages covered by this template. If it is too long it will not be accepted.

Companies making evidence submissions to NICE should also refer to the NICE
guide to the methods of technology appraisal and the NICE guide to the processes

of technology appraisal.

In this template any information that should be provided in an appendix is listed in

a box.

Highlighting in the template (excluding the contents list)

Square brackets and grey highlighting are used in this template to indicate text that
should be replaced with your own text or deleted. These are set up as form fields, so
to replace the prompt text in [grey highlighting] with your own text, click anywhere

within the highlighted text and type. Your text will overwrite the highlighted section.
To delete grey highlighted text, click anywhere within the text and press DELETE.

Grey highlighted text in the footer does not work as an automatic form field, but
serves the same purpose — as prompt text to show where you need to fill in relevant
details. Replace the text highlighted in [grey] in the header and footer with
appropriate text. (To change the header and footer, double click over the header or

footer text. Double click back in the main body text when you have finished.)
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B.1. Decision problem, description of the technology and

clinical care pathway

B.1.1. Decision problem

This submission covers the technology’s full anticipated marketing authorisation for

this indication. Further details are provided in the decision problem summary

presented in Table 1.
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Table 1: The decision problem

Final scope issued by NICE

Population

Adults with relapsed or refractory
non-Hodgkin lymphoma

Decision problem addressed in
the company submission

Rationale if different from the final
NICE scope

The anticipated marketing authorisation
for axicabtagene ciloleucel is for the
treatment of

As such, this submission is focused on
FL, a subtype of indolent non-Hodgkin
lymphoma, and specifically on FL
patients who have received three or
more prior lines of therapy (4L+
patients)

Intervention

Axicabtagene ciloleucel

Axicabtagene ciloleucel

Not applicable

Comparator(s)

Rituximab monotherapy

Rituximab in combination with
chemotherapy

Obinutuzumab with bendamustine
Lenalidomide with rituximab

Clinical management without
axicabtagene ciloleucel including
chemotherapy (such as
cyclophosphamide, fludarabine,
bendamustine or chlorambucil)

Best supportive care

Rituximab in combination with
chemotherapy

Obinutuzumab with
bendamustine

Lenalidomide with rituximab

Clinical management without
axicabtagene ciloleucel including
chemotherapy (such as
cyclophosphamide, fludarabine,
bendamustine or chlorambucil)

Rituximab monotherapy is only
recommended as an option for the
treatment of r/r FL when all alternative
treatments have been exhausted (that
is, if there is resistance to or intolerance
of chemotherapy). If it was being
considered for use in patients with r/r
FL after three or more lines of systemic
therapy, it would be reserved for
patients not fit enough to receive
intensive active treatment as is the
case for best supportive care, thereby
constituting a cohort of patients widely
considered not suitable or appropriate
for consideration of CAR T-cell therapy.
Indeed, clinical experts note that by the
time patients reach the 4L+ treatment
setting, they will have received
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rituximab monotherapy multiple times
and, thereby, additional rituximab
monotherapy would most likely be
ineffective in this setting.” Neither
rituximab monotherapy nor best
supportive care are therefore relevant
comparators for patients being
considered for axicabtagene ciloleucel

Of the other comparators listed, we
would expect obinutuzumab with
bendamustine and lenalidomide with
rituximab to typically be used earlier in
the treatment pathway than the 4L+
treatment setting. In addition, we would
expect that chemotherapy (clinical
management without axicabtagene
ciloleucel) would be used after the 4L+
setting, following approval of
axicabtagene ciloleucel. However, we
have considered these as part of a
blended comparator representing
current care in the decision problem

addressed.
Outcomes o Overall survival e Overall survival Health-related quality of life data were
e Progression-free survival e Progression-free survival not collected in ZUMA-5 and are
therefore informed by the existing
e Response rates o Response rates literature base
e Adverse effects of treatment o Adverse effects of treatment
o Health-related quality of life ¢ Health-related quality of life

Key: 4L+, fourth-line plus (three or more lines of prior therapy); CAR T-cell, chimeric antigen receptor T-cell; FL, follicular lymphoma; NICE, National
Institute for Health and Care Excellence; r/r, relapsed or refractory.
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B.1.2. Description of the technology being appraised

A description of axicabtagene ciloleucel (Yescarta® hereby referred to as axi-cel) is

presented in Table 2.

The draft Summary of Product Characteristics (SmPC) for the relapsed or refractory
(r/r) follicular lymphoma (FL [r/r FL]) indication is presented in Appendix C. The

European Public Assessment Report for this indication can be provided on receipt.

Axi-cel was the first in a breakthrough class of chimeric antigen receptor (CAR) T-
cell (CAR T-cell) therapies that are manufactured from patients’ own T-cells and
engineered ex vivo to express antigen-specific CAR, enabling them to target and kill
antigen-expressing tumour cells on return to the patient. The CAR construct used in
axi-cel is a single-chain antibody fragment directed against CD19 linked to CD3C and
CD28 T-cell activating domains; CD19 is a B-cell-specific cell surface antigen

ubiquitously expressed in B-cell malignancies, including FL.?

Axi-cel is given as a single infusion treatment. The timescale from collection of the
patient’s T-cells by leukapheresis, through transportation to the manufacturing

facility, product manufacture, and delivery to the clinical centre in Europe is typically

I

The axi-cel construct and mode of action is depicted in Figure 1. The manufacturing

and administration process for axi-cel is depicted in Figure 2.
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Table 2: Technology being appraised

UK approved name and brand name | Axicabtagene ciloleucel (axi-cel) (Yescarta)

Mechanism of action Axi-cel is an autologous anti-CD19 CAR T-cell product, that recognises and eliminates all CD19
expressing target cells, including B-cell malignancies and normal B-cells. To produce axi-cel,
patient T-cells are extracted via leukapheresis and activated with IL-2 and an anti-CD3 monoclonal
antibody (mAb), then transduced with the anti-CD19 CAR transgene-containing y-retroviral vector.
The structure of the anti-CD19 CAR construct comprises the following domains: an anti-human
CD19 single-chain variable region fragment (scFv); the partial extracellular domain and complete
transmembrane and intracellular signalling domains of human CD28, a lymphocyte co-stimulatory
receptor that plays an important role in optimising T-cell survival and function; and the cytoplasmic
portion, including the signalling domain, of human CD3(, a component of the T-cell receptor
complex.* The transduced T-cells are then expanded for several days in the presence of IL-2,
washed and cryopreserved to generate the anti-CD19 CAR T-cell product

The mechanism of action of axi-cel is shown in Figure 1. Following infusion of axi-cel into the
patient, the anti-CD19 region of axi-cel binds to CD19 and antigen expressed on the cell surface of
the target B-cell malignancies as well as normal B-cells. Following engagement with CD19-
expressing target cells, the CD3¢{ domain activates the downstream signalling cascade that leads
to T-cell activation, proliferation and acquisition of effector functions, such as cytotoxicity. The
intracellular signalling domain of CD28 provides a co-stimulatory signal that works in concert with
the primary CD3( signal to augment T-cell function, including IL-2 production.® Together, these
signals act in concert resulting in proliferation of the axi-cel CAR T-cells and apoptosis and
necrosis of the CD19 expressing target cells. In addition, activated T-cells secrete cytokines and
other molecules that can recruit and activate additional antitumour immune cells®

Marketing authorisation A FL variation was submitted to the EMA on 23 July 2021
CHMP opinion is expected in April 2022

The application for GB filing will be submitted in April 2022 for a marketing authorisation extension
of Yescarta to I

The anticipated date of marketing authorisation for this indication is ||| Gz

Axi-cel is already indicated for the treatment of adult patients with r/r diffuse large B-cell lymphoma
DLBCL and PMBCL, after two or more lines of systemic therapy
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Indications and any restriction(s) as | At least one dose of tocilizumab in the event of CRS and emergency equipment must be available

described in the SmPC prior to axi-cel infusion. The treatment centre must have access to an additional dose of
tocilizumab within 8 hours of each previous dose

Method of administration and Each patient specific single infusion bag of axi-cel contains a target dose of 2 x 108 CAR-positive

dosage viable T-cells per kg of body weight (range: 1 x 108 to 2 x 108, or maximum of 2 x 108 CAR-positive

viable T-cells for patients who are 100 kg and above) in approximately 68 mL dispersion. Axi-cel is
intended for autologous use only and must be administered in a qualified treatment centre by a
physician with experience in the treatment of haematological malignancies and trained in the
administration and management of patients treated with axi-cel. All patients will receive
lymphodepleting chemotherapy consisting of cyclophosphamide 500 mg/m? intravenous and
fludarabine 30 mg/m?intravenous on the 5", 4" and 3 day before axi-cel infusion. Premedication
with paracetamol 500—1,000 mg oral and diphenhydramine 12.5-25 mg intravenous or oral
approximately 1 hour prior to axi-cel infusion is also recommended

Additional tests or investigations Patients will be considered for axi-cel eligibility by a panel of expert clinicians following referral
from a specialist doctor, with treatment provided in one of the 12 CAR-T centres currently set up to
deliver CAR T-cell therapy across NHS England

Patients should be monitored for the first 10 days following infusion for signs and symptoms of
potential CRS, neurological events and other toxicities. After the first 10 days, the patient is to be
monitored at the physician’s discretion, but patients should remain within proximity of a qualified
clinical facility for at least 4 weeks following infusion

List price and average cost of a List price: £280,451
course of treatment Average cost of a course of treatment including leukapheresis, bridging therapy, conditionin
chemotherapy, acquisition (with PAS) and infusion and monitoring hospitalisation costs: ﬁ

Patient access scheme (if applicable) | [

Key: CAR, chimeric antigen receptor; CRS, cytokine release syndrome; DLBCL, diffuse large B-cell ymphoma; EMA, European Medicines Agency; FL,
follicular lymphoma; GB, Great Britain; NHS, National Health Service; SmPC, Summary of Product Characteristics; PMBCL, primary mediastinal large B-
cell lymphoma; r/r, relapsed or refractory; r/r FL, relapsed or refractory follicular lymphoma.
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Figure 1: Axi-cel anti-CD19 CAR construct and mode of action
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Figure 2: Process of manufacturing and administering axi-cel
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B.1.3.

treatment pathway

Health condition and position of the technology in the

B.1.3.1. Disease overview

Non-Hodgkin lymphoma (NHL) comprises a diverse group of cancers of the
lymphatic system.” Indolent NHL (iNHL) describes slower growing lymphomas of this
group; these lymphomas generally have longer survival times but are less likely to be
cured compared with faster growing lymphomas.” FL is the most common type of
iNHL that arises from B-lymphocytes (making it a B-cell malignancy) and accounts
for approximately 19% of all cases of NHL.8 ® It mainly affects adults over the age of
60, with no clear gender difference.® °® Diagnosis and monitoring of FL includes
assessment of several features that can help predict the likely disease course and
thus inform treatment decisions.® These include grading and staging of disease, and
risk categorisation based on demographic and basic disease characteristics;

classification systems specific to FL are summarised in Table 3.

