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| Currently in phase lll clinical development. |

Lutetium (177Lu) vipivotide tetraxetan is currently in clinical development for the treatment of
adult male patients with metastatic hormone-sensitive prostate cancer (mHSPC). This form of
prostate cancer has spread beyond the prostate gland to other parts of the body but remains
responsive to hormone therapy, which reduces testosterone levels to slow the cancer's growth.
Testosterone and similar hormones fuel the growth of this cancer, so treatments aim to block or
reduce these hormones. People with mHSPC may experience symptoms such as bone pain,
trouble urinating, fatigue, weight loss, swelling, or blood in the urine. However, symptoms can
vary from person to person. Despite available treatment options, there remains an unmet need
for more effective and targeted therapies to improve outcomes for patients with mHSPC.

Lutetium (177Lu) vipivotide tetraxetan is a targeted therapy for treating patients with mHSPC. It
works by delivering a small amount of radiation directly to prostate cancer cells using a molecule
that attaches to a specific marker found on them. This targeted approach allows the treatment to
reach cancer throughout the body while minimising damage to healthy tissues, potentially
reducing side effects. Lutetium (177Lu) vipivotide tetraxetan is given through an intravenous (1V)
infusion. If licensed, Lutetium (177Lu) vipivotide tetraxetan in combination with standard of care
will offer an additional treatment option for patients with mHSPC.

This briefing reflects the evidence available at the time of writing and a limited literature search. It is not intended to be a definitive
statement on the safety, efficacy or effectiveness of the health technology covered and should not be used for commercial purposes
or commissioning without additional information. A version of the briefing was sent to the company for a factual accuracy check.
The company was available to comment.

Copyright © National Institute for Health and Care Research Innovation Observatory, The University of Newcastle upon Tyne.

Page 1 of 6



Innovation Newcastle
N I H R | Observatory e Universit

Proposed Indication

Treatment of naive or minimally-treated adult patients with prostate-specific membrane antigen (PSMA)-
positive metastatic hormone-sensitive prostate cancer (mHSPC).!

Technology

Description

Lutetium (177Lu) (vipivotide, tetraxetan, 77Lu-PSMA-617; pluvicto)! is a radionuclide linked to a targeting
moiety that binds with high affinity to PSMA, a transmembrane protein that is highly expressed in prostate
cancer, including mCRPC. When Lutetium (177Lu) vipivotide tetraxetan binds to PSMA-expressing cancer
cells, the beta-minus emission from lutetium-177 delivers therapeutic radiation to the targeted cell and
surrounding cells, causing DNA damage that can lead to cell death.? This targeted radiation minimises harm
to surrounding healthy tissues.®> PSMA is a transmembrane glutamate carboxypeptidase that is
overexpressed on prostate cancer cells.* PSMA-based radiopharmaceuticals take advantage of this
specificity, enabling the precise delivery of radioactive isotopes to malignant tissues while sparing normal
cells.”

Lutetium (177Lu) vipivotide tetraxetan is currently in clinical development for the treatment of treatment
naive or minimally treated adult patients with PSMA-positive mHSPC. In the phase Il clinical trial
(PSMAddition, NCT04720157), adult patients with mHSPC received 7.4 GBq (+/- 10%) of intravenous (V)
177Lu-PSMA-617, once every six weeks for six cycles. This was administered in addition to standard of
care, which included a combination of androgen receptor-directed therapy (ARDT) and androgen
deprivation therapy (ADT).!

Key Innovation

Lutetium (177Lu) vipivotide tetraxetan is a new theranostic medicine for advanced and metastatic cancer
which specifically targets PSMA on the surface of prostate cancer cells.® This treatment can target all areas
of prostate cancer, even when it has spread around the body and the targeted treatment means less
damage is done to healthy surrounding tissues, which can also lead to fewer side effects. This is an
improvement compared to conventional radiotherapy, which must be targeted manually to areas of
previously-located cancer cells and can sometimes harm healthy areas.”

Lutetium (177Lu) vipivotide tetraxetan has been shown to improve survival outcomes in patients with end-
stage metastatic castration-resistant prostate cancer.? If approved, Lutetium (177Lu) vipivotide tetraxetan
will offer an additional treatment option for PSMA-positive mHSPC patients.®

Regulatory & Development Status

Lutetium (177Lu) vipivotide tetraxetan has marketing authorisation in the UK for treatment of adult
patients with PSMA-positive mHSPC after two or more treatments. This includes patients who have been
treated with androgen receptor pathway inhibition and taxane-based chemotherapy, or those who are not
medically suitable for taxanes.’
Lutetium (177Lu) vipivotide tetraxetan is also in the phase IlI/Il clinical development for the following
indications:*°

e Breast cancer

e Oligometastatic prostate cancer

e Metastatic castration-resistant prostate cancer

e Extensive stage small cell lung cancer
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Patient Group
I Disease Area and Clinical Need I

Prostate cancer is a malignant tumour of the prostate. Prostate cancer is multifocal — the different foci
may be caused by different genetic mutations, which can differ greatly in growth rate and ability to
metastasise.!! Metastatic prostate cancer most frequently affects the bones, where it causes pain and
fragility fractures.’> mHSPC occurs when the cancer has spread beyond the prostate gland to other parts
of the body but remains responsive to hormone therapy. Men with metastatic prostate cancer may or may
not experience symptoms, which can vary depending on where the cancer has spread in the body.
Symptoms may include difficulty passing urine or blood in the urine. Some men may feel tired, weak, or
experience unintended weight loss.*!

