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B.1 Decision problem, description of the technology and

clinical care pathway

B.1.1 Decision problem
The submission covers the technology’s full marketing authorisation for this
indication. The decision problem and the approach taken to it in this submission is

summarised in Table 1.
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Table 1 The decision problem

Final scope issued by NICE

Decision problem addressed in
the company submission

Rationale if different from the final
NICE scope

Population Adults with chronic kidney disease Adults with chronic kidney disease Decision problem is more restricted due
awaiting a kidney transplant from a awaiting a kidney transplant from a | to the approved indication for imlifidase
donor, who are highly sensitised with deceased donor, who are highly
HLA and have a positive crossmatch sensitised with HLA, have a positive
with the donor crossmatch with the donor and are

unlikely to be transplanted under the
kidney offering scheme

Intervention Imlifidase As per the scope -

Comparator(s) Established clinical management Established clinical management Dialysis is the only alternative treatment
without imlifidase: without imlifidase: option available to the population of
¢ Kidney transplant (may include e Haemodialysis/haemodiafiltration | interest, as they are defined as being

plasma exchange) or peritoneal dialysis unlikely to be transplanted due to their
 Haemodialysis/haemodiafiltration sensitisation and have a positive
or peritoneal dialysis crossmatch that is a contraindication to
transplant
Outcomes The outcome measures to be The outcome measures to be Outcomes presented are those where

considered include:

e Efficacy on crossmatch conversion

(ability to create a negative

crossmatch test in people who

exhibit donor specific antibodies)

Mortality

Kidney function (eGFR)

Time to graft failure

Time to rejection; type of rejection;

number of rejection episodes

e Time to next renal replacement
therapy; type of next renal
replacement therapy

considered include:

e Efficacy on crossmatch
conversion (ability to create a
negative crossmatch test in
people who exhibit donor
specific antibodies)

¢ Donor specific antibody levels

post-transplant/imlifidase

treatment

Kidney function

Survival of patients (mortality)

Survival of graft (graft failure)

AMR events

clinical data are available from clinical
trials of imlifidase and prioritised to
clearly show the safety and efficacy of
imlifidase
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Time to rebound concentration of
donor specific antibodies post-
transplant; proportion of patients
who require treatment of rebound
antibodies post-transplant
Incidence of viral and bacterial
infections

Hospitalisation days

Adverse effects of treatment
Health-related quality of life

¢ [ncidence of viral and bacterial
infections

Subgroups to
be considered

If the evidence allows, the following
subgroups will be considered:

Recipients of kidneys from living
donors

Recipients of kidneys from
deceased donors

Low risk (‘delisted’) recipients of
donor kidneys, non-delisted
recipients of donor kidneys;
Degree of sensitisation in terms of
antibody levels (e.g. positive
microbead test, flow cytometry
crossmatch, positive CDC
crossmatch)

No specific subgroups will be
considered in this submission

Given the indication, deceased donors
are the main population of interest. The
other listed subgroups fall outside the
indication for imlifidase (living donor
transplants, need for a positive
crossmatch precludes ‘delisted’
recipients).

The degree of sensitisation is not
considered appropriate to subdivide
beyond ‘highly sensitised’ (which form
the main population for this appraisal) as
the judgement of sensitisation is a
complex area that requires clinical
judgement around the patient-specific
immunological profile. In addition, the
SmPC for imlifidase cautions against use
in patients with a T-cell CDC crossmatch
positive. The company would not like to,
with current evidence, recommend this
population for imlifidase-enabled kidney
transplantation. Therefore, further
subgroups based on degree of
sensitisation were not considered
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appropriate.

Special The equality impact assessment As per NICE documents The evidence around equality issues and
considerations | scoping identified the following issues, groups that may be impacted by the
including issues | according to the principles of the NICE availability of imlifidase will be presented
related to equity | equality scheme:

or equality e People who are highly sensitised

(that is, people on the waiting list
for organ transplantation carrying
antibodies to HLA) may not be
provided with the same access to
transplantation and standard of
care as non-sensitised people.
Imlifidase may help to ensure that
this gap can be narrowed further in
the future.

e Imlifidase may also offer highly
sensitised patients in minority
ethnic groups, who already have
difficulty accessing a matched
donor kidney. These people with
protected characteristics could
gain access to a donor kidney
sooner and, thus, are likely to have
better outcomes once
transplanted.

e Clinical experts at the scoping
workshop indicated that one of the
most common causes for a patient
to be ‘highly sensitised’ is previous
pregnancy.

AMR: antibody-mediated rejection; CDC: complement dependent cytotoxicity; eGFR: estimated glomerular filtration rate; HLA: human
leucocyte antigen
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B.1.2 Description of the technology being appraised

Imlifidase is a selective immunoglobulin G (IgG) endopeptidase that rapidly and
specifically cleaves and inactivates IgG. Imlifidase is indicated for the desensitisation
of people with chronic kidney disease (CKD) whom are highly sensitised with
antibodies to human leucocyte antigens (HLA) and who have a positive crossmatch
against an available deceased donor kidney. Imlifidase has both EU Orphan Drug
Designation for the prevention of graft rejection following solid organ transplant,’ and
PRIority MEdicine (PRIME) designation,? an EMA programme to enhance support for
the development of medicines that target an unmet medical need (in this case, the
unmet medical need in highly sensitised patients who cannot receive a kidney
transplant since there is no efficient authorised treatment for the cleavage of IgG,
which was combined with the available Phase Il results showing imlifidase achieved

an efficient and rapid cleavage of IgG).

Table 2 Technology being appraised?

UK approved Idefirix™ (imlifidase)
name and
brand name
Mechanism of | Imlifidase is an IgG endopeptidase derived from Streptococcus
action pyogenes that cleaves IgG molecules at the lower hinge region
to create F(ab)’'2 and Fc fragments. Intact human IgG,
regardless of isotype, is cleaved by imlifidase in two steps:*°
1. Single cleavage of the IgG molecule leaving one heavy
chain intact
2. Generates a fully cleaved molecule that cannot mediate
CDC or antibody-dependent cell-mediated cytotoxicity by
means of Fc gamma receptors
Imlifidase can cleave soluble IgG as free protein or bound to a
specific antigen. It can also cleave cell-associated IgG that is
bound through the Fc gamma receptor or as part of the B-cell
receptor complex.* Therefore, imlifidase is able to cleave IgG in
both intravascular and extravascular spaces.
Marketing Imlifidase currently has marketing authorisation in the UK. A
authorisation/ | positive Committee for Human Medicinal Products was received
CE mark on 25 June 2020, with conditional marketing authorisation
status approval received on 25 August 2020.
Indications Imlifidase is indicated for desensitisation treatment of highly
and any sensitised adult kidney transplant patients with positive
restriction(s) crossmatch against an available deceased donor. The use of
as described imlifidase should be reserved for patients unlikely to be
in the transplanted under the available kidney allocation system
summary of including prioritisation programmes for highly sensitised patients.
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product Imlifidase is contraindicated in patients with:

characteristics | , Hynersensitivity to the active substance or to any of the
(SmPC) excipients

¢ Ongoing serious infection

¢ Thrombotic thrombocytopenic purpura (patients with this
blood disorder may be at risk of developing serum sickness)

Infusion-related reactions have been reported with imlifidase. If
any serious allergic or anaphylactic reaction occurs, imlifidase
therapy should be discontinued immediately and appropriate
therapy initiated. Mild or moderate infusion-related reactions can
be managed by temporarily interrupting the infusion, and/or by
administration of medicinal products, such as antihistamines,
antipyretics and corticosteroids. An interrupted infusion can be
restarted when the symptoms have abated.

Imlifidase is a cysteine protease that specifically cleaves IgG. As
a consequence, IgG-based medicinal products may be
inactivated if given in connection with imlifidase. Antibody-based
medicinal products cleaved by imlifidase include, but are not
limited to, basiliximab, rituximab, alemtuzumab, adalimumab,
denosumab, belatacept, etanercept, rabbit anti-thymocyte
globulin and IVIg. 1VIg may contain neutralising antibodies
against imlifidase, which may inactivate imlifidase if IVIg is given
before imlifidase. The SmPC includes recommended time
intervals between imlifidase and other antibody-based therapies.

Method of Imlifidase is provided as freeze-dried (lyophilised) powder (11mg
administration | per vial) which is reconstituted in 1.2mL sterile water to form a
and dosage 10mg/mL concentrate (1.1mL of useable volume). It is

recommended that the reconstituted solution is transferred
immediately to the infusion bag. The calculated volume of
reconstituted concentrate is added to an infusion bag containing
50mL of 0.9% sodium chloride infusion solution.

The entire, fully diluted infusion should be administered over a
period of 15 minutes and must be administered with an infusion
set and a sterile, inline, non-pyrogenic, low protein binding filter
(pore size of 0.2um). Following administration it is recommended
that the intravenous line is flushed with infusion fluid to ensure
administration of the complete dose.

Imlifidase should be administrated at a dose of 0.25mg/kg,
within 24 hours prior to transplantation. One dose is adequate
for crossmatch conversion in the majority of patients but if
needed a second dose can be administered within 24 hours
after the first dose.

Additional Imlifidase will require the use of crossmatch tests to confirm
tests or crossmatch conversion before transplant. These tests form part
investigations | of the current standard of care for transplant and so do not
represent additional tests.

List price and | The proposed list price for imlifidase is £135,000 per vial.

average cost Using an estimate based on clinical trial data that % require 1
of a course of | yig|, % require 2 vials and % require 3 vials; in addition
treatment % of trial patients required a second dose to achieve sufficient
elimination of DSA. Considering all these factors, an average
Company evidence submission template for Imlifidase for preventing kidney transplant
rejection in people with chronic kidney disease [ID1672]

© Hansa Biopharma AB (2020). All rights reserved Page 13 of 172




course of treatment is expected to cost £300,490.
Patient access | A simple patient access scheme has been submitted to PASLU

scheme (if that would apply to imlifidase. This PAS makes imlifidase
applicable) available with a discount of [JJ% on list price (equivalent to a
cost of £l per vial.

Using the same assumptions as above, this would lead to an
average course of treatment costing £l

DSA: donor specific antibodies; IgG: immunoglobulin G; IVIg: intravenous immunoglobulin

B.1.3 Health condition and position of the technology in the

treatment pathway

B.1.3.1 End stage kidney disease and renal transplant

CKD is a common condition that affects around 1 in 1000 of the population.® The
Kidney Disease Improving Global Outcomes (KDIGO) classifies stages of CKD
based on cause, glomerular filtration rate (GFR) category, and albuminuria (based
on albumin-to-creatinine ratio [ACR]) category; ” and this classification is replicated
within NICE clinical guidelines for CKD.8 End stage renal disease (ESRD) occurs
when CKD has progressed to a level where kidney function is less than 10% of
capacity and is associated with Stage 4 (15-29ml/min/1.73m?) or Stage 5
(<15ml/min/1.73m?) GFR categories.”® In ESRD patients, the kidneys are unable to
carry out required daily functions and renal replacement therapy (RRT) will be

considered for these patients.

When estimating the prevalence and incidence of ESRD, focusing on patients
undergoing RRT (including both dialysis and kidney transplant) is a useful proxy and
provides an evaluation of the population undergoing active treatment. Data from the
UK Renal Registry (UKRR) can provide prevalence and incidence rates for RRT.?
Using the most recently published annual report shows that in England in 2017,
there were 54,773 patients receiving RRT, which gave a crude prevalence rate of
985 per million population.® The prevalent population has been increasing by 3% per
year since 2013 (earliest data included within the report).® Of these patients, it was
reported that 23,646 were receiving dialysis (20,574 haemodialysis and 3072
peritoneal dialysis).® It was also reported that RRT was initiated in 6771 patients in

2017, which gave a crude incidence rate of 122 per million population.® The incident
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population for RRT has consisted of around 6000 to 7000 per year over the five

years of data included in the report.®

In patients with ESRD, kidney transplant is seen as the preferred treatment option
compared to the alternative of dialysis.'® Without transplantation, there is no way to
reverse the damage to the kidney and so dialysis is usually for life in these
patients.’-12 Kidney transplant has been accepted to increase patient survival and
quality of life (as described within the NICE pathway for CKD)."® The NICE pathway
for CKD also notes that it is likely that transplantation is a cost-effective treatment
option compared to dialysis,'® with evidence from other European countries showing
that this is very likely to be true.’* A kidney transplant is not a ‘cure’ for the condition
and there remain risks of failure for the grafted kidney after initial function.® In these
cases, a patient may need to restart dialysis or can potentially receive a further
kidney transplant. In order to minimise the risks of organ rejection, extensive tissue
matching is undertaken to ensure a compatible kidney is used. Within the UK, there
were 2339 adult kidney only transplants from a deceased donor in 2018/2019, a

number that has been increasing by around 5% per year over the last 10 years.'®

Some patients have an immunological barrier to transplantation in the form of
antibodies directed against HLA antigens. HLAs are encoded by the major
histocompatibility complex (MHC), which consists of more than 200 genes located on
chromosome 6.'® The genes of MHC include two classes that encode cell surface
antigens, these are MHC class | and MHC class 11."® Class | HLAs are present on
almost all human cells (including all nucleated cells), and the three main genes are
HLA-A, HLA-B, and HLA-C."® Class Il HLAs are primarily expressed on antigen-
presenting immune cells (such as B-cells, macrophages, and dendritic cells) and the
major genes are HLA-DP, HLA-DQ, and HLA-DR."® Within these gene classes are a
large number of individual HLA variants.'®

These antibodies against HLAs arise through immunological sensitisation that can
occur for a number of reasons.'” The exposure of a potential recipient to allogeneic
tissue bearing ‘foreign’ HLAs is the most common cause for sensitisation; such
exposure can occur from transfusion of blood products, pregnancy (which includes

miscarried and terminated pregnancies), or a previous transplant.’ These HLA
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reactive antibodies can also arise from cross-reactivity to pathogens (identified as
idiopathic antibodies)."” The antibodies may attack foreign tissue, such as the
transplanted organ. Circulating anti-HLA antibodies specific to the HLA antigens of a
potential donor organ, also known as donor specific antibodies (DSAs), are
considered a barrier to transplantation as they can lead to immediate or hyperacute
organ rejection. Some DSAs can be considered ‘low risk’ and these can be ‘delisted’
during the transplant matching process to remove them from consideration and
potentially blocking a transplant. The complexity and variety in HLA types mean that
organ matching requires expert clinical judgement to assess the patient-specific

immunological profile.

Highly sensitised patients have antibodies to the majority of HLA present within
donors. The degree of sensitisation is measured in the UK as the calculated reaction
frequency (cRF).'® The cRF is the percentage of 10,000 recent UK donors that the
patient has pre-formed antibodies against and is measured when patients are listed
for transplant.’®2° A measure that is used commonly outside the UK is the calculated
panel-reactive antibodies (cPRA), which is a computer-based method to test the
reactivity of the patient’s antibody profile against the HLA profile of >12,000 potential
donors. There is no formally agreed definition for what constitutes being highly
sensitised, but, most commonly, patients are considered to be highly sensitised if
their HLA antibody profile reacts to 285% of donors (i.e cRF 285%).?" The presence
of DSA HLA antibodies to a large proportion of the donor pool means that finding a
donor kidney is extremely difficult, if not impossible. The implication of this is that
these highly sensitised patients are unlikely to receive a transplant or may face a
substantially extended wait time for a compatible transplant. If no acceptable organ
offer becomes available to these patients they will spend the rest of their life on

dialysis with no other treatment options available to them.

Approximately 23% of patients on the kidney transplant waiting list in England are
highly sensitised, with a cRF of 285%, which equates to over 800 highly sensitised
patients (based on the kidney transplant list in England having around 3740 active
adult patients in 2018/2019).1522.23
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B.1.3.2 Unmet need in highly sensitised patients

Highly sensitised patients face extended waits for a transplant, and therefore are
likely to spend extended times on dialysis. The accrual of highly sensitised patients
on wait lists is a growing problem in kidney transplantation; this is especially true as
a longer time on the kidney transplant wait list has been shown to be independently
associated with adverse outcomes before and after transplantation, especially for
dialysis-dependent patients.?* The updated UK kidney offering scheme (KOS), has
been designed to try and address this problem of very long wait times for the most
highly sensitised patients. Under the revised KOS, patients are categorised into Tier
A or Tier B.?® Tier A includes patients with a matchability score of 10, 100% cRF or
27 years waiting time. Tier B consists of all other patients prioritised by point scores
based on a number of factors, namely: donor-recipient risk index combinations,
waiting time, tissue match and age combined, location, matchability, total mismatch
and blood group match.?® On the UK transplant list, as of 31 March 2019, 6% of
patients (298) have been waiting for a transplant for more than seven years, 98% of
whom are highly sensitised with a cRF of 85% or higher. Of those waiting for more
than seven years, 84% have a cRF of 100%.'® This revised scheme has been in
operation since only September 2019, and so its full impact cannot be reliably
judged. However, it seems likely that even given this revised scheme that a group of
patients will remain unlikely to receive a timely transplant and will experience
extended wait times; this expectation was confirmed by UK clinical experts consulted
by Hansa Biopharma AB. These patients who are unlikely to receive a transplant
may experience deterioration in their condition whilst waiting for an acceptable
kidney offer, such that they are no longer well enough to receive the transplant when

one becomes available.

Kidney allocation schemes and acceptable mismatch programmes are used
internationally to help expand the donor pool for highly sensitised patients, but
despite these programmes, many highly sensitised patients remain on dialysis and
never find a match.?® This may consist of patients who are the most highly sensitised
(cRF 299%), or those that are highly sensitised (cRF 285% and matchability scores
of 8 or 9), but have a particular immunological profile that makes them unlikely to

receive a transplant (e.g. high total mean fluorescence intensity [MFI]-load and/or a
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number of problematic DSAs). Therefore, there remains a significant unmet need for
these patients who remain unlikely to be able to receive a transplant despite the

available prioritisation programmes for highly sensitised patients.

The only other current alternative therapies that may allow these patients to receive
a transplant are desensitisation protocols. These off-label institutional desensitisation
protocols are currently used at some hospitals; however, these mostly experimental
protocols are neither standardised nor have regulatory approval.?”?8 If such a
protocol would enable a crossmatch conversion in a timely manner, then it should be
a preferred treatment option over imlifidase for those patients. However, these
treatments may fail to achieve the required threshold of desensitisation in patients
(especially within highly sensitised patients). In addition, these protocols need
repeated dosing over several weeks or months before transplantation, which means
that these protocols are only suitable for living donor transplants.?® Therefore, these
protocols do not offer a relevant clinical alternative to imlifidase. These treatments
are also unlikely to significantly impact the transplant prospects of highly sensitised
patients who are unlikely to receive a transplant within the UK, as there is no

substantial use of these unlicensed desensitisation protocols within the UK.

Given the above, long-term dialysis represents the only alternative for potential
imlifidase patients should they not be able to receive a transplant. Dialysis is the
alternative form of RRT when transplant cannot occur. The two main modalities of
dialysis are haemodialysis (HD) and peritoneal dialysis (PD). Dialysis is efficacious
as a life-saving and extending treatment, but is also associated with a number of
complications and a high burden on patients and caregivers. The main adverse
events (AEs) associated with dialysis are: infection,*° cardiovascular disease,?'
anaemia®'32 and amyloidosis.3® Over the long-term, these AEs are known to worsen
and to become more burdensome to patients, with the risk of stroke being one
example of an AE that accumulates over time on dialysis.®* This leads to an
increased mortality for patients on dialysis,® meaning that an inability to receive a
transplant may translate into a reduced survival time for these patients on long-term
dialysis. In addition, extended periods on dialysis may lead to vascular access
problems over time as ports or venous access fail, which can create an urgent need

for transplant.®°
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It is therefore not surprising that quality of life (QoL) has been shown to be lower for
patients receiving dialysis compared to those who have received a transplant.®>
Quality of life can also decline over the long-term on dialysis due to adverse events
and through the loss of hope of receiving a transplant (this can be seen to be
particularly evident if the health of a patient declines and they are removed from the
transplant list). This effect can be seen within data from a UK study which showed a
small decrement in utility between patients who were predialysis, those who had <1
year of dialysis, those with 1-3 years of dialysis and those with >3 years of dialysis.3¢
In addition, focussing on aspects of the patient experience highlights further the high
burden from dialysis and the unpleasant AEs that can be experienced, which can be
highly bothersome to patients. These AEs include sleep problems,?’ fatigue,38
nausea,® muscle cramps,38 itchiness,3® weight gain,3® and depression;3” the NHS
website lists the following additional AEs for dialysis:3° hypotension, bone and joint
pain, loss of libido, erectile dysfunction, dry mouth, and anxiety. Another factor
around dialysis that can impose a high burden on patients is the time and travel
requirements associated with dialysis. Standard in-centre HD (the most commonly
utilised dialysis modality) typically requires a 3—4 hour session 3 to 4 times every
week.3” This time commitment and the associated travel time (travel costs are
reimbursed by the NHS) severely impacts the lives of patients and their caregivers,
and this includes impacting the professional life of a patient (leading to significant
indirect costs that are outside the scope of NICE appraisals).3” PD can also be
associated with a high burden as the patient (and/or their caregiver) needs to
schedule dialysis into their daily routine, set up and run home dialysis, which again is
time-consuming and burdensome, and store the required supplies in their home.3’
The burdensome nature of dialysis means that it also has a negative impact on the
ability of patients to work and their productivity (whilst this aspect falls outside the

scope of NICE, it is an important factor for many patients).4041

The negative impacts of extended dialysis are such that this can also be seen to be
a risk factor for removal from the transplant wait list, as a result of the patients
declining health whilst on dialysis. In the UK, after 1 year on the waiting list, 1% of
patients were removed and 2% died." After 3 years on the waiting list, 6% patients
had been removed and 5% died."® In these highly sensitised patients, this means
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that the delay in access to transplantation has the potential to mean a patient loses
their opportunity to receive a transplant within the time window when they are able to

receive it.

The combination of extended wait times for transplant and the negative impacts of
extended dialysis result in a significant unmet medical need within these patients. In
light of this, enabling transplant in highly sensitised patients by eliminating
immunologic barriers is a significant advancement in therapy that acts to help meet
this unmet medical need. To our knowledge, there are no other developments in the
area of the indication, which again highlights that the management of highly

sensitised patients remains an unmet clinical need.