Table 3: Classification systems for follicular lymphoma

centroblasts

groups/organ on both sides of diaphragm
Stage IV: bone marrow or distant organ

loss >10%, fever, drenching night sweats

WHO/REAL Cotswolds modified Ann Arbor FLIPI score

Grade 1: 0-5 | Stage I: single lymph node group or Factors (1 point for each
centroblasts organ variable present):

Grade 2: 6-15 | Stage II: multiple lymph node e Age >60 years
centroblasts groups/organ on same side of diaphragm | , Ann Arbor Stage ll-IV
Grade 3: >15 | Stage Ill: multiple lymph node

e Haemoglobin level <12
g/dl

e LDH level >ULN

Grade 3B: involvement. . .
absence of Stage X: bulky disease with nodal mass * 24 nodal sites of disease
centrocytes >10 cm
Stage E: extra-nodal extension or single | Risk category (factors):
isolated site of extra-nodal disease e Low (0-1)
Stage A/B: absence or presence of ¢ Intermediate (2)
symptoms — B-symptoms include weight | ¢ High (3-5)

Organization.

Source: Hernandez-llizaliturri 2020.10

Key: FLIPI, Follicular Lymphoma International Prognostic Index; LDH, lactate dehydrogenase;
REAL, Revised European-American Lymphoma; ULN, upper limit of normal; WHO, World Health

The FL disease course is one of interspersing remissions and relapses and nearly all

patients will ultimately relapse. With each relapse the disease becomes more
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resistant to treatment, leading to shorter remission periods over time.""-'* UK clinical
experts estimate approximately 10% of patients diagnosed with FL go on to receive
24 lines of therapy, with an estimated period of 10 years between the first and fourth-
line treatment.” These estimates are generally aligned to real-world evidence from
the prospective observational LymphoCare study in the US, which reported that 9%
of patients diagnosed with FL received fourth-line treatment after a median follow-up
of 8 years (range: 0.02-10.34)."3

Despite its commonly indolent nature, FL is highly heterogeneous and there is a
subpopulation of approximately 10-20% of patients who experience a more
aggressive disease trajectory, characterised by multiple relapses, treatment
refractoriness, short remission periods and an overall shortened lifespan.’> 16
Patients with FL who experience progression of disease within 2 years of receiving
front-line chemoimmunotherapy (defined as ‘POD24’) have a particularly poor
prognosis, with only a 50% overall survival (OS) estimate at 5 years, compared with
90% OS estimate at 5 years for those without POD24.7% 7. 18 Other high-risk sub-
populations of FL include patients who are chemoimmunotherapy resistant and fail to
achieve a response within 6 months of completion of initial chemoimmunotherapy
(treatment refractory) or have double-refractory disease (that is, patients with FL who
are refractory to the first two lines of therapy, notably including both an alkylating
agent and an anti-CD20 monoclonal antibody). Given that all patients with r/r FL who
require = 4 lines of active treatment are a heterogenous group for whom there is no
established standard of care (see Section B.1.3.4) and who represent a significant
unmet need, in this appraisal, all of the 4L+ patients are the population of interest,
irrespective of them having any high-risk prognostic factors.''-4 Furthermore,
aligning to the patient population enrolled to the ZUMA-5 trial introduced in Section
B.2, FL patients to be considered for treatment with axi-cel are expected to have
Grade 1-3A, Stage llI-IV disease of any risk category (after three or more lines of
systemic therapy [4L+] as per the anticipated marketing authorisation outlined in
Table 2).
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B.1.3.2. Prognosis of patients with r/r FL after three or more lines of

systemic therapy

An estimated 2,200 patients are newly diagnosed with FL each year in the UK'9; of
these, an estimated 220 will receive at least four lines of therapy (approx.10% of all
patients diagnosed).! Approximately 198 of these 220 patients are assumed to

receive treatment in England or Wales (based on 90% of patients in the UK residing

in England or Wales).?°

The prognosis of patients with 4L+ r/r FL is generally poor and there is no
established standard of care in this setting (see Section B.1.3.4). The LymphoCare
study in the US recently reported median progression-free survival (PFS) of 0.69
years (95% confidence interval [Cl]: 0.50, 0.97) in patients with FL receiving fourth-
line treatment (n = 229)."3 A further retrospective analysis in the US recently reported
median PFS of 0.90 years (95% CI: 0.59, 1.10) and median event-free survival of
0.56 years (95% CI: 0.48, 0.84) in FL patients receiving fourth-line treatment (n =
198) (event-free survival defined as time to progression, change of treatment or
death).’ Clinical experts noted that median PFS on current fourth-line plus (4L+)

care in the UK is estimated to be notably lower, at 0.31-0.46 years.’

Retrospective analysis in the US further reported median OS for FL patients
receiving fourth-line treatment at 5.34 years (95% Cl: 3.51, not reached).! This is
higher than clinical experts expect for UK FL patients receiving fourth-line treatment,
for whom they estimate a median OS of approximately 3 years.! The LymphoCare
study did not report OS data by treatment line. The only other study identified that
reported such data in the published literature base was a retrospective analysis of
patients with r/r FL in Japan. This study reported a median OS of 1.01 years in

patients with r/r FL after fourth-line chemotherapy.'?

These varied data reported in the current published literature reinforce the
heterogeneity of the disease course in FL."" It should also be acknowledged that the
current evidence base is largely retrospective in nature, with small patient numbers
and strong variability in the type and number of prior lines per country that had been
received; taken together, these differences of the evidence base further reflect the
heterogenous nature of r/r FL. In the SCHOLAR-5 study introduced in Section B.2.9,
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patients receiving fourth-line treatment in real-world practice across Europe and the
US had a median OS of [l months (Table 15).2!

B.1.3.3. Burden of disease

Alongside reduced life expectancy, FL is associated with several physical and
psychological symptoms that affect patients’ health-related quality of life (HRQL).
The most common symptom of FL is a painless swelling in the lymph nodes of the
neck, armpit or groin, but it can also be associated with ‘B-symptoms’ such as night
sweats, erratic fever and weight loss.® Patients with FL presenting with multiple sites
of lymphadenopathy can endure restricted movement, disfigurement, pain, and bone

marrow disease that can result in anaemia, leukopenia and thrombocytopenia.?? 23

In addition to physical symptoms FL negatively affects the mental health of patients,
with depression and stress commonly reported.?426 As a generally accepted chronic,
incurable and progressive condition, this can also be emotionally unsettling to FL
patients. Indeed, HRQL diminishes with each treatment relapse and UK clinical
experts note that patients with r/r FL reaching the 4L+ treatment setting are likely to
have a lower quality of life due to the fewer treatment options available.” In a UK
cross-sectional study using a variety of patient-reported outcome instruments to
assess HRQL, patients with relapsed FL were more likely to experience worse
HRQL compared with FL patients who were newly diagnosed, in partial or complete
remission or disease-free.?? Patients with relapsed FL had lower mean physical,
emotional, functional and social wellbeing scores and reported statistically
significantly higher levels of anxiety, depression and activity impairment levels
compared with disease-free patients.?? As such, the burden of illness in patients with
three or more lines of systemic therapy is expected to be particularly high (though
data is limited, Section B.3.4)

HRQL is further affected by treatment toxicity effects; for example, chemotherapy
has specifically been shown to worsen health functioning (p = 0.004), depressive
symptoms (p = 0.005) and activity impairment (p = 0.009) compared with FL patients
in remission but not on treatment.?? Patients receiving active chemotherapy for
disease progression displayed considerable impairment (daily activity impairment >

50%) including in overall work productivity.?’

Company evidence submission for axicabtagene ciloleucel for treating relapsed or refractory
low-grade NHL [ID1685] ©Kite, a Gilead Company (2022). All rights reserved. 17 of 155



Alongside the burden on patients, FL also poses a substantial burden on carers. In a
Canadian cross-sectional cohort of patients with iNHL, including FL, the majority of
care (74%) was unpaid assistance from a partner or spouse, relative or friend.?” This
group of unpaid caregivers provided a mean of 9.8 days of care in the 30 days prior

to data collection, with a mean of 11.3 days of absenteeism.

B.1.3.4. Clinical pathway of care

Table 4 summarises the National Institute for Health and Care Excellence (NICE)
recommendations for the treatment of symptomatic advanced-stage FL. However,
despite there being national guidance and recommendations in place, there is
significant variability in how patients are managed therapeutically in the r/r FL
setting, and notably, beyond the 3L setting there is no consensus or standard of care

available in the clinical management pathway." 28

Table 4: NICE recommendations for the treatment of symptomatic advanced-

stage follicular lymphoma

Guidance TA# Recommendations
Rituximab for the first- | TA243 Rituximab in combination with:
Stago Ty Tolicul . oW
age -1V follicular
lymphoma  CHOP
e Mitoxantrone, chlorambucil and
prednisone

¢ Cyclophosphamide, doxorubicin,
etoposide, prednisolone and interferon-a

or
e Chlorambucil

These are recommended as an option for the
treatment of symptomatic Stage Ill and IV FL
in previously untreated patients

Rituximab for the first- | TA226 | Rituximab maintenance therapy is

line maintenance recommended as an option for the treatment
treatment of follicular of patients with follicular non-Hodgkin
non-Hodgkin lymphoma that have responded to first-line
lymphoma induction therapy with rituximab in

combination with chemotherapy
Obinutuzumab for TA513 | Obinutuzumab is recommended as an option
untreated advanced for untreated advanced FL in adults (that is,
follicular lymphoma as first induction treatment with

chemotherapy, then alone as maintenance
therapy), only if:

e The person has a FLIPI score of 2 or
more

First-line treatment and first-line maintenance treatment
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Guidance TA# Recommendations

e The company provides obinutuzumab with
the discount agreed in the PAS

Rituximab TA137 | Rituximab, within its marketing authorisation,
in combination with chemotherapy is
recommended as an option for the induction
of remission in patients with relapsed Stage
Il or IV follicular non-Hodgkin lymphoma

Rituximab monotherapy as maintenance
therapy, within its marketing authorisation, is
recommended as an option for the treatment
of patients with relapsed Stage Il or IV
follicular non-Hodgkin lymphoma in
remission induced with chemotherapy with or
without rituximab

Rituximab monotherapy, within its marketing
authorisation, is recommended as an option
for the treatment of patients with r/r Stage Il
or IV follicular non-Hodgkin lymphoma, when
all alternative treatment options have been
exhausted (that is, if there is resistance to or
intolerance of chemotherapy)

Lenalidomide with TAG27 | Lenalidomide with rituximab is

rituximab for recommended, within its marketing
previously treated authorisation, as an option for previously
follicular lymphoma treated follicular lymphoma (Grade 1-3A) in

adults, only if the company provides
lenalidomide according to the commercial

Treating relapsed or refractory disease

arrangement
Obinutuzumab with TA629 | Obinutuzumab with bendamustine followed
bendamustine for by obinutuzumab maintenance is
treating follicular recommended, within its marketing
lymphoma after authorisation, as an option for treating FL
rituximab that did not respond or progressed up to 6

months after treatment with rituximab or a
rituximab-containing regimen, but only if the
company provides it according to the
commercial arrangement

Key: CHOP, cyclophosphamide, doxorubicin, vincristine and prednisolone; CVP,
cyclophosphamide, vincristine and prednisolone; FL, follicular lymphoma; FLIPI, Follicular
Lymphoma International Prognostic Index; NICE, National Institute for Health and Care Excellence;
PAS, patient access scheme; r/r, relapsed or refractory.

