ASSESSMENT REQUEST FORM (ENGLISH) NYE METODER

Nye metoder - Request for assessment of medicinal product

To request an assessment of a new medicinal product or a new indication for an existing medicinal product through
Nye metoder, health technology developers should complete this form. By submitting a request for assessment, the
developer signals that it plans to submit documentation for such an assessment.

Please send the completed form to Nye metoder by e-mail: nyemetoder@helse-sorost.no.

A request for assessment may not be submitted prior to day 120 of the European Medicines Agency (EMA) market-
ing authorisation assessment process for new medicinal products under regular approval procedure, or prior to day
1 for variation/extension assessments and for medicinal products under accelerated assessment.

This form must be completed in its entirety. Nye metoder will plan the assessment process based on the informa-
tion provided in the request form.

At the time of request for assessment, the health technology developer must have a plan for when it intends to
submit documentation for assessment.

Information about Nye metoder can be found online (nyemetoder.no). Please contact Sekretariatet for Nye metod-
er if you have any questions.

Please note: The form will be published in its entirety.

The submitter is aware that the form will be published in its entirety (tick): /

1 Contact information

Date 16 December 2024

Health technology developer || Advanz Pharma / Abcur AB — Nordiska Divisionen av Advanz Pharma

Name Anna Nilsson

Position Head of Tenders Nordics
Telephone +46 70-649 68 75

E-mail Anna.Nilsson@advanzpharma.com

External representation
Name/Organization
Phone/E-mail

PLEASE NOTE: For external
representation, please attach
an authorisation/power of
attorney
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2 Medicinal product overview

Does the request concern a new Yes
active substance?
Trade name EXBLIFEP

Generic name

Cefepime/enmetazobactam

Marketing authorisation in Norway

EXBLIFEP has EMA marketing authorisation for the treatment of complicated urinary tract infections (cUTI) or pyelonephritis, hospital-acquired pneumonia HAP
including ventilator-acquired pneumonia (VAP), or bacteremia that occurs in association with, or is suspected to be associated with, any of the infections listed.

ATC code

JO1DES51

Mode of administration

Exblifep is given as an infusion (drip) into a vein.

Pharmacotherapeutic group and
mechanism of action

Briefly describe

EXBLIFEP contains cefepime and enmetazobactam. Cefepime is a fourth-generation cephalosporin
that has broad spectrum bactericidal activity against gram-negative and gram-positive pathogens
and is approved for the treatment of a variety of infections, including uncomplicated UTI, cUTI and
pyelonephritis, intra-abdominal infections, and pneumonia. Cefepime is generally stable to
hydrolysis by class C AmpC and class D OXA-48 enzymes. Enmetazobactam is a novel zwitterionic
penicillanic acid sulfone beta lactamase inhibitor (BLI) that has potent activity against a wide range
of Extended Spectrum Beta-Lactamases (ESBLs) which normally confer resistance to 3rd- and
4th-generation cephalosporins. Although structurally similar to tazobactam, enmetazobactam
exhibits enhanced activity against ESBLs due to N-methylation of the triazole ring.

Expected indication relevant to the
request

Expected indication must be
written in Norwegian

Kompliserte urinveisinfeksjoner (cUTI) eller pyelonefritt,
sykehuservervet lungebetennelse (HAP), inkludert
ventilatorervervet lungebetennelse (VAP), eller bakteriemi som
oppstar i forbindelse med, eller som mistenkes a veere forbundet
med, noen av de nevnte infeksjonene.

3 Assessment history

Are you aware of other medicinal
products assessed by Nye metoder
for the same indication?

If yes, enter the Nye metoder ID
number

No.
Has the medicinal product previously
been assessed by Nye metoder for
other indications?
If yes, enter the Nye metoder ID
number
No.
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4 Expected timeline

Procedure number for the marketing || EMA/52694/2024
authorisation assessment in EMA

Expected date (month/year) of CHMP|| March 2024
positive opinion

Expected date (month/year) of March 2024
marketing authorisation in Norway

Expected date (quarter/year) for Q12025
submission of documentation to
Norwegian Medicines Agency

Dates must be stated

5 Diagnostics and resource use
Fill inn where relevant

No.
Will the new method require
diagnostic testing for biomarker
analysis?

N/A
Which biomarker(s) are relevant and
which publications describe this?
Please refer to publications

N/A

Do you know whether diagnostics
can be performed by the public
health service or whether it must be
performed by an external supplier?

Will introduction of the new method No.
require establishment of other/new
infrastructure?

For example, custom analysis
machine, digital pathology/
Al-based analysis, proteomics,
functional tests etc.?