B.1.3.3 Clinical treatment pathway

As imlifidase is the first specific treatment option for highly sensitised patients, there
is currently no defined NICE pathway for this patient group and no mention of
sensitised patients within the NICE pathway for CKD.'® The following NICE guidance
and quality standards are relevant to CKD patients and therefore potentially relevant
to this appraisal:
e  NICE pathway for CKD'3
. Chronic kidney disease in adults: assessment and management (CG182)2
. Chronic kidney disease (stage 4 or 5): management of
hyperphosphataemia (CG157)%2
e  COVID-19 rapid guideline: chronic kidney disease (NG176)*3
e  COVID-19 rapid guideline: renal transplantation (NG178)%*
o Renal replacement therapy and conservative management (NG107)4°
. Immunosuppressive therapy for kidney transplant in adults (TA481)*
. Machine perfusion systems and cold static storage of kidneys from
deceased donors (NICE TA165)4
e  Laparoscopic insertion of peritoneal dialysis catheter (NICE IPG208)*
e  Robot-assisted kidney transplant (NICE IPG609)+°
e  Chronic kidney disease in adults (NICE QS5)>°
. Renal replacement therapy services for adults (updated 2018). NICE
quality standard 72.
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The most relevant guidance for the positioning of imlifidase is the CKD pathway
section for RRT.%2 This pathway is replicated in Figure 1 and offers guidance on the

treatment options available to these patients — dialysis or kidney transplantation.

Figure 1 NICE Pathway for renal replacement therapy
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The proposed, revised pathway would include imlifidase as an option prior to
transplantation (for relevant patients), with some implications on decisions regarding
RRT. This broad positioning needs to be refined by defining the relevant patient

group within prospective transplant patients.

The marketing authorisation of imlifidase indicates its use in highly sensitised adult
kidney transplant patients with positive crossmatch against an available deceased
donor.? The indication also contains a note that imlifidase should be reserved for
patients unlikely to be transplanted under available kidney allocation systems
including prioritisation programmes for highly sensitised patients.? For patients within
the UK, this can be clearly interpreted to mean highly sensitised patients with a
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positive crossmatch against a prospective deceased donor organ, who are unlikely
to receive a transplant under the revised KOS. More specifically, it would be
expected that highly sensitised patients would be broadly defined as those with a
cRF 285%, in line with current UK practice.?! Within this group of highly sensitised
patients, imlifidase should be targeted at those who remain unlikely to be
transplanted under the revised KOS. Identification of these patients will require the
application of clinical judgement by healthcare professionals to the patient-specific

immunological profile and the likelihood of the patient to receive a transplant.

Another aspect covered within the indication of imlifidase is the need for a positive
crossmatch against the potential deceased donor organ. There are three main types
of crossmatch test used within transplantation. The first of these is the complement
dependent cytotoxicity (CDC) crossmatch test. This involves serum from the
recipient being added to donor lymphocytes (T- or B-cell) in the presence of
complement. A positive CDC crossmatch test occurs when DSAs bind to
lymphocytes, activate complement and cause cell lysis (in over 20% of cells).>3 The
second test type is fluorescence-activated cell sorting (FACS, also known as flow
cytometry) crossmatch. This involves serum from the recipient being added to donor
lymphocytes (T- or B-cell) in the presence of anti-IgG fluorescein-labelled antibodies.
A positive test occurs when the anti-lgG fluorescein labelled antibodies bind to
lymphocytes and are detected by flow cytometry. FACS is more sensitive than the
CDC crossmatch and may be positive despite a negative CDC crossmatch due to
detection of lesser levels of IgG HLA or non-HLA antibodies or a non-complement
binding antibody.%3 The final test type is the virtual or predicted crossmatch. This
involves serum from the recipient being added to synthetic beads with either a set of
antigens or a single antigen. Each bead can be identified by an independent dye
signature. Anti-HLA antibodies will bind to the specific bead and a detector antibody
will then bind and sequester a reporter dye. A profile of the antibodies present in the
recipient is built by checking beads for the reporter dye with a laser beam. This
profile can be compared with the HLA construct of a potential donor thus predicting
the result of crossmatch.%® Within UK clinical practice, virtual crossmatch tests have

become standard practice, with CDC crossmatch tests conducted as necessary. It is

Company evidence submission template for Imlifidase for preventing kidney transplant
rejection in people with chronic kidney disease [ID1672]

© Hansa Biopharma AB (2020). All rights reserved Page 22 of 172



therefore expected that imlifidase would be used in patients with a virtual positive

crossmatch (or FACS positive, if conducted).

Clinical judgement is also needed around the risk profile of the transplant to ensure
that the risk-benefit level is appropriate and clinically acceptable for the recipient.
The British Transplant Society (BTS) guidelines include an assessment of
immunological pre-transplant risk assessment based on donor crossmatch and
antibody screening results.>* These guidelines provide broad recommendations for
classifying transplants into high, intermediate and standard risk.>* These
recommendations do not yet account for the use of imlifidase, and so are not directly
applicable but outline how a number of factors can be used, combined with clinical
judgement, to ensure that imlifidase is used in appropriate cases with an appropriate
risk profile. For example, patients with T-cell CDC positive crossmatches, have
previously shown to be high risk patients who often experience poor transplant
outcomes.®® As imlifidase reduces DSAs to allow transplant but does not provide a
permanent elimination of DSAs, the long-term risk profile of the transplant requires

balanced clinical judgement.

There are also considerations in regard to how imlifidase fits in relation to the KOS.
UK expert clinical opinion, solicited by Hansa Biopharma AB, is that patients unlikely
to be transplanted and, therefore, eligible for imlifidase can be found within both Tier
A and Tier B of the KOS (patients in Tier B may be considered unlikely to be
transplanted due, as an example, to the breadth and strength of the antibodies
present against a wide range of HLAs). Expert opinion is that those patients unlikely
to receive a transplant can be identified early in most cases (within two years of wait
time). A timely assessment of ability to be transplanted avoids a seven year wait
(one of the criteria for Tier A) that would lead to an avoidable prolonged period of

dialysis likely to be detrimental to patient outcomes whilst increasing costs.

In summary, imlifidase should be available as a treatment option for adults with CKD
awaiting a kidney transplant from an available deceased donor, if:
. The transplant recipient is highly sensitised (cRF 285%)

o There is positive crossmatch against the donor kidney
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. The patient remains unlikely to be transplanted, despite the revised KOS
(Tier A or Tier B)

o The transplant has an acceptable risk profile for the recipient.

This definition of imlifidase patients is also summarised diagrammatically within
Figure 2. This schematic highlights how imlifidase is targeted at a small subgroup of
patients eligible for kidney transplant, and hence that this is a highly specialised
treatment that will be targeted at the unmet need in those patients who currently

have very limited to no ability to receive a kidney transplant.

Figure 2 Schematic showing identification of imlifidase target patients
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Based on these definitions, the expected size of the patient group eligible for
imlifidase is estimated to consist of around 113 patients in England. This equates to
13% of the 870 highly sensitised patients that are on the kidney transplant list. This
estimate was based on clinical expert opinion gathered by Hansa Biopharma AB and
through an informal survey of seven UK transplant centres who were asked to
estimate the number of their patients that were expected to meet the criteria to be
eligible for imlifidase. Further expert advice was sought to estimate how these
patients divide between Tier A and Tier B of the KOS. It was estimated by clinical
experts that around 10% of the transplant list corresponds to Tier A patients, and
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that around 25% of these Tier A patients remain unlikely to be transplanted and
hence eligible for imlifidase. This would correspond to 93 patients in Tier A and 20
patients in Tier B. This highlights that only small numbers of patients are expected to
be eligible for imlifidase and most of these are within Tier A of the KOS. In addition, it
must be remembered that these figures relate to numbers of eligible patients, and
the numbers receiving imlifidase treatment will be further limited by the availability of
donor kidneys (and the allocation of these kidneys within the KOS). Therefore, only a
small proportion of imlifidase eligible patients would be expected to receive this

treatment each year.

Hansa Biopharma AB expects that as a highly specialised treatment, imlifidase
would be introduced using a centre-by-centre approach. The first centres and
clinicians to use imlifidase are expected to be those that have expertise and
experience in HLA incompatible transplantation, immunosuppressive therapies, and

a detailed understanding of anti-HLA antibodies.

B.1.4 Equality considerations

People who are highly sensitised are currently not being provided the same access
to kidney transplantation or standard of care as those whom are non-sensitised. This
is evident in that the time on the waiting list for highly sensitised patients is over
double that compared to non-sensitised patients, at over six years.??> A cohort of
highly sensitised patients are accumulating on transplant waiting lists; around 40% of
patients waiting for a compatible kidney will not be transplanted within 5 years of
being put on the waiting list.’® The recent updates to the UK KOS provides evidence
that there has historically been inequity between highly sensitised patients and non-
sensitised patients, as the updated scheme now aims to better prioritise highly
sensitised patients.?22% There remain particular groups where access to transplant is
further restricted and where this inequality has not been resolved by the updated
KOS.

B.1.4.1 Female population

Pregnancy is one of the most common causes for a patient to become sensitised
with anti-HLA antibodies. Over a quarter of women develop anti-HLA antibodies after

three or more pregnancies.>% In addition, it has been documented that almost
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three-quarters of women with a prior pregnancy become sensitised after a blood
transfusion.®” Due to this, there are a disproportionate number of women at the
longer end of the waiting list spectrum (especially compared to the proportions
entering onto the waiting list).’”®> UKRR data show that the female gender is less likely
to receive a deceased donor kidney transplant.® Women were 13% less likely to be
added to the kidney transplant waiting list within 2 years of starting RRT compared to
male counterparts (odds ratio [OR] 0.87, 95% confidence interval [CI] 0.80-0.94).
Once on the transplant waiting list, women were 16% less likely to receive a
deceased donor kidney transplant within 2 years than men (OR 0.84, 95% CI 0.75-
0.93).° The approval of imlifidase would provide an additional avenue for transplants

and so can help equalise access to transplant for women.

B.1.4.2 Black, Asian and minority ethnic (BAME) populations

A recent comprehensive scoping review commissioned by Kidney Research UK
found that ethnic minorities, although disproportionately represented in patient
populations with ESKD, receive fewer transplants and wait longer to receive a
transplant.®® BAME groups represent 11% of the UK population; however, 31% of
the kidney transplant waiting list was made up of BAME groups in 2019, which
demonstrates a need for kidney transplant that exceeds that of white patients.?25960
BAME patients experience waiting times 6 months longer than white patients, due to
issues arising from the matching of blood and tissue types.?25%6° Data from UKRR
show that patients of non-white ethnicity are significantly less likely to receive a
deceased donor kidney transplant.® Once on the transplant waiting list, non-white
patients had a 61% lower chance of receiving a deceased donor kidney transplant
within 2 years (OR 0.39, 95% CI 0.35-0.44).° A previous analysis of UKRR data
further supports this disparity. The likelihood of receiving a transplant from a donor
after brain stem death within two years of registration on the waiting list was
significantly reduced for those of non-white ethnicity (OR 0.47, 95% CI1 0.37 to 0.59,
P<0.001) compared with white ethnicity.®’ Those of non-white ethnicity were also
less likely to receive a transplant from a donor after cardiac death or a living kidney
donor within two years of registration on the waiting list (OR 0.57, 95% CI 0.46 to
0.7, P<0.001).8" Additionally, a recent analysis of 1066 kidney transplant recipients
(80 black patients, 986 white patients) within a single centre cohort (2007-2017) in
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the UK found black patients had longer wait times, more difficult matchability (higher)

scores and greater HLA-level mismatches compared with white patients.??

Whilst new allocation systems have reduced some racial/ethnic differences in
obtaining a deceased donor transplant; for highly sensitised patients, this barrier to
transplant still remains. Imlifidase offers highly sensitised BAME patients a
desensitisation treatment option to enable access to a deceased donor kidney.
These people with protected characteristics could gain more equitable access to a
donor kidney sooner and, thus, are likely to have better outcomes once transplanted;

therefore, addressing current inequalities.
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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 the technology being appraised.

B.2.2 List of relevant clinical effectiveness evidence

The efficacy of imlifidase has been evaluated in patients diagnosed with Stage 5
CKD awaiting kidney transplant in four Phase Il studies. These studies were: 13-
HMedldeS-02, 13-HMedIdeS-03, 14 HMedldeS-04, and 15-HMedIdeS-06. In
addition, a follow-up study collecting long-term data on transplanted patients is
ongoing (17-HMedldeS-14, see Section B.2.11 for details).

The four Phase Il studies that provide the key efficacy data in the clinical programme
for imlifidase were all uncontrolled, open-label studies. The inability to conduct
randomised controlled trials with imlifidase is due to a number of considerations
around the nature of imlifidase treatment and the associated kidney transplant. It
also reflects the targeted patient population of highly sensitised patients, which
represents a small cohort of patients. Donor kidneys are a valuable resource with a
highly restricted supply and the risk of an incompatible kidney transplant are well
known.'® There are a number of reasons for the use of an uncontrolled design in the
trials; firstly, is the fact that there are no approved treatments for the desensitisation
of patients who are highly sensitised. It would, therefore, be considered unethical,
from a UK perspective, to conduct a randomised controlled trial for this treatment in
these patients due to the lack of a safe and effective alternative therapy option to act
as a comparator. Although off-label institutional desensitisation protocols are
currently used at some hospitals, there is no consensus as to standard of care and
these are mostly experimental treatments. These treatments also often fail to
achieve the required threshold of desensitisation in patients, specifically within the
necessary timeframe for deceased donor transplantation. As such, they are only
used as a therapy option with living donors. A clinical study that would randomise
patients to a known potentially unsuccessful desensitisation protocol was regarded

as unethical and not feasible since it would inevitably risk the possibility for a patient
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to be transplanted. Further, using an ineffective desensitisation protocol followed by

transplantation would result in a high risk of graft rejection and associated

complications. Another issue is that the heterogeneity of kidney allocation systems

across countries makes it not possible to design and conduct a randomised

controlled trial that reflects a population relevant to all countries.

Several publications have reported results from these Phase Il trials (13-HMedldeS-
02, 13-HMedldeS-03, 14 HMedldeS-04, and 15-HMedldeS-06), as summarised in

Table 3.

Table 3 Published reports of imlifidase trials

Study Published reports including Clinical trial Design
results from study registry numbers
13-HMedldeS-02 | Jordan et al. 2017;° Lorant et al. NCT02224820, Open-label
2018;5 Lorant et al. 2016 EudraCT 2013- ascending-dose,
(conference abstract);®* Lorantet | 0p5417-13 Phase 2 study
al. 2015 (conference abstract)8®
13-HMedIdeS-03 Jordan et al. 2017;% Lorant et al. NCT02475551, Open-label, single-
2016 (conference abstract)® EudraCT 2014- group, Phase 1-2
000712-34 study
14-HMedldeS-04 | Jordan et al. 2017;° Huang et al. NCT02426684 Open-label, single-
2019 (conference abstract);®® group, Phase 1-2
Jordan et al. 2018 (conference study
abstract);?” Jordan et al. 2017
(conference abstract);®® Jordan et
al. 2016 (conference abstract)?®
15-HMedIdeS-06 Lonze et al. 201870 NCT02790437, Open-label, single-
EudraCT 2016- group, Phase 2 study
002064-13

The publication by Jordan et al. (2017)° is the main publication which covers analysis
of transplanted patients from 13-HMedldeS-02, 13-HMedldeS-03 and 14-HMedIdeS-
04. Lorant et al. (2018)83 covers the results of trial 13-HMedldeS-02, for the majority

of patients who were not transplanted (this was primarily a dose finding study with an

efficacy endpoint focussed on reaching acceptable criteria for a transplant). Lonze et

al. (2018)7° provides partial results from 15-HMedldeS-06 focussed on the results

from a single centre. The conference abstracts provide additional early reports on

the results from these trials,64:6566.67.68.69 gnd the most recent abstract for 14-

HMedldeS-04 provides some data from additional longer term follow-up of these
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patients.®667.68 A more formal long-term follow-up trial (17-HMedldeS-14), covering
all available transplanted patients, is currently ongoing (see Section B.2.11 for more

details), but this study has not yet reported any formal results.

These studies used an adaptable definition of eligible patients based on local criteria
where the studies were conducted. Therefore, an analysis of patients relevant to the
expected licence and UK clinical practice will be presented within this submission as
the primary population of interest. This sub-analysis will be conducted using a pooled
patient group from across the clinical trials of imlifidase in order to maximise the size

of this population (full details are within the meta-analysis section).

Table 4 Clinical effectiveness evidence — 13-HMedldeS-02

Study 13-HMedldeS-02
Study design Open-label ascending-dose study
Population Patients with chronic kidney disease with identified
antibodies against at least two HLA antigens
Intervention(s) Imlifidase at 0.12mg/kg two doses, 0.25mg/kg one dose,
0.25mg/kg two doses
Comparator(s) None
Indicate if trial supports | Yes X Indicate if trial used in the | Yes X
application for economic model
marketing authorisation | NO No
Rationale for use/non- Data from only transplanted patients in the study are included
use in the model in the combined analysis used as a data source for the
economic model
Reported outcomes o Efficacy of imlifidase in reducing HLA antibody levels to a
specified in the decision level acceptable for transplantation within 24 hours of
problem dosing (measured as MFI of <1100 as measured in SAB
assay)
¢ Resultin FACS crossmatch test against available donor
cells after imlifidase treatment
¢ Reduction of PRA levels in cytotoxic sera screen after
imlifidase treatment
o Safety parameters (AEs, clinical laboratory tests, vital
signs and ECG)
All other reported e Pharmacokinetic profile of imlifidase
outcomes e Pharmacodynamic profile of imlifidase (cleavage of IgG)
e Immunogenicity of imlifidase (measuring anti-drug
antibodies)

AE: adverse event; ECG: electrocardiogram; FACS: fluorescence-activated cell sorting;
HLA: human leukocyte antigen; IgG: immunoglobulin G; MFI: mean fluorescence intensity;
PRA: panel reactive antibody; SAB: single antigen bead
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Table 5 Clinical effectiveness evidence — 13-HMedldeS-03

Study 13-HMedldeS-03

Study design Open-label, single-group, Phase 1-2 study

Population Patients with chronic kidney disease intended for
transplantation with at least one identified anti-HLA antibody
>3000 MFI

Intervention(s) Imlifidase at 0.25mg/kg and 0.5mg/kg

Comparator(s) None

Indicate if trial supports | Yes X Indicate if trial used in the | Yes X

application for economic model

marketing authorisation | N° No

Rationale for use/non-
use in the model

Data from the relevant transplanted patients are included in
the combined analysis used as a data source for the
economic model

Reported outcomes
specified in the decision
problem

Efficacy of imlifidase in reducing HLA antibody levels
to a level acceptable for transplantation within 24
hours of dosing

Result in FACS and CDC crossmatch test after imlifidase
treatment

Reduction of PRA levels in cytotoxic sera screen after
imlifidase treatment

Kidney function in patients transplanted

Incidence of rejection, as well as patient and graft
survival

Time to recovery of total serum IgG and HLA antibody

Safety parameters (AEs, clinical laboratory tests, vital
signs and ECG)

All other reported
outcomes

Pharmacokinetic profile of imlifidase
Pharmacodynamic profile of imlifidase (cleavage of IgG)

Immunogenicity of imlifidase (measuring anti-drug
antibodies)

AE: adverse event; CDC: complement dependent cytotoxicity; ECG: electrocardiogram;
FACS: fluorescence-activated cell sorting; HLA: human leukocyte antigen; IgG:
immunoglobulin G; MFI: mean fluorescence intensity; PRA: panel reactive antibody

Company evidence submission template for Imlifidase for preventing kidney transplant
rejection in people with chronic kidney disease [ID1672]

© Hansa Biopharma AB (2020). All rights reserved

Page 31 of 172




Table 6 Clinical effectiveness evidence — 14-HMedldeS-04

Study 14-HMedldeS-04
Study design Open-label, single-group, Phase 1-2 study
Population Highly sensitised chronic kidney disease patients awaiting

kidney transplantation who had undergone prior
desensitisation attempt(s) and have detectable DSA(s) or
positive crossmatch tests

Intervention(s)

Imlifidase at 0.24mg/kg

Comparator(s) None

Indicate if trial supports | Yes X Indicate if trial used in the | Yes X
application for economic model

marketing authorisation | N° No

Rationale for use/non-
use in the model

Data from the relevant transplanted patients are included in
the combined analysis used as a data source for the
economic model

Reported outcomes
specified in the decision
problem

o Number and levels of DSAs prior to and post
transplantation (DSAs were defined as antibodies
directed against donor HLA measured in SAB assay
with MFI >2000)

¢ Incidence of allograft rejection
¢ Incidence of AMR findings at end of study
o Biopsy pathology evaluation

¢ Renal function (creatinine, eGFR, and urine protein
measurements)

e Long-term allograft function (S-creatinine and eGFR)

o Safety parameters (AEs, laboratory assessments, vital
signs, ECG)

All other reported
outcomes

¢ Incidence of C4d depositions

AMR: antibody-mediated rejection; AE: adverse event; DSA: donor specific antigens; ECG:
electrocardiogram; eGFR: estimated glomerular filtration rate; HLA: human leukocyte
antigen; MFI: mean fluorescence intensity; SAB: single antigen bead
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Table 7 Clinical effectiveness evidence — 15-HMedldeS-06

Study 15-HMedldeS-06
Study design Open-label, single-group, Phase 2 study
Population Kidney transplant patients who had previously undergone

desensitisation unsuccessfully or in whom effective
desensitisation would be highly unlikely

Intervention(s)

Imlifidase at 0.25mg/kg (second dose if required)

Comparator(s)

Indicate if trial supports
application for
marketing authorisation

None
Yes X Indicate if trial used in the | Yes X
economic model

No No

Rationale for use/non-
use in the model

Data from the relevant transplanted patients are included in
the combined analysis used as a data source for the
economic model

Reported outcomes
specified in the decision
problem

o Efficacy of imlifidase to create a negative crossmatch
test within 24 hours after imlifidase dosing

o DSA levels pre- and post-imlifidase treatment

¢ Kidney function (assessed by eGFR, creatinine and
proteinuria)

o Safety parameters (AEs, clinical laboratory tests, vital
signs and ECGs)

All other reported
outcomes

e Time to negative CDC crossmatch test and negative
FACS crossmatch test

e Pharmacokinetic profile of imlifidase
¢ Pharmacodynamic profile of imlifidase (cleavage of IgG)

¢ Immunogenicity of imlifidase (measuring anti-drug
antibodies)

AE: adverse event; CDC: complement dependent cytotoxicity; DSA: donor specific antigens;

