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ASCO Annual Meeting 2022: An Innovation
Showcase in Cancer Treatment

Editor’s Note: Please see the glossary at the end for all terms highlighted in found in the order
that they appear.

Arelis Agosto

Earlier this month, the American Society of Clinical Oncology (ASCO) hosted its annual meeting, drawing
over 40,000 attendees from around the globe. The conference is one of the major events in the healthcare
industry and showcases the newest clinical readouts from top biotechnology and pharmaceutical

Thematic companies. Global X attended this year’s presentations, which focused on democratizing cancer care,
new diagnostic standards, and updates on investigational cancer treatments. In this piece, we highlight

n m L 4 - some of the most exciting developments.

Related ETFs Key Takeaways:

=  mRNA technology reaches a new milestone with encouraging results in the treatment of
pancreatic cancer.
GNOM — Global X Genomics & . HERZ_theraples show efﬂcacy in breast cancer patients with low levels of HER2 expression,
Biotechnology ETF potentially expanding their reach.
AGNG - Global X Aging - Investl.g.atlonal CAR-T cell therapies show competitive efficacy with improved manufacturing
Population ETF scalability.

mRNA’s Oncology Opportunity: Strong Preliminary Data May Be Just the
Beginning

BioNTech became a household name during the COVID-19 pandemic with its messenger RNA (MRNA)
vaccine, which it co-developed with Pfizer. Now, the firm is developing 14 vaccines with that same mRNA
technology to treat a variety of cancers, a market that could rival its success in COVID-19 immunization.

At the ASCO meeting, BioNTech presented phase-1 clinical trial data for its mRNA-based vaccine for
pancreatic ductal adenocarcinoma (PDAC), a common form of pancreatic cancer. This asset is co-
developed with Genentech, a Roche subsidiary. The data presented at the meeting was from a cohort of

19 patients who previously had surgery and received Roche’s treatment
Tecentrig.! Of the 19 patients, 16 received the investigational drug, BNT122.2 Half of the treated patients
had a noticeable immune response, correlating with longer (RFS).2 The drug

also showed favorable tolerability, with only one patient experiencing a grade 3 side effect. This result is
particularly encouraging given the highly burdensome side effect profile of most cancer treatments.

The technology behind BNT122 focuses on individualized specific

(iNeST), which are individualized treatments that target the patient’'s unique tumor and allow for a more
effective treatment. Genomic sequencing identifies the patient’s genetic mutations, and proprietary
algorithms select up to 20 neoantigens that are coded into the patient’s immune system via mRNA. This
coding instructs the patient’s cells to identify malignant cells and attack the cancer.

The data is encouraging to the PDAC community, as only about 5% of PDCA patients respond to current
treatment options, making it one of the highest unmet medical need cancers.> PDAC makes up an
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estimated 90% of all pancreatic cancer cases.® BioNTech and Roche can now proceed to test BNT122
in a larger pool of PDAC patients in a phase 2 trial.

The positive momentum for mRNA technology in oncology are expected to continue. BioNTech and
Roche’s hyper-customized approach also has strong efficacy potential across a variety of solid tumors.
The firms are evaluating BNT122 in melanoma, with phase 2 trial results expected in the second half of
2022.7 Enrollment for a phase 2 trial of BNT122 in colon cancer is ongoing, with a goal of testing the
therapy in 200 patients.®

Growing Pool of HER2 Therapies: Addressing a Gap in Breast Cancer Treatment

AstraZeneca and Daiichi Sankyo revolutionized the HER2 positive breast cancer space with their drug,
Enhertu, which the Food and Drug Administration (FDA) first approved in 2019. HER2 genes are involved
in normal cell growth, but they can mutate to become overexpressed, potentially causing cancerous cells
to grow and spread quickly.® HER2-positive cases make up 15-20% of breast cancer cases, and 83% of
patients on Enhertu experienced tumor shrinkage.'%'! However, a large subsegment of breast cancer
patients have only a few HER2 cells, cases known as HER2-low. In these cases, another mutation
primarily drives cancer growth, and usually dodges HER?2 treatments. Around half of all breast cancer
cases are considered HER2-low.'?

