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2Q19 Seattle Genetics (SGEN) Summary: Hold @ PT $70.00
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Summary: We believe Seattle Genetics will continue to experience headwinds in the short to medium term
as it seeks to diversify its core expertise and core product away from hematological malignancies and
expand into solid tumors. While its core product – Adcetris – is the market leader in classical Hodgkin’s
Lymphoma and mature T-cell Lymphoma, its attempt to diversify into the bladder cancer market will be met
with stiffer resistance as other novel therapies like checkpoint inhibitors and immuno-oncology are
beginning to be viewed positively by oncologists. Furthermore, the solid tumor space is extremely crowded
and highly competitive and SGEN needs to show some product differentiation in order to achieve
commercial success.
I.

Seattle Genetics’ Technology Platform – Antibody Drug Conjugates (ADCs)
A. What are Antibody Drug Conjugates (ADCs)?

Antibody-drug conjugates (ADCs) are a class of drugs that are designed as a targeted therapy to treat cancer.
Unlike chemotherapy, ADCs target and kill tumor cells while sparing healthy cells. As of 2019, five ADCs have
been approved by the FDA and around 56 are currently in development.
ADCs are complex molecules composed of an antibody linked to a biologically active cytotoxic (anti-cancer)
payload or drug (see Figure 1 top left diagram). ADCs combine the targeting capabilities of monoclonal
antibodies with the cancer-killing ability of cytotoxic drugs. They can be designed to discriminate between
healthy and diseased tissue.
B.

Mechanism of Action

A highly potent cytotoxic drug is attached to an antibody that specifically targets a certain tumor antigen (e.g.,
a protein that is found in or on tumor cells). Antibodies attach themselves to the antigens on the surface of
cancerous cells (see Figure 1 bottom). The biochemical reaction between the antibody and the target protein
(antigen) triggers a signal in the tumor cell, which then absorbs or internalizes the antibody together with the
linked cytotoxin. After the ADC is internalized, the cytotoxin is released and proceeds to kill the cancer cell.
This targeting limits the side effects and gives the treatment a wider therapeutic window than other
chemotherapy agents.
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FIGURE 1: ADC diagram (top left) and Mechanism of Action (bottom)

Source: Seattle Genetics, Inc.

II.

Reasons for our Hold Rating
A. Overreliance on a single product – Adcetris – to drive future sales growth

Currently, Adcetris is the only molecular-targeted therapy that is approved and indicated for the treatment of
Hodgkin’s lymphoma (HL) patients who have failed either stem cell transplantation or 2 lines of chemo.
GlobalData estimates that Adcetris currently accounts for 77.6% of the total market and will take up a
projected 82.4% market share by 2024. The growth will come from label extensions of Adcetris into earlier
lines of treatment and the launch of new therapies for relapse or refractory (r/r) Hodgkin’s lymphoma.
Furthermore, the drug is also expected to be approved for the treatment of newly diagnosed advanced-stage
HL patients, which should greatly increase the size of its target population pool.
TABLE 1: Sales Forecast for SGEN (2018-2024e) in $ Million
Product

2018

2020e

2022e

2024e

477

1,039

1,565

2,068

Enfortumab vedotin (bladder cancer)

0

27

123

200

SGN-LIV1A (breast cancer)

0

0

40

113

Tisotumab vedotin (cervical cancer)

0

8

20

41

Tucatinib (breast cancer)

0

0

12

28

477

1,074

1,760

2,450

Adcetris (Hodgkin’s lymphoma)