Pre-analytical requirements N/A

For example, biopsies, other
sampling, sample processing etc.
are required.
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Test execution: is there a need to
establish one specific test or is a
biomarker already established in the
health service (e.g. in gene panels)?

No.

Description of reading of results
including data analysis program if
necessary.

N/A

Which patient groups need to be
tested, and what is the expected
proportion of findings that provide
treatment options?

N/A

6 Description of the disease and current treatments

Description of the disease

Brief description of the
pathophysiology and clinical
presentation/symptoms, possibly
including references

cUTI, pyelonephritis, HAP/VAP, or bacteremia are all infections which
can be fatal if the pathogen is not eliminated. Persistent infections
that are not adequately treated due to bacterial resistance also have
potential to damage health and furthermore cultivate antimicrobial
resistance if their treatment is prolonged and/or ineffective.

Therapeutic area

Specify which field best describes
the method

Infeksjonssykdommer

Kreftsykdommer (velg kreftomrade i neste kolonne)*
Lunge- og luftveissykdommer

Mage- og tarmsykdommer

Muskel-, skielett- oa bindevevssykdommer

Cancer

If the method applies to the
medical field of cancer, specify
which type of cancer is relevant

* Ingen Kreftsykdom

Bein- og blgtvevskreft

Blod- beinmargs- og lymfekreft
Brystkreft

Current treatment

Current standard treatment in
Norway, including references

For the indications shown in the title, there are currently limited treatment options when Extended Spectrum Beta-Lactamase (ESBL) and/or carbapenemase-producing Gram-negative pathogens are
involved with the infection. Treatment typically involves the use of drugs such as i i temocillin, or newer agents, depending on susceptibility.
Piperacillin/tazobactam (PIP/TAZO) is a known therapy for resistant Gram-negative pathogens. Rigorous antibiotic stewardship in Norway has had a positive impact on both antimicrobial usage and the
incidence of bacterial resistance to many antibiotics. However, there remains significant institutional variation in antimicrobial usage levels between Norwegian hospitals.(1) Therefore, the efficacy of
PIP/TAZO, specifically against ESBL-producing pathogens, has a risk of declining in individual hospitals depending on local usage levels and bacterial ecology. The overall rate of ESBL detection — both in
clinical isolates and outside healthcare institutions in Norway (2)  is higher than a decade ago and continues an upward trend. (1)

1. NORM/NORM-VET. Usage of Antimicrobial Agents and Occurrence of Antimicrobial Resistance in Norway. [Internet]. Tromsa/ As / Oslo / Norway; 2023 Jan [cited 2024 Nov 11]. Available from:
htps:/Awww.fhi 3754577a94c4 1-2023-komplett.pdf

2. FHL.no. ESBL-holdige - i [Internet]. Norway; 2015 Aug [cited 2024 Dec 11]. Available from:

https://www.fhi,
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Prognosis

Describe the prognosis with current
treatment options, including
references

When patients do present with severe infections involving ESBL-producing pathogens and PIP/TAZO or temocillin either fail or are
unsuitable, or when OXA-48-like-producing pathogens are detected, treatment with carbapenems or newer agents such as
ceftazidime/avibactam may be necessary. Treatment options are even more limited in such scenarios if multi-drug resistant (MDR)
A.baumannii is detected, potentially requiring use of polymyxins, tetracyclines or newer agents. The limited treatment options, risk of
increased use of carbapenems and newer agents, and emergence of MDR infections highlight the need for alternative antibiotic options
to limit carbapenem use, reduce the development of carbapenem resistance and reduce the development of resistance to newer agents
overall. There is an urgent need for innovative antibacterial agents, in particular to combat WHO critical Gram-negative bacteria (i.e.,
Enterobacterales third-generation cephalosporin-resistant, Enterobacterales carbapenem-resistant and Acinetobacter baumannii
carbapenem-resistant).

The new medicinal product’s
placement in the treatment algorithm

EXBLIFEP is a novel combination antibiotic therapy which may offer a
therapeutic alternative to carbapenems and newer antibacterial agents.

Patient population

Description, incidence and
prevalence of the patient
population covered by the relevant
indication* in Norway, including
references.

Number of Norwegian patients
assumed to be relevant for new
method

* The entire patient group covered
by the indication in question is to
be described

The medicine would represent an extra treatment option for
microbiologists treating resistant bacterial infections in
hospitalised patients, as specified in the license.

The number of patients per year having serious infections
potentially indicated for EXBLIFEP is anticipated to be around 100.

7 Comparability to other medicinal products and inclusion in tender

Are there existing procurements or
tenders in the therapeutic area?

