Metastasis-directed Lu-177 PSMA therapy is a novel and effective treatment for oligometastatic

prostate cancer (OMPC), which involves five or fewer metastatic sites.

OMPC is a transitional state between localized and widespread metastatic prostate cancer, often
diagnosed through advanced imaging techniques like PSMA PET-CT.
This state is characterized by more indolent tumor biology, making it suitable for targeted focal

ablative therapy.

Lu-177 PSMA therapy, recently approved by the FDA for metastatic castration-resistant prostate
cancer (MCRPC), targets prostate-specific membrane antigen (PSMA) overexpressed in prostate
cancer cells.

Administered intravenously, Lu-177 PSMA binds to PSMA receptors on tumor cells, emitting
localized radiation to destroy malignant cells.

This therapy is particularly effective in treating both visible and microscopic lesions identified through

PSMA PET/CT scans.

Combining systemic therapy, such as Androgen Deprivation Therapy (ADT), with
metastasis-directed therapies (MDT) like Lu-177 PSMA has shown improved patient outcomes and
overall survival, as demonstrated in the STAMPEDE trial.

Clinical studies indicate a positive correlation between the tumor radiation absorbed dose from
Lu-177 PSMA therapy and treatment response, with minimal toxicity to organs like the kidneys and

bone marrow.

A case at FMRI highlighted the therapy's success, with a 65-year-old patient showing significant
PSA reduction and complete resolution of pelvic lymph nodes and prostatic lesions post-treatment,
without significant side effects or bone marrow suppression, underscoring the efficacy and safety of

Lu-177 PSMA therapy.



Oligometastatic prostate cancer (OMPC) that has five or fewer sites of metastasis is considered a
transitional state between localized and widespread metastatic tumors.
With improvements in diagnostic modalities such as functional imaging / PSMA PET-CT, OMPC is

being diagnosed with greater frequency than ever before.

OMPC is a unique clinical state with inherently more indolent tumor biology which is susceptible to
metastasis-directed focal ablative therapy.

However, the therapeutic approach for these groups of patients is not clear-cut, and validated
systems to help doctors are still under development.

Further prospective data is needed to best select patients with OMPC, which are most likely to
benefit from a given therapeutic approach.

Systemic therapy plays a crucial role in the treatment of these kinds of patients.

That being said, the optimal type and duration are unknown.

The addition of a second treatment to Androgen Deprivation Therapy (ADT) may also be helpful.
Multiple recent studies have shown that systemic therapy and local, metastasis-directed therapies
(MDT; like radiation or surgery) are effective when combined in the treatment of prostate cancer.
MDT may also be used in select patients wishing to delay the initiation of systemic therapy.

In addition, metastatic directed therapy in prostate cancer improves overall survival in prostate

cancer as shown in the STAMPEDE trial.

Lutetium-177 labelled prostate-specific membrane antigen (177Lu-PSMA) is a promising new
therapeutic approach to treat metastatic prostate cancer which has been approved recently by the
FDA in the treatment of metastatic castration-resistant prostate cancer (NCRPC).

This tumor-specific treatment is directed against PSMA, which is overexpressed in prostate cancer
cells.

So radioligand therapy using Lutetium-177 labelled PSMA molecule is able to deliver high dose



targeted radiation directly to the tumor sites.

This therapeutic molecule is administered intravenously.

It specifically seeks out and binds to the PSMA receptors on the tumor cells, and emits local
radiation which leads to targeted irradiation of the malignant cells, leading to the cancer cell death.
The very small lesions which are seen on PSMA PET/CT scans, may not be feasibly targeted with
SBRT due to their small size and location.

However, these lesions can be effectively treated with 177Lu-PSMA therapy.

Clinical studies have shown a positive correlation between the tumor radiation absorbed dose from
177Lu-PSMA therapy and treatment response.

The therapy has minimal toxicity to organs such as the kidneys and bone marrow.

A case at FMRI highlighted the therapy's success, with a 65-year-old patient showing significant
PSA reduction and complete resolution of pelvic lymph nodes and prostatic lesions post-treatment,
without significant side effects or bone marrow suppression, underscoring the efficacy and safety of

177Lu-PSMA therapy.

In conclusion, metastasis-directed 177Lu-PSMA therapy is a promising and effective treatment
option for patients with oligometastatic prostate cancer, offering targeted therapy with minimal side

effects.