Source: NICE Pathways — Treating follicular lymphoma.?®

Newly diagnosed FL patients are typically treated with rituximab plus a
chemotherapy backbone (R-chemo) followed by rituximab maintenance for up to 2
years, in responding patients. At first relapse, patients who had a good response to

initial R-chemo treatment are typically retreated with a different R-chemo regimen
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(followed by rituximab maintenance in responding patients). Patients who did not
have a good response to initial R-chemo treatment are typically treated with
lenalidomide plus rituximab (R?) or obinutuzumab with bendamustine. Although
rituximab monotherapy is also considered as a treatment option for relapsed FL, it is
rarely used outside of the maintenance setting in the UK, with an observed lack of
clinical effect as a remission inducing treatment. This is reflected in its recommended
use, that is, only when all alternative treatment options have been exhausted (i.e. if

there is resistance to or intolerance of chemotherapy).’- 3

At second relapse, the same regimens are considered with treatment decisions
made on a case-by-case basis. Consolidation with autologous stem cell
transplantation (auto-SCT) is recommended at second or subsequent remission
(complete or partial) for patients who have not already had a transplant and who are
fit enough for transplantation.?® Allogeneic stem cell transplant can also be
considered at second or subsequent remission (complete or partial) for patients who
are fit enough for transplantation and for whom a suitable donor can be found when
auto-SCT has not resulted in remission or is inappropriate.?® However, it should be
noted that allogeneic stem cell transplant needs to be carefully considered due to the

notable morbidity and mortality in the r/r setting.’

By the time patients reach third relapse, that is they have received three prior
systemic therapies, they have typically exhausted recommended treatment options.
It must also be noted that by the 4L+ setting FL patients will very likely have received
multiple rituximab-based regimens throughout their treatment course and, therefore,
it is expected (and as validated by UK clinical experts) that their response to further
rituximab-based treatment will be suboptimal at best. In the absence of an
established standard of care, current 4L+ therapy consists of recycling earlier-line
treatment options for FL (Table 4) or resorting to generic haemato-oncology or
experimental/compassionate use treatments. Treatment decisions are made on a
case-by-case basis, considering factors such as patient fitness, treatment goals,

response and durability of response to prior therapy.

Axi-cel would offer a new treatment option in this 4L+ setting, as depicted in Figure
3.
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Figure 3: Clinical care pathway for patients with follicular ymphoma and

proposed axi-cel positioning

Stage -1V
Stage Il -
Symptomatic?
Suitable for No Yes
radiotherapy?
2/ Watch-and-wai R induction * R-chemo (R-B, R-CVP or R-
atch-and-wait therapy CHOP)+R 1L
Yes No * IfFLIPI =2, then O-chemo £ O
Local
radiotherapy Response?
; Non-rituximab- Rituximab-
Symptomatic? refractory re:fuL'laxc!:“uTy
Remission (consolidation
No | Yes ASCT/alloSCT for selected + R2 - RZ
patients in second or * R-chemo (R-B, R-CVF, R-CHOF, +  0O-Benda (+ O 2/3L
subsequent remission) MCP or CHVPI) + R maintenance)
Watch-and- As in Stage
wait -1V

Response?
Response and no relapse

Relapsed/refractory
: Recycling of 2/3L treatments aL/4L+
Amlc;albtagalna |:> Chemotherapy
(slaisdes Experimental / compassionate use

Key: 1L, first-line; 2L, second-line; 4L, fourth-line; alloSCT, allogeneic stem cell transplantation;
ASCT, autologous stem cell transplant; Benda, bendamustine; CHOP, cyclophosphamide,
doxorubicin, vincristine and prednisolone; CHVPi, cyclophosphamide, doxorubicin, etoposide,
prednisolone and interferon-a; CVP, cyclophosphamide, vincristine and prednisolone; FLIPI, Follicular
Lymphoma International Prognostic Index; MCP, mitoxantrone, chlorambucil and prednisolone; NICE,
National Institute for Health and Care Excellence; O, obinutuzumab; R, rituximab; R-B, rituximab with
bendamustine; R?, lenalidomide with rituximab.

Source: NICE Pathways — Treating follicular lymphoma.?®

B.1.3.5. Unmet need

Patients with r/r FL who have received three or more lines of systemic therapy
represent a difficult-to-treat patient group who often follow an aggressive,
chemotherapy-resistant disease course, with poor prognosis and no established

standard of care.

Current 4L+ treatment options in England are limited to recycling earlier-line
treatments to which patients may have reduced tolerance, as well as reduced
effectiveness; or resorting to generic haemato-oncology treatments with little
expectation of effect or experimental treatments with no proven benefit. Patients in
England actually have fewer treatment options at later lines than those in Wales and
Scotland, where idelalisib (a licensed Pi3K®d inhibitor) is an additional treatment
available through routine baseline commissioning to patients with FL that is

refractory to two prior lines of treatment.3! 32 This is in contrast to England, where
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NICE, in its final appraisal document (FAD), did not recommend idelalisib for treating

FL that has not responded to two prior lines of treatment in adults.33

Although survival expectations depend on several factors, including previous
treatment regimens received and response to previous treatment, patients are
generally not expected to survive beyond approximately 3 years with current 4L+

care options that are currently available in England.’

B.1.4. Equality considerations

No equality issues for axi-cel are foreseen, but as noted above there are existing
inequalities in current non-immunochemotherapy treatment options available in
England compared with Wales and Scotland. Through provision of a non-
immunochemotherapy treatment option to patients in England (as well as Wales and
Scotland), recommendation of axi-cel could help reduce this current inequality

across the devolved nations of the UK.31.32
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B.2. Clinical effectiveness

B.2.1. Identification and selection of relevant studies

See Appendix D for full details of the process and methods used to identify and

select the clinical evidence relevant to axi-cel.

B.2.2. List of relevant clinical effectiveness evidence

Table 5 summarises the clinical effectiveness evidence supporting axi-cel for the

treatment of adult patients with r/r FL on the 4L+ treatment pathway.

Table 5: Clinical effectiveness evidence

Study (NCT) ZUMA-5 (NCT03105336)

Study design ZUMA-5 is an ongoing Phase Il, multicentre, open-label
study evaluating the efficacy and safety of axi-cel in r/r iINHL.

Population Adult subjects with r/r B-cell INHL of FL or MZL histological

subtypes who have received 2 or more prior lines of therapy.
The FL cohort of patients who have received three or more
lines of prior therapy is the focus of this submission.

Intervention(s) Axi-cel
Comparator(s) Not applicable
Indicate if trial supports | Yes v’ Indicate if trial used in Yes v’
application for the economic model
marketing authorisation | NO No
Rationale for use/non- ZUMA-5 presents the pivotal, regulatory, clinical evidence in
use in the model support of axi-cel in r/r FL
Reported outcomes e Overall survival
specified in the decision | , prygression-free survival
problem
¢ Response rate
e Adverse effects of treatment
¢ Health-related quality of life
All other reported ¢ Incidence of anti-CD19 CAR antibodies
outcomes e Levels of anti-CD19 CAR T-cells in blood

e Levels of cytokines in serum

Key: FL, follicular lymphoma; iNHL, indolent non-Hodgkin lymphoma; MZL, marginal zone
lymphoma; r/r, relapsed/refractory.
Notes: bolded outcomes are those used in the economic modelling.

As ZUMA-5 is a single-arm study, comparator data are provided by an international,

multicentre, external control cohort study, SCHOLAR-5, designed to provide
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comparative evidence in patients with r/r FL meeting the ZUMA-5 eligibility criteria.
SCHOLAR-5 is described in more detail in Section B.2.9.

B.2.3. Summary of methodology of the relevant clinical

effectiveness evidence

Table 6 provides a summary of the trial methodology for ZUMA-5.

ZUMA-5 is a Phase I, multicentre, open-label study evaluating the efficacy of axi-cel
in adults with either r/r B-cell INHL of the histological subtypes FL or marginal zone
lymphoma (MZL).3* This submission focuses solely on patients with r/r FL who have

received three prior therapies (aligning with the anticipated market authorisation).

Up to approximately 125 patients with FL were to be enrolled and treated with axi-cel
at a target dose of 2 x 10° anti-CD19 CAR T-cells/kg body weight.3* Each patient

was to proceed through the study periods depicted in Figure 4.

Figure 4: Study scheme for ZUMA-5

Conditioning Chemotherapy Iovestizational Product

Period ) i =
[Day -5 w0 Day -3) (Dhary 1) = =
oy [F] .I."-."
b Fludarabine 30 mg/m*day, Sulject is hospitalized prior = =
E Cyclophosphamide to reament with 5 r"&
£ 500 mg'mday axicabtagene cilolencel and B =
50 =3 remains hospitalized for @ :'¢
= — Fludarabine and ohservation for a minmmum ¥} =
= | ™ 3 —*| cyclophosphamids —® | of 7 days after treatment il * =
:E' - administersd % 3 days unless otherwise required by - I..E
5 = couniry regulatery agencies. = =
#a o ) E
= Axicabtazens cllolence] at a E R
= target dose of 2 x 10= =] a1
= anti-CDI0 CAR T cellskz B E
3 to be infused inTavencusly L 3

£

Key: CAR, chimeric antigen receptor.
Source: ZUMA-5 Clinical Study Protocol.34

The primary endpoint of the ZUMA-5 trial was the overall response rate, defined as
the incidence of patients achieving complete response (CR) or partial response (PR)
as determined by independent central review per Lugano classification (hereafter
referred to as central assessment).3* Secondary endpoints included CR rate, ORR

and CR rate in patients who received three or more lines of prior therapy, ORR by
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investigator assessment, duration of response (DOR), PFS, OS, and safety (Table
6).

Table 6: Summary of trial methodology for ZUMA-5

Trial number NCT03105336 (ZUMA-5)

(acronym)

Location A total of 19 centres located in the US and France

Trial design ZUMA-5 is a Phase Il, multicentre, single-arm, open-label study

evaluating the efficacy of axi-cel in patients with r/r iINHL

Up to approximately 160 patients, including approximately 125
patients with FL with at least 80 patients with FL in the inferential
analysis set, will be enrolled and treated with cyclophosphamide and
fludarabine conditioning chemotherapy, followed by a target dose of 2
x 108, anti-CD19 CAR T-cells per kg body weight

Eligibility Key inclusion criteria:
criteria for e Local histological confirmed diagnosis of B-cell iNHL, with
participants histological subtype limited to FL Grade 1, Grade 2 or Grade 3a or

MZL nodal or extra-nodal, based on criteria established by the
WHO 2016 classification

¢ r/r disease after two or more prior lines of therapy

— Prior therapy must have included an anti-CD20 monoclonal
antibody combined with an alkylating agent (single agent anti-
CD20 antibody will not count as line of therapy for eligibility)

— Stable disease (without relapse) >1 year from completion of last
therapy is not eligible

e At least one measurable lesion
¢ Platelet count 275,000/uL

¢ Creatinine clearance (as estimated by Cockcroft Gault) >60
mL/min

e Cardiac ejection fraction = 50%, no evidence of pericardial effusion
as determined by an ECHO, and no clinically significant ECG
findings

¢ Baseline oxygen saturation > 92% on room air

Key exclusion criteria:

e Transformed FL or MZL
¢ FL histological Grade 3b

¢ Known history of infection with HIV or Hepatitis B (HBsAG positive)
or Hepatitis C virus (anti-HCV positive). A history of Hepatitis B or
Hepatitis C is permitted if the viral load is undetectable per
standard serological and genetic testing

e History of a seizure disorder, cerebrovascular
ischaemia/haemorrhage, dementia, cerebellar disease, cerebral
oedema, posterior reversible encephalopathy syndrome, or any
autoimmune disease with CNS involvement