ECG: electrocardiogram; eGFR: estimated glomerular filtration rate; FACS: fluorescence-
activated cell sorting; IgG: immunoglobulin G
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B.2.3 Summary of methodology of the relevant clinical

effectiveness evidence

B.2.3.1 Trial methodology

A summary of the main methodologies of the four clinical trials (13-HMedldeS-02,
13-HMedldeS-03, 14 HMedldeS-04, and 15-HMedldeS-06) are included in Table 8.
As noted in the previous section of this submission, due to the nature of this
treatment and the target patient population, there are no randomised controlled trials
of imlifidase. Therefore, these four clinical trials are all open-label, single-group,
Phase Il (or Phase I/1l) studies. The key design features of these trials, including key
eligibility criteria, interventions used, and trial outcomes are all summarised in Table
8. Full details on inclusion and exclusion criteria are included within Appendix L of

this submission.
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Table 8 Summary of clinical effectiveness trial methods

Trial number

13-HMedIdeS-02

13-HMedideS-03

14-HMedldeS-04

15-HMedldeS-06

Location Single centre in Sweden Two centres in Sweden Single centre in USA The study was conducted at
e Uppsala University e Uppsala University e Cedars-Sinai Medical five sites in three countries
Hospital Hospital Centre e Cedars-Sinai Medical
e Karolinska University Centre F, USA
Hospital e The Johns Hopkins
Hospital, USA
e New York University
School of Medicine, USA
e Uppsala University
Hospital, Sweden
o Hopital Necker, France
Trial design Phase II, non-randomised, Phase Il, non-randomised, Phase I/ll, non-randomised | Phase I, single-arm, non-

ascending dose study

ascending single dose study

open label exploratory study

randomised, open-label
study

Eligibility criteria
for participants

Key inclusion criteria

1. Sign informed consent
form (with ability to
understand)

2. Aged 18 years or older

3. Diagnosis with CKD and
in dialysis with identified
antibodies against at
least two HLA antigens
of which at least one is
3000 MFI or more as
measured by SAB assay
on at least two occasions

4. Females of childbearing

Key inclusion criteria

1. Ability to understand and
had signed the informed
consent form

2. Age 18 years or above

3. Patients diagnosed with
CKD and in dialysis with
preformed anti-HLA
antibodies (non-DSA,
DSA or both), negative T-
CDC crossmatch and at
least one antibody MFI
>3000

4. Available ABO-

Key inclusion criteria

1. ESRD awaiting
transplantation on the
UNOS list

2. Age 18-70 years at the
time of screening

3. cPRA >50%
demonstrated on 3
consecutive samples,
patient highly-HLA
sensitised and a
candidate for deceased
donor kidney
transplantation after

Key inclusion criteria

1. Male or female aged 18—
70 years at the time of
screening

2. Patients on the kidney
transplant waiting list who
had previously
undergone
desensitisation
unsuccessfully or in
whom effective
desensitisation or kidney
paired donation was
highly unlikely
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potential and males must
use highly effective
contraception during the
study and at least for 12
weeks after
discontinuation

Key exclusion criteria

1. Tested positive for IgE
antibodies against
imlifidase

2. Prior malignancy within 5
years

3. Any positive result on
screening for serum
hepatitis B surface
antigen, hepatitis C
antibody or human
immunodeficiency virus

4. Clinical signs of ongoing
infectious disease

5. Severe other conditions
requiring treatment and
close monitoring

6. Previous treatment with
biological antibody
therapies (within 5 half-
lives prior to imlifidase),
rituximab/
cyclophosphamide (prior
6 months)

7. Participation in another
clinical trial in previous 4

compatible donor (living
or deceased donor)

5. Patients should be fit for

surgery

6. Females of childbearing

potential and males
should use highly
effective contraception
during the study and at
least for 12 weeks after
discontinuation

Key exclusion criteria

1. Prior malignancy within
5 years

2. Any positive result on

screening for serum
hepatitis B surface
antigen, hepatitis C
antibody and human
immunodeficiency virus

3. Clinical signs of ongoing

infectious disease

4. Severe other conditions

requiring treatment and
close monitoring

5. Patients treated with

biological therapies
based on antibodies
within at least 5 half-
lives of that drug

6. Participated in any other

clinical study that

desensitisation

. At transplantation, the

patient must have a
DSA/crossmatch positive
non-HLA identical donor

. Able to understand and

provide informed consent

Key exclusion criteria

1.

Use of IVIg within 7 days
prior to planned imlifidase
administration

. Recipients of kidneys

from Extended Criteria
Donors or Living Donors

. Women of child-bearing

age who were not willing
or able to practice Food
and Drug Administration -
approved forms of
contraception

. Positive test for hepatitis

B or hepatitis C infection
or human
immunodeficiency virus

. Selective IgA deficiency

and those who have
known anti-IgA antibodies

. Use of investigational

agents within 4 weeks of
participation

In Sweden, additionally:

a) Fulfil the criteria to
be listed on the
Scandia Transplant
Acceptable Mismatch
Program or on the
Scandinavian
Transplant Kidney
Exchange Program

In France, additionally:
a) DSAs present

b) MFI levels of at least
3000

3. Patients with a live or
deceased (deceased
donor not applicable in
France) donor with a
positive crossmatch test

4. Patients had to be able to
understand and sign the
informed consent

Key exclusion criteria

1. Previous treatment with
imlifidase
2. Previous high dose VIg
treatment (2 g/kg body
weight) within 28 days
prior to imlifidase
treatment
3. Women of child-bearing
age and men who were
not willing or able to
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months

included drug treatment
within previous 4 months

practice the required
forms of contraception

4. Sweden: Patients tested
positive for hepatitis B or
hepatitis C infection
France: Patients tested
positive within for
hepatitis B/C 1 year prior
to enrolment USA:
Patients with clinical
signs of hepatitis B/C
infection

5. Severe other conditions
requiring treatment and
close monitoring

6. Patients should not have
received investigational
drugs within 4 half-lives
(or similar)

7. Patients who had a live
donor and tested positive
for ImmunoCAP anti-
imlifidase IgE

Settings and
locations where
the data were
collected

Data were collected during
an initial 3-day residential
period and at study visits
over increasing time periods
thereafter (days 4, 5, 7, 14,
21, 28 and 64); total follow-
up period of 64 days

Data were collected during
an initial 3-day residential
period, an observation
period (days 3—14) and
during a follow-up period of
6 months

Data were collected during
the treatment period (days
1-7), observation period
(days 8-28) and during a
follow-up period of 6 months

Data were collected during
the treatment period (days
0-14), and during a follow-
up period of 6 months
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Trial drugs

Permitted and
disallowed
concomitant
medication

Intravenous imlifidase was
administered over 15
minutes. Each patient
received a single dose of
imlifidase on Day 0. An
additional second dose was
administered within 2 days

when considered necessary.

The planned dose groups
were:

o 0.12mg/kg

e 0.25mg/kg

¢ 0.50mg/kg (optional)

¢ 1.00mg/kg (optional)
Concomitant medications

Patients received
premedication with
methylprednisolone 250mg
i.v. and 10mg loratadine p.o.
before each imlifidase
infusion (to minimise
infusion reactions).

All patients received
prophylactic antibiotics, the
first dose group received
amoxicillin/ clavulanic acid
tablets 500mg/125mg, this
was replaced in second
dose group with
phenoxymethylpenicillin due
to liver toxicity concerns in
combination with tacrolimus;

Patients in the first dose
group received one
intravenous dose of
0.25mg/kg imlifidase over 15
minutes on Day 0. The
second dose group received
one dose of 0.50mg/kg after
evaluation of the safety and
efficacy in the first group.

Concomitant medications

Patients received
premedication with
methylprednisolone 250mg
i.v. and 10mg loratadine p.o.
before each imlifidase
infusion.

All patients received 1g
phenoxymethylpenicillin
once daily from the start of
imlifidase treatment until
recovery of serum IgG level
(>3 g/L).

The medication
administered as standard of
care of kidney transplant
patients at the study sites
were:

o cefuroxime 1.5g i.v.
immediately before
transplantation

e trimethoprin 80mg/
sulfamethoxazole 400mg

All subjects received a 15-
minute intravenous infusion
of imlifidase at a dose of
0.24mg/kg.

Concomitant medications

Premedication comprising
methylprednisolone 40mg
i.v., acetaminophen
650mg p.o. and
diphenhydramine 150mg
p.o. was administered.

Patients also received
prophylactic ciprofloxacin
and alemtuzumab 30mg four
days post-transplant.

High dose corticosteroids
were administered on days
1-4.

Regardless of the
cytomegalovirus status,
patients received i.v.
ganciclovir while inpatients
and valganciclovir as
outpatients for 6 months.
Patients received
fluconazole 100mg daily for
one month and trimethoprim
80mg and sulfamethoxazole
400mg daily for 12 months.

High dose IVIg (2g/kg) was
administered on days 14-21
(Subject Nos. 401-414) or
7-14 (Subject Nos. 415—

Imlifidase was administered
as an i.v. infusion over at
least 15 minutes. The
patients received a single
dose of 0.25mg/kg
imlifidase. If it was
considered safe and the
desired effect was not
achieved (negative
crossmatch test) after the
first dose, an additional
imlifidase infusion could be
given within two days of the
first infusion.

Concomitant medications

Patients received
premedication with
methylprednisolone, 250mg
i.v. and loratadine 10mg p.o.
or an equipotent
antihistamine before each
imlifidase infusion.

All patients received
prophylactic antibiotics or
sulphonamides according to
clinical practice at each site
from the start of imlifidase
treatment until the serum
IgG level was back within
normal range.

Patients were treated with
high dose 1VIg 10% solution
2g/kg (maximum 140g for
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other alternatives were used
if hypersensitive to beta-
lactam antibiotics.

Supportive therapy
considered necessary for
patient welfare was given at
the discretion of the
investigator and was
recorded.

once daily

e when tolerating oral
treatment, or at
discharge, all participants
received valganciclovir
450mg daily

Patients received the

standard maintenance

immunosuppression as at
each site.

Supportive therapy
considered necessary for
patient welfare was given at
discretion of the investigator
and was recorded.

417) after transplantation.

>70 kg) for 7 days after
imlifidase treatment and 1g
rituximab (anti-CD20
antibody) for 9 days after
imlifidase treatment.

Induction therapy could be
used if indicated; either anti-
thymocyte globulin or
alemtuzumab.

Patients were treated with
immunosuppressing agents
according to clinical practice
at each study site.

Supportive therapy
considered necessary for
the patient’s welfare could
be given at the discretion of
the investigator and was
recorded.

Primary
outcomes

Efficacy, defined as the
imlifidase dosing scheme
resulting in HLA antibody
levels which are acceptable
for transplantation
(measured as an MFI of less
than 1100 as measured in a
SAB assay, within 24 hours
from dosing)

Safety parameters (AEs,
clinical laboratory tests, vital
signs and ECGs)

Number and levels of
DSAs prior to and post
transplantation (DSAs
defined as antibodies
directed against donor
HLA measured in the
SAB-HLA assay with MFI
value >2000)

Incidence of allograft
rejections

Renal function
(creatinine, eGFR, and
urine protein

Efficacy, defined as
imlifidase ability to create a
negative crossmatch test
within 24 hours after
imlifidase dosing
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measurements)

Biopsy pathology
evaluation

Safety parameters (AEs,
laboratory assessments,
vital signs, ECGs)

Other outcomes
used in the
economic
model/specified
in the scope

Reduction of PRA levels
in cytotoxic sera screen
after imlifidase treatment

Result in FACS
crossmatch test against
available donor cells
after imlifidase treatment

Safety parameters
(adverse events, clinical
laboratory tests, vital
signs and ECGs)

PK profile of imlifidase

PD profile of imlifidase
(cleavage of IgG)

Immunogenicity of
imlifidase (measuring
ADA)

Efficacy defined as the
imlifidase dosing scheme
resulting in HLA antibody
levels acceptable for
transplantation within 24
hours from dosing

Reduction of PRA levels
in cytotoxic sera screen
after imlifidase treatment

Result in FACS and CDC
crossmatch test after
imlifidase treatment

PK profile of imlifidase
PD profile of imlifidase
(cleavage of 1gG)

Immunogenicity of
imlifidase by measuring
ADA

Time to recovery of total
serum IgG and HLA
antibody

Kidney function in
patients who were
transplanted

The incidence of

Incidence of AMR
findings at end of study
Incidence of C4d
depositions

Long-term allograft
function (S-creatinine and
eGFR)

DSA levels at pre- and
post-imlifidase treatment

Time to create a negative
CDC crossmatch test (not
applicable in France)

Time to create a negative
FACS crossmatch test

Safety parameters (AEs,
clinical laboratory tests,
vital signs and ECGs)

Kidney function after
imlifidase treatment
assessed by eGFR,
creatinine and proteinuria

PK profile of imlifidase up
to day 14

PD profile of imlifidase
(cleavage and recovery
of IgG)

Immunogenicity profile of
imlifidase by measuring
ADA
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rejection as well as
patient and graft survival

Pre-planned None None None None
subgroups

AMR: antibody-mediated rejection; ADA: anti-drug antibody; AE: adverse event; CDC: complement dependent cytotoxicity; CKD: chronic
kidney disease; cPRA: calculated panel reactive antibody; DSA: donor specific antigens; ECG: electrocardiogram; eGFR: estimated glomerular
filtration rate; ESRD: end-stage renal disease; FACS: fluorescence-activated cell sorting; HLA: human leukocyte antigen; IgA: immunoglobulin
A; IgE: immunoglobulin E; IgG: immunoglobulin G; 1VIg: intravenous immunoglobulin; MFI: mean fluorescence intensity; PD:
pharmacodynamic; PK: pharmacokinetic; p.o.: orally; PRA: panel reactive antibody; SAB: single antigen bead; UNOS: United Network for
Organ Sharing
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B.2.3.1.1 13-HMedIdeS-02

This study was designed as a dose escalation trial to find a dosing scheme for
imlifidase that allowed the majority of patients to reach anti-HLA antibody levels that
were acceptable for transplantation (primary objective). Patients received either 0.12
or 0.25mg/kg imlifidase. In all cases, imlifidase was given as an intravenous infusion
over 15 minutes and each patient could be given an additional dose, as determined
by the study investigator, based on both safety and efficacy criteria. The safety
evaluation consisted of a review of safety laboratory results (clinical chemistry and
haematology) and adverse events. If the safety evaluation was acceptable, and the
desired efficacy criteria had not been achieved, an additional dose (at the same dose
as the first) was given within 2 days of the first infusion. The efficacy requirements
for this study were a decrease of MFI to less than 1100. Dosing was staggered so
that there was a period of at least 7 days between patients in the same group. It was
planned for two patients to be dosed in the first group, with two additional patients
added to a group if it was deemed necessary in order to fully evaluate that dose.
Dose escalation to a higher dose group was based on safety and efficacy evaluation
of previous dose groups. The decision to proceed to a higher dose was evaluated by
the Data Monitoring Committee (DMC) who decided whether it was safe to proceed
to the next dose and if the dose should remain as outlined in the protocol or be
adjusted. A gap of at least 14 days was set between the dosing of the first patient in
the higher dose group and the last patient in the previous dose group. The final two
dosing groups (0.50 and 1.00mg/kg) were optional, and to only be used if they were
required to meet the efficacy aims of the study and provided that there were no

major safety concerns at the lower doses.

The primary endpoint of this study was defined as imlifidase dosing resulting in anti-
HLA antibody levels acceptable for transplantation (an MFI of less than 1100
measured in a single antigen bead [SAB] assay), within 24 hours after dosing. The
SAB assay utilises an array of individual HLA (class | and class Il) immobilised to
solid-phase beads and allows a determination of the MFI of antibodies in patient
serum reacting to each of these immobilised antibodies. The primary endpoint was
assessed at baseline, and the following times post-baseline: 1 hour, 2 hours, 6

hours, 1 day, 7 days, 14 days, 4 weeks, and 9 weeks. In those patients requiring a
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second dose of imlifidase, additional 1 hour, 2 hours, 6 hours, and 1 day

assessments were completed.

Secondary outcomes were analysed in the following manner. For reduction of PRA
levels in cytotoxic sera screen, samples were analysed for CDC against a panel of T-
and B-cells to determine the PRA level; this was conducted at baseline, 1 hour, 2
hours, 6 hours, and 24 hours post-dose. For the FACS crossmatch test, samples
were analysed for reactivity against lymphocytes from available donors using flow-
cytometry to investigate the channel-shift (or MF1); this was conducted at baseline, 1
hour, 2 hours, 6 hours, and 24 hours post-dose. The pharmacokinetic profile of
imlifidase was determined using venous blood samples (taken at baseline, 15
minutes, 30 minutes, 1 hour, 2 hours, 4 hours, 6 hours, 8 hours, 24 hours, 48 hours,
72 hours, 7 days, 14 days, and 21 days post-dose) and were analysed using a
validated electrochemiluminescence immunoassay. Pharmacokinetic calculations
were performed using an open 2-compartment model (found to best describe the
data). The pharmacodynamic profile of imlifidase cleavage of IgG was determined
using venous blood samples (taken at baseline, 15 minutes, 30 minutes, 1 hour, 2
hours, 4 hours, 6 hours, 8 hours, 24 hours, 48 hours, 72 hours, 7 days, 14 days, 21
days, 28 days, and 64 days post-dose), and were analysed using a validated
enzyme-linked immunosorbent assay (ELISA). Anti-drug antibodies were determined
using venous blood samples (taken at baseline, 24 hours, 5 days, 7 days, 14 days,
21 days, 28 days, and 64 days post-dose), and were analysed using an anti-ldeS

ImmunoCAP method.

B.2.3.1.2 13-HMedIdeS-03

In this open-label, ascending single dose study, all patients received imlifidase
infusion. The primary objective of this study was to assess the safety and tolerability
of imlifidase, with the overall efficacy endpoint to find a dosing regimen that resulted
in anti-HLA antibody levels which were acceptable for transplantation by means of a
reduction of PRA levels and conversion to negative crossmatch tests. Patients were
not randomised to dose groups, but were included in the dose group being
investigated at the time of their treatment. Patients in the first dose group received
one intravenous dose of 0.25mg/kg imlifidase over 15 minutes on Day 0. The second

dose group received one intravenous dose of 0.50mg/kg over 15 minutes after
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evaluation of the safety and efficacy in the first group. One or two optional higher
dose groups were planned but were not dosed since it was considered not to be
justifiable to escalate the dose above 0.5mg/kg for efficacy reasons. Dosing was
staggered with at least 7 days between patients within a dose group. Furthermore,
there was at least 14 days between dosing of the first patient in a higher dose group
and dosing of the last patient in the previous dose group. The requirement for
staggered dosing within a dose group was later removed since evaluation of safety
data from 12 previously dosed patients showed that this was no longer necessary.
The safety and efficacy were evaluated by the DMC before proceeding to a higher
dose. After dosing of each group, the DMC decided if it was considered safe to
proceed to the next dose group and if the dose in the next group should remain as
planned or be adjusted to a lower dose level. Patients with living donors received
imlifidase the day before transplantation, while patients with deceased donors
received imlifidase on the day of transplantation. The infusion could be interrupted or

slowed down, if required.

The primary endpoints of this study were safety parameters (AEs, clinical laboratory
tests, vital signs and electrocardiograms [ECGs]). An AE was defined as the
development of an undesirable medical condition or the deterioration of a pre-
existing medical condition following or during exposure to a pharmaceutical product,
whether considered causally related to the product or not. A serious AE (SAE) was
defined as an AE occurring during any phase of the study that fulfilled one or more of
the following criteria:
e resulted in death
e was immediately life-threatening
e required in-patient hospitalisation or prolongation of existing hospitalisation
(regular dialysis treatment in or outside hospital and hospitalisation for
transplantation were not included)
e resulted in persistent or significant disability or incapacity
e was a congenital abnormality or birth defect
e was an important medical event that could jeopardise the patient or could

require medical intervention to prevent one of the outcomes listed above.
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All AEs spontaneously reported by the patient or reported in response to the open
question from the study personnel: “Have you had any health problems since you
were last asked?” or revealed by observation were collected and recorded.
Laboratory values, vital signs and other safety variables were reported as AEs if they
were deemed clinically significant or if they required medical treatment. The
investigator was responsible for collecting AEs from the time of admission to the
Section of Transplant Surgery (Day -1) and throughout the study including the follow-
up period (until Day 180 + 7 days).

The following information was collected for all AEs and recorded:

e description of the AE

e duration (start and stop date and time)

e Common Toxicity Criteria for Adverse Events (CTCAE) grade (according to
CTCAE v.4.04)

e seriousness (did the AE meet any SAE criteria, yes/no)

e causal relationship to imlifidase (not related, unlikely, possible or probable)

e action taken with regard to imlifidase (none, medical treatment, withdrawn,
other)

e outcome (resolved, resolved with sequelae, not recovered/ongoing).

Blood samples for determination of clinical chemistry, haematology, coagulation,
serology and complement function screening were taken at: baseline, pre-dose, 24
and 72 hours, and on days 4, 5, 7, 14, 21, 28, 64, 90 120, 150, and 180 (6 months).
Vital signs (blood pressure, pulse and respiratory frequency) were measured at the
following time points: baseline, pre-dose, 15 minutes, 1, 2, 6 and 48 hours and then
on days 7, 28, 90 120, 150, and 180 (6 months). ECGs were listed in the protocol as
part of the DMC safety data package, but only recorded after 10 minutes rest at

screening and on Day 180.

Secondary endpoints were analysed as follows. Efficacy was defined as imlifidase
dosing resulting in anti-HLA antibody levels acceptable for transplantation (an MFI of
less than 1100 measured in a SAB assay) within 24 hours after dosing. This
endpoint was assessed at: baseline, pre-dose, 1, 2, 6, 24 hours, and then days 7,
14, 28, 64, and 180. This assay also provided data for the endpoint assessing the

recovery of anti-HLA antibodies. To assess reduction of PRA levels in cytotoxic sera
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screen, blood samples were analysed for CDC against a panel of T- and B-cells pre-
and post-treatment with imlifidase. This endpoint was assessed at: baseline, pre-
dose, 1, 2, 6, 24 hours. For FACS crossmatch test, samples were analysed for
reactivity against lymphocytes from their organ donors to investigate if the
crossmatch test was positive or negative based on the channel-shift (or MFI)
determined by flow-cytometry. In agreement with clinical practice, the FACS
crossmatch tests were only performed pre-dose and once post-dose and not at pre-
dose and at 1, 2, 6, and 24 hours post-dose as stated in the original protocol. A CDC
crossmatch test was performed at screening for all patients as part of the inclusion

criteria check.