Yes.

Are there other medicinal products
with a similar mechanism of action
and/or similar effect (for the same
indication)?

At present, there is only one novel medication that is comparable to EXBLIFEP in terms of composition and activity, that
is ceftazidime/avibactam (ZAVICEFTA). This medication comprises ceftazidime, a third-generation cephalosporin and
avibactam, which is a next-generation non-beta-lactam beta-lactamase inhibitor. This medicine has a similar but not
identical mode of action and is indicated for cUTI, HAP/VAP and intra-abdominal infections.

EXBLIFEP does not replace ZAVICEFTA but rather provides an additional treatment alternative in the armamentarium
available to clinicians for treating resistant infection.

Does the supplier consider the
medicinal product to be comparable
to other medicinal products?

No, the medicine is a novel antibiotic representing a unique addition to hospital
armamentaria and allowing enhanced antimicrobial stewardship by limiting use
of carbapenems and other 'last resort' antibiotics.
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8 Relevant clinical trials
(pivotal trial(s) and clinical studies relevant for establishing relative efficacy)

Study 1

Study 2

Study 3

Study ID

Study name, NCT
number, hyperlink

ALLIUM

NCT03687255
https://clinicaltrials.gov/study/NCT036
87255

Study type and design

Phase 3, Randomized,
Double-Blind

Objective

To Evaluate the Efficacy and Safety of
FEP/META Compared to
Piperacillin/Tazobactam in the
Treatment of cUTI, Including Acute
Pyelonephritis.

Population

Important inclusion
and exclusion criteria

Adult patients with Complicated Urinary Tract Infections
(cUTI), Including Acute Pyelonephritis with an expectation
that the patient's cUTI or AP will require hospitalisation
and initial treatment with at least 7 days of intravenous
antibiotics. A subgroup analysis looked at patients with a
baseline pathogen expressing an ESBL.

Intervention (n)

Dosage, dosing
interval, duration of
treatment

Cefepime 2 g in
combination with
enmetazobactam 500 mg
g8h (2 hour infusion)

Comparator (n)

Dosage, dosing
interval, duration of
treatment

Piperacillin 4 g in
combination with
Tazobactan 500 mg g8h (2
hour infusion)

Endpoints

Primary, secondary
and exploratory
endpoints,
including definition,
measurement
method and, if
applicable, time of
measurement

1) Proportion of patients in the Microbiological Modified
Intent to Treat (m-MITT) Population who achieve overall
treatment success at Test Of Cure (TOC) - 7 days after
EOT [+2 days] for patients receiving 7 days of treatment
and 19 days after randomization [+2 days] for patients
receiving more than 7 days of treatment. Treatment
success is defined as the composite of clinical outcome of
Cure and the microbiological outcome of Eradication
(<103 CFU/mL in urine culture).

2) Proportion of patients in the m-MITT Population with
overall treatment success at End of Treatment (EOT) - 7
days for patients with cUTI only and up to 14 days for
patients cUTI and blood stream infections. Treatment
success is defined as the composite of clinical outcome of
Cure and the microbiological outcome of Eradication
(<103 CFU/mL in urine culture).

Relevant subgroup
analyses

Description of any
relevant subgroup
analyses

N/A
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Study 1

Study 2

Study 3

Follow up time

If the study is
ongoing, indicate the
follow-up time for
the data expected

to be available for
assessment by the
Norwegian Medicines
Agency as well as the
expected/planned
total follow-up time
for the study

N/A

Time perspective
results

Ongoing or
completed study?
Available and future
data cut-offs

Completed

Publications

Title, author, journal,
year. Expected date

Kaye KS, Belley A, Barth P, Lahlou O, Knechtle P, Motta
P, Velicitat P. Effect of Cefepime/Enmetazobactam vs

Piperacillin/Tazobactam on Clinical Cure and
Microbiological Eradication in Patients With
Complicated Urinary Tract Infection or Acute

Pyelonephritis: A Randomized Clinical Trial. JAMA. 2022

Oct 4;328(13):1304-1314. doi:

of publication PMCO533186.

10.1001/jama.2022.17034. PMID: 36194218; PMCID:

9 Ongoing and planned studies

Are there ongoing or planned studies
for the medicinal product within the
same indication that may provide
further information in the future?