¢ Presence of fungal, bacterial, viral or other infection that is
uncontrolled or requiring IV antimicrobials for management

Company evidence submission for axicabtagene ciloleucel for treating relapsed or refractory
low-grade NHL [ID1685] ©Kite, a Gilead Company (2022). All rights reserved. 25 of 155



Note: other protocol defined Inclusion/exclusion criteria applied

Settings and o Patients were to be hospitalised for treatment with axi-cel and were
locations where to remain in hospital for a minimum of 7 days after treatment

the data were « Patients were to remain hospitalised until all axi-cel-related non-
collected haematological toxicities had returned to Grade <1 or baseline.
Patients were also to remain hospitalised for ongoing axi-cel-
related fever, hypotension, hypoxia or an ongoing central
neurological toxicity if the event severity was Grade >1 or if
deemed necessary by the treating investigator

o Patients may have been discharged with non-critical and clinically
stable or slowly improving toxicities if the event was Grade >1, if
deemed appropriate by the investigator

¢ All data was collected in an electronic CRF system

¢ Routine laboratory assessments were to be performed by the local
institutional laboratory. Prior to site activation, laboratory licensures
and normal ranges were to be collected by the sponsor and stored
in the Trial Master File

¢ An independent Data Safety Monitoring Board had ongoing
oversight of the study and monitored data throughout

Study periods e Screening

and trial drugs | , Enroiment/leukapheresis: patients were considered enrolled in the
study when they commenced leukapheresis

— Atleast 12—-15 L were to be processed to obtain approximately
5-10 x 10° mononuclear cells

¢ Conditioning chemotherapy: all patients were to receive a
nonmyeloablative conditioning regimen consisting of fludarabine
30 mg/m?/day and cyclophosphamide 500 mg/m?/day for 3 days

¢ [nvestigational product treatment: all patients were to receive a
single IV infusion of axi-cel at a target dose of 2 x 106, anti-CD19
CAR T-cells per kg body weight after a 2-day rest period post-
completion of conditioning chemotherapy — assigned as Day 0

— The following medications were to be administered 1 hour prior
to infusion (i) acetaminophen 650 mg PO (ii) diphenhydramine
12.5-25 mg IV or PO

o Post-treatment assessment: beginning at Week 2 (£2 days) and
completing at Month 3 (+1 week)

e Long-term follow-up period: beginning at Month 6

Concomitant ¢ Investigators could prescribe any other concomitant medications or
medication treatment deemed necessary to provide adequate supportive care,
including growth factor support (for example, G-CSF)

e Corticosteroid therapy at a pharmacologic dose (=5 mg/day of
prednisone or equivalent doses of other corticosteroids) and other
immunosuppressive drugs were to be avoided for 7 days prior to
leukapheresis and 5 days prior to axi-cel administration unless
used for bridging therapy

e Corticosteroids and other immunosuppressive drugs were to be
avoided for 3 months after axi-cel administration unless used to
manage axi-cel-related toxicities. Other medications that may
interfere with evaluation of the axi-cel, such as non-steroidal anti-
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inflammatory agents should also be avoided for the same time
period unless medically necessary

o Treatment for lymphoma, such as chemotherapy, immunotherapy,
targeted agents, radiation and high-dose corticosteroid, other than
defined/allowed in this protocol, and other investigational agents
are prohibited except as needed for treatment of disease
progression after axi-cel infusion

Primary ¢ ORR, defined as the incidence of CR or PR by independent central
outcome review per Lugano classification

o Response assessment (via PET-CT scan) began 4 weeks (+3
days) after the KTE-X19 infusion and are to be conducted every 3
months up until Month 24

o Response assessment will also be conducted at any point up to
Month 24 when there is clinical concern for disease progression
and after Month 24, if disease recurrence is suspected

Other outcomes | ¢ CR rate, defined as the incidence of CR by independent central
used in the review per Lugano classification

economic o ORR for those patients who had three or more lines of therapy by
model/specified central assessment
in the scope

¢ CR rate for those patients who had three or more lines of prior
therapy by central reader

¢ ORR by investigator assessment

o DOR, defined as the time from first objective response to disease
progression or death (by central and investigator assessment)

o PFS, defined as the time from axi-cel infusion date to the date of
disease progression or death from any cause (by central and
investigator assessment)

e OS, defined as the time from axi-cel infusion date to the date of
death from any cause.

— Survival status was assessed every 3 months up to Month 24,
every 6 months from Month 24 to Month 60 and every 12
months from Month 60 to Year 15

o Safety assessments, including the incidence of AEs and clinically
significant changes in laboratory values occurring throughout the
conduct of the study. AEs were coded with the MedDRA Version
23.0 and severity was graded using the NCI's CTCAE Version 4.03
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Pre-planned o Selected efficacy and safety endpoints were performed in
subgroup subgroups defined by baseline covariates, including time to
analyses relapse (<24 vs 224 months) and double-refractory (defined as
refractory to the first two lines of therapy)

Key: AE, adverse event; CAR, chimeric antigen receptor; CNS, central nervous system; CR,
complete response; CRF, case report form; CT, computed tomography; CTCAE, Common
Terminology Criteria for Adverse Events; DOR, duration of response; ECG, electrocardiogram;
ECHO, echocardiogram; FL, follicular lymphoma; G-CSF, granulocyte-colony stimulating factor;
HIV, human immunodeficiency virus; IAS, inferential analysis set; iINHL, indolent non-Hodgkin
lymphoma; IV, intravenous; MZL, marginal zone lymphoma; NCI, National Cancer Institute; ORR,
objective response rate; OS, overall survival; PFS, progression-free survival; PET, positron emitting
tomography; PO, oral administration; PR, partial response; r/r, relapsed or refractory; SAS, safety
analysis set; TTNT, time to next therapy; WHO, World Health Organisation.

Source: ZUMA-5 Clinical Study Protocol.3

B.2.3.1. Baseline characteristics

Table 7 provides a summary of baseline characteristics, including demographic and

clinical characteristics, for FL patients.
The FL populations presented here are:

e The full analysis set: all patients who were enrolled in the trial

e The safety analysis set (SAS): all patients treated with any dose of axi-cel

¢ The inferential analysis set (IAS): the first 280 patients enrolled into the study
who met the eligibility criteria for the pivotal cohort were treated with any dose of

axi-cel, and had the opportunity to be followed for 18 months post axi-cel infusion

Baseline characteristics are presented for patients with two or more lines of prior
therapy (as per ZUMA-5 eligibility criteria) and patients with three or more lines of

prior therapy (as per anticipated marketing authorisation).

The demographics and clinical characteristics of patients were largely consistent
across all analysis sets. A high proportion of patients had high-risk Follicular
Lymphoma International Prognostic Index (FLIPI) scores (that is FLIPI Scores = 3),
and the majority of patients were refractory to prior therapy and had received at least
three prior lines.3® The majority of patients had progression of disease within 24
months of completion of first anti-CD20-based chemoimmunotherapy (i.e. POD24)
and approximately a third had double-refractory disease. Clinical experts in the UK

confirmed the baseline characteristics of patients enrolled to ZUMA-5 were generally
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representative of patients who would typically be considered for axi-cel within its

anticipated marketing authorisation in clinical practice.’

Table 7: Baseline characteristics of FL patients in ZUMA-5

Characteristics

FL patients with two or
more lines of prior therapy

FL patients with three or more
lines of prior therapy

FAS (n =

SAS (n |IAS (n=

Median age, years
(range)
Aged 265 years, n (%)

Male, n (%)

>
(7]
E)

I

ECOG performance
status, n (%)

0
1

ﬁ
"

FL histological category
at trial entry, n (%)

Grade 1
Grade 2
Grade 3a

FLIPI total score, n (%)
Low risk (0—1)
Intermediate risk (2)
High risk (3-5)

Relapsed/refractory
disease?, n (%)
Relapsed
Refractory

Double-refractory
subgroup?, n (%)

i

Median no. of prior
therapies (range)

Number of prior lines of
therapy, n (%)

1

v B W DN

5

e Fuonem o
Tt I T T

Prior auto-SCT, n (%)

Prior PI3K inhibitor, n (%)

-
m-r

I~ W N "R "EN 0D N
il "N |E
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FL patients with two or FL patients with three or more
more lines of prior therapy lines of prior therapy

IAS (n =

Characteristics

[=2]
o
N

Prior anti-CD20 single
agent, n (%)

Prior alkylating single
agent, n (%)

Prior anti-CD20 +
alkylating agent, n (%)
Time to relapse from first
therapy®, n (%)

224 months

<24 months

Prior lenalidomide, n (%)

Bone marrow
assessment at baseline,
n (%)°

Lymphoma present
Lymphoma present but

il Il !II qll

not FL
Lymphoma not present ]
Unknown |

Key: auto-SCT, autologous stem cell transplantation; ECOG, Eastern Cooperative Oncology Group;
FAS, full analysis set; FL, follicular lymphoma; IAS, inferential analysis set; PI3K, phosphoinositide 3-
kinase

Notes: @ Patients with FL who progressed within 6 months of completion of the most recent prior
treatment are defined as refractory. Patients with FL who progressed >6 months of completion of the
most recent prior treatment are defined as relapsed. Patients with FL who progressed

within 6 months of completion each of the first 2 lines of prior treatment are defined as double-
refractory. ® from first anti-CD20-chemotherapy combination. ¢ bone marrow assessment at baseline
for lymphoma presence is based on investigator reported Lugano bone marrow assessment/bone
marrow assessment using aspirate or core biopsy at screening. If these are not available, lymphoma
presence is based on diagnosis history of bone marrow involvement.

Source: ZUMA-5 CSR 18-Month Addendum.3®

B.2.4. Statistical analysis and definition of study groups in the

relevant clinical effectiveness evidence

Table 8 provides a summary of the statistical analysis and definitions of analysis sets
in ZUMA-5.

Approximately 160 patients were to be enrolled and treated with axi-cel, including
125 FL patients, with at least 80 patients with FL in the IAS.3* The trial used a single-
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arm design to investigate the ORR in patients with r/r B-cell iINHL treated with axi-cel

with a hypothesised target response rate in patients with FL of 60%.

The primary analysis was performed when at least 80 patients with FL were enrolled
into the IAS, and patients had had the opportunity to be followed up for at least 12

months following the first disease assessment. After the primary analysis, additional
follow-up analyses of efficacy and safety were to be performed, as needed to satisfy

regulatory requirements and to perform long-term efficacy, safety and OS follow-up.

e Follow-up Analysis 1 was planned when at least 80 patients with FL in the IAS
had had the opportunity to be followed up for 18 months
e Further analyses are planned (follow-up Analysis 2) when at least 80 patients with

FL in the IAS have had the opportunity to be followed up for 24 months

This submission presents data from follow-up Analysis 1 (i.e. the 18-month analysis).
Although all patients would have had the opportunity to be followed for 18 months
after axi-cel infusion, some might have <18 months of actual follow-up because they
were unable to attend the 18-month study visit.3® For any patient unable to attend the
18-month study visit, an additional patient was added to the IAS to ensure that at
least 80 patients had =18 months of follow-up. The IAS, therefore, included the first
86 patients to account for patients who were unable to reach the 18-month study visit

per protocol.