The pharmacokinetics (PK) profile of imlifidase was analysed by an
electrochemiluminescence assay from blood samples taken at pre-dose, 15, and 30
minutes, 1, 2, 4, 6, 8, 24, 48, 72 hours, and days 4, 5, 7, 14 and 21. Pharmacokinetic
calculations were performed using an open two-compartment model (found to best
describe the data). The pharmacodynamics of imlifidase (IgG cleavage and
processing) were investigated using three different methods; a total p-IgG
turbidimetric assay, an electrochemiluminescence method to determine 1gG in serum
and a qualitative sodium dodecyl sulfate (SDS) polyacrylamide gel electrophoresis
(PAGE) analysis. Blood samples were taken at pre-dose, 15 and 30 minutes, 1, 2, 4,
6, 8, 24, 48, 72 hours, and days 7, 14 and 21 (additional samples at 28 and 64 days
for SDS-PAGE only). Recovery of IgG was based on analyses of the safety samples
using a turbidimetric assay, since these were collected until Day 180 (baseline, pre-
dose, 24, and 72 hours, and on days 4, 5, 7, 14, 21, 28, 64, 90, 120, 150, and 180).
Kidney function was evaluated by the following parameters: creatinine, estimated
glomerular filtration rate (eGFR) and kidney biopsy findings. Blood samples were
taken at baseline, pre-dose, 24 and 72 hours, and on days 4, 5, 7, 14, 21, 28, 64, 90,
120, 150, and 180 (6 months). Histopathology was performed according to the

protocol by kidney biopsies taken at 2 weeks (optional) and 6 months.

This inclusion protocol of the study was amended before the first patient was
enrolled. Inclusion criterion number 3 was changed to the following, “Patients
diagnosed with CKD and in dialysis with preformed anti-HLA antibodies (non-DSA,

DSA or both), negative T-CDC crossmatch and at least one antibody MFI >3000”.
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This change was made to allow for the inclusion of patients who were more highly
sensitised, based on the preliminary data in a Phase |l study ongoing at the time,
which showed a high efficacy within patients (including those who were highly
sensitised). An exclusion criterion was added during the course of the study, which
was “Known horse allergy”; this was added as horse-derived anti-lymphocyte
immunoglobulin was to be used for high risk patients to prevent antibody-mediated
rejection (AMR). All other protocol amendments were administrative or clarifications,
with the following major exceptions. During the course of the study, the requirement
for doses within a dose group to be staggered by at least seven days was removed
(the 14 day gap between dose escalation was retained). This was done as the safety
data gathered by that point in the study suggested that this staggering was no longer
required. The number of patients in each dose group was also amended during the
study; this was based on the results of 13-HMedldeS-02 which showed that the
higher doses planned in this study were not necessary. Therefore, the protocol was
amended to include more patients in the lower dosing groups (a minimum of two

patients and up to eight per dosing group).

B.2.3.1.3 14-HMedldeS-04

This was a Phase I, single centre, uncontrolled, single dose, investigator-initiated
study including 17 highly sensitised patients diagnosed with CKD receiving an
intravenous infusion of 0.24mg/kg imlifidase over 15 minutes, administered 4—6

hours prior to transplantation.

The primary objective was to assess the efficacy of imlifidase in eliminating DSA in
highly sensitised patients prior to transplantation. Secondary objectives were to
assess the prevention or significant reduction in AMR episodes and C4d deposition,
and to assess allograft function up to 6 months post transplantation. There were
several primary endpoints in this study, which were analysed in the following
manner. DSAs were defined as antibodies directed against donor HLA measured in
the SAB-HLA assay and with an MFI value >2000. DSAs were identified based on
donor and recipient HLA types for each patient-donor pair. HLA-SAB results from the
site’s local transplantation laboratory were used for matching of donor-recipient. For
the primary endpoint anti-HLA levels and DSA levels and for calculating the HLA-

SAB MFI values, data from a central laboratory evaluation were used. DSA levels
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were recorded at transplant (Day 0), 2 and 6-hours post-transplant and then on days
1,2,3,4,7,14, 30, 90, and 180. The incidence of allograft rejections were recorded
throughout the study. Kidney function as assessed by creatinine, eGFR and
urinalysis (urine protein) was recorded at baseline, transplant (Day 0), day 1, 2, 3, 4,
5,7, 14, 21, 30, 90, and 180. A protocol biopsy for evaluation of the kidney status
was scheduled at the last visit, Day 180. If evidence of allograft dysfunction

occurred, a non-protocol biopsy for cause was performed.

In terms of analysing safety parameters, an AE was defined as the development of
an undesirable medical condition or the deterioration of a pre-existing medical
condition following or during exposure to a pharmaceutical product, whether
considered causally related to the product or not. A pre-treatment AE was any
untoward medical occurrence arising or observed between signing the informed
consent form and administration of study medication. A SAE was any untoward
medical occurrence or effect that at any dose:
e resulted in death
e was life-threatening
e required in-patient hospitalisation or caused prolongation of existing
hospitalisation (at least 24 hours excluding regular dialysis treatment in or
outside hospital and hospitalisation for transplantation)
e resulted in persistent or significant disability/incapacity
e was a congenital anomaly/birth defect; observed in any offspring of the
subject conceived during treatment with imlifidase
e was an important medical event that might have jeopardised the patient or
required intervention to prevent one of the other outcomes listed in the
definition above

e any suspected transmission of an infectious agent via a medicinal product.

The investigator monitored the condition of the subject throughout the trial from the
time of obtaining informed consent until the end-of-trial visit or end of follow-up
period, as applicable. Collection of AEs comprised the subject’s positive response to
questions about their health, symptoms spontaneously reported by the subject, and
clinically relevant changes and abnormalities observed by the investigator.

Laboratory values, vital signs and other safety variables were reported as AEs if they
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were deemed clinically significant or if they required medical treatment. The following
information was collected for all AEs:

e description of the AE

e duration (start and stop date and time)

e CTCAE grade (according to CTCAE v.4.04)

e seriousness (did the AE meet any SAE criteria, yes/no)

e causal relationship to imlifidase (not related, unlikely, possible or probable)

e action taken with regard to imlifidase (none, medical treatment, withdrawn,

other)
e outcome including date and time (resolved, resolved with sequelae, not

recovered/ongoing)

Blood samples for determination of clinical chemistry, haematology, coagulation,
complement function screening were analysed using routine methods. They were
measured at the same time points as the vital signs (blood pressure, pulse and
respiratory frequency): baseline, transplant (Day 0), days 1, 2, 3, 4, 5, 7, 14, 21, 30,
90, and 180. A 12-lead ECG was recorded after 10 minutes rest at screening and on
Day 180.

Secondary endpoints were analysed as follows. A protocol biopsy was performed to
assess the allograft for signs of AMR, including C4d staining, after 6 months. AMR
was defined according to the Banff 2017 criteria.”’ The long-term function of the
kidney was assessed 6 months after imlifidase treatment by means of serum

creatinine and eGFR.

The exclusion criteria of this study were amended after a single enrolment had
occurred. The use of intravenous immunoglobulin (IVlg) was amended to within
seven days prior to imlifidase (amended from four weeks) and a positive test for
hepatitis B virus (HBV) or hepatitis C virus (HCV) was added. A further change was
made during the course of the study which removed the requirement for a negative
anti-imlifidase immunoglobulin E (IgE) test (as such a result was considered highly
unlikely). All other changes to the protocol were administrative. The one exception
was that the planned dosing increase to 0.5mg/ml was cancelled during the course

of the study.
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B.2.3.1.4 15-HMedIdeS-06

This was a multi-centre, uncontrolled study in which imlifidase was administered as
an intravenous infusion over at least 15 minutes using a syringe or an infusion bag,
an infusion pump and a particle filter. Patients received one dose of 0.25mg/kg
imlifidase on Day 0. If it was considered safe and the desired effect was not
achieved (negative crossmatch test) after the first dose (primary objective), an
additional imlifidase infusion (0.25mg/kg) could be given within two days of the first

infusion.

The primary endpoint was efficacy defined as imlifidase ability to create a negative
crossmatch test within 24 hours after imlifidase dosing. CDC and FACS crossmatch
tests were performed at pre-dose and 2, 6, and 24 hours post-dose. The pre-dose
analyses were performed for all patients, while all post-dose crossmatch tests were
not performed for all patients. For most of the patients, the tests at 2 and 6 hours
were analysed, and if one or both were negative, the patient proceeded to
transplantation and no more crossmatch tests were performed. Crossmatch tests
were performed at the local laboratories according to standard practice at each local
laboratory. Time to creating a negative CDC crossmatch test (not applicable in
France) and a negative FACS crossmatch test were recorded as secondary

endpoints.

The remaining secondary endpoints were analysed in the following way. Samples for
determination of DSAs were analysed in SAB solid-phase assay for antibodies to
HLA class | and class Il. DSA levels were recorded at baseline, pre-dose and 2, 6,
24 and 48 hours and days 7, 14, 21, 28, 64, 90, 120, and 180 post-imlifidase.

Safety parameters (AEs, clinical laboratory tests, vital signs and ECG) were
assessed as secondary endpoints in the study. Data on AEs were obtained if
spontaneously reported by the patient, if reported in response to an open question
from the study personnel, or if revealed by observation. AEs were collected from the
time of signing of the informed consent and throughout the study, including the
follow-up period. An AE was defined as the development of an undesirable medical

condition or the deterioration of a pre-existing medical condition following or during
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exposure to a pharmaceutical product, whether considered causally related to the
product or not. The intensity of AEs was graded according to CTCAE v.4.03.

Blood samples for determination of clinical chemistry, haematology, coagulation and
serology were collected at baseline, pre-dose, 2, 6, 24, and 48 hours post-dose, and
then days 7, 14, 21, 28, 64, 90, 120, and 180 and analysed at local laboratories
using routine methods. Vital signs (blood pressure, pulse, respiratory frequency)
were recorded at baseline, pre-dose, 2, 6, 24, and 48 hours post-dose, and then
days 7, 28, 90, 120, and 180. A 12-lead ECG was measured after 10 minutes rest at
screening and Day 180 and assessed as normal, abnormal not clinically significant

or abnormal clinically significant.

Evaluation of kidney function was performed based on p-creatinine analysis and
calculation of the eGFR at 24 and 48 hours post-dose, and on days 14, 21, 28, 64,
90, 120, and 180. Proteinuria tests (spot urine/creatinine) were performed at day 14,
28, 64, 90, 120, and 180. In addition, 24-hour urine collections were performed daily
from the time of transplantation to Day 9, for determination of 24-hour urine volumes
and electrophoresis analysis of protein, which were performed at the local
laboratories. However, since the electrophoresis analyses did not provide the
information required to meet the objective of the study, the urine samples were also
analysed using SDS-PAGE/Western blot.

Samples for determination of imlifidase levels in serum (PK profile) were collected at
pre-dose, 2, 6, 24, and 48 hours post-dose, and then on days 3, 6, 7, 9, and 14.
Analysis was by an electrochemiluminescent immunoassay. Standard PK
parameters were derived to describe the PK profile of imlifidase. Samples for
determination of IgG levels in serum (pharmacodynamic profile of imlifidase) were
collected at pre-dose, 2, 6, 24, and 48 hours post-dose, and on days 7, 9, 14, 21, 28,
64, and 180. Intact IgG and sclgG serum concentrations were analysed using an
electrochemiluminescent immune assay. Furthermore, samples were qualitatively
analysed by gel electrophoresis for IgG integrity. Blood samples for determination of
anti-drug antibodies were collected pre-dose and 48 hours post-dose, and then on
days 7, 14, 21, 28, 64, 90, 120, and 180. Analyses were performed using a

customised ImmunoCAP.
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During the course of the study the following amendments were made to inclusion

and exclusion criteria:

For the second inclusion criterion (CKD patients and previous desensitisation)
country specific criteria were added

Acceptable contraception according to EMA guidelines were added to
relevant exclusion criterion

Exclusion criterion around known allergy/sensitivity to imlifidase infusions was
changed to known allergy/sensitivity to any of the ingredients of the
investigational medical product

Third inclusion criteria (live/deceased donors) was amended to clarify that
deceased donor was not applicable in France

Exclusion criteria on contraception was modified to add that in France an
exclusion was included of “Men who were not willing to use double-barrier
contraception from the first day of treatment until at least 14 days after the last
dose of treatment”

Exclusion criterion of “Patients with a history of clinically significant thrombotic
episodes and patients with active peripheral vascular disease” was changed
to “Patients with a history of major thrombotic events, patients with active
peripheral vascular disease or patients with proven hypercoagulable
conditions”

Exclusion criterion on HBV/HCYV infection was modified in USA to “Patients
with clinical signs of HBV or HCV infection”, and in France “within one year
prior to enrolment” was added

Exclusion criterion on active cytomegalovirus (CMV) or Epstein-Barr virus
(EBV) infection was modified in USA to “Patients with clinical signs of CMV or
EBYV infection”, and in France “with or without a compatible illness” was
added.

The finalised inclusion and exclusion criteria are those reported in the above section.
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B.2.3.2 Patient baseline characteristics

The baseline characteristics of the participants in each trial are summarised in the

following sections.

B.2.3.2.1 13-HMedldeS-02

Table 9 Baseline characteristics of patients in 13-HMedldeS-02

Dose group 1 Dose group 2 Total (n=8)*
(n=3) (n=4)
Age Mean (SD) B | I I
Median T | e 48.5
Range B | e 31-69
Sex, n (%) Female B 5 (62.5%)
Male T | e 3 (37.5%)
Race, n (%) Caucasian -— - -
Height (cm) Mean (SD) - ] ]
Range HE | R
Weight (kg) Mean (SD) -— - -
Range HE I
Body mass Mean (SD) -— - -
index Range -— - -

*1 patient had dose interrupted and so is included in total but not individual dose groups. SD:

standard deviation

B.2.3.2.2 13-HMedIdeS-03

Table 10 Baseline characteristics of patients in 13-HMedldeS-03

Total (n=10)
Age Mean (SD) 51.6 N
Range
Sex, n (%) Female 7 (70.0%)
Male 3 (30.0%)
Race, n (%) Caucasian 9 (90.0%)
Asian 1(10.0%)
Height (cm) Mean (SD) I
Range -
Weight (kg) Mean (SD) -
Range -
Body mass index Mean (SD) ]
Range -

SD: standard deviation
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B.2.3.2.3 14-HMedldeS-04

Table 11 Baseline characteristics of patients in 14-HMedldeS-04

Total (n=17)
Age (years) Mean (SD) 41.3 (13.3)
Median 41
Range 20-63
Sex, n (%) Female 9 (52.9%)
Male 8 (47.1%)
Race, n (%) Caucasian 14 (82.0%)
Weight (kg) Mean (SD) 65.5 (18.0)
Median 68.8
Range 31.3-94.6
Body mass index Mean (SD) 24.4 (5.5)
Median 24.3
Range 13.5-36.6

SD: standard deviation

B.2.3.2.4 15-HMedIdeS-06

Table 12 Baseline characteristics of patients in 15-HMedldeS-06

Total (n=19)
Age (years) Mean (SD) 39.1 (10.8)
Median 40
Range 20-64
Sex, n (%) Female 6 (31.5%)
Male 13 (68.4%)
Race, n (%) Asian 1(5.3%)
Black or African American 4 (21.1%)
White 12 (63.2%)
Other 2 (11.5%)
Weight (kg) Mean (SD) 73.2 (15.7)
Median 71.6
Range 45.1-107.4
Body mass index (kg/m?) Mean (SD) 24.6 (4.5)
Median 24.3
Range 17.5-32.5

SD: standard deviation
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B.2.4 Statistical analysis and definition of study groups in the

relevant clinical effectiveness evidence

Appendix D gives the patient flows through all of the clinical trials reported here.

All of these studies are non-randomised and non-controlled and therefore are at a
risk of bias. There are no known and obvious factors that would lead to a bias within
the primary endpoint of these studies (ability of imlifidase to decrease levels of anti-
HLA antibodies within 24 hours to make the patient eligible for kidney
transplantation). This was confirmed by discussion with clinical experts and was

considered at all stages throughout the clinical trial process.

B.2.4.1 13-HMedldeS-02

Within this trial, the following three analysis sets were used. The safety set included
all patients that received any amount of study medication; this set was used for the
baseline characteristics and safety data. The per-protocol set (PPS) consisted of all
patients who received at least one dose of imlifidase and had evaluable
pharmacokinetic data as determined by the study pharmacokineticist. All patients
except one (whose dosing was interrupted) were included in the PPS. The
pharmacokinetic and pharmacodynamic data in this study were based on the PPS.
The Full Analysis Set (FAS) consisted of all patients that received any amount of
study medication and had a measurement of anti-HLA antibody level within 24 hours
from dosing. All efficacy data were based on the FAS, with the following exceptions:
study investigators decided that one patient (dose interrupted) should be excluded
from the analysis of C1q and B-cell receptor; and that one additional patient should
be excluded from the C1q analysis (high background reading). Available data from
prematurely withdrawn subjects was included in the analyses as far as possible and

no imputation of missing data was undertaken in this study.

Due to the nature and design of this study, the sample size was not based on formal
statistical considerations. Based on the nature of the primary endpoint, it was
expected that data from four patients would suffice to achieve the objectives of the

study (which is in line with other, previous, similar Phase Il studies).
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The analysis of the primary endpoint in this study determined efficacy as the ability of
imlifidase treatment to lower anti-HLA antibody levels to those which are acceptable
for transplantation (measured as an MFI of less than 1100 in a SAB assay), within 24
hours from dosing. In these SAB assays, approximately 200 different HLA values per
patient and time point are produced. Those values that were above a level of 1100 at
pre-dose measurement were selected and then these values were monitored after
dosing. Summary statistics for each patient with selected HLA values were

produced, but no statistical analysis was undertaken.

There was no interim analysis for this study, and there were no pre-defined subgroup

analyses.

B.2.4.2 13-HMedldeS-03

Within this trial, the following three analysis sets were used. The Safety Analysis Set
(SAS) consisted of all patients who received any amount of study medication; this
set was used to evaluate safety parameters which were presented by dose group
and for the total population. All baseline and demographic data were presented for
the SAS. The FAS consisted of all patients in the SAS who had a measurement of
anti-HLA antibody level within 24 hours of dosing. All efficacy data were presented
for the FAS. The PPS was defined by the pharmacokinetic analyst and was also
called the pharmacokinetic analysis set. The final criteria for the pharmacokinetic
analysis set regarding which protocol deviations necessitated exclusions was
determined when all data on protocol deviations were available. All PK and
pharmacodynamic data were presented for the PPS. No patients withdrew from the
study or were excluded from efficacy analyses and no imputation of missing data

was undertaken.

The nature and design of this study meant the sample size was not based on formal
statistical considerations. Due to the nature of the primary endpoints, it was expected
that data from four patients would suffice to achieve the objectives of the study

(which is in line with other, previous, similar Phase |l studies).

The analysis of the primary endpoints (AEs, clinical laboratory tests, vital signs and

ECGs) involved only descriptive statistics. AEs were classified according to Medical
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Dictionary for Regulatory Activities (MedDRA) version 18.1. Any AE with a start time
before treatment start was defined as pre-treatment while all AEs occurring after the
start of treatment were categorised as treatment emergent. A treatment-emergent
AE overview summary table was prepared. The safety laboratory parameters were
tabulated by time point. The other safety parameters (vital signs, body temperature,
peripheral oxygen saturation, ECG and physical examination) were tabulated by time

point.

Interim study data was reviewed by an independent DMC who advised on the
progression of dosing from one dose level of imlifidase to the next. The DMC
reviewed and evaluated safety and tolerability data. If a dose-limiting toxicity (DLT -
any novel AE with a CTCAE grade 3 or more and with a possible relationship to
imlifidase) was demonstrated in a patient at any dose level, the dose group should
be reinforced to a total of at least 3 patients. If a DLT was demonstrated in 2 patients
or more, the dose escalation was to be stopped or adjusted. A well-tolerated lower
dose could be repeated or an intermediate dose could be given in another group of

patients, if considered safe by the DMC.

This study undertook no interim analysis, and there were no pre-defined subgroup

analyses.

B.2.4.3 14-HMedldeS-04

Within this trial, the following two analysis sets were used. The SAS comprised data
from all dosed subjects and was analysed according to the actual treatment
received. Descriptive statistics of demographic and other baseline characteristics are
presented for the SAS. The FAS consisted of all patients in the SAS that had
recorded at least one efficacy endpoint value. The number of subjects screened, but
not dosed, was stated but otherwise not accounted for. Missing data were not

imputed or adjusted for in other ways.

Due to the nature and design of this study, no formal sample size calculation was
performed for this Phase I/1l study. Approximately 20 subjects receiving active
treatment was considered sufficient to provide adequate information for the purposes

of this study.
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There were several primary endpoints analysed in this study. The SAB-HLA was
summarised by patient and time point and presented as listings. Positive SAB-HLA
were defined as having pre-dose levels above 3000 MFI. The positive SAB-HLA
were summarised and presented in box-plots. The DSA were summarised by patient
and time point and shown as listings. DSA were presented graphically as scatter
plots (MFI versus time) with one separate plot for each patient and each DSA with a
separate symbol but with no connecting lines. Dates of allograft biopsies both pre-
transplantation, during study, and at day 180 were listed. Delayed graft function

(DGF) was listed. Graft rejection episodes were listed.

The kidney function after imlifidase was assessed by filtration (eGFR), creatinine and
proteinuria up to 180 days post-treatment. Each variable was tabulated by time point.

The eGFR was calculated as:

eGFR (mL/min/1.73m2) = 175 x (Scr) — 1.154 x (Age) — 0.203 x (0.742 if female) x

(1.212 if African American), where Scr stands for creatinine value in serum.

AEs were classified according to MedDRA version 18.1. A treatment emergent AE
was any AE occurring after the administration of imlifidase and within the time of the
residual effect period, or a pre-treatment AE or pre-existing medical condition that
worsened in intensity after administration of imlifidase and within the time of the
follow-up period. Based on the half-life and the pharmacodynamic properties of
imlifidase the residual drug effect was considered 30 days after administration. An
AE overview summary table was prepared. Clinical laboratory tests were summary

tabulated. Vital signs and ECGs were summary tabulated.

This study undertook no interim analysis, and there were no pre-defined subgroup

analyses.