Total:
Source: EvaluatePharma (03/28/19)
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Adcetris is the only marketed drug that Seattle Genetics relies on to drive future sales growth over the next 5year horizon. Table 1 shows Adcetris revenue to comprise roughly 84% of total sales in FY2024. Sales of SGEN’s
other mid- to late-stage drugs in the pipeline are not projected to grow fast enough from 2020 to 2024.
Growth in Adcetris’ sales following its sBLA approval in March 2018 for first-line (1L) advanced HL has been
slow. This is due to the hesitancy of medical doctors to prescribe Adcetris over the standard of care chemo
regimen ABVD – adriamycin, bleomycin, vinblastine and dacarbazine. This can be attributed to the results of
the Echelon-1 clinical trial which only showed a limited clinical benefit of Adcetris + ABVD over the standard of
care chemo regimen (ABVD).
Adcetris was able to show an improvement in 2 year modified progression-free survival (PFS) of 82.1% for
Adcetris patients having no cancer progression compared with 77.2% PFS for patients in the control group
who were on the ABVD chemo regimen. However, clinical trial success does not guarantee commercial
success. A 5-point PFS margin may not be good enough to convince oncologists or health insurers to switch
from the cheaper four-drug chemo regimen to the more expensive Adcetris molecular-targeted therapy.
During the last 2Q19 earnings call, management reported a 30% y/y growth in Adcetris sales of $159 million in
the U.S. and Canada beating consensus estimate of $148 million. Management also reiterated its FY2019 sales
guidance of $610 to $640 million giving it a 30% y/y growth from 2018. The company also announced that it
hired its first Chief Commercial Officer, oncology veteran Robin Taylor, to fine-tune the Adcetris sales strategy
as well as plan for future product launches which include enfortumab vedotin to treat metastatic urothelial
cancer.
B.

Low market penetration in a highly competitive solid tumor space

The solid tumor space where SGEN plans to enter is extremely competitive and is occupied by the largest
pharma players. For example, in bladder cancer where SGEN plans on filing a Biologics License Application
(BLA) for enfortumab vedotin (EV) later this year, the standard of care is evolving. Checkpoint inhibitors are
making inroads but the options for patients who have failed platinum chemo and immuno-oncology are still
limited. In April 2019, the FDA approved Balversa (Johnson & Johnson) as the first targeted therapy for
metastatic bladder cancer.
Table 2 shows SGEN’s projected market share for EV by its estimated FY2024 sales. Based on the latest
consensus estimates from EvaluatePharma, FY2024 sales are projected at around $498 million giving it a
market share of roughly 14% in the bladder cancer market whose TAM is estimated at about $3.6 billion.
TABLE 2: SGEN’s Projected Market Share by est. 2024 Sales
TAM

CAGR

Est. Sales
in 2024

Est. Mkt. Share
in 2024

$9.1B

16.0%

$2.07B

23.0%

bladder cancer

$3.6B

22.9%

$498M

13.8%

breast cancer

$38.4B

10.7%

$113M

0.3%

Tisotumab vedotin

cervical cancer

$10.6B

5.0%

$41M

0.4%

Tucatinib

breast cancer

$38.4B

10.7%

$28M

0.1%

Product

Indication

Adcetris

Hodgkin's lymphoma

Enfortumab vedotin
SGN-LIV1A

Note: Adcetris TAM comprises 1.4B for HL and $7.7B for NHL
Source: Grand View Research, GlobalData and EvaluatePharma
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A cursory review of the bladder cancer market shows a very crowded space with Tecentriq (Roche) and
Keytruda (Merck) already approved for front-line (1L) treatment, Imfinzi (AstraZeneca), Opdivo (BristolMyers), Bavencio (Merck/Pfizer) and more recently Balversa (Johnson & Johnson) approved for second-line
(2L) treatment and 4 experimental drugs in Phase 3 development, including SGEN’s EV, all looking to receive
FDA approval in 2L treatment for bladder cancer.
In a crowded bladder cancer market, how can SGEN differentiate itself from their competitors? More
importantly, which drugs will oncologists choose to prescribe for their patients and at what prices will payers
and insurers choose to reimburse drug manufacturers, hospitals and cancer treatment clinics?
The same issues and challenges also apply to the cervical and breast cancer markets where the competition is
even more intense given the larger total addressable market. The fact that tisotumab vedotin and tucatinib
(indicated for metastatic breast cancer) are forecasted to only have a market share of 0.4% and 0.1%
respectively, shows how difficult it is for Seattle Genetics to diversify away from its core product – Adcetris –
into the solid tumor market.
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