Table 8: Summary of statistical analyses for ZUMA-5

Hypothesis objective Four hypotheses were tested using a fixed sequence
procedure in terms of ORR and CR to control the overall Type
| error at one-sided alpha level of 0.025 with the following test
order:

e Hypothesis 1 (H1): test for ORR as determined by central
review, if significant then

e Hypothesis 2 (H2): test for CR rate as determined by
central review, if significant then

e Hypothesis 3 (H3): test for ORR as determined by central
review in the subjects who have had three or more prior
lines of therapy, if significant then

o Hypothesis 4 (H4): test for CR rate as determined by
central review in the subjects who have had 3 or more prior
lines of therapy
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The hypotheses H1 through H4 will be assessed at the time of
the interim Analysis 3, 4 and 5, and the primary analysis

The H1 is that the ORR, as determined by central review, to
axi-cel is significantly greater than 40% in patients with the FL
histological subtype in the IAS

The H2 is that the CR rate, as determined by central review, to
axi-cel is significantly greater than 15% in patients with the FL
histological subtype in the IAS

The H3 is that the ORR, as determined by central review, to
axi-cel is significantly greater than 40% in patients with FL in
the IAS who have had three or more prior lines of therapy

The H4 is that the CR rate, as determined by central review, to
axi-cel is significantly greater than 15% in patients with FL the
IAS who have had three or more prior lines of therapy

Statistical analysis For the primary endpoint of ORR, the patient incidence of
objective response was calculated and two-sided 95% Cls
calculated with the Clopper—Pearson method. An exact
binomial test was used to compare the ORR per central read
among the patients with FL and among the patients with FL
who had three or more lines of prior therapy to the
hypothesised historical control rate of 40%

Kaplan—Meier methods were applied to time to event analyses
including DOR, PFS and OS. Kaplan—Meier plots, estimates
and two-sided 95% Cls were generated, and the number of
patients censored or having events summarised

Analysis sets IAS: all enrolled patients treated with any dose of axi-cel who
met the eligibility criteria:

— Histologically confirmed diagnosis of B-cell iINHL, with
histological subtype limited to FL Grade 1, Grade 2 or
Grade 3a based on criteria established by the WHO
2016 classification

— r/r disease after two or more prior lines of therapy. Prior
therapy must have included an anti-CD20 monoclonal
antibody combined with an alkylating agent. SD (without
relapse) >1 year from completion of last therapy was not
eligible

This analysis set was used for all analyses of the primary
endpoint of objective response and endpoints based on
objective response (ORR, BOR rate including CR rate, DOR,
PFS) and OS for the study

SAS: all patients treated with any dose of axi-cel. The safety
analysis set was used for all safety analyses for the study and
was used for the sensitivity analyses of ORR, BOR rate, DOR,
PFS and OS.

FAS: all enrolled (leukapheresed) patients. This set was used
for sensitivity analyses of ORR, BOR rate, CR rate, DOR, PFS
and OS; this set was also used for patient listings of death
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Retreatment analysis set: all patients who underwent
retreatment with axi-cel; this set was used for all retreatment
safety and efficacy analyses. Patients in the retreatment
analysis set were not included in any other analysis set

Sample size, power Up to approximately 160 patients, including approximately 125
calculation with FL, with at least 80 patients with FL in the IAS were to be
enrolled and treated

The primary efficacy endpoint for this study in at least 80
patients with FL in the IAS has 93% power to test the null
hypothesis that the ORR is 40% vs the alternative hypothesis
that the ORR is 60% with a one-sided alpha level of 0.0237

Data management, For the primary endpoint of ORR, patients who did not meet
patient withdrawals the criteria for an objective response by the analysis cut-off
date, including those with not estimable assessment data and
those without any assessment, were considered non-
responders

Standard censoring methods were applied to time to event
analyses for those patients without an event at the time of
analysis

Key: BOR, best overall response; Cls, confidence intervals; DOR, duration of response; FAS, full
analysis set; FL, follicular lymphoma; IAS, inferential analysis set; iINHL, indolent non-Hodgkin
lymphoma; PFS, progression-free survival; OS, overall survival; SAS, safety analysis set; SD,
standard deviation; WHO, World Health Organization.

Source: ZUMA-5 Clinical Study Protocol.®*

B.2.4.1. Patient disposition data

Figure 5 provides a summary of patient disposition data for FL patients in ZUMA-5.

In total, - patients with FL were enrolled into the ZUMA-5 trial (that is, underwent
leukapheresis).35 Axi-cel was successfully manufactured for all il (100%) FL
patients; there were no delays in infusion due to manufacturing issues. For patients
who received axi-cel, the median time from leukapheresis to delivery of axi-cel to the

study site was [l days (range: ). and the median time from leukapheresis to
administration was [} days (range: | days).

At the data cut-off date for follow-up Analysis 1 (the 18-month analysis), Bl patients
with FL had received lymphodepleting chemotherapy and proceeded to axi-cel
infusion.3? [l patients did not receive either lymphodepleting chemotherapy or

axi-cel infusion for the following reasons:

o Patient death (D
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¢ Ineligible for treatment due to low platelet levels and was subsequently treated in
a compassionate use study (|l

e Partial withdrawal from the study at data cut-off; however, this patient may be
treated in the future ()

Figure 5: Patient disposition data for FL patients enrolled in the ZUMA-5 trial

Enrolled (N=127)

* Death due to disease progression (n=1)
* Partial withdrawal from study (n=1)
* Ineligible for treatment(n=1)

Lymphodepleting
chemotherapy (N=124)

Axi-cel (N=124)

Analysis

* Safety analysis set (N=124)

* Inferentialanalysis set (N=86)

* Cohort of patients in the inferential analysis set
who received 23 prior lines of therapy (N=60)

Key: FL, follicular lymphoma.
Source: Adapted from the ZUMA-5 CSR 18-Month Addendum.3®

Bridging therapy was received by four FL patients between enrolment and
lymphodepleting chemotherapy; all four had documented measurable disease after

bridging therapy.3®

Of the ] FL patients enrolled, | had received three or more prior lines of therapy;
[l of whom were treated with axi-cel and ] of whom had at least 18 months of

follow-up at the time of 18-month analysis.

B.2.5. Quality assessment of the relevant clinical effectiveness

evidence

Quality assessment of ZUMA-5 was conducted using the Downs and Black checklist,

full details of which are provided in Appendix D.
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Within the context of a single-arm study design, the overall risk of bias in ZUMA-5 is
thought to be low. The primary endpoint (ORR) was determined by independent
central review as per the Lugano classification and provides an objective estimate of
treatment effect of relevance to clinical practice (where response to treatment is the
primary measure of effect). The single-arm design does, however, necessitate a
need for an indirect treatment comparison to provide relative treatment-effect
estimates required for decision-making that is associated with higher uncertainty
than a controlled trial would otherwise stipulate. This is further discussed in Section
B.2.13. In terms of intervention, the axi-cel treatment schedule adopted in ZUMA-5
reflects the administration and dosing practice of axi-cel in clinical practice. Of note,
there would be no additional impact or requirement for further FL-specific site
qualification or referrals/monitoring and related processes, over and above what
already exists for DLBCL/PMBCL patients in England.

B.2.6. Clinical effectiveness results of the relevant trials

ZUMA-5 patient groups and analysis sets for which data are presented are

summarised in Table 9.

Efficacy data are presented for the IAS of FL patients with two or more lines of prior
therapy as this was the predefined primary efficacy analysis set. However, to align
with the anticipated marketing authorisation and target population for reimbursement,
efficacy data are also presented for the IAS and SAS of FL patients with three or
more lines of prior therapy; for efficacy analyses this latter population is referred to

as the modified intent-to-treat (mITT) population from hereon in.
This submission presents data from follow-up Analysis 1 (the 18-month analysis).

Table 9: Summary of ZUMA-5 cohorts and analysis sets presented

Patient group Analysis | N Data available | Submission location
set

FL patients with two IAS 86 Efficacy Section B.2.6

or more lines of prior

therapy

FL patients with two SAS 124 Safety Section B.2.10

or more lines of prior

therapy
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Patient group Analysis | N Data available | Submission location
set

FL patients with three | IAS 60 Efficacy Section B.2.6

or more lines of prior

therapy

FL patients with three | mITT? 78 Efficacy Section B.2.6

or more lines of prior

therapy

FL patients with three | SAS? 78 Efficacy Section B.2.6

or more lines of prior

therapy

Key: FL, follicular lymphoma; IAS, inferential analysis set; mITT, modified intent-to-treat; SAS,
safety analysis set.

Notes: 2 mITT analyses in FL patients with three or more lines of prior therapy were post-hoc for all
endpoints other than ORR and CR rate. IAS includes the first 86 patients treated with any dose of
axi-cel who had the opportunity to be followed for at least 18 months from first disease assessment
date. SAS/mITT includes all patients treated with any dose of axi-cel.

Source: ZUMA-5 CSR 18-Month Addendum.3®

B.2.6.1. FL patients with two or more lines of prior therapy

B.2.6.1.1. Response and duration of response (IAS)
The primary efficacy endpoint of ORR in patients with r/r FL who had the opportunity

to be followed for at least 18 months from first disease assessment date following
axi-cel treatment was [l patients (Jf|%). This ORR was statistically significantly
greater than the pre-specific historical control rate of [J§% (I ) 3° The CR
rate was [l patients (ll]%). This CR was statistically significantly greater than the

pre-specified control rate of % (I EGzGzNG).

Among the ] patients who achieved a CR or PR, the median time to first objective
response was <1 month.35 Of patients who initially had a PR (n = [}, [l 1ater
achieved a CR. The median DOR in all responders (n = ) was not reached and ||}
patients (J|%) had an ongoing response at data cut-off (minimum follow-up of 18
months from first disease assessment; median follow-up of [l months for DOR).
The median DOR in CRs (n = ) was not reached and [} patients (Jil|%) had an

ongoing response at data cut-off.

A summary of response and duration of response data are presented in Table 10.
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Table 10: Summary of response using central assessment per Lugano

classification; FL patients with two or more lines of prior therapy, IAS

P4
]

Objective response rate (CR + PR), n (%)
[95% CI]

p-value vs historical control rate

Best objective response

Complete response rate, n (%)
[95% CI]

Partial response, n (%)
[95% CI]

Stable disease, n (%)
[95% CI]

Progressive disease, n (%)
[95% CI]

Time to response

Median time to response in all responders,
months (range)

Median time to response in CRs, months
(range)

Duration of response

Median duration of response in all responders,
months (range)

Median duration of response in CRs, months
(range)

Key: Cl, confidence interval; CR, complete response; CSR, clinical study report; FL, follicular
lymphoma; IAS, inferential analysis set; NE, not evaluable; PR, partial response.
Source: ZUMA-5 CSR 18-Month Addendum.3®

The Kaplan—Meier plots for DOR and DOR by best response for all patients in the
IAS are provided in Appendix L.

B.2.6.1.2. Progression-free survival (IAS)

Median PFS | in patients

with r/r FL who had the opportunity to be followed for at least 18 months from first
disease assessment date, and had a median follow-up time for PFS of [} months

(reverse Kaplan—Meier approach).3®
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At the time of analysis, [ patients (Jl]%) had progressed or died.? The estimated
12-month PFS rate was [JJl% (95% CI: ], ) and the estimated 18-month

PFS rate was [JJl% (95% CI: |}, ).