B.2.4.4 15-HMedldeS-06

Within this trial, the following three analysis sets were used. The SAS comprised
data from all patients dosed with any amount of study medication. Demographics
and other baseline characteristics were presented for the SAS group. The FAS
comprised data from all patients in the SAS with available post-dose efficacy data.
The FAS was used for presentation of efficacy endpoints. The PPS consisted of all
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patients in the safety set who had at least one efficacy endpoint value. Data from
patients with one or more major protocol deviations were excluded. The PPS was
used for presentation of PK and pharmacodynamic endpoints. Missing data were in

general not imputed or adjusted for in other ways.

Due to the nature and design of this study, no formal sample size calculation was
performed for this study. Based on the nature of the primary endpoint of the study, it
was expected that data from 15 to 20 patients should suffice to achieve the

objectives of the study.

The analysis of the primary endpoint in this study was defined as imlifidase ability to
create a negative crossmatch test within 24 hours after imlifidase dosing. The
planned time points were: Screening, pre-dose, 2, 6, 24, and 48 hours. In general,
only the pre-dose and 24 hour analyses were performed, while the other planned
analyses were missing. For each of the crossmatch tests (FACS B-cell, FACS T-cell,
amplified and non-amplified analyses of CDC B-cells and CDC T-cells, and virtual)
summary tabulations by time point were made. For each patient, an overall response
was defined as positive if at least one of the assays was positive at pre-dose and all
recorded assays were negative at 24 hours. The overall response was summary
tabulated.

This study undertook no interim analysis, and there were no pre-defined subgroup

analyses.
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B.2.5 Quality assessment of the relevant clinical effectiveness

evidence

The clinical studies that provide the key clinical evidence for imlifidase were all
uncontrolled, open-label studies. This raises well-known potential limitations in the
quality of these studies. The trials for imlifidase were designed in the most robust
way possible in order to minimise any quality implications from their non-randomised
and non-controlled design. The trials were conducted using this design as there was
an inability to conduct randomised controlled trials due to a number of reasons, as
outlined in previous sections. This was primarily due to the nature of imlifidase
treatment and the fact that it was not considered ethical to undertake any
randomised controlled trials due the lack of a suitable, safe, and effective

comparator.

The quality of these studies was assessed using the Risk Of Bias In Non-
randomised Studies of Interventions (ROBINS-I) tool.”? This tool was designed for
assessment of the risk of bias in non-randomised studies, and is recommended by
the Cochrane Handbook.”® ROBINS-I shares many features of assessment with the
Cochrane Risk of Bias tool for use in randomised trials but has been adapted to be
appropriate for use with non-randomised studies. A full assessment of the identified
studies of imlifidase using ROBINS-I is included in Appendix D, and a summary of

the outcomes for each domain of the assessment are included in Table 13.

The results of this assessment show that the studies had a low risk of bias across
most domains, with only a moderate risk of bias in the confounding domain. The
primary endpoint of these studies (ability of imlifidase to decrease levels of anti-HLA
antibodies within 24 hours to make the patient eligible for kidney transplantation) is
not obviously susceptible to any known confounding within the population of the
studies. Patients were only recruited to the studies if they were confirmed as highly
sensitised patients with proven high levels of anti-HLA antibodies. For this group of
patients, there are no documented potential confounding factors in the analysis.
However, the potential for confounding cannot be ruled out with certainty, which

leads to the assessment being given a moderate risk of bias. Overall, these studies
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can be considered to be strong and robust (within their limitations as non-

randomised studies).

Table 13 Summary of ROBINS-I risk of bias assessment of clinical trials

Domain 13-HMedIldeS-02 | 13-HMedldeS-03 | 14-HMedldeS-04 | 15-HMedldeS-06
Confounding Moderate Moderate Moderate Moderate
Selection of Low Low Low Low
participants

Classification of | Low Low Low Low
interventions

Deviations from | Low Low Low Low
intended

interventions

Missing data Low Low Low Low
Measurement of | Low Low Low Low
outcomes

Selection of the | Low Low Low Low
reported result

Overall bias Moderate Moderate Moderate Moderate

These trials have been conducted in a more mixed patient population than has been
included within the licence or that will receive this treatment in UK practice. In order
to provide the most relevant data for this appraisal, the main data presented are
within a subgroup of patients who match those that would be expected to receive this
treatment in UK practice, as verified by UK-based clinical experts. Please see the
meta-analysis section of this submission for further details (Section B.2.8).
Therefore, the data presented from these trials can be seen to be generalisable to
the UK patient population. Another aspect of the clinical trials is that they were
conducted using standard treatment protocols for transplant at the study centres with
minimal modifications required to incorporate imlifidase. Whilst this has led to a
variation in the trial protocols, it demonstrates that imlifidase can fit into a variety of
current treatment protocols. Therefore, the trials can be considered generalisable to
the UK despite the trial protocols not using a UK specific transplant treatment

protocol.

The main limitations of these data are that they only contain a relatively small
number of patients and that the studies are of a non-randomised and non-controlled

design. In order to best utilise the data available, a pooled analysis of all available
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(relevant) data will be presented. This maximises the group size available for
analysis, without further large clinical trials being conducted. Due to the scarcity of
suitable candidates for clinical trials of imlifidase, a balance was necessary between
the time required to collect sufficient data to show the efficacy of imlifidase and the
overall number of subjects included in these trials. The clinical trials conducted
reflect the orphan indication being treated and can therefore be seen to be
appropriately sized for the limited patient population available. This has consequently
led to a relatively small number of patients within these trials, but nevertheless an
adequate population has been included to provide sufficient data to demonstrate the
efficacy of imlifidase. The nature of imlifidase treatment and kidney transplant
impose ethical barriers on conducting controlled trials. It would be unethical to
conduct a randomised controlled trial in this case due to the lack of a safe and
effective alternative therapy option to act as a comparator (available desensitisation
protocols are currently experimental off-label treatments which are not suitable for
use with a deceased donor transplant). Therefore, it was not possible to conduct
randomised, controlled trials of this treatment. Additionally the scarcity of donor
organs and the differences in kidney allocation systems between countries are
further barriers to conducting a randomised controlled trial. However, it is not felt that

these factors should unduly affect the generalisability of these data to UK practice.
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B.2.6 Clinical effectiveness results of the relevant trials

B.2.6.1 13-HMedldeS-02

All efficacy outcomes were based on the FAS. Seven patients received the planned
dose; three patients received 2 doses of 0.12mg/kg, i.e. 0.24mg/kg in total (Group 1),
two patients received 0.25mg/kg (Group 2), and two patients received two doses of
0.25mg/kg, i.e. 0.50mg/kg in total (Group 2). One patient was to receive 0.25mg/kg
once but the infusion was stopped after approximately 4 minutes due to suspected

infusion reactions.

B.2.6.1.1 Reduction in anti-HLA antibody levels allowing for

transplantation (primary endpoint)

In all patients, imlifidase led to a reduction in MFI in SAB assays, which reflects the
reduced binding of anti-HLA antibodies and complete elimination of C1q binding
within a few hours after the first dose.®® After completion of treatment, the mean MFI
of anti-HLA antibodies with a pre-dose MFI of >1100 in the three patients in Group 1
(two x 0.12mg/kg dose of imlifidase) was reduced from 18,900, 8000, and 10,400 to
2500, 610, and 2100, respectively.®® The mean MFI in the four patients in Group 2
(one/two x 0.25mg/kg dose of imlifidase) was reduced from 5600, 13,700, 2700, and
11,300 to 290, 850, 110, and 350, respectively.?® These results are illustrated
graphically in Figure 3. A stronger and more rapid effect was seen in patients treated
with 0.25mg/kg compared with patients treated with 0.12mg/kg. Additionally, within
Group 1 patients the second dose produced a clear additional reduction, but a
similar effect was not observed within those Group 2 patients receiving two doses of
0.25mg/kg. This effect is likely to be because the Group 2 patients had already

exhibited a more complete reduction of MFI after the first (greater) dose.
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Figure 3 Measured antibody levels with imlifidase treatment (for antigens with
pre-dose MFI >1100)%3
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Numbers on graph legends (101,102 etc.) refer to individual patient identifiers. A & B show
average (+ standard deviation) of anti-HLA antibodies before and after imlifidase treatment
in patients treated with 2 doses of 0.12mg/kg imlifidase (A) or 1/2 doses of 0.25mg/kg
imlifidase (B). C & D show average (+ standard deviation) C1g-binding antibodies before
and after imlifidase treatment in patients treated with 2 doses of 0.12mg/kg imlifidase (A) or
1/2 doses of 0.25mg/kg imlifidase (B). HLA: human leukocyte antigen; IdeS: imlifidase; MFI:
mean fluorescence intensity

Further data show that anti-HLA MFI values began to recover from Day 7 or 8 after
completion of imlifidase treatment.®® These values returned to pre-dose levels
between Day 14/15 and Day 28 for all patients except for one, who received an HLA-
incompatible kidney transplant during the study and thus received
immunosuppressive treatment as standard of care post-transplant.®® The results
show that no patient in Group 1, but 3 out of 4 patients in Group 2 reached the
primary endpoint of this study (i.e. anti-HLA antibody levels that are considered
acceptable for transplantation defined as a 90th percentile MFI value <1100).%3 This
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shows that a single dose of imlifidase at 0.25mg/kg (with the occasional need for a
second dose) was sufficient for the majority of patients to reach the primary endpoint
criteria. Based on these results, there is a clear demonstration of the efficacy of
imlifidase in reducing DSA levels to those that would allow for a transplant to

proceed.

The SAB-C1q results show that both 0.12 and 0.25mg/kg imlifidase almost
completely eliminated the MFI signal, with a considerable reduction in C1q binding
one hour after a single dose (Figure 3).%2 There was no clear additional effect of a
second dose. SAB-C1q MFI levels began to increase again on Day 8 but did not

return to the pre-dose levels during the 9-week study period.53

B.2.6.1.2 Reduction of PRA levels and FACS crossmatch results

All patients displayed a significant reduction in pre-dose PRAs within 1 hour of
imlifidase treatment.53 Within 24 hours after first imlifidase treatment, there was a
large reduction in T-cell and B-cell PRAs (p=0.0157 and 0.0031, respectively) with
very low post-treatment PRAs (Figure 4).6 There was large individual variation in the
rate of PRA recovery, but most patients started to show a recover between Days 7
and 14.53 The results show that after imlifidase treatment, 86% (6/7 patients) became

crossmatch negative with antibody incompatible hypothetical donors.%3

Figure 4 Panel reactive antibody levels with imlifidase treatment
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A shows T-cell non-amplified CDC-PRA. B shows B-cell non-amplified CDC-PRA. CDC:
complement dependent cytotoxicity; IdeS: imlifidase; PRA: panel reactive antibodies
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B.2.6.1.3 Other

The pharmacokinetic results from this study showed that maximum plasma
concentration (Cmax) was reached at the end of the 15-minute infusion or shortly
thereafter.®3 In those patients that received a second dose, the second Cmax was
higher than the first.%® The fast distribution phase had a mean half-life of 5 hours and
the slow elimination phase had a mean half-life of 70 hours (range 50-300 hours).%3
These results indicate that the distribution and elimination parameters of imlifidase

for patients with CKD were similar to those observed in healthy subjects.®3

The efficacy of imlifidase on IgG degradation was investigated, and it was found that
in Group 1 mean IgG concentration was reduced from 11g/L (baseline) to 2.2g/L
after 6 hours and to 0.61g/L after 24 hours from dose 1.3 After the second dose of
imlifidase for Group 1, there was a further reduction in mean IgG to 0.021g/L.%3 For
Group 2 patients, mean IgG concentration in those who received one dose reduced
from 9.2g/L (baseline) to 0.096g/L after 6 hours and to 0.030g/L after 24 hours.® For
Group 2 patients, mean IgG concentration in those who received two doses reduced
from 9.5g/L (baseline) to 0.17g/L after 6 hours and to 0.017g/L after 24 hours from
dose 1.83 After the second dose, the mean IgG concentration was reduced to
<0.01g/L.%3 The results of the SDS-PAGE analysis confirmed the ELISA results.®3

The assessment of anti-drug antibodies found that, as observed previously, all
patients had detectable anti-imlifidase 1gG levels at baseline, with a median of
11mg/L (range 8.6—19mg/L).53 After dosing, the levels of these antibodies dropped
below the lower limit of quantification due to the cleavage of antibodies by
imlifidase.®® Anti-imlifidase IgG concentrations increased from Day 7 after treatment
in all patients to a peak at Day 14 (except for in the transplanted patient who
exhibited highest concentrations at Day 64).% There was a substantial individual
variation in the magnitude of anti-imlifidase response, with a median peak
concentration of 875mg/L and a range between 190 and 1000mg/L.%3 On Day 64, the
median serum concentration had dropped to 120mg/L (range 87—280mg/L).53

These results demonstrate that imlifidase leads to a rapid degradation of IgG
antibodies, as expected through its mechanism of action. The development of an

immune response against imlifidase is not unexpected, but as imlifidase treatment

Company evidence submission template for Imlifidase for preventing kidney transplant
rejection in people with chronic kidney disease [ID1672]

© Hansa Biopharma AB (2020). All rights reserved Page 66 of 172



leads to the immediate degradation of these antibodies, they have little impact of the
efficacy of this treatment. As imlifidase is designed for a single administration (or a
second dose immediately following the first), the long-term impact of these anti-drug
antibodies is not relevant to the efficacy of this product. However, it is worth noting

that the level of these antibodies do reduce over time.

B.2.6.1.4 Conclusions

The primary objective of this study was to find an imlifidase dosing regimen in which
the majority of patients results in anti-HLA antibody levels acceptable for
transplantation within 24 hours from dosing. This objective was fulfilled since all
subjects reached the modified primary endpoint. Imlifidase was able to successfully
lower anti-HLA levels in patients to a sufficient level to allow kidney transplantation to

OocCcur.

B.2.6.2 13-HMedldeS-03

In this study, five patients received a single dose of 0.25mg/kg and five patients

received a single dose of 0.50mg/kg imlifidase.

B.2.6.2.1 Safety parameters (primary endpoint)

The primary endpoint of this study was defined as being the safety parameters.
These results are not reported here, and are included within the data presented as
part of the adverse reactions section of this report. The study concluded that no
safety concerns were raised by this study beyond those expected from previous

studies.

B.2.6.2.2 Reduction in anti-HLA antibody levels allowing for

transplantation

After imlifidase treatment, all 10 patients were able to undergo kidney
transplantation, with both imlifidase doses (0.25mg/kg and 0.50mg/kg) being able to
result in anti-HLA antibody levels acceptable for transplantation and negative

crossmatch tests.

At baseline, all 10 patients had anti-HLA antibodies in the SAB assay with MFI

>3000. The reduction in MFI value from baseline following imlifidase treatment was
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rapid and similar between dose groups. In both dose groups, the median MFI values
decreased quickly and reached their minimum between 6 and 24 hours post-
imlifidase. The 0.25mg/kg dose of imlifidase resulted in minimum median MFI values
in the range |l at 24 hours, and the 0.50mg/kg dose led to minimum median
MFI values in the range |l at 6 hours | 2nd at 24 hours |
B /ti-HLA antibodies started to increase on Day 7 and in most patients,
levels returned to baseline between Day 14 and 30. In all patients, the median MFI
values of positive SAB-C1q antibodies declined rapidly after imlifidase dosing and
were stable from ||} I =t 2 median MFI level of . Eight of the 10
patients had DSAs at baseline, ranging from 1 to 5 per patient, with similar rates in
both dose groups. The median MFI value of DSAs reduced rapidly after dosing and
reached the lowest median MFI levels ||l post-imlifidase, at approximately

B in the low dose group I in the high dose group. The DSA levels
remained low until Day 7 in most patients.

B.2.6.2.3 FACS and CDC crossmatch results

All patients underwent B- and T-cell crossmatch analyses. Prior to imlifidase
treatment, in the FACS crossmatch test, six patients were crossmatch positive (two
were both T- and B-cell positive, two were T-cell positive only, and two were B-cell
positive only). In the CDC crossmatch test, one patient was B-cell positive. All
positive crossmatches were converted to negative 2—24 hours post-imlifidase
treatment (Table 14).

Table 14 Crossmatch test results before and after imlifidase

FACS crossmatch (n =10) CDC crossmatch (n =10)
Pre-dose Post-dose Pre-dose Post-dose
T+ T- T+ T- T+ T- T+ T-
B+ 2 2 - - B+ - 1 - -
B - 2 4 - 8 B - - 9 - 7

*Post-dose FACS crossmatch (2 patients) and CDC crossmatch (3 patients) not determined
(these patients were crossmatch negative in these tests pre-dose). CDC: complement
dependent cytotoxicity; FACS: fluorescence-activated cell sorting

B.2.6.2.4 Reduction of PRA levels

Both B- and T-cell PRA levels decreased rapidly after imlifidase. The greatest
decrease occurred between pre-dose (B-cell = ||, T-ce!l = ) and 1
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hour post-dose (B-cell i}, T-cell ) (Figure 5). The mean B- and T-cell PRA
levels | I,

Figure 5 Mean panel reactive antibody levels before and after imlifidase

—

B.2.6.2.5 Time to recovery of total serum IgG and anti-HLA antibody

Time to recovery of total serum IgG occurred earlier in the high dose group than the

low dose group. In the low dose group, |l patients had a time to recovery of
I it (. [
the high dose group, | I had a time to recovery of | .
while |
]

Time to 80% recovery of anti-HLA antibodies in the SAB assay also occurred earlier

in the high dose group than in the low dose group. The median time to recovery was

I i the low dose group, and [N
in the high dose group. | NN
I
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B.2.6.2.6 Kidney function

At the end of the study (180 days post-transplantation), all kidneys were functioning
with serum creatinine values within the expected range for successfully transplanted
patients (<200umol/L). The eGFR was >60mL/min/1.73m? in one patient in each

dose group |GGG H<t\vc<n 30 and 59mL/min/1.73m?2 in

three patients in each dose group | EGTKcKcKGNGCGGGGEEEE
B -0 <30mL/min/1.73m?2 in one patient in each dose group [l
B <idney biopsy was normal for all patients in the 0.25mg/kg
dose group and for two patients in the 0.50mg/kg dose group. Of the remaining three
patients in the high dose group, I
g |

displayed chronic donor-related changes (interstitial fibrosis and tubular atrophy).

Importantly, however, the donor kidneys were functional in all cases.

B.2.6.2.7 Conclusions

Both of the imlifidase doses investigated within this study were successfully able to
remove anti-HLA antibodies, such that crossmatch conversion was achieved. This
demonstrates that a dosing of 0.25mg/kg of imlifidase is sufficient to achieve this
important goal in sensitised patients prior to transplant. These changes were
sufficient to allow transplantation to occur. The donated kidneys gained the expected
level of function for a transplanted organ in all cases (compared to figures within the
UKRR Annual Report).® This study therefore demonstrates that desensitisation with
imlifidase can be achieved within a few hours and can lead to a successful transplant

outcome.

B.2.6.3 14-HMedldeS-04
In this study, all 17 study patients received 0.24mg/kg imlifidase.

B.2.6.3.1 Number and levels of DSAs pre- and post-transplantation
(primary endpoint)
Before imlifidase, all patients had between one and 12 identified DSAs, and 15 of the
17 patients had between one and 5 DSAs that had MFI value >2000. After imlifidase
treatment, MFI values decreased rapidly and, for all except one patient, DSAs

showed MFI values <2000 at both 6 and 24 hours post-imlifidase treatment || |Gz
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B At 30 days post-treatment/transplantation, the DSA MFI levels in all

patients had increased, but were below the pre-dose values || EGKNGNNNGGE
I A\t the end of

study (6 months post-imlifidase and transplantation, or after 3 months for some
subjects without a 6-month record), | | B did not have any DSAs with MFI
>2000 I

B.2.6.3.2 Incidence of allograft rejections (primary endpoint)

At the end of the study, 16 out of 17 patients (94%) had a functioning kidney. DGF
function was experienced by | GGG -t arious time periods.
These required concomitant dialysis for ||| ]l but there was no correlation to
cold ischemia time or kidney donor profile index. However, all of these grafts were
functioning at the end of study (Day 180). One patient (6%) suffered a hyperacute
AMR and immediate graft loss on Day 1. This was considered as being IgM and/or
IgA mediated. No intact IgG was detected at the time of the rejection indicating that

imlifidase had been efficacious at this point.

B.2.6.3.3 Renal function by creatinine, eGFR, and urine protein

measurements (primary endpoint)

Proteinuria (generally mild or moderate) was seen in 10 of 13 patients (77%) with
data one week post-imlifidase and transplantation. Proteinuria subsequently
decreased and at one month post-transplantation, 13 of 16 patients (81%) had no

observed proteinuria, which remained unchanged to Day 180 (end of study).

The mean serum creatinine reduced throughout the study period from above
900ummol/L pre-transplantation to below 200ummol/L three weeks post-
transplantation, albeit with a large degree of individual variation (range 44-
592ummol/L). Consequently, the corresponding eGFR increased from very low
levels to a mean 49mL/min/1.73m? at three weeks with a similar degree of variation
(range 10-157mg/mL/1.73m?), and continued to improve throughout the study. At
Day 180, 16 patients (94%) had functioning kidneys, nine (56%) of these had eGFR
>60mL/min/1.73m?, six (38%) had eGFR between 30 and 59mL/min/1.73m?, and

only one patient (6%) had eGFR below 30mL/min/1.73m? | GG
|
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B.2.6.3.4 Biopsy pathology evaluation (primary endpoint) and
antibody-mediated rejection

All but one patient had a functioning kidney at the end of the study. Nine rejection
episodes were reported as adverse events by eight (47%) patients. One of these
was a hyperacute non-IgG mediated AMR with subsequent immediate graft loss on
Day 1. Two episodes of post-treatment emergent biopsy-confirmed AMR were
identified in two (13%) patients. One mixed AMR and cell mediated rejection (CMR),
judged as chronic, occurred 2 months after transplantation in one (6%) of the 16
patients with functioning kidneys, and one active AMR and CMR was identified from
the protocol-specified biopsy, but was without clinical signs of ongoing deterioration

of the kidney function, and therefore was defined as subclinical AMR.

B.2.6.3.5 Safety parameters (primary endpoint)

One of the primary endpoints of this study was the safety parameters. These results
are not reported here, and are included within the data presented as part of the
adverse reactions section of this report. The study concluded that no subjects were
withdrawn due to an adverse event, and none of the treatment-emergent adverse

events were regarded to be related to treatment with imlifidase.

B.2.6.3.6 Conclusions

Efficacy of imlifidase was shown with a rapid decrease in DSA levels that allowed for
transplantation to occur successfully. Kidney function was delayed in [l of
transplants, which required up to ||l of dialysis. By the end of the study, 94%
of kidney transplants were functional (the only exception was in the one patient who
experienced hyperacute rejection [not IgG-mediated]). Imlifidase was therefore able

to successfully allow transplant within these highly sensitised patients.