If yes, state the expected time
perspective for data availability

The following studies are planned which provide information relevant to current indications:

« Comparative Evaluation of Disc Diffusion and Liofilchem MTS Strip Methods with Broth Microdilution for Cefepime-Enmetazobactam
Susceptibility Testing — submitted to JAC journal — data availability expected by Q1 2025

« Assessment of the physical-chemical compatibility and stability of Cefepime and Enmetazobactam for extended and continuous
infusions in different medical devices, including elastomeric pumps for OPAT - data availability expected by Q2 2025

= Comparative Probability of Target Attainment Studies of Cefepime-Enmetazobactam and Other Novel Beta-lactam and
Beta-lactam/beta-lactamase Inhibitor Drugs for the treatment of hospital-acquired pneumonia and Gram-negative infections - data
availability expected by Q3 2025

« Cefepime-enmetazobactam activity against AmpC-producing Enterobacterales - data availability expected by Q2 2025

« Comparison of efficacy, relapses at day 30 and impact on gut flora of cefepime-emmetazobacta versus carbapenems for the treatment
of cUTIs - data availability expected by Q1 2026

= Cefepime/enmetazobactam vs Best Available Therapy for Bacteremic Complicated Urinary Tract Infections: an observational
prospective study - data availability expected by Q2/3 2026

Are there ongoing or planned studies
for the medicinal product for other
indications?

The following studies may be used to support other indications:

« Cefepime/enmetazobactam for gram-negative prosthetic and joint infections? A porcine study evaluating
target tissue concentrations following intermittent short-term infusion and continuous infusion of a novel
antibiotic combination

= Animal model to assess cefepime and enmetazobactam CNS tissue penetration
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10 Expected health economic documentation
Enter information about the expected health economic analysis

Type of health economic analysis

E.g. cost-per-QALY analysis or cost
minimisation analysis

(Justify the proposal)

None has been published at this point although Advanz Pharma has a
working cost-utility model based on a UK base case which could be
adapted for use in other countries. However, note our next points
regarding the way in which EXBLIFEP is to be funded in Sweden and
the UK - to date several countries which normally run HTA are
electing to make the product available via alternative pathways
which exclude cost-effectiveness evaluation.

The patient population on which the
health economic analysis is based,
including any subgroups.

The main analysis (base case)
shall include the entire patient
population covered by the
indication sought.

N/A

What type of documentation will
form the basis for estimating relative
efficacy?

(Direct or indirect evidence)

Direct evidence for cUTI from Phase 3 trial data. In-vitro and in-vivo data (included in the reference lst provided earlier on this form) support the HAP/VAP indication by way of lung tissue penetration
data.

Additional in-vitro and in-vivo studies continue to generate microbiological data proving the activity of EXBLIFEP against key pathogens and resistance mechanisms. We would draw your attention to
the following key references demonstrating this activity, which has been identified as the most relevant information concerning the likely place in therapy for EXBLIFEP:

3. Papp-Wallace K, Bethel C, Barnes M, Rutter J, Taracila M, Baj s. Beyond Piperacillin-T:
Open Forum Infect Dis. 2019;4:8375.

4. Bonnin RA, Jeannot K, Santerre Henriksen A, Quevedo J, Dortet L. In vitro activity of cefepi on
5; Available from: https:// i ticle/pii/S11 4786

Cefepime and AAI101 as a Potent beta-Lactambeta-Lactamase Inhibitor Combination.

tant gram negatives. Clin Microbiol Infect [Internet]. 2024 Oct

5. Chayem A, d'Huart E, Blaise F, Marquet C, Sobalak N, Juan Quevedo, et al. Cefepime/Enmetazobactam: stability of a novel -lactam/p-lact: inhibitor In: Reunion
decl i 2024,
M

Invitro activity of cefep and against OXA baumannii. In European

hintam:

What type of documentation will
form the basis for health-related
quality of life data?

A SLR has been carried out to identify published sources of HRQoL
data.

Expected pharmaceutical budget
impact per year, in the 5-year period
following a potential approval

The list price is yet to be confirmed for Norway. However using pricing assumptions
consistent with launches in other European markets, with assumed annual 100 patients
treated at typical doses, the annual cost of Exblifep would be about 1.2 million NOK.

11 Suitable for FINOSE?

Can the method be appropriate for
assessment through FINOSE (yes/no)

If no, why not?

No. EXBLIFEP has been approved already for use on a Swedish
national tender and negotiations are underway for usage in other
Nordic markets without carrying out full HTA. A pan-Nordic health
technology assessment would not be justified.
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12 Other relevant information
Disclose other aspects that Nye metoder should be aware of.

Have you been in contact with
clinicians at Norwegian health
trusts about this medicinal product/
indication? Yes/no

If so, who have you been in
contact with and what have been
their contribution?