Among the [} patients who achieved a CR, |l (llll%) had progressed or died.?
The estimated 12 and 18-month PFS rates in CRs were [JJl1% (95% CI: %,

) and I (95% Cl: %, %), respectively.

The Kaplan—Meier plots for PFS and PFS by best response for all patients in the IAS
are provided in Appendix L.

B.2.6.1.3. Overall survival (IAS)

Median OS |GGG i o-ticnts with r/r FL who had

the opportunity to be followed for at least 18 months from first disease assessment
date following axi-cel treatment, and had a median follow-up time for OS of |||}

months (reverse Kaplan—Meier approach).3®

At the time of analysis, [} patients (J|%) had died. The estimated 12-month OS rate
was % (95% CI: ], ) and the estimated 18-month OS rate was [J%
95% CI: . ).

Among the [} patients who achieved a CR, |l patients (%) had died. The
estimated 12- and 18-month OS rates in CRs were 1% (95% C!: %, %)

and % (95% CI: %, %), respectively.

The Kaplan—Meier plots for OS and OS by best response for all patients in the IAS
are provided in Appendix L.

B.2.6.1.4. Retreatment data (IAS)

Overall, ] FL patients were retreated with axi-cel after disease progression. [} of
these patients achieved a CR to retreatment and the remaining -achieved a

PR.3% At the time of analysis, [JJlpatents (Il CRs and ] PR) had an ongoing
response to retreatment and neither the median DOR nor the median PFS had been

reached.
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B.2.6.1.5. Subsequent therapy (SAS)

I ;) patients with FL in the safety analysis set had subsequent
anticancer therapy.3 No single regimen was used to treat more than || | | IEEN.
further demonstrating the lack of established standard of care at later-line settings. A

summary of the regimens that were given is provided in Appendix L.

B (l°:) patients with FL in the safety analysis set had a stem cell transplant after
treatment with axi-cel (] auto-SCT and |l allogeneic stem cell transplant).
I of these patients initially had a PR but then progressed; the [JJlj was a non-

responder whose disease progressed.
B.2.6.2. FL patients with three or more lines of prior therapy

B.2.6.2.1. Response and duration of response (IAS)

The secondary efficacy endpoint of ORR in patients with FL who had received three
or more lines of prior therapy and had the opportunity to be followed for at least 18
months from first disease assessment date following axi-cel treatment was e
patients (J|%). This ORR was significantly greater than the pre-specific historical

control rate of [J§% () *° The CR rate was |l patients (%),

significantly greater than the pre-specified control rate of 1% (I EEGzGzGD).

The median DOR in all responders (n = [J}) was not reached and ] patients (|%)
had an ongoing response at data cut-off (minimum follow-up of 18 months from first
disease assessment, median follow-up of Jflf months for DOR).35 The median
DOR in CRs (n = ) was not reached and [} patients (Jl|%) had an ongoing
response at data cut-off.

A summary of response and duration of response data are presented in Table 11.
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Table 11: Summary of response using central assessment per Lugano

classification; FL patients with three or more lines of prior therapy, IAS

N=I

Objective response rate (CR + PR), n (%)
[95% CI]

p-value vs historical control rate

Best objective response

Complete response rate, n (%)
[95% CI]

Partial response, n (%)
[95% CI]

Stable disease, n (%)
[95% CI]

Progressive disease, n (%)
[95% CI]

Duration of response

Median duration of response in all responders,
months (range)

Median duration of response in CRs, months
(range)

Key: Cl, confidence interval; CR, complete response; CSR, clinical study report; FL, follicular
lymphoma; IAS, inferential analysis set; NE, not evaluable; PR, partial response.
Source: ZUMA-5 CSR 18-Month Addendum.3®

The Kaplan—Meier plots for DOR and DOR by best response for FL patients with

three or more lines of prior therapy in the IAS are provided in Appendix L.

B.2.6.2.2. Progression-free survival (IAS)

Median PFS |G i o:tients with FL who had

received three or more lines of prior therapy and had the opportunity to be followed
for at least 18 months from first disease assessment date following axi-cel treatment,
and a median follow-up time for PFS of ] months (reverse Kaplan—Meier

approach).3®

At the time of analysis, ] patients (Jf|%) had progressed or died.3® The estimated
12-month PFS rate was [Jl1% (95% C!I: ], ) and the estimated 18-month

PFS rate was [JJl1% (95% C!I: ], ).
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Among the ] patients who achieved a CR, [} (ll%) had progressed or died.? The
estimated 12 and 18-month PFS rates in CRs were [JJl% (95% C!: I, %)

and [l (95% Cl: %, %), respectively.

The Kaplan—Meier plots for PFS and PFS by best response for FL patients with three
or more lines of prior therapy in the IAS are provided in Appendix L.

B.2.6.2.3. Overall survival (IAS)

Median OS I i o-ticnts with FL who had

received three or more lines of prior therapy and had the opportunity to be followed
for at least 18 months from first disease assessment date following axi-cel treatment,
and had a median follow-up time for OS of ] months (reverse Kaplan—-Meier

approach).®®

At the time of analysis, ] patients (%) had died.35 The estimated 12-month OS
rate was [JJl% (95% C!: ], ) and estimated 18-month OS rate was %

(95% CI: Il ).

Among the ] patients who achieved a CR, |} (l%) had died. The estimated 12
and 18-month OS rates in CRs were [JJl1% (95% CI: %, %) and %

95% Cl: %, %), respectively.

The Kaplan—Meier plots for OS and OS by best response for FL patients with three

or more lines of prior therapy in the IAS are provided in Appendix L.

B.2.6.2.4. Response and duration of response (mITT)

Post-hoc analyses of ORR in patients with FL who had received three or more lines
of prior therapy and were treated with axi-cel was [l patients (Jl%). This ORR
was significantly greater than the pre-specific historical control rate of .% (-
B The CR rate was [l patients (ll]%), significantly greater than the pre-
specified control rate of |J§% (I l). The median DOR in all responders (n =
.) was not reached with a median follow-up time of - months (reverse Kaplan—

Meier approach).

A summary of response and duration of response data is presented in Table 12.
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Table 12: Summary of response using central assessment per Lugano

classification; FL patients with three or more lines of prior therapy, mITT

Objective response rate (CR + PR), n (%)
[95% CI]

Best objective response

Complete response rate, n (%)
[95% CI]

Partial response, n (%)
[95% CI]

Stable disease, n (%)
[95% CI]

Progressive disease, n (%)
[95% CI]

Duration of response

Median duration of response in all responders,
months (range)

Key: Cl, confidence interval; CR, complete response; CSR, clinical study report; FL, follicular
lymphoma; mITT, modified intent-to-treat; NE, not evaluable; PR, partial response.

Notes: mITT includes all patients treated with any dose of axi-cel.

Source: ZUMA-5 CSR 18-month addendum.3®

The Kaplan—Meier plots for DOR and DOR by best response for FL patients with
three or more lines of prior therapy in the mITT are provided in Figure 6 and Figure
7.
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Figure 6: Kaplan—Meier plot for duration of response; FL patients with three or

more lines of prior therapy, mITT

Key: Cl, confidence interval; FL, follicular lymphoma; mITT, modified intent-to-treat; NE, not evaluable
Notes: mITT includes all patients treated with any dose of axi-cel.
Source: ZUMA-5 CSR 18-month addendum3® and data on file.

Figure 7: Kaplan—Meier plot for duration of response by best response; FL

patients with three or more lines of prior therapy, mITT

Key: Cl, confidence interval; CR, complete response; FL, follicular lymphoma; mITT, modified intent-
to-treat; NE, not evaluable; PR, partial response.

Notes: mITT includes all patients treated with any dose of axi-cel.

Source: ZUMA-5 CSR 18-month addendum3® and data on file.
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B.2.6.2.5. Progression-free survival (mITT)
Median PFS | G i p-ticnts with FL who had

received three or more lines of prior therapy and were treated with axi-cel, after a

median follow-up time for PFS of - months (reverse Kaplan—Meier approach).

At the time of analysis, ] patients (Jl]%) had progressed or died. The estimated 12-
month PFS rate was % (95% C!: ], ) and the estimated 18-month PFS

rate was % (95% CI: I, ).

Among the ] patients who achieved a CR, ] (l]%) had progressed or died. The
estimated 12 and 18-month PFS rates in CRs were |l (95% c!: I G

and [l (95% Cl: | respectively.

The Kaplan—Meier plots for PFS and PFS by best response for FL patients with three
or more lines of prior therapy treated with axi-cel are provided in Figure 8 and Figure
9.

Figure 8: Kaplan—Meier plot for progression-free survival; FL patients with

three or more lines of prior therapy, mITT

Key: Cl, confidence interval; FL, follicular lymphoma; mITT, modified intent-to-treat; NE, not
evaluable.

Notes: mITT includes all patients treated with any dose of axi-cel.

Source: ZUMA-5 CSR 18-month addendum? and data on file.
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Figure 9: Kaplan—Meier plot for progression-free survival by best response; FL

patients with three or more lines of prior therapy, mITT

Key: ClI, confidence interval; CR, complete response; FL, follicular ymphoma; mITT, modified intent-
to-treat; NE, not evaluable; PR, partial response.

Notes: mITT includes all patients treated with any dose of axi-cel.

Source: ZUMA-5 CSR 18-month addendum? and data on file.

B.2.6.2.6. Overall survival (mITT)
Median OS [ - patients with FL who had
received three or more lines of prior therapy and were treated with axi-cel, after a

median follow-up time for OS of Jf months (reverse Kaplan-Meier approach).

At the time of analysis, ] (ll]%) had died. The estimated 12-month OS rate was

B 95% Cl: . BBl and the estimated 18-month OS rate was [JJl%
95% CI: I . )

Among the [Jpatients who achieved a CR, ] patients (Jf|%) had died. The
estimated 12 and 18-month OS rates in CRs were % (95% CI: [, )

and % (95% CI: | respectively.

The Kaplan—Meier plots for OS and OS by best response for FL patients with three
or more lines of prior treated with axi-cel are provided in Figure 10 and Figure 11.
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Figure 10: Kaplan—Meier plot for overall survival; FL patients with three or

more lines of prior therapy, mITT

Key: Cl, confidence interval; FL, follicular lymphoma; mITT, modified intent-to-treat; NE, not
evaluable.

Notes: mITT includes all patients treated with any dose of axi-cel.

Source: ZUMA-5 CSR 18-month addendum?3® and data on file.

Figure 11: Kaplan—Meier plot for overall survival by best response; FL patients

with three or more lines of prior therapy, mITT

Key: Cl, confidence interval; CR, complete response; FL, follicular ymphoma; mITT, modified intent-
to-treat; NE, not evaluable; PR, partial response.

Notes: mITT includes all patients treated with any dose of axi-cel.

Source: ZUMA-5 CSR 18-month addendum?®® and data on file.
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B.2.7. Subgroup analysis

Subgroup analyses demonstrated consistent ORR and CR rates across subgroups,
with rates that were generally comparable with the those observed in the overall

population. Subgroup analyses were only conducted on the total FL population.

A summary of results for subgroups analysed is provided in Appendix E.

B.2.8. Meta-analysis

Not applicable.