B.2.6.4 15-HMedldeS-06

In this study, 15 patients received one dose of 0.25mg/kg, three patients received
two doses of 0.25 mg/kg and one patient received a total dose of approximately 4
mg corresponding to 0.058 mg/kg. Therefore, of the 19 patients exposed, 18 patients
received the planned dose(s), whilst one patient received less than 25% of the
planned dose due to an infusion related reaction that resulted in withdrawal of study

drug.
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B.2.6.4.1 Ability to create a negative crossmatch test (primary
endpoint)

Of the 19 patients who received imlifidase dosing, 17 (89%) were converted from a
positive to a negative crossmatch on the FACS crossmatch test (Table 15). Of the
two patients (11%) who did not have complete crossmatch conversion, one had a
positive FACS T-cell crossmatch test with borderline reactivity 24 hours post-dose
which could not be correlated to the presence of DSAs and thus this data was
interpreted as not clinically significant. A virtual crossmatch test was negative at 2
hours post-dose, and based on an overall assessment, it was decided to transplant
the patient. The second patient had the drug infusion discontinued and the patient
was withdrawn from the study due to an adverse event. Therefore, all 18 patients
who received one or two complete imlifidase dose(s) had crossmatch responses

making them eligible for transplantation within the required 24 hour time period.

Table 15 Crossmatch test results before and after imlifidase

FACS crossmatch (n = 18)

Pre-dose* Post-dose
T+ T- T+ T-
B+ 5 12 0 0
B - 0 0 1# 17

*One patient was T+ but was not analysed for B-cell crossmatch (not enough cells);
#Borderline flow crossmatch but negative virtual crossmatch (judged as not clinically
significant). FACS: fluorescence-activated cell sorting

B.2.6.4.2 DSA levels at pre- and post-imlifidase treatment

All patients had between one and 12 identified DSAs at baseline. Of the 18 patients
with HLA data who received a transplant, 17 had at least one DSA with MFI value
>3000 at pre-dose. Median DSA levels declined rapidly after imlifidase, || Gl
. 1.0 hours post-dose, 11 patients
had MFI values for all DSAs <3000. The remaining seven patients had MFI values
for all DSAs <3000 at varying post-dose time points: 6 hours (four patients), 48 hours

(one patient), 96 hours (one patient), and on Day 90 (one patient).

Median DSA levels started to increase again between | post-dose. At the
end of the study (Day 180, or Day 120 and Day 64 [for two patients with no data at

Day 180]), all DSA values were <3000 for || | S 2 one or more
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DSAs which were >3000 MFI but remained below the pre-dose level, while |z
I had 2 DSA that was above the pre-dose level from Day 21 until the end of
the study.

B.2.6.4.3 Kidney function

Of the 18 transplanted patients, | had a functioning kidney at 6 months after
transplantation (end of study). At baseline, serum creatinine was above normal
range for most patients. However, at 6 months post-transplant, four patients had
creatinine values within the normal range and an additional nine patients had
creatinine levels in the range normally found in successfully transplanted patients
(<200umol/L). After 6 months, four (25%) patients had eGFR values
>60mL/min/1.73m?, 11 (69%) patients had an eGFR between 30 and 59
mL/min/1.73m?, and only one (6%) patient had an eGFR <30 mL/min/1.73m? (value
of 20.5mL/min/1.73m?). At 6 months, proteinuria was negative for four patients and

positive for nine patients.

DGF was reported by | NN \/ith onset at 2—4 days after

transplantation. All patients required dialysis, except | |} JEIE for whom DGF

resolved within one day. For ] of the patients with DGF, | EGTcGcGcGNGNG

. Two patients lost their grafts, |GG coth orafts
were non-functioning from the transplantation, || GGcNGGEGEEEEEEEEEEEEE

I - Nine episodes

in nine patients were biopsy-confirmed AMRs, of which six episodes were regarded
as active AMRs and three as subclinical AMRs. All resolved during the study with
standard immunosuppressive treatment. At end of study, 6 months after

administration of imlifidase and transplantation, evaluation of graft biopsies || Gz

Company evidence submission template for Imlifidase for preventing kidney transplant
rejection in people with chronic kidney disease [ID1672]

© Hansa Biopharma AB (2020). All rights reserved Page 74 of 172



B.2.6.4.4 Conclusions

Imlifidase was shown to be able to lead to a crossmatch conversion at 24 hours in
89% of patients, and 89% of patients also had no DSA with MFI >3000 at 48 hours
post-treatment. This allowed a transplantation to occur, with 89% being functional at
6 months post-transplant. The two non-functioning grafts were lost, but neither was
due to AMR. DGF occurred in || | | . \which mostly required dialysis
before it resolved. Overall, imlifidase was able to successfully allow transplant within

these patients.

B.2.7 Subgroup analysis

No pre-defined subgroup analyses were specified within the studies of imlifidase
(see Appendix E). The NICE scope outlines the following subgroups of potential
interest for this appraisal: recipients of kidneys from living donors; recipients of
kidneys from deceased donors; low risk (‘delisted’) recipients of donor kidneys, non-
delisted recipients of donor kidneys; degree of sensitisation in terms of antibody

levels.

Due to the indication for imlifidase, a number of these subgroups are not relevant to
this submission. The indication for imlifidase restricts its use to deceased donors
only. This means that a consideration of recipients of kidneys from living donors is
not appropriate for this appraisal as it would fall outside the marketing authorisation.
Another subgroup identified was low risk (‘delisted’) recipients of donor kidneys. In
this sense, delisting refers to the practice of removing low risk unacceptable antigens
from consideration in order to allow for a negative crossmatch to be made. As these
transplants are considered as a negative crossmatch, this again falls outside the
marketing authorisation for imlifidase, which requires a positive crossmatch. Hansa
Biopharma AB also does not consider the subgroup of degree of sensitisation to be
particularly clinically appropriate for this appraisal. There are no internationally
agreed definitions of a highly sensitised patient (the patient population that imlifidase
is indicated for), and a variety of measures used in different countries (cRF, cPRA
etc.). This makes consideration of subgroups stratified by degree of sensitisation
challenging. In addition, any patients who are highly sensitised should be considered
eligible for imlifidase, with a clinical judgement on the applicability of this treatment
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being made based on the patient-specific immunological profile and the expected
likelihood of transplant otherwise. Therefore, degree of sensitisation was not
considered to be specifically relevant to this appraisal and has not been considered
further.

The subgroups considered most relevant to this appraisal are recipients of kidneys
from deceased donors, and non-delisted recipients of donor kidneys (as this
matches the indication for this treatment). Due to the number of patients that have
been treated with imlifidase during its clinical trials, and in order to maximise the data
available, a combined analysis has been conducted (and is presented in the
following section). This combined analysis focussed on a subgroup of the most
relevant patients for this appraisal, and so only includes patients who received a
deceased donor kidney and who were non-delisted (had a positive crossmatch). The
target patient population for imlifidase is outlined in Section B.1.3.3, and covers
highly sensitised patients within the KOS who may be either in Tier A or Tier B (at
treating physicians discretion) who are unlikely to be transplanted. Full details on the
patients included in this group and the associated results are included in the

following section.

B.2.8 Meta-analysis

The analyses presented in this section are combined analyses of patients across a
number of the clinical trials of imlifidase. The first of these is the results of an
analysis published by Jordan et al. (2017),% which forms the main publication (to
date) of results from imlifidase clinical trials. This study included the results from 25
patients who received a transplant during the trials: 13-HMedldeS-02, 13-HMedldeS-
03, and 14 HMedIdeS-04.°

A separate analysis of the most relevant patients for this appraisal from all of the
imlifidase trials described above (i.e. 13-HMedldeS-02, 13-HMedIdeS-03, 14
HMedldeS-04, and 15-HMedldeS-06) is then also included. Within these studies, a
total of 46 patients with varying levels of anti-HLA antibodies and DSA were
transplanted following imlifidase treatment. The median age of these patients was 43
years (range 20-73), 46% were female, 76% were Caucasian and [J§% of the
patients had blood group O (these patients tend to accumulate on the transplant
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waiting list since they are only offered allografts from blood group O donors). The
majority of patients (69%) had undergone at least one previous transplantation, with
multiple transplantations recorded for several patients; patients had a median time
on dialysis of 4.9 years. However this mixed population included some living donor
recipients (n=7) who fall outside of the indication for imlifidase. There were also a
small number of patients who did not show a positive crossmatch to the allocated
kidney, which again falls outside of the indication for imlifidase. Therefore, an
analysis of the most relevant population to UK clinical practice was considered to be
a group designated ‘unlikely to be transplanted’ (which again matches the group
suggested by the indication). This was defined based on expected European criteria
for such a group as a cPRA of 295% (MFI 23000), deceased donor kidney offer and
positive crossmatch test (in the early studies [13-HMedIdeS-02 and 13-HMedldeS-
03] there was less focus on recruiting highly sensitised patients than in later studies.
Hansa Biopharma AB believes that this population matches with the proposed UK
usage of this product, as confirmed by clinical expert opinion. Hansa Biopharma AB
also believes that as there is not an accepted definition for this patient group that the
decision to treat with imlifidase should be left to the treating physician’s discretion.
The criteria chosen for this analysis were not tied to any particular guideline or
specific clinical practice, and were used purely to define a population for this analysis
which matches the expected European patient population. Within the available
patients, 25 met these criteria and formed the group for the analysis presented

below.
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Figure 6 Derivation of ‘unlikely to be transplanted’ group

Transplanted in
13-HMedIdeS-02

Transplanted in
13-HMedIdeS-03

Transplanted in
13-HMedIdeS-04

Transplanted in
13-HMedIdeS-06

(n=1) (n=10) (n=17) (n=18)
All patients transplanted
(n=46)
Excluded
“ (n=21)

‘Unlikely to be transplanted’ group
(cPRA of 295% [MFI 23000], deceased
donor transplant and positive
crossmatch test)

(n=25)

cPRA: calculated panel reactive antibodies; MFI: mean florescence intensity

B.2.8.1 Jordan et al. (2017)°

The demographics for this combined patient group of 25 patients (one patient from
13-HMedldeS-02, 10 from 13-HMedldeS-03 and 14 from 14-HMedIdeS-04) are
provided in Table 16. Patients had an average age of 46 and there was a relatively
even split between men and women (with a slightly higher proportion of women).
Almost all patients received a kidney from a deceased donor and most had received

at least one previous kidney transplant.

Table 16 Demographics of patients in Jordan et al.

Total (n=25)
Age (years) Mean (SD) 46.2 (14)
Sex, n (%) Female 14 (56.0%)
Male 11 (44.0%)
Deceased donor status n (%) 23 (92.0%)
Cold ischaemia time, hours Mean (SD) 15.8 (7.5)
Number of previous renal transplants 21, n (%) 14 (56.0%)

SD: standard deviation

B.2.8.1.1 DSA antibody elimination

The levels of anti-HLA antibodies and DSA were substantially and significantly
reduced in all patients, at between 6 and 24 hours after treatment. Levels of anti-

HLA antibodies and DSA remained undetectable until 7 to 14 days after
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transplantation, after which time a rebound in these antibody levels occurred. In

addition, a near-complete inhibition of C1g-binding anti-HLA antibodies was seen 1

hour after treatment.

Data on DSA levels are presented in Figure 7, which shows these data separately
for the two countries from which data were derived. These illustrate the impact on
DSA described above. It is worthy of note that despite similar DSA levels before
transplantation, there were significant reductions in the DSA seen post-
transplantation in the US patients. This was explained as being likely due to the use

of IVIg and rituximab in the US patients before and after transplant.

Figure 7 Donor specific antibody levels as reported in Jordan et al.
(reproduced from Jordan et al.5)

Donor-Specific-Antibody Levels in Individual Patients

U 1)
= o= .
S = Sweden 5= United States
[TTH U o
G2 G2
) £
2.8 2.8
8% 873
W = W =2
o o s
= =
E< £ <
= =
0 0

Time after Treatment

&) J
&= =
|8 |5
[ Q
a a
v~ v -
o o =
2 s
Ow O w
o 9 Gy U
=2 =] c T
T 2 g 2
4 z 5 £
0 0 &S B o 3 O L OO ®
= = @‘0@‘\6 OREINVINGG ~y
B M R
I . I .
Time after Treatment Time after Treatment

DES: desensitisation; Hist: historical; IdeS: imlifidase; MFI: mean fluorescence intensity

B.2.8.1.2 Transplant-related outcomes

Delayed graft function was experienced by 42% (10/24) of patients, which required
dialysis until it resolved (median of 6 days). DGF was reported significantly more
frequently within the US patients of this study (p<0.001); however, cold ischaemia

time was also significantly longer in the US patients (19.9 hours vs 10.6 hours,
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p<0.001) which may have contributed to the rates of DGF seen. Renal function was
generally good in the transplanted patients, with reduced serum creatinine levels and
a mean eGFR at 1-6 months post-transplant of 58mL/min/1.73m?2. Kidney function
was therefore seen to be in line with expectations for highly sensitised, post-

transplant patients.”475.76

Within the transplanted patients there was one instance of hyperacute rejection that
occurred (despite a negative crossmatch and DSA assessment pre-transplant).
Further investigation into this case established high-titre IgM and IgA antibodies that
were reactive to donor-allograft endothelium; however, there was no evidence of IgM
anti-HLA or DSA, and thus this rejection event was concluded to have been caused
by a non-HLA antibody that cannot be cleaved by imlifidase. Given the known
rebound in IgG levels after approximately two weeks following imlifidase treatment, it
is not expected that imlifidase treatment will impact rejection events at other time
points. There were three Swedish patients who experienced AMR at a mean of two
weeks post-transplant. Biopsies performed at six months (per protocol) revealed
minimal inflammation in 9 of the 11 Swedish patients. For the US patients, seven
patients had inflammation on biopsy (at a mean of 3.6 months), with two of these
cases reaching the criteria for consideration as AMR. Both of these cases resolved

after accepted immunosuppressive treatment.

B.2.8.1.3 Conclusions

The Jordan et al. publication concluded that imlifidase was able to demonstrate a
significant reduction in IgG anti-HLA levels that led to DSA levels that were
considered acceptable for transplant.® Transplants were successful in 24 of 25 cases
(with the one hyperacute rejection due to a non-HLA antibody), and outcomes were
good in all of these cases.® Imlifidase treatment can therefore be seen as an

effective intervention for reducing or eliminating DSA before transplantation.®
B.2.8.2 Combined analysis of most relevant patients

B.2.8.2.1 Demographics
The demographics for the combined patient subgroup (defined as cPRA of 295%

[MFI =3000], deceased donor transplant and positive crossmatch) are provided in
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Table 17. The demographics of this combined subgroup are similar to the overall

demographics of all transplanted patients.

Table 17 Demographics of combined analysis subgroup

Total (n=25)

Age (years) Mean (SD)
Range
Sex, n (%) Female
Male
Race, n (%) White
Black
Other
Weight (kg) Mean (SD)
Range
Body mass index Mean (SD)
Range
Mean time on dialysis before Mean (SD)
transplant (years)
Hepatic impairment at inclusion n (%)
Cardiovascular disease at n (%)
inclusion
Diabetes at inclusion n (%)
Autoimmune disorder at inclusion | n (%)
Number of previous renal 0, n (%)
transplants 1, n (%)
2, n (%)
3, n (%)
Deceased donor status n (%)
Organ storage Simple cold

storage, n (%)

Hypothermic
machine
perfusion, n (%)

Cold ischaemia time, hours

Mean (SD)

Range

bbb

SD: standard deviation

The baseline antibody status of the patients included within this subgroup are

summarised in Table 18. These patients had a high level of sensitisation as
evidenced by a mean of JJf DSAs, a mean MFI of >11,000 for the

immunodominant antigen, and a median cPRA of 99.9%. Due to this high level of
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sensitisation, these patients represent a population where it would be difficult to find

a suitable transplant in current practice.

Table 18 Antibody status at baseline

Total (n=25)

Number of DSA at baseline Mean (SD) -
Pre-treatment MFI of Mean (SD) f
immunodominant antigen Median f
cPRA Mean (SD) 1IN

Median 99.9

Range f
Pre-treatment FACS crossmatch, B-cell positive/ f
N(%) T-cell negative

B-cell negative/ f

T-cell positive

B-cell positive/ f

T-cell positive

I cPRA: calculated panel

reactive antibodies; DSA: donor specific antibodies; FACS: fluorescence-activated cell
sorting; MFI: mean fluorescence intensity; SD: standard deviation

B.2.8.2.2 Crossmatch conversion and DSA elimination (primary
endpoint)

Crossmatch conversion was considered the key outcome in the clinical trials of
imlifidase, as this conversion from a positive crossmatch to a negative crossmatch is
a key indicator for risk of hyperacute graft rejection. The highly sensitised patients
studied within this subgroup were classed as unlikely to receive a transplant and had
proven DSAs that meant finding a negative crossmatch organ offer was challenging.
The ability of imlifidase to allow for a conversion from crossmatch positive to
crossmatch negative therefore allows for kidney transplantation to occur with a
greatly reduced risk of hyperacute rejection mediated by these DSAs. This is also
why this outcome formed one of the primary endpoints within all the clinical trials of
imlifidase. In the patient group considered here, all patients had a positive FACS
crossmatch before imlifidase treatment (see Table 19 for details on baseline
crossmatch results). All of these were successfully converted to a negative
crossmatch (one patient had borderline flow crossmatch and negative virtual
crossmatch, this was judged as not clinically significant and transplant was carried

out). This conversion occurred rapidly, generally within a few hours, making these
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patients eligible for transplantation within the required time frame for a deceased

donor transplant. All patients subsequently received a transplant.

Table 19 Crossmatch test results for imlifidase treatment in combined analysis
subgroup

Any positive crossmatch Any positive crossmatch
test pre-dose (n=25) test post-dose (n=25)

Number (%) 25 (100.0%) 1 (4.0%)"

*Borderline flow crossmatch and negative virtual crossmatch, this was judged as not
clinically significant and transplant was carried out

Crossmatch conversion was confirmed by analysis of DSA using the SAB assay.
This analysis focussed on those antibodies which had an MFI value of >3000 at
baseline. This showed that two hours after imlifidase administration, . patients
(Jll5) were devoid of any DSA that had MFI >3000, which rose to [ patients
(-%) after 24 hours. The MFI signals seen for the remaining patients were
confirmed to be due to the presence of single chain IgG. These single chain IgG
have a highly attenuated activity when compared with IgG, but are detected equally

well by the SAB-HLA assay. Thus, this can be interpreted as a false positive signal,

which can be seen to be confirmed by the crossmatch tests || GcNGGG
B o' the immunodominant antigens of each patient, the
mean MF| dropped from [l (median [l at baseline to [l (median )

post-treatment. DSA levels remained undetectable for up to 7 days post-transplant
before any rebound occurred, which allowed transplant to proceed. The mean MFI
for the immunodominant antigens rose to [l (median ) at Day 7, ] (median
) =t Day 14, and [l (median ) at Day 30. This shows a slow and steady
rebound in the DSA values, but which in most cases remained below the baseline

levels seen.

B.2.8.2.3 Kidney function

The eGFR was used as a primary measure of kidney function. This showed that
kidney function was good or satisfactory in all patients with a functioning kidney and
available data. At six months, 40.0% of patients (8/20) had an eGFR of at least
60mL/min/1.73 m?, 50.0% (10/20) had an eGFR of 30—-59mL/min/1.73 m?, and
10.0% (2/20) of the patients had an eGFR of <30mL/min/1.73 m?2. Limited long-term

follow-up has shown that similar kidney function results were maintained for up to

Company evidence submission template for Imlifidase for preventing kidney transplant
rejection in people with chronic kidney disease [ID1672]

© Hansa Biopharma AB (2020). All rights reserved Page 83 of 172




two years post-transplant. Figures within the UKRR Annual Report show that the UK
average was for just over 15% of prevalent transplant patients to have an eGFR of
<30mL/min/1.73 m2.° The kidney function outcomes for imlifidase compare
favourably to these data and, therefore, can be considered in line with what would be
expected following transplant. A formal long-term study is ongoing (see Section
B.2.11 for details), that will be able to provide more details on the long-term

outcomes in imlifidase patients in due course.

B.2.8.2.4 Patient and graft survival

At the end of the clinical trial periods (6 months), all patients were alive and 24 out of
the 25 (96.0%) had a functioning graft (Table 20). The long-term follow-up data
currently available (see Section B.2.11 for details on ongoing long-term study)
showed a death-censored graft survival of % at two years and overall patient
survival of % at two years. These rates of graft and patient survival are broadly in
line with the figures for UK deceased donor transplants as reported in the National
Health Service Blood and Transplant (NHSBT) Annual Report.’® The NHSBT figures
are for a first kidney-only graft whereas many of the imlifidase patients had received
a previous kidney transplant. In addition, the small population size available for this
analysis make comparison of figures challenging, but it is encouraging that these
figures for graft survival can be seen to be in line with UK figures. Patient survival is
slightly lower than the figures reported within the NHSBT Annual Report.’ However,
due to the small patient numbers available, this survival rate is diminished as a result
of three recorded deaths, none of which were considered to be related to imlifidase
or kidney malfunction. No other deaths were recorded within the wider imlifidase
treated group, meaning that patient survival in the group of all patients undergoing
transplant following imlifidase treatment was 91% at two years. This highlights that
patient survival following transplant with imlifidase can be considered broadly in line
with levels that would be expected, even though many of the imlifidase patients had

received a previous kidney transplant.
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Table 20 Survival in combined analysis group

0-6 months 6 months— 1-2 years
1 year
n=25 n=20 n=16
Graft survival, n (%) 24 (96.0%) 20 (100.0%) 16 (100.0%)
Patient survival, n (%) 25 (100.0%) 17 (85.0%) 16 (100.0%)

B.2.8.2.5 AMR

An acute rejection episode is the consequence of an immune response of the host
attacking the transplanted organ or cells. Imlifidase acts to lower DSA levels over the
initial period of a transplant to avoid hyperacute rejection. As imlifidase is not
expected to impact other rejection events, this was not considered to be a primary
efficacy outcome and so was also considered as a safety consideration. Therefore,
data on rejection events in the safety population are presented within the safety data
(see Section B.2.10.5). Briefly, 40.0% (10 of 25) of patients had diagnosed AMR
confirmed by biopsy; of these, [l patients had signs of AMR at the 6-month biopsy
without any clinical signs, and thus were categorised as subclinical AMR. All patients
with AMR were successfully treated according to local practice with standard
immunosuppressive therapies. This shows that AMR occurred at rates in line with
expectations (and literature reported values), and all instances were successfully

treated using standard therapies with patients maintaining functioning grafts.