Prostate cancer is the most common cancer among men in the UK. Each year, more than 50,000 men are
diagnosed with the disease, and over 12,000 men lose their lives to it. Currently, around 510,000 men in
the UK are living with or after prostate cancer. However, Black men face a higher risk, with 1 in 4 expected
to be diagnosed with prostate cancer during their lifetime.'® Generally, for all stages of prostate cancer,
over 95% of patients will survive their cancer for one year or more, around 90% will survive for five years
or more, and nearly 80% will survive for 10 years or more; however, in stage 4, where the cancer has
spread, only 50% of patients will survive for five years or more.'* In England in 2023-24, there were 95,111
finished consultant episodes (FCE) and 90,606 hospital admissions for malignant neoplasm of prostate
(ICD-10 code C61), resulting in 78,926 FCE bed days and 69,323 day cases.'®

Recommended Treatment Options

The National Institute for Health and Care Excellence (NICE) recommends the following:
Docetaxel chemotherapy in combination with ADT to individuals newly diagnosed with mHSPC
who do not have significant comorbidities as first-line treatment.*¢
Darolutamide, in combination with ADT and docetaxel.'’
Enzalutamide, in combination with ADT, particularly for patients who are unable to undergo
docetaxel treatment.!®
Apalutamide, in combination with ADT, if docetaxel is not suitable.?

Clinical Trial Information

PSMAddition, NCT04720157, 2020-003968-56; An Open-label, Randomized,
Phase Ill Study Comparing 177Lu-PSMA-617 in Combination With Standard of
Care, Versus Standard of Care Alone, in Adult Male Patients With Metastatic
Hormone Sensitive Prostate Cancer (mHSPC)

Phase Il - Active, not recruiting.

Location(s): 10 EU countries, UK, USA, Canada and other countries

Primary completion date: July 2025

Trial Design Randomised, parallel assignment, open-label.

Pooulation N=1145 (actual); 18 years and older; patients with treatment naive or minimally
P treated PSMA-positive mHSPC

e 177Lu-PSMA-617: administered IV once every 6 weeks (1 cycle) for 6
cycles

Intervention(s)
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68Ga-PSMA-11: IV dose of approx. 150 MBq at screening and at time of
centrally confirmed radiographic progressive disease.

ARDT; administered orally on a continuous basis as per package insert
and guideline

ADT: administered as per physician order

Standard of care: ARDT+ADT+ 68Ga-PSMA-11 administered per the phyS|C|an S
Comparator order

Primary outcome measure:

Radiographic progression-free survival [time frame: from date of randomisation
Outcome(s) until date of radiographic progression or date of death from any cause,
whichever comes first, assessed up to 50 months]

See trial record for full list of other outcomes.

Results (safety)

Estimated Cost

The cost of Lutetium (177Lu) vipivotide tetraxetan is not yet known.?°

Relevant Guidance
NICE Guidance

NICE technology appraisal in development. Pembrolizumab with enzalutamide and androgen
deprivation therapy for treating hormone-sensitive metastatic prostate cancer [TSID11810].
Expected date of issue to be confirmed.

NICE technology appraisal in development. Darolutamide with androgen deprivation therapy for
treating hormone-sensitive metastatic prostate cancer ID6452. Expected date of issue to be
confirmed.

NICE technology appraisal. Darolutamide with androgen deprivation therapy and docetaxel for
treating hormone-sensitive metastatic prostate cancer (TA903). June 2023.

NICE technology appraisal. Apalutamide with androgen deprivation therapy for treating
hormone-sensitive metastatic prostate cancer (TA741). October 2021.

NICE technology appraisal. Abiraterone for treating newly diagnosed high-risk hormone-sensitive
metastatic prostate cancer (TA721). August 2021.

NICE technology appraisal. Enzalutamide for treating hormone-sensitive metastatic prostate
cancer (TA712). July 2021.

NICE clinical guideline. Prostate cancer: diagnosis and management (NG131). May 2019.

NHS England (Policy/Commissioning) Guidance

NHS England. Interim Clinical Commissioning Policy: Abiraterone Acetate and Prednisolone for
High-Risk Hormone-Sensitive Metastatic Prostate Cancer (Adult). [URN 2424]. December 2024.
NHS England. Brachytherapy in Combination with External Beam Radiotherapy (EBRT) for
Localized Prostate Cancer (Adult). (210502P) [URN 1831]. July 2021.

NHS England. Proton Beam Therapy for Cancer of Prostate (Adult). 16020/P. July 2016.
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e NHS England. 2013/14. NHS Standard Contract for Cancer: Radiotherapy (All Ages). BO1/S/a.
Other Guidance

European Association of Urology (EAU). Prostate Cancer Guidelines: European Association of

Urology. 2023.%
European Society for Medical Oncology (ESMO). Prostate Cancer: ESMO Clinical Practice
Guidelines for diagnosis, treatment, and follow-up. 2020.22
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