B.2.9. Indirect and mixed treatment comparisons

A systematic literature review identified a paucity of clinical evidence for patients with
FL who have received at least three prior therapies (Appendix D). Three potentially
relevant studies that may have been used for comparative efficacy data were
identified:

e Batlevi et al. (2020)"
e Link etal. (2019)'3
o Fuji et al. (2020)"2

However, all three studies were considered highly limited in their suitability as a
source of comparative efficacy data for axi-cel in patients with 4L+ r/r FL in England.
Firstly, none of the studies reported baseline characteristics in the 4L+ FL setting.
Secondly, none of the studies were in a European setting, which may have led to
unobserved biases due to both differences in the natural history of disease and
potentially differing treatment patterns. As a result, no matching comparison for

treatment-effect modification has been conducted for these three studies.
B.2.9.1. SCHOLAR-5

B.2.9.1.1. Methods

An international, multicentre, external control cohort study, SCHOLAR-5, was
designed to provide comparative evidence for axi-cel in patients with r/r FL meeting
ZUMA-5 eligibility criteria.?’ SCHOLAR-5 was also designed to help characterise the
natural history of FL and current treatment patterns.
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The SCHOLAR-5 cohorts were created from multiple data sources:

e Cohort A — retrospective cohort created from electronic medical records of six
sites, including university hospitals and cancer centres with two sites based in the
UK and other sites based in France, Spain, Portugal and the US

e Cohort B — retrospective cohort created from the Vanderbilt University Medical
Center’s Synthetic Derivative: a fully de-identified database derivative of electronic
medical records from the university

e Cohort C — prospective cohort created from an open-label Phase Il study, DELTA,
that enrolled patients with r/r FL who had not responded to or were refractory to

rituximab and an alkylating agent and were treated with idelalisib

Adult patients with r/r FL or MZL starting third or later-line therapy on or after April
2011 to July 2014 (depending on source) were eligible for the SCHOLAR-5 cohort.?
Before analysis set construction, cohorts were restricted to FL patients who had
received at least three prior lines of therapy, aligning to the anticipated marketing

authorisation for axi-cel.

Two analysis sets were initially constructed to meet the study objectives. The real-
world analysis set contained Cohort A and B patients (n = 58) and was used to
characterise the natural history of FL and current treatment patterns.?! The
effectiveness analysis set (EAS) contained Cohort A, B and C patients with FL (n =
82) and was used to provide primary comparative analysis. A modified EAS was also
constructed that contained EAS patients who had a recorded Eastern Cooperative

Oncology Group score and age range within the patients of ZUMA-5 (n = 67).

The primary effectiveness endpoint was predefined as ORR within a line of
treatment, but a variety of methods were used to assess response across cohorts.?’

Secondary effectiveness endpoints of interest included CR rate, DOR, PFS and OS.

Propensity scoring methods, specifically standardised mortality ratio (SMR)
weighting, were applied to account for imbalances of confounders between the
ZUMA-5 and SCHOLAR-5 populations prior to comparative analyses. Full details of
the propensity scoring methods and outcomes are provided in the SCHOLAR-5

technical report in the reference pack.?' Sensitivity analyses using propensity score
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matching rather than SMR weighting are also described in the SCHOLAR-5 technical
report.

B.2.9.1.2. Natural history and treatment pattern outcomes

Natural history and real-world treatment pattern data from SCHOLAR-5 are

summarised in Table 13, Figure 12 and Figure 13.

The lack of standard of care in later-line settings is clear to see in real-world
treatment pattern data, with fourth-line treatments consisting of a varied mix of
immunochemotherapy, chemotherapy and experimental treatments.3® In post-hoc
analyses of the UK cohort of patients (i), a similar mix of
immunochemotherapy, chemotherapy and experimental treatments were reported,
along with what we assume is compassionate use of PI3Ki-based treatment?' (as
such treatment is not routinely reimbursed in National Health Service [NHS]
England33).2!

Natural history data from SCHOLAR-5 further demonstrate the reduced
effectiveness of treatment over time, as observed in previous studies.-'* ORR
reduced from 66% with third-line treatment to 53% and 37% with fourth and fifth or
later-line treatments, respectively (Table 13).3¢ Survival outcomes similarly reduced
with each line of treatment (Figure 12 and Figure 13). The proportion of patients alive
at 18-months reduced from 83% with third-line treatment to 72% and only 36% with

fourth and fifth or later-line treatment, respectively (Table 13).3¢

Table 13: Natural history represented by response by line of therapy

Outcome Line of treatment

3L (n = 98)

4L (52)

> 5L (n = 279)

ORR, % (95% Cl)

66% (55, 76)

53% (38, 67)

37% (22, 56)

CR, % (95% CI)

43% (32, 54)

33% (20, 48)

17% (8, 33)

18 months OS, % (95% Cl)

83% (76, 91)

72% (61, 86)

36% (22, 60)

PFS
Median, months (95% CI)
18 months PFS, % (95% ClI)

11.0 (8.6, 17.1)
31% (21, 46)

7.4 (5.3, 15.1)
23% (13, 41)

4.0 (3.1, 114)
4% (1, 23)

Key: 3L, third line of treatment; 4L, fourth line of treatment; = 5L, fifth or later line of treatment; Cl,
confidence interval; CR, complete response; ORR, overall response rate; OS, overall survival; PFS,
progression-free survival.

Notes: @ for =5 line of treatment, 39 eligible lines from 27 patients were included in the model,
except for OS which included the first eligible line per patient.

Source: Ghione et al. (2021).3¢
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Figure 12: (A) Real-world clinical site treatment patterns by line of therapy?®

and (B) fourth line treatment patterns by region (US and Europe)

100% 100%

Allogeneic SCT
Autologous SCT
CD20+Benda
CD20+CHORP like
CD20+Fludarabine based
CD20+0ther Chemo
Chemotherapy

1>

100

Sample Size

o
o

Experimental

EZH2i

R? and other imid based
PI3Ki based
Radioimmunotherapy

B US EUROPE

D20+ G020+

CHOP like

CD20+
Allogensic SCT other Chemo

CD20+
CVP

CD20+
other Chemao

PI3Ki based
Chamo—

therapy PI3Ki bassd

Expsarimental Exparimantal

Key: Benda, bendamustine; Chemo, chemotherapy; CHOP, cyclophosphamide, doxorubicin,
vincristine and prednisolone; CVP, cyclophosphamide, vincristine and prednisolone; LoT, line of
therapy; R?, lenalidomide with rituximab; SCT, stem cell transplant.

Note: 2, All SCHOLAR-5 patients (i.e. excludes DELTA trial data); ®, percentage values represent
proportion of patients with line of treatment

Source: Ghione et al. (2021a)*"; Ghione et al. (2021b).38
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Figure 13: Natural history represented by (A) progression-free survival (B)

overall survival by line of therapy
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Source: Ghione et al. (2021).3¢

B.2.9.1.3.

Comparative analyses

Baseline characteristics of patients pre- and post-weighting are provided in Table 14.

Both the IAS and the mITT of ZUMA-5 were used for weighting and comparative

analyses; |AS data are provided in Appendix M and mITT data are provided below.

Before weighting, significant differences were observed in POD24 status, the

number of prior lines of therapy and the proportion of patients >65 years of age ([}
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B 2 After applying SMR weights, the effective sample size for SCHOLAR-

5 reduced from 82 patients to 77, but there were no significant differences remaining

in baseline characteristics.

Note: It was not feasible to compare patients from SCHOLAR-5 to ZUMA-5 based
on double-refractory status as the SCHOLAR-5 protocol did not include double-

refractory status as a variable. It is acknowledged that this is a limitation as double-

refractory status is a recognised poor prognostic indicator in the r/r FL treatment

setting. However, UK clinical experts agreed that POD24, tumour bulk, time since

last treatment and age are highly appropriate prognostic factors to which

comparative analyses between SCHOLAR-5 and ZUMA-5 have been conducted.

Table 14: Baseline characteristics of patients pre- and post-weighting; FL
patients with three or more lines of prior therapy, SCHOLAR-5 EES, ZUMA-5

mITT

Characteristics

Pre-weighting

Post-weighting

SC-5
(n = 82)

Z-5
(n=78)

p-value
[SMD]

SC-5
(EES =
77)

Z-5
(n=78)

p-value
[SMD]

POD24, n (%)
Yes

No

Missing

Prior lines of therapy
Mean (SD)

Median (range)

Relapsed/refractory
to prior line of
therapy

Relapsed

Refractory

Missing

I IEiT

T TFIIT
I FI1IT
nr TFIM
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Characteristics

Pre-weighting

Post-weighting

p—
S »m
no
o
NU’I
—

Z-5
(n=178)

p-value
[SMD]

Z-5
(n=178)

p-value
[SMD]

Prior SCT
Yes

No

Missing

Tumour bulk 27 cm
Yes

No

Missing

Time since last
treatment, months

Mean (SD)

Median (range)

CR or PR to prior line
of therapy

Yes

No

Missing

Age 2 65 years
Yes

No

Missing

Prior anti-CD20 +
alkylator combination

Yes

No
Missing

IIF IFFIFF PR IFT IIT
nrF irrmwr Fe T IIT
IF IFrirr ™ Ir irr -
mJIrrr e IFrirr

Key: CR, complete response; ESS, estimated sample size; mITT, modified intent-to-treat; POD24,
progressed disease within 24 months after initiation of first-line anti-CD20 chemo combination
therapy; PR, partial response; SC-5, SCHOLAR-5; SCT, stem cell transplant; SD, standard
deviation; SMD, standardised mean difference; Z-5, ZUMA-5.
Note: Percentages may not add up to 100% due to rounding.
Source: SCHOLAR-5 Technical Report.?!
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Comparative analysis results are summarised in Table 15, and Kaplan—Meier curves

for PFS and OS are shown in Figure 14 and Figure 15.

ORR and CR rates were markedly higher in ZUMA-5 than SCHOLAR-5, with odds
ratios of ] and Il respectively, which were statistically significant at the [}
B /though median PFS, OS and DOR were not reached for
ZUMA-5, first quartile estimates exceeded the medians reached in SCHOLAR-5 for

all time to event outcomes.

Cox model hazard ratios predict an [J% reduction in risk of disease progression or

death () and a 1% reduction in risk of death alone (| ) with axi-

cel treatment versus current care.2! For DOR, cox model hazard ratios predict a %
reduction in the risk of relapse after response ([ Gz
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Table 15: Comparative analysis summary; FL patients with three or more lines of prior therapy, SCHOLAR-5, EES, ZUMA-5
mITT

Outcome SCHOLAR-5 ZUMA-5 Relative treatment-effect estimate value
(n=77) (n =78) (95% CI) P
ORR, n (%) I ] I N
CR rate, n (%) I I I I
Median DOR, months | sy | NENENN I C
MedenPES. months | puy NSNS | I C
MedenOS, months | oy I | e
Key: Cl, confidence interval; CR, complete response; DOR, duration of response; EES, estimated sample size; FL, follicular lymphoma; M, month; mITT,
modified intent-to-treat; NE, not estimable; OR, odds ratio; ORR, objective response rate; OS, overall survival; PFS, progression-free survival; RR, risk
reduction.
Source: SCHOLAR-5 Technical Report.?!
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Figure 14: Progression-free survival for axi-cel (ZUMA-5) and current 4L+ care

(propensity score weighted SCHOLAR-5)

Key: 4L+, fourth-line plus; mITT, modified intent-to-treat.
Source: Gilead data on file
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Figure 15: Overall survival for axi-cel (ZUMA-5) and current 4L+ care

(propensity score weighted SCHOLAR-5)

Key: 4L+, fourth-line plus; mITT, modified intent-to-treat.
Source: Gilead data on file

Sensitivity analyses across different analysis sets from SCHOLAR-5 and ZUMA-5
are provided in the appendices of the SCHOLAR-5 technical report.?! Irrespective of
the analysis set used, axi-cel demonstrated a significant response and survival
benefit compared with current care for the treatment of FL patients who had received

at least three lines of prior therapy.
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B.2.9.2. Uncertainties in the indirect and mixed treatment comparisons

Comparative analyses clearly indicate improved response and survival outcomes
with axi-cel compared with current care, but the wide Cls around point estimates
indicate that the exact magnitude of improvement is unclear. Robustness of
comparative analyses are, however, supported with consistent findings across
primary and sensitivity analyses exploring different weighting methods and analysis

sets across the two studies.