B.2.8.2.6 Conclusions

The results of this combined subgroup analysis demonstrate the efficacy of imlifidase
in a patient population relevant to this appraisal. That is a patient group who were
highly sensitised with high levels of DSA, who received a deceased donor kidney
transplant despite a positive crossmatch before imlifidase treatment, making these
patients unlikely to receive a transplant through other means. Imlifidase was able to
rapidly induce a crossmatch conversion and remove DSA to low levels that facilitated
a successful transplantation. Following transplant, the kidney function, graft survival
and patient survival were all broadly in line with expectations and UK data for
patients receiving a first kidney transplant. This is despite the fact that the study
population consisted of highly sensitised patients who had mostly had previous failed

kidney transplants.
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B.2.9 Indirect and mixed treatment comparisons

No indirect or mixed treatment comparison was conducted for this appraisal as it was

not applicable, and no comparative data were available to inform such a comparison.

B.2.9.1 Uncertainties in the indirect and mixed treatment

comparisons

Not applicable
B.2.10 Adverse reactions

B.2.10.1 Summary and introduction

Within the four clinical studies of imlifidase reported herein (13-HMedldeS-02, 13-
HMedldeS-03, 14 HMedldeS-04, and 15-HMedIdeS-06) a total of 54 patients with
CKD have received at least one dose of imlifidase. This includes patients outside the
scope of this appraisal (for example some patients received a transplant from a living
donor), but this wider group of patients was chosen to be reported here as the AEs
would be expected to be similar within the specific patient population of interest and
this approach allows for the largest group of patients to be included. A summary of
the disposition of these patients is included in Table 21. This shows that almost all
patients who received imlifidase went on to successfully receive a kidney transplant
(85.2%), with the exception of 7 patients in study 13-HMedldeS-02 (where it is
important to note, transplant was not a pre-specified part of the trial protocol and only
occurred at the investigators discretion if the possibility became available for a
patient) and one patient in study 15-HMedldeS-06 who experienced a SAE (and was
the only patient to discontinue from the studies due to an AE). There were also only
four patients (7.4%) who had drug withdrawn or their dosing interrupted, and in two
of these cases dosing was able to resume and a full dose was successfully

administered.
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Table 21 Summary of patients in safety data set

13- 13- 14 15- Total
HMedldeS- | HMedldeS- | HMedldeS- | HMedldeS-

02 03 04 06
Received at least one 8 10 17 19 54
dose of imlifidase
Received transplant 1(12.5%) | 10(100.0%) | 17 (100.0%) | 18 (94.7%) | 46 (85.2%)
Did not receive 7* (87.5%) 0 0 11 (5.3%) 8 (14.8%)
transplant
Completed core study | 8 (100.0%) | 10 (100.0%) | 15 (88.2%) | 16 (84.2%) | 49 (90.7%)
Drug withdrawal/ 1(12.5%) 0 0 3 (15.8%) 4 (7.4%)
dose interruption
Discontinued study 0 0 2 (11.8%) 3 (15.8%) 5(9.3%)
e AE o0 e 1(5.3%) e 1(1.9%)
e Lost to follow-up ¢ 1(5.9%) 0 e 1(1.9%)
e Other o0 e 1(5.3%) e 1(1.9%)
¢ Patient withdrew e 1(5.9%) e 1(5.3%) ® 2 (3.7%)

*Transplant was NOT a pre-specified part of the trial protocol, and only occurred at the
investigators discretion if the possibility became available. TOne patient did not receive a
transplant following an infusion-related reaction (serious adverse event) with imlifidase that
resulted in treatment and study discontinuation. AE: adverse event

These 54 patients received a variety of doses throughout these clinical studies, and
these are summarised in Table 22. This table refers to the dose of each infusion, and
so the patients who received two doses at 0.25mg/kg received a total dose of
0.50mg/kg. A single dose of 0.25mg/kg was the most commonly administered and

was received by 39 patients (72.2%).

Table 22 Doses of imlifidase received by patients

Number of Dose administered in each infusion
infusions [ |hcomplete 0.12mg/kg 0.25mgl/kg 0.50mg/kg Total
(n=2) (n=3) (n=44) (n=5) (n=54)
1 2" 0 39 5 46
2 0 3 5 0 8

*One patient in 13-HMedldeS-02 had an incomplete dosing of imlifidase _
and one patient in 15-HMedldeS-06 had an incomplete dosing of

imlifidase .

All 54 patients reported at least one AE and at least one treatment-emergent AE

(TEAE; defined as an AE with onset up to 30 days after the last dose of imlifidase). A

summary of these figures is included in Table 23. Adverse events considered related

to imlifidase occurred in 37.0% of patients; a conservative approach was taken in
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this regard, and if causality information was missing the event was assumed to be

related to imlifidase.

Table 23 Summary of adverse events

Patients experiencing the following Transplanted Not Total safety
(n = 46) transplanted set
(n=28) (n = 54)

21 AE 46 (100.0%) 8 (100.0%) 54 (100.0%)

21 TEAE 46 (100.0%) 8 (100.0%) 54 (100.0%)

21 treatment-related AE 13 (28.3%) 7 (87.5%) 20 (37.0%)
Any mild AE 3 (6.5%) 3 (37.5%) 6 (11.1%)
Any moderate AE 3 (6.5%) 1(12.5%) 4 (7.4%)
Any severe AE 5(10.9%) 3 (37.5%) 8 (14.8%)
Any life-threatening AE 2 (4.3%) 0 2 (3.7%)

21 treatment-related TEAE 12 (26.1%) 7 (87.5%) 19 (35.1%)
Severe treatment-related TEAE 3 (6.5%) 0 3 (5.6%)
(non-SAE)

Fatal AE 0 0 0

AE: adverse event; SAE: serious adverse event; TEAE: treatment-emergent adverse event

B.2.10.2 Treatment-related adverse events

A summary of all the adverse events determined to be treatment-related are
summarised in Table 24. These results are split into TEAE and post-TEAE (defined
as an AE with onset beyond 30 days after the last dose of imlifidase). Most of these
adverse events occurred at low frequencies and were experienced by only one or
two patients. An increased risk of infection is possible when IgG levels are
compromised as a result of imlifidase treatment. The risk of infection was managed
through prophylactic antibiotics until IVlg was administered or I1gG levels returned to
acceptable values. Several different infections were reported within the AEs
reported, but only pneumonia and urinary tract infections were reported by more than

one patient.

Company evidence submission template for Imlifidase for preventing kidney transplant
rejection in people with chronic kidney disease [ID1672]

© Hansa Biopharma AB (2020). All rights reserved Page 88 of 172



Table 24 Summary of treatment-related adverse events

TEAE Post-TEAE Total safety
(n = 54) (n = 54) set

(n =54)
Total 19 (35.2%) 4 (7.4%) 20 (37.0%)
Raised aspartate aminotransferase 2 (3.7%) - 2 (3.7%)
Headache 2 (3.7%) - 2 (3.7%)
Pneumonia 1(1.9%) 2 (3.7%) 3 (5.6%)
Urinary tract infection 3 (5.6%) - 3 (5.6%)
Raised alanine aminotransferase 2 (3.7%) - 2 (3.7%)
Dizziness postural 1(1.9%) - 1(1.9%)
Flushing 2 (3.7%) - 2 (3.7%)
Infusion-related reaction 2 (3.7%) - 2 (3.7%)
Infusion site pain 2 (3.7%) - 2 (3.7%)
Myalgia 2 (3.7%) - 2 (3.7%)
Sepsis 2 (3.7%) - 2 (3.7%)
Abdominal infection - 1(1.9%) 1(1.9%)
Adenovirus infection 1(1.9%) - 1(1.9%)
Anaemia 1(1.9%) - 1(1.9%)
Raised blood phosphorus 1(1.9%) - 1(1.9%)
Raised blood triglycerides 1(1.9%) - 1(1.9%)
Catheter site infection 1(1.9%) - 1(1.9%)
Dyspnoea 1(1.9%) - 1(1.9%)
Escherichia test positive 1(1.9%) - 1(1.9%)
Feeling hot 1(1.9%) - 1(1.9%)
Hypertension 1(1.9%) - 1(1.9%)
Hypotension 1(1.9%) - 1(1.9%)
Infection 1(1.9%) - 1(1.9%)
Influenza 1(1.9%) - 1(1.9%)
Parvovirus infection - 1(1.9%) 1(1.9%)
Postoperative wound infection 1(1.9%) - 1(1.9%)
Rash 1(1.9%) - 1(1.9%)
Scleral haemorrhage 1(1.9%) - 1(1.9%)
Sinus tachycardia 1(1.9%) - 1(1.9%)
Transplant rejection 1(1.9%) - 1(1.9%)
Upper respiratory tract infection 1(1.9%) - 1(1.9%)
Visual impairment 1(1.9%) - 1(1.9%)
Wound infection 1(1.9%) - 1(1.9%)

TEAE: treatment-emergent adverse event
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B.2.10.3 Serious adverse events

At least one SAE was reported by 38 patients (70.4%), with a total of 112 SAEs
reported. The SAEs reported by at least two patients are summarised in Table 25.
The most common SAEs were transplant rejection (19 patients [35.2%]), urinary tract
infection (5 patients [9.3%]), and increased blood creatinine (5 patients [9.3%)]). It is
important to highlight that transplantation-related events, such as graft rejection, are
expected in some patients following kidney transplantation and that urinary tract
infections are also associated with the underlying kidney disease and are common
after kidney transplantation. Although the numbers are small, it can be seen that
patients who received a transplant had a higher rate of SAEs, this implies that at
least some of these events are likely to have been associated with the kidney

transplant procedure rather than imlifidase treatment.

Table 25 Serious adverse events

Transplant No transplant | Total safety set
(n =46) (n=28) (n = 54)
Total 38 (70.4%)
Transplant rejection 19 (35.2%)
Urinary tract infection 5 (9.3%)
Raised creatinine 5(9.3%)
I - T |
I - T |
I BB
LB BB
LB BB
I T
I BB
I - I |
I BB

A further analysis was conducted on treatment-related SAEs, of which there were

twelve reported in 11 patients (20.4%); these are summarised in Table 26. The
treatment-related SAEs reported in multiple patients were pneumonia (3 patients
[5.6%]) and sepsis (2 patients [3.7%]). Overall, 9 of the 12 treatment-related SAEs

were infections.
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Table 26 Treatment-related serious adverse events

Total safety set

(n = 54)
Total 11 (20.4%)
Infections and infestations 8 (14.8%)
Abdominal infection 1(1.9%)
Catheter site infection 1(1.9%)
Parvovirus infection 1(1.9%)
Pneumonia 3 (5.6%)
Sepsis 2 (3.7%)
Upper respiratory tract infection 1(1.9%)
Immune system disorders 1 (1.9%)
Transplant rejection 1(1.9%)
Musculoskeletal and connective tissue disorders 1(1.9%)
Myalgia 1(1.9%)
Injury, poisoning and procedural complications 1(1.9%)
Infusion related reaction 1(1.9%)

Lines in italics within the tables are System Organ Classes, with the individual events within
that class listed in the lines below.

B.2.10.4 Adverse events of special interest

Imlifidase belongs to a new therapeutic class (IgG endopeptidases) and it is,
therefore, difficult to define an expected risk profile. However, based on the mode of
action of imlifidase (which leads to a transient major reduction in serum IgG levels) it
would be expected that the AEs from this treatment would resemble the clinical
picture of IgG deficiency. This insight was combined with observed safety findings
and expected AEs due to the mode of administration of imlifidase, to identify the
following as AEs of special interest within the clinical trial protocols for imlifidase:
severe or serious infections, infusion-related reactions, and severe or serious

myalgia. The incidence of these specific AEs are summarised in Table 27.

Table 27 Incidence of adverse events of special interest

Number of patients (%)
(n = 54)
Severe or serious infection 9(16.7)
Infusion-related reactions 3 (5.6)
Severe or serious myalgia 1(1.9)
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Based on the mode of action of imlifidase, there is potentially an increased risk of
infections whilst IgG levels are compromised. This risk is especially pertinent in a
population that has undergone surgery, is hospitalised, and will then be receiving
immunosuppressive treatment as part of the standard of care for their transplant. IgG
levels start to return 1 to 2 weeks after treatment with imlifidase, but may be
suppressed for up to approximately 1 month. As IgM and IgA remain unaffected by
imlifidase treatment, a primary and secondary immune response to an infection is
possible. In addition, to mitigate the risk of infections, prophylactic antibiotics
covering respiratory infections were given in the clinical studies and the SAE data
show that these types of infection were only experienced by a small number of
patients. However, a high risk of infection remains in these patients, with 17%
experiencing a severe or serious infection. It is also highly likely that the underlying
disease, the surgery, and the immunosuppressive treatment may have increased the

risk of severe or serious infections.

As with other biologic agents administered intravenously, infusion-related reactions
may occur during imlifidase infusion. For this analysis of AE of special interest, only
events of infusion-related reactions occurring from start of imlifidase infusion to start
of transplantation (or within 48 hours of imlifidase infusion in non-transplanted
patients) were included. To mitigate the risk of infusion-related reactions,
glucocorticoids and antihistamines were given prior to imlifidase dosing. Overall,
there were 4 patients (6%) who experienced infusion-related reactions. || GGz

I - The overall

frequency of infusion-related reactions with imlifidase was in the low range compared

to other reported frequencies of these reactions.

Myalgia is an AE that has been reported during treatment with other biologic
treatments, and so episodes of severe or serious myalgia were considered for the
analysis of AEs of special interest. Severe or serious myalgia was reported by only
one patient (2%), who experienced ‘severe or serious myalgia’ two days after a

second dose of 0.25mg/kg imlifidase, which was assessed as related to imlifidase

and did not resolve during the study. | IEEEEEEEE—
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I Sesides this patient, I

I o other cases of severe or serious myalgia were reported during clinical

trials of imlifidase.

B.2.10.5 Transplant-related events

Transplantation-related events, such as DGF and graft rejections, are expected after
kidney transplantation, especially in recipients of deceased-donor organs and in
subjects being transplanted for a second or subsequent time. It was important to
consider whether imlifidase had an impact on these events. The data showed that
there was no evidence that imlifidase had any adverse effect on the transplanted

kidney.

Among the 46 transplant recipients during the clinical trials of imlifidase, 31 (67%)
did not have any signs of AMR, while 15 (33%) had at least one episode of antibody-
mediated changes. One of these was a non-IgG mediated hyper-acute rejection
(potentially IgM mediated) that caused an immediate graft loss. Of the 14 remaining
cases, eleven were identified by clinical signs and proven by biopsy and defined as
active and/or chronic; three were identified at biopsy without any clinical signs and
defined as subclinical. The majority of the AMR episodes occurred during the first six
months after transplant and were resolved successfully. The frequency of AMR in

patients treated with imlifidase is within the expected range of frequencies..

DGF presents as a suboptimal renal function immediately after kidney
transplantation, defined as the need for dialysis within seven days of transplantation
but that then resolves over time. DGF is a manifestation of acute kidney injury
associated with the transplant process (e.g. ischemia, cold storage and reperfusion
injuries). DGF was experienced by [ IGczczEININ:EIEEEEEEE - -
imlifidase trials. Of these, kidney function was established within one week for e
I =¢ within one month for a further | lll. The rate of DGF in patients
treated with imlifidase is again comparable to that reported for other highly sensitised

patients.

Company evidence submission template for Imlifidase for preventing kidney transplant
rejection in people with chronic kidney disease [ID1672]

© Hansa Biopharma AB (2020). All rights reserved Page 93 of 172



B.2.10.6 Death

No deaths were reported during the main period of the clinical trials of imlifidase.
However, during longer-term follow-up of these patients, three deaths were reported
between 6 months and a year after imlifidase treatment. None of these deaths were

considered to be related to imlifidase or kidney malfunction.

B.2.10.7 Additional adverse event data

The literature review conducted as part of this appraisal also identified the Phase |
study of imlifidase (11-HMedldeS-01) as a source of additional safety data.”” This
study was conducted in healthy volunteers and so is less directly relevant to the
population of interest. Therefore, this study is described in detail within Appendix F,

where more detailed safety results are also included.

In 11-HMedldeS-01, 77 AEs were observed in 24 of the 29 healthy subjects, with 39
being possibly or probably related to imlifidase (in 14 subjects). Among these 39
AEs, 35 were Grade 1. Four AEs were Grade 2 (all observed in one subject who
experienced a probable infusion reaction, which resolved within 15 minutes after
treatment with an antihistamine [2mg intravenous clemastine fumarate] and
corticosteroids [8mg intravenous betamethasone]). The infusion reaction did not
cause the imlifidase infusion to be interrupted. None of the SAEs caused a dose
reduction or led to withdrawal of imlifidase. These safety data provide no additional

safety concerns around imlifidase treatment.

B.2.11 Ongoing studies

An additional long-term follow-up study (17-HMedldeS-14) for all patients
transplanted in 13-HMedldeS-02, 13-HMedldeS-03, 14 HMedldeS-04, and 15-
HMedldeS-06 is ongoing. This study may include up to 46 patients (all transplanted
patients in the above studies) who will be assessed by kidney function, graft survival
and patient survival for 5 years. It is known that 29 of the 46 patients transplanted in
the feeder studies have been actively enrolled by the data cut-off date for this trial of
B ¢ is oxpected that the final study visit will occur in Q4 2022, and
the final study report is planned for completion in Q4 2023.
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B.2.12 Innovation

Imlifidase is a highly innovative treatment that represents a step-change in the
management of transplantation. Imlifidase is highly innovative in using a bacterial
enzyme to specifically degrade human IgG to remove DSA that would otherwise
prevent a transplant from being carried out. No other available treatments are able to
rapidly and specifically remove IgG and thereby temporarily suppress all DSAs.
Indeed, the innovative nature of imlifidase, and the unmet need in this area, led to

imlifidase being granted eligibility to the PRIME scheme by EMA .2

The unmet need within highly sensitised patients arises primarily from these patients
being unlikely to be transplanted and therefore spending far longer on dialysis
waiting for a transplant.’ In the UK, 98% of patients on the transplant list who have
had a wait of at least 7 year are classified as highly sensitised (cCRF 285%)."°
Transplant is the current gold standard treatment for patients with ESRD, and so the
ability to provide these patients with access to this treatment option is a significant
advance in therapy. Although there are other desensitisation protocols currently
available, these are experimental treatments that are all unlicensed, of unproven
efficacy, and generally require extended treatment periods making them suitable for
living donor transplant only. Imlifidase is a step-change in therapy that provides a
desensitisation treatment that is rapid and effective, and allows for the successful
transplant of patients within the time window of a deceased donor organ who would

have otherwise been unlikely to receive a transplant.

This ability to improve access to transplant for highly sensitised patients is
particularly important from an equality point of view, as certain groups are currently
particularly disadvantaged within the transplant system. Patients who are BAME
currently have lower rates of transplant, and experience increased waiting times for a
transplant. The use of imlifidase would allow for minority patients with a positive
crossmatch who would otherwise not receive a transplant to do so. By doing so, this

will help equalise access to transplant for this underserved patient group.

Women who have been pregnant have an increased risk of becoming highly
sensitised due to their exposure to foetal antigens. This means that women are
disproportionately likely to experience longer waiting times for a donor kidney. The
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use of imlifidase would provide a new route for transplant in mothers, and, thereby,

help equalise access to transplant across all patients.

These equality impacts cannot be captured within the economic model and so
cannot be represented within the quality-adjusted life year (QALY) calculations. In
addition, the full impact of dialysis can be challenging to capture within the economic
model. Dialysis is an intensive treatment modality that requires significant time from
patients. Over the long-term, dialysis is associated with a number of significant
health problems. In addition, for those patients treated in dialysis centres, there is a
large travel burden and also a potentially large burden on caregivers. Whilst
reimbursed travel costs can be included within the economic model, the full burden
imposed on the patient is very challenging to capture fully. Also, although an attempt
has been made to incorporate the burden on caregivers through the modelling of a
caregiver disutility, a lack of available data has made this challenging. There is,
therefore, a likelihood that dialysis as modelled within the economic model does not
capture the full burden and costs of dialysis. Also, as it is excluded from the NICE
reference case, the modelling does not capture impacts on work productivity.
Therefore, these impacts would not be fully reflected within the QALY calculations

and can be considered conservative for imlifidase.

B.2.13 Interpretation of clinical effectiveness and safety

evidence

B.2.13.1 Efficacy of imlifidase at reducing DSAs

The clinical trial results show that imlifidase is a rapid and efficacious treatment to
eliminate DSAs from the blood of highly sensitised patients. Imlifidase was able to
induce a crossmatch conversion in all treated patients. Imlifidase can therefore
enable transplantation in a small group of patients who otherwise are unlikely to
receive a transplant. Imlifidase was able to induce a crossmatch conversion within a
few hours (and mostly with a single dose), such that patients were considered
eligible for transplantation. The rapid efficacy of imlifidase is important as it allows a
transplant to proceed within the small window available for a deceased donor

transplant. The clinical data confirm that anti-HLA antibody levels rapidly declined to
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acceptable levels following imlifidase treatment and remained at this level until

around seven days post-transplant.

The trials of imlifidase have also demonstrated its efficacy within a variety of different
transplant treatment protocols in a number of countries around the world. This gives
confidence that the efficacy of imlifidase is not impacted by different adjuvant

treatments administered during the transplantation process.

B.2.13.2 Transplant outcomes

The clinical data show that in all cases, transplants were able to be undertaken
following crossmatch conversion with imlifidase. These transplants were successful
in almost all cases at the end of the six month primary study period and a functional
kidney graft resulted. DGF was observed in a number of patients, but this resolved
successfully to lead to functional graft outcomes. In functional grafts, the eGFR was
in line with levels seen within UK patients that form the UKRR.® Graft survival was
also broadly in line with expectations based on other kidney transplants and UK data
from the NHSBT Annual Report.”® These data give confidence that imlifidase leads

to a successful transplant outcome.