(Relevant information in
connection with the recruitment
of experts in the field at Nye
metoder)

Are there specific circumstances No.
related to the medicinal product
implying that a plain discount may
not be appropriate for fulfilment of
the priority criteria (yes/no)?

If yes, a separate form must

be completed and sent
nyelegemidler@sykehusinnkjop.
no at the same time as
documentation is sent to the
Norwegian Medicines Agency for
a health technology assessment.

Information and form:

https://www.sykehusinnkjop.
no/om-oss/informasjon-og-

opplering/

The medicine would be reserved for critical infections, widespread frequent use is not
anticipated. In October 2024, EXBLIFEP was accepted onto a special Swedish national
tender for antimicrobial therapies, which aims to improve access to novel agents by
awarding manufacturers annual subscription fees to make their antibiotics available. The
Swedish scheme funding begins in January 2025; the evaluation schedule in the tender
addressed only whether the medicine is expected to treat pathogens and resistance
mechanisms currently identified as national priorities. This evaluation schedule and
funding mechanism are similar to the new NHS antimicrobial subscription scheme in the
United Kingdom, for which EXBLIFEP is currently under consideration.

Any other relevant information?
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	Date: 16 December 2024
	Health technology developer: Advanz Pharma / Abcur AB – Nordiska Divisionen av Advanz Pharma
	name: Anna Nilsson
	Position: Head of Tenders Nordics
	Telephone: +46 70-649 68 75
	Email: Anna.Nilsson@advanzpharma.com
	External representation - name/organizationn - phone/email: 
	C2: Yes
	Active substance: Yes
	Trade name: EXBLIFEP
	Generic name: Cefepime/enmetazobactam 
	Marketing authorisation in norway: EXBLIFEP has EMA marketing authorisation for the treatment of complicated urinary tract infections (cUTI) or pyelonephritis, hospital-acquired pneumonia HAP including ventilator-acquired pneumonia (VAP), or bacteremia that occurs in association with, or is suspected to be associated with, any of the infections listed.
	ATC-code: J01DE51
	Mode of administration: Exblifep is given as an infusion (drip) into a vein.
	Pharmacotherapeutic group: EXBLIFEP contains cefepime and enmetazobactam. Cefepime is a fourth-generation cephalosporin that has broad spectrum bactericidal activity against gram-negative and gram-positive pathogens and is approved for the treatment of a variety of infections, including uncomplicated UTI, cUTI and pyelonephritis, intra-abdominal infections, and pneumonia. Cefepime is generally stable to hydrolysis by class C AmpC and class D OXA-48 enzymes. Enmetazobactam is a novel zwitterionic penicillanic acid sulfone beta lactamase inhibitor (BLI) that has potent activity against a wide range of Extended Spectrum Beta-Lactamases (ESBLs) which normally confer resistance to 3rd- and 4th-generation cephalosporins. Although structurally similar to tazobactam, enmetazobactam exhibits enhanced activity against ESBLs due to N-methylation of the triazole ring.
	expected indication: Kompliserte urinveisinfeksjoner (cUTI) eller pyelonefritt, sykehuservervet lungebetennelse (HAP), inkludert ventilatorervervet lungebetennelse (VAP), eller bakteriemi som oppstår i forbindelse med, eller som mistenkes å være forbundet med, noen av de nevnte infeksjonene.
	Other indications: No.
	Same indications: No.
	Procedure number for marketing authorisation assessment in EMA: EMA/52694/2024
	Expected date (month/year) of CHMP positive option: March 2024
	Expected date (month/year) marketing authorisation in norway: March 2024
	Expected date (quarter/year) submission of documentation: Q1 2025
	testing for biomaker analysis?: No.
	Which biomaker: N/A
	Diagnostics preformance: N/A
	Establishment of other/new infrastructure: No.
	Pre-analytical requirements: N/A
	Tst extecution: No.
	Description of reading of results: N/A
	Which patient groups: N/A
	Therapeutic area: [Infeksjonssykdommer]
	Description of the disease: cUTI, pyelonephritis, HAP/VAP, or bacteremia are all infections which can be fatal if the pathogen is not eliminated. Persistent infections that are not adequately treated due to bacterial resistance also have potential to damage health and furthermore cultivate antimicrobial resistance if their treatment is prolonged and/or ineffective.
	Cancer treatment: For the indications shown in the title, there are currently limited treatment options when  Extended Spectrum Beta-Lactamase (ESBL) and/or carbapenemase-producing Gram-negative pathogens are involved with the infection. Treatment typically involves the use of drugs such as fluoroquinolones, piperacillin/tazobactam, temocillin, carbapenems or newer agents, depending on susceptibility.
Piperacillin/tazobactam (PIP/TAZO) is a known therapy for resistant Gram-negative pathogens. Rigorous antibiotic stewardship in Norway has had a positive impact on both antimicrobial usage and the incidence of bacterial resistance to many antibiotics. However, there remains significant institutional variation in antimicrobial usage levels between Norwegian hospitals.(1) Therefore, the efficacy of PIP/TAZO, specifically against ESBL-producing pathogens, has a risk of declining in individual hospitals depending on local usage levels and bacterial ecology. The overall rate of ESBL detection – both in clinical isolates and outside healthcare institutions in Norway (2) – is higher than a decade ago and continues an upward trend.(1)