Encouragingly, new data released at ASCO points to a potential expanded pool of patients that could
benefit from Enhertu. If successful, approval would increase the patient pool for Enhertu by 430% and
annual peak sales to $9 billion.*3

Enhertu is an antibody-drug conjugate (ADC), a relatively new class of drugs that aims to increase
efficacy and minimize toxicity over traditional chemotherapy. ADCs are empowered antibodies designed
to harness the targeting ability of monoclonal antibodies by linking them to cell-killing agents. In other
words, ADCs are antibodies attached to chemotherapy. The combination provides greater treatment
precision and avoids killing healthy patient cells. It significantly improves the drug’s tolerability over
traditional chemotherapy, whose less precise nature can kill healthy cells, resulting in severe side
effects.

At ASCO, AstraZeneca and Daiichi presented data for the Destiny-Breast04 trial, which tested Enhertu
against chemotherapy in HER2-low patients. The trial, which involved 557 patients, found that Enhertu
nearly doubled median , representing a 49% reduction in the risk of
progression in trial patients.'* Results also showed a 36% reduction in the risk of death compared to
chemotherapy.t®

Following the clinical data readouts, AstraZeneca and Daiichi are expected to seek expanded approval of
Enhertu to include the HER2-low population. If approved, this label expansion could result in annual sales
of $2—4 billion, making up a third of total Enhertu sales at peak.'® The presentation at ASCO also provides
hope that the drug shows efficacy in other cancer types that express low levels of HER2, such as gastric,

lung, colorectal, ovarian, and prostate cancers.

CAR-T Momentum: Readouts Suggest Scalable Manufacturing Is Possible

The CAR-T space has come a long way since the first CAR-T FDA-approval in 2017. There are now six
commercially available CAR-T therapies, all approved for the treatment of blood cancers.'’” Though recent
progress has had a positive impact on blood cancer patients, only a small proportion of relevant patients
can access CAR-T therapies given manufacturing and scalability hurdles. Pharmaceutical firms also
continue to increase treatment durability and decrease associated side effects.

Currently, CAR-T cell therapies are customized for each patient. They are made by collecting a patient’s
and re-engineering them in a laboratory to produce CAR proteins. The CAR proteins recognize

OUR ETFs ABOUT NEWS

RESEARCH CONTACT PRIVACY POLICY



https://www.globalxetfs.com/
https://www.globalxetfs.com/about/
https://www.globalxetfs.com/news/
https://www.globalxetfs.com/research/
https://www.globalxetfs.com/contact/
https://www.globalxetfs.com/privacy/
https://www.globalxetfs.com/

by Mirae Asset

and bind to the patient’s cells, allowing them to better identify and fight off the cancer. The modified T-
cells are then multiplied into the millions and infused back into the patient.

Arcellx, a CAR-T biotechnology firm, presented encouraging phase 1 data for their multiple myeloma
CAR-T therapy. Its presentation at ASCO showed that its approach is successful, with 100% of the 31-
patient cohort having at least some response to therapy, and 71% having a to
treatment.'® Though Arcellx presented limited safety data, it seems that the therapy is well-tolerated in
patients. The data rivals that of industry-leading Carvytki, Johnson & Johnson’s CAR-T therapy, though
Arcellx’s trial included a greater proportion of harder-to-treat patients. Arcellx may also have a
manufacturing advantage given its proprietary binding technology. The firm is expected to provide
another update on phase 1 data in December at the American Society for Hematology meeting and said
that it hopes to start its phase 2 trial by the end of 2022.%°

Though still early days, scientists also presented allogeneic CAR-T data at ASCO. Current
manufacturing relies on an autologous approach, in which T-cells are patient-derived. Conversely, an
allogeneic CAR-T uses donor-derived T-cells as the basis for treatment. This approach would allow for a
scalable “off-the-shelf” manufacturing process, making these life-changing therapies more accessible to
cancer patients globally. At ASCO, Adicet Bio presented phase 1 clinical trial data for its allogeneic
CAR-T therapy, ADI-001, in a common form of lymphoma. The firm’s approach relies on gamma delta
cells, which help limit potential complications from using donor-derived T-cells. Adicet reported that 75%
of treated patients had a response, and that there were no serious side effects or dose-limiting
toxicities.?® The firm now moves to phase 2 testing, in which it will select and test a therapeutic dose
level to maximize long term durability while limiting any potential side effects.

Conclusion

As we expected, this year's ASCO meeting was an encouraging milestone for cancer diagnoses and
treatments, and it strengthened our conviction in the Genomics & Biotechnology and Aging Population
segments. Along with encouraging progress in novel treatments, the event focused on increasing
availability and adoption of genomic testing, particularly classifying genetic mutations and expanding
adoption of blood-based cancer tests. For more information on this topic, see Liquid Biopsy: A Pathway to
Earlier and Less Invasive Cancer Detection.
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