B.2.13.3 Safety of imlifidase

Patients undergoing a transplant are known to experience a number of AEs related
to the procedure and with the associated immunosuppressive regimens required.
The studies of imlifidase reported that AEs judged to be treatment-related affected
only 37% of patients. In addition, most of these AEs were mild to moderate in
severity. The incidence of treatment-related SAEs, most commonly infections, was
low and affected only 20% of patients, which was as expected due to the
immunosuppressive nature of imlifidase, and the other immunosuppressive regimens
these patients are provided to allow transplantation. There were no deaths during the
trials of imlifidase and three deaths were reported during additional follow-up (all
unrelated to imlifidase or kidney malfunction). In addition, the incidence of transplant-
related events was in line with rates expected in similar patient types undergoing
transplant. Therefore, the overall safety profile of imlifidase was considered

acceptable in relation to the severity of the indication.
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B.2.13.4 Strengths and weaknesses

The imlifidase studies were conducted in a methodologically robust manner, with the
non-randomised, non-controlled design necessary for ethical reasons. The size of
the studies was limited by the small patient population for this orphan indication, but
was of a good size when considering these limiting factors. A quality assessment of
these trials found a moderate risk of bias in the confounding domain (the risk of bias
was low across all other domains). This was expected based on the study design
and there is no reported confounding factors for the primary endpoints of these
studies (ability of imlifidase to decrease in anti-HLA antibodies to make the patient
suitable for kidney transplantation). The studies recruited only confirmed highly
sensitised patients who had proven high levels of anti-HLA antibodies and there are
no known natural mechanisms that lead to a spontaneous reduction in anti-HLA
antibodies of the order of magnitude seen within the clinical trials. Whilst this cannot
guarantee that other, unknown mechanisms have influenced the results, they
provide a reassurance of the internal validity of the studies. Overall, the internal
validity of these studies can be seen to be strong, but with some minor limitations

expected based on the necessary study design.

The external validity of these studies and their ability to be generalised to the UK
patient population is strong. An analysis of the most relevant patients to UK practice
was presented as part of this study (highly sensitised patients who are considered
unlikely to receive a transplant that received a deceased donor transplant). The
characteristics of these patients are comparable to those expected within the UK
patient population. The primary outcomes assessed in these studies primarily
focussed on the ability of imlifidase to reduce DSA and to lead to acceptable
antibody levels for a transplant to proceed. Data have also been collected to show
that there are no adverse effects on the transplant from imlifidase treatment. As
transplant is the accepted gold standard treatment for ESRD patients, and the risks
associated with this procedure are well known, the ability of imlifidase to allow a
transplant to be undertaken whilst not negatively affecting the transplant are the
most relevant outcomes. From a patient point of view, the ability to receive a
transplant in this patient group, where historically there has been very little hope of

transplant due to their sensitisation, is a key endpoint.
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Another aspect that must be considered when assessing the generalisability of these
results to UK is the transplant treatment protocols used. None of the clinical trial
evidence has been collected within the UK, and as the trials incorporated imlifidase
into local protocols at the study locations means that these protocols do not exactly
match those used within UK practice. The results published in Jordan et al. (2017)
also showed some significant differences in antibody results between US and
Swedish patients,® which can likely be attributed to some of these protocol
differences. However, whilst this variation in protocols during the trials of imlifidase
did lead to some discernible differences in the antibody response, the primary
outcomes and key efficacy measures demonstrated the efficacy of imlifidase within
all the protocols used. This demonstrates that the adjuvant treatments related to
transplantation do not have a major impact on the efficacy of imlifidase and therefore

give confidence that the results are generalisable to UK transplant practice.

B.2.13.5 End-of-life criteria

Imlifidase does not meet the end-of-life criteria, as although long-term dialysis can
lead to an increased mortality, there is no evidence that the patients for which

imlifidase is indicated have a life expectancy of less than 24 months.
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B.3 Cost-effectiveness

B.3.1 Published cost-effectiveness studies

Appendix G describes the systematic literature review conducted in order to identify
relevant cost-effectiveness studies. This review did not identify any studies that
investigated the cost-effectiveness of imlifidase or dialysis in a population relevant to
this technology appraisal. No cost-effectiveness studies in similar populations were

found that could directly inform this submission.

B.3.2 Economic analysis

No previous cost-effectiveness studies were available to directly inform the economic
analysis. Therefore, a de novo model was developed to address the economic case

for imlifidase versus dialysis.

No comparative data are available for imlifidase (or kidney transplant) versus dialysis
in highly sensitised patients. Therefore, a variety of data sources have been required

to assemble the data required for this model.

B.3.2.1 Patient population

The patient population being assessed within this economic evaluation are those
patients that fall within the licensed indication for imlifidase. This can be summarised
as adults with chronic kidney disease awaiting a kidney transplant from a donor, who
are highly sensitised with HLA, have a positive crossmatch with the donor, and are
unlikely to be transplanted under the available KOS (after consideration of the

revised version of the KOS).

This patient population is more specific than that documented in the scope and
decision problem, but it better reflects the marketing authorisation of imlifidase. This
population is also more specific than the patients included within the clinical trials of
imlifidase. Due to the requirements of the model, in some cases data from slightly
different populations has been required to be used. Wherever such data have been
used, appropriate justifications have been given. This model has been designed to

optimally reflect the population of interest using the best data available.
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B.3.2.2 Model structure

A standard, cohort-simulation, Markov model was developed using Microsoft Excel®
to assess costs and effects, life years (LYs) and QALY of imlifidase with kidney
transplant and dialysis in a cohort of adult highly sensitised patients on the deceased
donor transplant list. Figure 8 provides a diagrammatic representation of the model
structure and health states. This model structure matches the clinical pathway of
care, where dialysis and transplant are the two RRT options available for these
patients. The model has a 6-month cycle duration, and a half-cycle correction

applied.

Figure 8 Model diagram

Model entry

Dialysis Functionlug
(HD/PD) Graft

HD: haemodialysis; PD: peritoneal dialysis

The model includes 3 health states: 1) on dialysis (HD/haemcofiltration or PD); 2)
functioning graft; and 3) death. As the target population considers those highly
sensitised patients that are unlikely to be transplanted under the available KOS,
dialysis was considered to be the only relevant comparator. Patients enter the model
and either receive dialysis (which they continue receiving until death) or they are
treated with imlifidase and receive a negative crossmatched kidney transplant.
Patients who undergo transplant remain in the ‘functioning graft’ health state until
they lose their graft and return to dialysis or die. Death is an absorbing state.
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No previous appraisals were available to inform the economic analysis for this
appraisal. The relevant economic analysis features used in the current appraisal can
be found in Table 28.

Table 28 Features of the economic analysis

Previous | Current appraisal
appraisal
Factor TAXXX Chosen values Justification
Time horizon | N/A Lifetime (6-month cycle | These patients have a chronic
duration; half-cycle condition that they will have for the
correction applied) rest of their lives. Therefore, it is
reasonable to conclude that a lifetime
horizon is most suitable in this
situation.
Treatment N/A Not included A treatment waning effect has not
waning been included, as imlifidase is a one-
effect? off treatment to desensitise a patient
to enable a kidney transplantation
within 24 hours of administration.
Therefore, it is not possible to include
one for imlifidase.
Source of N/A EQ-5D-5L data from a | No specific utility data are available
utilities UK-specific study of for imlifidase. Ultility data for the
dialysis and kidney specific population considered in this
transplant patient appraisal were also not available
and, therefore, the best available
published evidence has been
sourced and used.
Source of N/A BNF, eMIT, NHS Standard sources of NHS costs, and
costs Reference Costs matches NICE reference case.
Resource use | N/A Published data Relevant resource use data was
collected from identified published
data and was verified by clinical
experts.
Health effects | N/A QALYs NICE reference case
measure
Discount rate | N/A 3.5% per year NICE reference case
for costs and
QALYs
Perspective N/A NHS/PSS NICE reference case

BNF: British National Formulary; eMIT: drugs and pharmaceutical electronic market
information tool

B.3.2.3 Intervention technology and comparators

The intervention of interest in this economic analysis is imlifidase, which is used to

enable a kidney transplant from a deceased donor. Imlifidase is offered within 24
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hours prior to a transplant in order to desensitise chronic kidney disease patients
who are highly sensitised and have a positive crossmatch to an available deceased
donor kidney. In patients that do not achieve a crossmatch conversion, there is the

ability to administer a second dose of imlifidase.

The comparator treatment in this economic analysis is dialysis. Long-term dialysis is
the only available alternative treatment option for these highly sensitised patients,
who have a positive crossmatch and are contraindicated for transplant. Dialysis in

these patients is assumed to continue until death.

B.3.3 Clinical parameters and variables

Clinical parameters and variables used within this economic analysis were based on
the trial data from the pivotal trials for imlifidase (13-HMedldeS-02, 13-HMedldeS-03,
14 HMedIdeS-04, and 15-HMedldeS-06; see Section B.2 for further details). As well
as direct trial data, other sources were utilised where necessary (for example in the

extrapolation of data past the observed clinical trial periods).

Graft survival and patient survival have been used to provide the main clinical
efficacy outcomes for the functioning graft health state in the model. It was assumed
(based on the clinical trial data) that crossmatch conversion (and hence transplant)
occurred in 100% of treated patients. Patients whose graft becomes non-functioning
transition to the dialysis health state (as it is assumed that they will require dialysis in
this situation). Dialysis survival is used as the clinical measure within the dialysis
health state in the model. Patients that die transition to the death health state within
the model. Further details on all of these clinical data are given in the following

sections.

B.3.3.1 Baseline characteristics

Table 29 summarises the baseline characteristics used in the model. The
characteristics of the simulated patient cohort at model entry were based on the
baseline characteristics of the HLA incompatible renal transplants (n=522) on the UK
National Registry between 1 January 2001 and 31 December 2012.78 This was taken
as the most relevant baseline characteristic data that could be found to represent

highly sensitised patients, a group that has differences in demographics to a more

Company evidence submission template for Imlifidase for preventing kidney transplant
rejection in people with chronic kidney disease [ID1672]

© Hansa Biopharma AB (2020). All rights reserved Page 103 of 172



general transplant population (one reason for this is the overabundance of previously

pregnant women in this highly sensitised group).

Table 29 Baseline model cohort characteristics

Base case SE 95% ClI
Initial age (years) 45 4.5 36-54
Proportion of females (%) 60 6.0 48.1-71.3

Cl: confidence interval; SE: standard error

B.3.3.2 Graft survival

Three approaches have been used to predict graft survival over time in patients
treated with imlifidase, these were: the interactive Box (iBox) model, extrapolation
based on all imlifidase patients, and extrapolation based on the ‘unlikely to be
transplanted’ patient group (as presented in Section B.2.8.2). The iBox model is

used as the base case approach; each approach is described in detail below.

B.3.3.2.1 iBox

The iBox is a tool for predicting the risk of kidney transplant loss based on artificial
intelligence. The iBox was developed by Prof Alexandre Loupy and his team, in
collaboration with centres across the world, to address the need to predict long-term

kidney allograft survival.”®

The iBox was developed and validated in three steps. The first step of development
was the creation and internal validation of the algorithm in the derivation cohort. The
derivation cohort included 4000 kidney transplant recipients from four French
transplant centres (two centres in Paris, one in Suresnes and one in Toulouse) who
underwent a kidney transplant between 2005 and 2014.7° Thirty-two prognostic
factors were analysed, including donor and recipient parameters, as well as
parameters collected at the time of evaluation within the standard of care terms of
follow-up (creatinine, proteinuria, DSA and eGFR measurement, and biopsy

results).”

All 32 parameters were evaluated as determinants of allograft survival in a univariate
Cox analysis and in a multivariate Cox model in which eight parameters were
identified as independently associated with allograft loss.”® These eight parameters

are: post-transplant evaluation date; creatinine clearance; proteinuria; DSA;
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histological parameters (interstitial fibrosis and tubular atrophy; microcirculation
inflammation; interstitial inflammation and tubulitis); and transplant glomerulopathy.”®
The internal validity of the final model was confirmed by using a bootstrap procedure,
which involved generating 1000 datasets derived from resampling the original
dataset.”® The accuracy of the prediction model was assessed on the basis of its
discrimination ability and calibration performance.” The C-index of the iBox model
was 0.81 (95% CI1 0.79-0.83), which is considered good for a predictive model (a C-
index of 1 would mean that each allograft loss is correctly predicted by the model,
whereas a C-index of 0.5 would indicate that the model is non-discriminatory).” The
iBox system showed accuracy when assessed at different times of evaluation post-
transplant, was validated in different clinical scenarios, including type of
immunosuppressive regimen used and response to rejection therapy, and
outperformed previous risk prediction scores as well as a risk score based solely on
functional parameters including eGFR and proteinuria.”® Finally, the accuracy of the
iBox risk score in predicting long term allograft loss was further validated in three
randomised controlled trials.”® The iBox can, therefore, be seen to be an integrative,
accurate, and readily implementable risk prediction score for kidney allograft failure,
which shows generalisability across centres worldwide and common clinical
scenarios. In addition, iBox has been validated in HLA incompatible patients, which
are an equivalent patient group to that utilised here. This, therefore, provides a

strong basis for producing extrapolated graft survival data for this economic model.

The imlifidase dataset analysed by the iBox model consisted of ] patients with
available histological data, eGFR, and DSA information. These patients were
selected from the clinical trials of imlifidase based on the presence of the required
data and were not selected for other reasons. Among these patients, . had no
proteinuria evaluation, which is a key continuity marker for evaluation, and iBox
evaluation was, therefore, not able to be performed for these patients. Therefore, .
imlifidase patients were analysed using the iBox graft survival prediction tool. The
iBox evaluation was performed at 6 months post-transplant, if possible, or at another
earlier time point. This patient group was used as it consisted of the only imlifidase
patients for whom the iBox analysis could be run. It is considered that these results
are representative of the patient population of interest and the strengths of using the
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validated iBox system were judged to outweigh the fact that the direct population of
interest could not be evaluated using this method. The impact of this assumption is

explored through sensitivity analyses conducted using other extrapolation methods.

Table 30 summarises the iBox graft survival prediction results. The iBox survival
predictions were performed on patients with a functioning graft at 6 months (the
evaluation period). At 6 months, the observed values of the independent predictors
of survival were used as inputs to the iBox model. The predictions of iBox are based
after this evaluation period and, hence, the one-year graft survival estimate post-
evaluation from the iBox model represents 18 months post-transplant. Subsequently,

the two-year graft survival estimate represents 30 months post-transplant, and so on.

Table 30 Graft survival post-evaluation prediction results from iBox

Survival post-evaluation, years Survival, %
1 ]
2 ]
3 ]
4 |
5 ]
6 ]
7 ]
8 ]
9 ]
10 I

The iBox data have been used as the base case for the model as it provides the
most robust data for prediction of graft survival over the longer term. In the model,
graft survival estimates for the first 6 months are based on the observed imlifidase
data from the ‘unlikely to be transplanted’ group. This allows the most relevant data
to be used within the model. Since the iBox graft survival predictions do not take into
account graft loss that occurs between transplant and 6 months, these values were
multiplied by the proportion of patients with a functioning graft at 6 months (first cycle
of the mode!). | percent (%) of these patients had a functioning graft at 6
months. Applying the iBox predicted graft survival at one year (JJJl|%), I of the
patients (% * %) who entered the model will still have a graft at cycle 3 (18
months post-transplant). Table 31 shows the graft survival used in the model derived
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from the survival at 6 months in the observed data and the iBox survival predictions

at each year.

Table 31 Model graft survival

Model Cycle (6 months) Years Post-Transplant Survival, %
0 0 | ]
1 0.5 |
3 15 | ]
5 25 ||
7 3.5 ]
9 45 |
11 5.5 [
13 6.5 | ]
15 7.5 | ]
17 8.5 | ]
19 9.5 [ ]
21 10.5 | ]

The predicted graft survival figures from Table 31 were fitted with parametric
functions, and the extrapolations from the exponential, Weibull, log-normal, and log-

logistic are shown against the iBox predictions in Figure 9.

Figure 9 iBox survival predictions and extrapolation
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All functions appear plausible at visual inspection. The log-logistic and the log-
normal are very similar and provide the most optimistic predictions. The Weibull
function presented the best fit as it was associated with the smallest sum of least
squared. In addition, it was considered a relatively conservative choice as the log-
logistic and log-normal both resulted in higher long-term survival extrapolation. The
Weibull function was used to calculate the probability of graft loss at each cycle over
the lifetime of the model (beyond the 10.5 years based on the iBox data). The
predicted graft survival and extrapolation were reviewed and considered reasonable
by UK nephrologists and pharmacists participating in a virtual advisory board

meeting that took place in June 2020.

B.3.3.2.2 All imlifidase patients

Graft survival using data from all imlifidase patients studied within the trials has also
been analysed. These data offer the largest pool of patients treated with imlifidase,
which provides the next most robust data for imlifidase. These data represent all the
currently available evidence of efficacy for imlifidase following transplant, and, thus,
should be seen to provide more robust results than any subgroups within this
population. The reasoning being that, as more patients are included within the
analysis, these data will be more tolerant to any outliers within the data than a
smaller cut of the data would be, and, thus should provide more accurate results for

graft survival.

Death censored graft survival using data from all 46 patients studied within the
imlifidase clinical trials who underwent a kidney transplant showed that [§% of the
patients had a functioning graft at 6 months. This rate remained at J§% by the end of
the first and second years and decreased to JJ% by the end of the third year. These
observed graft survival results were fitted with parametric functions (exponential,
Weibull, log-normal, and log-logistic). The exponential function was the best fit
according to the Akaike Information Criterion (AIC), and the Bayesian information
Criterion (BIC) goodness fit of measures. Table 32 summarises the AIC and BIC

extrapolation scores.
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Table 32 Graft survival extrapolation AIC and BIC scores for all imlifidase
group

Model AlC BIC

Exponential - -
Log-logistic N ]
Log-normal - -
Weibull ] I

AIC: Akaike Information Criterion; BIC: Bayesian information Criterion

The observed graft survival extrapolations are shown in the graph below (Figure 10).
Visual inspection suggests that the results produced by the Weibull and the
exponential are the most conservative. The exponential function was, therefore,
chosen for the long-term survival estimates of this dataset, and is included in a

scenario analysis in the model.

Figure 10 All imlifidase graft survival extrapolation

B.3.3.2.3 Imlifidase patients in ‘unlikely to be transplanted’ group

The ‘unlikely to be transplanted’ group offers the closest match to the patients
suitable for imlifidase under its licensed indication, and was the focus of the main
efficacy data presented in Section B.2.8.2. This scenario utilises data from a subset
of the all imlifidase patient group, and due to the small numbers of patients available

for analysis in this group, is considered a less robust analysis than the others
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presented above. However, as this group represents the most directly relevant data

for this appraisal these data have been considered for use as a scenario analysis.

The observed data in this group has been extrapolated over the full time horizon of
the cost-effectiveness model using parametric functions (exponential, Weibull, log-
normal, and log-logistic). The exponential distribution was the best fit according to

the AIC and BIC criteria as shown in Table 33.

Table 33 Graft survival extrapolation AIC and BIC scores for ‘unlikely to be
transplanted’ group

Model AlIC BIC

Exponential e e
Log-logistic - -
Log-normal ] ]
Weibull ] ]

AIC: Akaike Information Criterion; BIC: Bayesian information Criterion

The different extrapolations are shown in Figure 11. The exponential and log-logistic
predictions reflect the mid-range estimates, while the log-normal predicts the most
optimistic results, and the Weibull the most conservative. The exponential function
was, therefore, chosen for the long-term survival estimates of this dataset, and is

included in a scenario analysis in the model.

Figure 11 ‘Unlikely to be transplanted’ graft survival extrapolation
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B.3.3.2.4 Comparison of the survival scenarios with the UK graft

survival

Figure 12 shows the graft survival extrapolations for the three survival scenarios
explored above (i.e. iBox results, all imlifidase group, and ‘unlikely to be
transplanted’ group). This graph shows these graft survival estimates in comparison
with the overall graft survival based on UK data over 10 years from the NHSBT
Annual Report.’® These data show that the three scenarios included within this
economic model give predictions that are quite similar, with predictions produced by
iBox, the input for the base case, being the most conservative of the three. These
graft survival predictions are below those of the overall UK graft survival, which is not
unexpected as these analyses are focussed on a group of highly sensitised patients.
Without imlifidase, these patients would be unlikely to receive a transplant, or would
only be able to have an incompatible transplant which would have lower graft

survival.

Figure 12 Graft survival in comparison to overall UK graft survival

UTT: unlikely to be transplanted.
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B.3.3.3 Transplant patient survival

B.3.3.3.1 All imlifidase patients

The patient survival input for the model uses the data from all imlifidase patients
studied within the trials. These data offer the largest pool of patients treated with
imlifidase and provides the most robust data available for imlifidase. These data
represent all the currently available evidence of efficacy for imlifidase following
transplant, and, thus, should be seen to provide more robust results than any

subgroups within this population.

In this all imlifidase population, .% of patients were alive at 6 months after
transplant. At the end of the first year, [J§% of patients were alive and this proportion
remained stable through the rest of the data currently available. These patient
survival results were fitted with parametric functions (exponential, Weibull, log-
normal, and log-logistic). The exponential distribution was considered the best fit

based on the AIC and BIC criteria, as shown in Table 34.

Table 34 Patient survival extrapolation AIC and BIC scores in all imlifidase
group

Model AlIC BIC

Exponential - -
Log-logistic - -
Log-normal - -
Weibull e e

AIC: Akaike Information Criterion; BIC: Bayesian information Criterion

Figure 13 shows the different extrapolations for patient survival in the model. The
exponential distribution was the most conservative as it leads to lower survival
predictions. The all imlifidase population was selected for the base case as it
represented the most robust dataset, and the exponential function was used for the

extrapolations of these results.
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Figure 13 All imlifidase patient survival extrapolation

B.3.3.3.2 Imlifidase patients defined as highly unlikely to be
transplanted

The ‘unlikely to be transplanted’ group offer the closest match to the patients suitable
for imlifidase under its licensed indication. However, this utilises data from small
numbers of patients, making this analysis less robust. The impact of the small group
size on this analysis is outlined by the fact that the results in this group are based on
three recorded deaths (none of which were determined to be related to imlifidase or
kidney malfunction). In addition, no other deaths were recorded within the wider
imlifidase treated group, showing that these results are potentially being influenced
by the small group size. Therefore, although this group represents the most directly
relevant data for this appraisal, these data have been considered for use as a

scenario analysis.

The observed patient survival results were fitted with parametric functions
(exponential, Weibull, log-normal, and log-logistic). The exponential distribution was

considered the best fit based on the AIC and BIC criteria, as shown in Table 35.
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Table 35 Patient survival extrapolation AIC and BIC scores for ‘unlikely to be
transplanted’ group

Model AlC BIC

Exponential - -
Log-logistic N ]
Log-normal - -
Weibull ] I

AIC: Ak