1. NORM/NORM-VET. Usage of Antimicrobial Agents and Occurrence of Antimicrobial Resistance in Norway. [Internet]. Tromsø/ Ås / Oslo / Norway; 2023 Jan [cited 2024 Nov 11]. Available from: https://www.fhi.no/contentassets/4e24fb63a3754577a94c42b6c8cc89c4/norm-norm-vet-2023-komplett.pdf

2. FHI.no. ESBL-holdige gramnegative stavbakterier - smitteverntiltak i helseinstitusjoner [Internet]. Norway; 2015 Aug [cited 2024 Dec 11]. Available from: https://www.fhi.no/sm/smittevern-i-helsetjenesten/tiltak/esbl-holdige-gramnegative-stavbakterier/

	Cancer: [* Ingen Kreftsykdom]
	Prognosis: When patients do present with severe infections involving ESBL-producing pathogens and PIP/TAZO or temocillin either fail or are unsuitable, or when OXA-48-like-producing pathogens are detected, treatment with carbapenems or newer agents such as ceftazidime/avibactam may be necessary. Treatment options are even more limited in such scenarios if multi-drug resistant (MDR) A.baumannii is detected, potentially requiring use of polymyxins, tetracyclines or newer agents. The limited treatment options, risk of increased use of carbapenems and newer agents, and emergence of MDR infections highlight the need for alternative antibiotic options to limit carbapenem use, reduce the development of carbapenem resistance and reduce the development of resistance to newer agents overall. There is an urgent need for innovative antibacterial agents, in particular to combat WHO critical Gram-negative bacteria (i.e., Enterobacterales third-generation cephalosporin-resistant, Enterobacterales carbapenem-resistant and Acinetobacter baumannii carbapenem-resistant).  
	The new medicinal product: EXBLIFEP is a novel combination antibiotic therapy which may offer a therapeutic alternative to carbapenems and newer antibacterial agents. 

	Patient population: The medicine would represent an extra treatment option for microbiologists treating resistant bacterial infections in hospitalised patients, as specified in the license. 

The number of patients per year having serious infections potentially indicated for EXBLIFEP is anticipated to be around 100.
	Existing procurements in therapeutic area: Yes.
	Any other medicinal products: At present, there is only one novel medication that is comparable to EXBLIFEP in terms of composition and activity, that is ceftazidime/avibactam (ZAVICEFTA). This medication comprises ceftazidime, a third-generation cephalosporin and avibactam, which is a next-generation non-beta-lactam beta-lactamase inhibitor. This medicine has a similar but not identical mode of action and is indicated for cUTI, HAP/VAP  and intra-abdominal infections. 
EXBLIFEP does not replace ZAVICEFTA but rather provides an additional treatment alternative in the armamentarium available to clinicians for treating resistant infection.
	Consider supplier: No, the medicine is a novel antibiotic representing a unique addition to hospital armamentaria and allowing enhanced antimicrobial stewardship by limiting use of carbapenems and other 'last resort' antibiotics.
	1 Study ID: ALLIUM
NCT03687255
https://clinicaltrials.gov/study/NCT03687255
	2 Study ID: 
	3 Study ID: 
	1 Study type and design: Phase 3, Randomized, Double-Blind
	2 Study type and design: 
	3 Study type and design: 
	1 Objective: To Evaluate the Efficacy and Safety of FEP/META Compared to Piperacillin/Tazobactam in the Treatment of cUTI, Including Acute Pyelonephritis.
	2 Objective: 
	3 Objective: 
	1 Population: Adult patients with Complicated Urinary Tract Infections (cUTI), Including Acute Pyelonephritis with an expectation that the patient's cUTI or AP will require hospitalisation and initial treatment with at least 7 days of intravenous antibiotics. A subgroup analysis looked at patients with a baseline pathogen expressing an ESBL.
	2 Population: 
	3 Population: 
	1 Endpoints: 1) Proportion of patients in the Microbiological Modified Intent to Treat (m-MITT) Population who achieve overall treatment success at Test Of Cure (TOC)  - 7 days after EOT [±2 days] for patients receiving 7 days of treatment and 19 days after randomization [±2 days] for patients receiving more than 7 days of treatment. Treatment success is defined as the composite of clinical outcome of Cure and the microbiological outcome of Eradication (<103 CFU/mL in urine culture). 