All comparisons of real-world data to clinical trial data are subject to common
limitations relating to differences in disease assessment approaches across these
settings. Real-world data response and progression outcomes from SCHOLAR-5 are
likely inflated compared with ZUMA-5 owing to significant differences in the way such
data are sourced and collected in the real-world versus a controlled trial
environment. Response and progression outcomes in clinical practice are typically
derived and interpreted on a centre-by-centre basis by an individual treating
physician based on a heterogenous schedule of when that patient is available for
follow-up, and typically without bone marrow confirmation. Further inherent
limitations with the real-world data set of SCHOLAR-5 included missing baseline
characteristic data for some potentially confounding factors, such as FLIPI score,
particularly at later lines of therapy, and variation in line of therapy definitions. The

latter resulted in a loss of sites and patients in the feasibility phase of the study.

Finally, the highly variable treatment approach at fourth and later-line prevents any
treatment-specific comparisons to be conducted. However, the blended comparator
approach to comparative analyses offers a high degree of external validity and

generalisability considering the lack of standard of care in current 4L practice.

In the absence of clinical evidence for patients with FL who have received at least
three prior therapies in the existing evidence base, SCHOLAR-5 provides the
strongest evidence on which to form comparative effectiveness conclusions for axi-

cel versus current care.
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B.2.10. Adverse reactions

B.2.10.1. Safety summary

Table 16 presents an overview of safety outcomes from ZUMA-5 at the time of the

18-month analysis.

In total, |l (%) of all FL patients in the SAS experienced at least one adverse
event (AE); |} (%) patients experienced worst Grade 3 or higher AEs, and [}
(%) had serious AEs (SAEs).35 As of the 18-month analysis data cut-off date, i}

S
I Sinilar safety outcomes were observed in FL patients with at

least three prior lines of therapy in the SAS (Table 16).

Table 16: Safety summary for FL patients in ZUMA-5

N (%) FL patients with two or more FL patients with three or more
lines of prior therapy SAS (n = | lines of prior therapy SAS (n =
78)
Any grade 2Grade 3

TEAE
Serious TEAE

Treatment-related
TEAE

Serious
treatment-related
TEAE

Death due to
treatment-related
TEAE

Key: FL, follicular lymphoma; SAS, safety analysis set; TEAE, treatment-emergent adverse event.
Source: ZUMA-5 CSR 18-Month Addendum.3®

LI
LI
N H
N I
H

B.2.10.2. Common adverse events

Table 17 presents the most common AEs (occurring in = 30% of patients with FL)

following treatment with axi-cel.

The most common any grade AEs of all FL patients in the SAS were pyrexia (i}
patients [J%]), hypotension (i} patients [[ll|%]) and headache (i} patients [[l%));

whereas the most common Grade 3 or above AEs were neutropenia (. patients
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%)) and anaemia (] patients [[%]).35 A similar safety profile was observed in
FL patients with at least three prior lines of therapy in the SAS (Table 17).

Table 17: Common adverse events occurring in 2 30% of FL patients in
ZUMA-5

FL patients with two or more lines | FL patients with three or more

Neutropenia
Sinus tachycardia
Tremor

of prior therapy SAS (n = 124) lines of prior therapy SAS (n =78)
Any grade Grade 2 3 Any grade Grade 2 3

Pyrexia ] [ ]

Hypotension - -

Headache [ ] [

Fatigue - -

Nausea - I

Anaemia - -

HE A

I I
N |

Key: AEs, adverse events; FL, follicular lymphoma; SAS, safety analysis set.
Source: ZUMA-5 CSR 18-Month Addendum.3®

SAEs that occurred in = 2% of patients are summarised in Appendix N.

Among all FL patients in the SAS, the most common SAEs were pyrexia (] patients
%)), pneumonia (Il patients [l%]), encephalopathy (Il patients [|%]) and
confusional state (il patients [%]).3° The most common Grade 3 or higher

SAEs were encephalopathy (il patients [l1%]), pneumonia (Il patients %))
and confusional state (] patients [[l%)).

Among FL patients with at least three prior lines of therapy in the SAS, the most
common SAEs were pyrexia (J] patients [[l]%]), pneumonia (il patients [§%)]),
confusional state (] patients [[|%]) and encephalopathy (Jil] patients [§%]).3° The
most common Grade 3 or higher SAEs were encephalopathy (- patients [l%]),
pneumonia ([l patients [l]%]) and confusional state ([ iillpatients [[J%)).

B.2.10.3. Treatment-related adverse events

Table 18 presents the most common treatment-related AEs (occurring in 2 20% of

patients with FL) following treatment with axi-cel.
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The most common any grade treatment-related AEs of all FL patients in the SAS
were pyrexia ([l patients [[l§%]), hypotension (] patients [[l]%]) and headache (i}
patients [.%]); whereas the most common Grade 3 or above treatment-related AEs
were hypoxia (JJlil patients [[l]%]) and neutropenia (i} patients [l%]).35 A similar
safety profile was observed in FL patients with at least three prior lines of therapy in
the SAS (Table 18).

Table 18: Common treatment-related adverse events occurring in 2 20% of FL
patients in ZUMA-5

FL patients with two or more lines | FL patients with three or more
of prior therapy SAS (n = 124) lines of prior therapy SAS (n =78)
Any grade Grade 2 3 Any grade Grade 2 3

Pyrexia N - I

Hypotension - - -

Headache | | I

Tremor I ] I

Chills I | N

Sinus tachycardia - - -

Neutropenia - - -

Fatigue I I I

Confusional state - - -

Hypoxia I I ]

Encephalopathy | NI [ N

Key: AEs, adverse events; FL, follicular lymphoma; SAS, safety analysis set.

Source: ZUMA-5 CSR 18-Month Addendum.3®

B.2.10.4. Adverse events of special interest

B.2.10.4.1. Cytokine release syndrome
CRS is an AE induced by the activated T-cells upon engagement with the CD19

target, and therefore is generally considered to be related to treatment with CAR T-
cell therapy. In ZUMA-5, the severity of CRS was graded according to a modification

of the grading system proposed by Lee et al.®®

Table 19 presents CRS rates and the most common symptoms of CRS (occurring in

> 4% of patients with FL) following treatment with axi-cel.
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CRS was experienced by [} (l1%¢) FL patients, of which [l @l%) had worst
Grade 3 or higher CRS and [l (%) had worst Grade 5 CRS.3% The most common
symptoms of CRS Grade 3 or higher were hypoxia (] patients [J%]), pyrexia (I}
patients [[J%]) and hypotension (Il patients [l]%]). The most common serious
CRS symptoms by any grade were pyrexia (] patients [[J%]), hypoxia (Il patients
[l1°%]) and hypotension (il patients [[l%)).

The median time to onset of CRS in FL patients was [} days (range: ||l

following axi-cel infusion.3® At the 18-month analysis data cut-off date, CRS had

resolved in [N i» zuvA-5; I
I ~or the [l patients with FL whose

CRS had resolved, the median duration of CRS was [} days (range: ||ll).

A similar CRS profile was observed in FL patients with at least three prior lines of
therapy in the SAS (Table 19).

Company evidence submission for axicabtagene ciloleucel for treating relapsed or refractory
low-grade NHL [ID1685] ©Kite, a Gilead Company (2022). All rights reserved. 62 of 155



Table 19: Summary of CRS symptoms and events occurring in 2 4% of FL
patients in ZUMA-5

N (%) FL patients with two or more FL patients with three or
lines of prior therapy SAS (n more lines of prior therapy
=124) SAS (h =78)
Any Grade | Grade 5 Any Grade | Grade 5
grade 23 grade 23

Any CRS event? Il I I B = =
Symptoms of CRSP
Pyrexia Il I B B =
Hypotension Il I I N =
Chills I I B N EE =
Hypoxia Il B I N O .
sinustachycardia [N [N N N BN W
Headache Il I B BB = =
Tachycardia Il I I B =
Nausea Il I I B = =
Vomiting I I I = = =
Fatigue | I Il B B
Malaise Il I B B = =
Alanine Il B I I N =
aminotransferase
increased
Myalgia I H B H = =
Key: CRS, cytokine release syndrome; CTCAE, Common Terminology Criteria for Adverse Events;
FL, follicular ymphoma; SAS, safety analysis set; TE, treatment-emergent.
Notes: 2 CRS events are graded according to a modification of the criteria of Lee et al. (2014).
Percentages are calculated using the total number of patients in the analysis set as the
denominator. ® individual CRS symptoms are coded using MedDRA Version 23.0 and graded per
CTCAE Version 4.03. Percentages are calculated using the number of patients with any TE CRS of
any grade.
Source: ZUMA-5 CSR 18-Month Addendum.3®

B.2.10.4.2. Neurological events

Neurological events are a commonly reported AE of CAR T-cell therapy, manifesting
through a diverse range of symptoms. It is strongly recommended that patients are
systematically monitored and undergo neurological assessments both prior to and
following CAR T-cell infusion. In ZUMA-5, neurological events were identified based

on a modification of the search strategy by Topp et al.3®

Table 20 presents neurological event rates and symptoms of neurological events

following treatment with axi-cel.

Company evidence submission for axicabtagene ciloleucel for treating relapsed or refractory
low-grade NHL [ID1685] ©Kite, a Gilead Company (2022). All rights reserved. 63 of 155



In total, ] patients (Jf|%) had at least one neurological event of any grade, [}
(%) had worst Grade 3 neurological events and Jli({l1%) patients had worst
Grade 4 neurological events.* ||l had a Grade 5 neurological event. The
most common Grade 3 or higher neurological events were encephalopathy (i}
patients [[J%]), confusional state (] patients [[|%]) and aphasia (Jill patients
[l%]). The most common serious neurological events by any grade were
encephalopathy (Il patients %)), confusional state (] patients %)),
somnolence, aphasia, agitation and immune effector cell-associated neurotoxicity
syndrome ([l patients each [J%])).

The median time to onset of neurological event in FL patients was [JJ] days (range:
B B - neurological events with an onset >80 days after the axi-
cel infusion.3® Of note, consulted clinical experts noted that the delayed/late-onset,
low-grade neurological events observed in the handful of FL patients, was not likely
to have any considerable impact.! At the 18-month analysis data cut-off date,
neurological events had resolved in ] patients (Jl§%). Of the | N \ith
unresolved neurological events, || GKTcNGG
N o the 67

patients with FL whose neurological event had resolved, the median duration of the

event was [} days (range: ).

A similar neurological event profile was observed in FL patients with at least three
prior lines of therapy in the SAS (Table 20).

Table 20: Summary o