2) Proportion of patients in the m-MITT Population with overall treatment success at End of Treatment (EOT) - 7 days for patients with cUTI only and up to 14 days for patients cUTI and blood stream infections. Treatment success is defined as the composite of clinical outcome of Cure and the microbiological outcome of Eradication (<103 CFU/mL in urine culture). 
	2  Endpoints: 
	3 Endpoints: 
	1 Relevant subgroup: N/A
	2 Relevant subgroup: 
	3 Relevant subgroup: 
	1 Intervention: Cefepime 2 g in combination with enmetazobactam 500 mg q8h (2 hour infusion)
	2 Intervention: 
	3  Intervention: 
	1 Comparator: Piperacillin 4 g in combination with Tazobactan 500 mg q8h (2 hour infusion)
	2 Comparator: 
	3 Comparator: 
	1 Follow up time: N/A
	2 Follow up time: 
	3 Follow up time: 
	1 Time perspective: Completed
	2 Time perspective: 
	3 Time perspective: 
	1 Publications: Kaye KS, Belley A, Barth P, Lahlou O, Knechtle P, Motta P, Velicitat P. Effect of Cefepime/Enmetazobactam vs Piperacillin/Tazobactam on Clinical Cure and Microbiological Eradication in Patients With Complicated Urinary Tract Infection or Acute Pyelonephritis: A Randomized Clinical Trial. JAMA. 2022 Oct 4;328(13):1304-1314. doi: 10.1001/jama.2022.17034. PMID: 36194218; PMCID: PMC9533186.
	2 Publications: 
	3 Publications: 
	Ongoing studies - further information: The following studies are planned which provide information relevant to current indications:
 
• Comparative Evaluation of Disc Diffusion and Liofilchem MTS Strip Methods with Broth Microdilution for Cefepime-Enmetazobactam Susceptibility Testing – submitted to JAC journal – data availability expected by Q1 2025
• Assessment of the physical-chemical compatibility and stability of Cefepime and Enmetazobactam for extended and continuous infusions in different medical devices, including elastomeric pumps for OPAT - data availability expected by Q2 2025
• Comparative Probability of Target Attainment Studies of Cefepime-Enmetazobactam and Other Novel Beta-lactam and Beta-lactam/beta-lactamase Inhibitor Drugs for the treatment of hospital-acquired pneumonia and Gram-negative infections - data availability expected by Q3 2025
• Cefepime-enmetazobactam activity against AmpC-producing Enterobacterales - data availability expected by Q2 2025
• Comparison of efficacy, relapses at day 30 and impact on gut flora of cefepime-emmetazobacta versus carbapenems for the treatment of cUTIs - data availability expected by Q1 2026
• Cefepime/enmetazobactam vs Best Available Therapy for Bacteremic Complicated Urinary Tract Infections: an observational prospective study - data availability expected by Q2/3 2026
	Ongoing studies indications: The following studies may be used to support other indications:
• Cefepime/enmetazobactam for gram-negative prosthetic and joint infections? A porcine study evaluating target tissue concentrations following intermittent short-term infusion and continuous infusion of a novel antibiotic combination
• Animal model to assess cefepime and enmetazobactam CNS tissue penetration
	Type of health economic analysis: None has been published at this point although Advanz Pharma has a working cost-utility model based on a UK base case which could be adapted for use in other countries. However, note our next points regarding the way in which EXBLIFEP is to be funded in Sweden and the UK - to date several countries which normally run HTA are electing to make the product available via alternative pathways which exclude cost-effectiveness evaluation.
	Patient population sungroups: N/A
	Which documentation estimating relative efficacy: Direct evidence for cUTI from Phase 3 trial data. In-vitro and in-vivo data (included in the reference list provided earlier on this form) support the HAP/VAP indication by way of lung tissue penetration data. 

Additional  in-vitro and in-vivo studies continue to generate microbiological data proving the activity of EXBLIFEP against key pathogens and resistance mechanisms. We would draw your attention to the following key references demonstrating this activity, which has been identified as the most relevant information concerning the likely place in therapy for EXBLIFEP:

3. Papp-Wallace K, Bethel C, Barnes M, Rutter J, Taracila M, Bajaksouzian S. Beyond Piperacillin-Tazobactam: Cefepime and AAI101 as a Potent beta-Lactambeta-Lactamase Inhibitor Combination. Open Forum Infect Dis. 2019;4:S375. 
4. Bonnin RA, Jeannot K, Santerre Henriksen A, Quevedo J, Dortet L. In vitro activity of cefepime-enmetazobactam on carbapenem-resistant gram negatives. Clin Microbiol Infect [Internet]. 2024 Oct 5; Available from: https://www.sciencedirect.com/science/article/pii/S1198743X24004786
5. Chayem A, d’Huart E, Blaise F, Marquet C, Sobalak N, Juan Quevedo, et al. Cefepime/Enmetazobactam : stability of a novel  β-lactam/β-lactamase inhibitor combination. In: (unpublished). Reunion Interdisciplinaire de Chimiotherapie Anti-Infectieuse; 2024. 
6. Dunkel N, Quevedo J, Morrissey I, Henriksen AS. In vitro activity of cefepime/enmetazobactam, and comparators, against OXA carbapenemase-positive Acinetobacter baumannii. In European Congress of Clinical Microbiology & Infectious Diseases; 2024. 
7. Hawser S, Morrissey I, Kothari N, Monti F, Belley A, Quevedo J. Influence of Genotype on the Activity of Cefepime/Enmetazobactam agaist Beta-lactam Resistant Enterobacteriales collected from Europe in 2019-2021. In European Congress of Clinical Microbiology & Infectious Diseases; 2023. 
8. Morrissey I, Hawser S, Kothari N, Dunkel N, Quevedo J, Belley A, et al. Evaluation of the activity of cefepime/enmetazobactam against Enterobacterales bacteria collected in Europe from 2019 to 2021, including third-generation  cephalosporin-resistant isolates. J Glob Antimicrob Resist. 2024 Sep;38:71–82. 
9. Pampin-Garcia M, Blanco-Martín T, González-Pinto L, Alonso-Garci­a I, outeda M, Vazquez-Ucha J, et al. Cefepime/enmetazobactam is an innovative ꞵ-lactam/ꞵ-lactam-derived ꞵ-lactamase inhibitor combination with increased in vitro potency against KPC Ω-loop variants involved in ceftazidime/avibactam resistance. In European Congress of Clinical Microbiology & Infectious Diseases; 2024. 
10. Valverde MD, Palacios PP, Cuenca FF, Navarro V, Hernandez AP. Activity of cefepime/enmetazobactam, a new betalactam/betalactamase inhibitor combination, against multidrug-resistant Enterobacterales and Acinetobacter baumannii. In European Congress of Clinical Microbiology & Infectious Diseases; 2024. 
11. Vazquez-Ucha J, Outeda-García M, Rodriguez-Caridad A, Garcia-Pose A, González-Pinto L, Blanco-Martín T, et al. Activity of cefepime/enmetazobactam against clinical isolates of carbapenem-resistant OXA-48-producing Enterobacterales. In European Congress of Clinical Microbiology & Infectious Diseases; 2024. 
12. Wootton. Evaluation of cefepime/enmetazobactam activity against ESBL, ampC and OXA-48 producing Enterobacterales. In: (unpublished). British Society for Antimicrobial Chemotherapy; 2024. 

Kindly note, all references have been attached to the email accompanying this form.
	Health related quality of life: A SLR has been carried out to identify published sources of HRQoL data.
	Expected pharmaceutical budget: The list price is yet to be confirmed for Norway. However using pricing assumptions consistent with launches in other European markets, with assumed annual 100 patients treated at typical doses, the annual cost of Exblifep would be about 1.2 million NOK.
	Suitable for FINOSE: No. EXBLIFEP has been approved already for use on a Swedish national tender and negotiations are underway for usage in other Nordic markets without carrying out full HTA. A pan-Nordic health technology assessment would not be justified.
	Contact with clinicians at norwegian health trusts: 
	Spesific circumstances: No.
	Andre relevante opplysninger? 2: The medicine would be reserved for critical infections, widespread frequent use is not anticipated. In October 2024, EXBLIFEP was accepted onto a special Swedish national tender for antimicrobial therapies, which aims to improve access to novel agents by awarding manufacturers annual subscription fees to make their antibiotics available. The Swedish scheme funding begins in January 2025; the evaluation schedule in the tender addressed only whether the medicine is expected to treat pathogens and resistance mechanisms currently identified as national priorities. This evaluation schedule and funding mechanism are similar to the new NHS antimicrobial subscription scheme in the United Kingdom, for which EXBLIFEP is currently under consideration.


