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Item 8.01. Other Events.
On November 29, 2021, Sorrento Therapeutics, Inc. (the “Company”) published a Teaser entitled “Abivertinib – a Franchise Oral Therapeutic for Cancer,
COVID-19 and Autoimmune Diseases” (the “Abivertinib Teaser”). The Company intends to use the Abivertinib Teaser to engage in discussions with
interested third parties in the pharmaceutical industry. A copy of the Abivertinib Teaser is filed as Exhibit 99.1 to this Current Report on Form 8-K and
incorporated herein by reference.
On November 29, 2021, the Company issued a press release announcing the publication of the Abivertinib Teaser. A copy of the press release is filed
herewith as Exhibit 99.2 to this Current Report on Form 8-K and is incorporated herein by reference.
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Abivertinib – a Franchise Oral Therapeutic for Cancer, COVID-19 and Autoimmune Diseases.
Press Release, dated November 29, 2021.
Cover Page Interactive Data File, formatted in Inline Extensible Business Reporting Language (iXBRL).
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Exhibit 99.1

Abivertinib – A Franchise Oral Therapeutic
for Cancer, COVID-19 and Autoimmune Diseases
EXECUTIVE SUMMARY
Abivertinib – A Broad Pipeline for Cancer, COVID-19 and Autoimmune Diseases ($61B Market)

About Abivertinib:
·

Abivertinib is a novel dual target, small molecule tyrosine kinase inhibitor (TKI) that selectively targets mutant forms of the epidermal growth
factor receptor (EGFR) and Bruton's tyrosine kinase (BTK).

·

Abivertinib is a third-generation epidermal growth factor receptor (EGFR) inhibitor that irreversibly targets mutant forms of EGFR in advanced
non-small cell lung cancer (NSCLC) patients resistant to first-line EGFR kinase inhibitor therapies.

·

Abivertinib also irreversibly binds to the BTK receptor, preventing the phosphorylation of the receptor that occurs during activation. Abivertinib
has shown potent immunomodulatory activities in vitro with potent inhibition of key pro-inflammatory cytokine production, including IL-1 beta,
IL-6 and TNF-alpha. These cytokines are associated with acute respiratory distress syndrome (ARDS) and cytokine release syndrome (CRS) or
cytokine storm complicating COVID-19 resulting in disease progression with poor outcomes in patients.
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Abivertinib Drug Targets:
·

Abivertinib Targets Epidermal Growth Factor Receptor (EGFR) Mutations in Cancer Cells
Figure 1. EGFR Signaling Transduction Pathway in Regulation of NSCLC Cell Proliferation

·

Abivertinib Targets Bruton's Tyrosine Kinase (BTK)
Figure 2. BTK Signaling Transduction Pathways in Regulation of Malignant B Lymphocyte Proliferation and Cytokine Expression
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Abivertinib - Mode of Actions
·

Abivertinib as EGFR Inhibitor for NSCLC
Acquired T790M mutation in EGFR is the most common cause of resistance for patients with advanced NSCLC who have progressed
after first line EGFR TKIs. The development of the third-generation (3G) EGFR TKIs focused on three key aspects: i) the inhibition of
T790M isoform-specific kinase activity, ii) maintaining efficacy against exon 19 and 21 mutations, and iii) sparing the inhibition of
wild-type EGFR. Abivertinib, discovered by ACEA Therapeutics (a wholly-owned subsidiary of Sorrento Therapeutics), is a
pyrrolopyrimidine-based irreversible 3G EGFR TKI, and is structurally distinct from all other 3G pyrimidine-based EGFR inhibitors.

·

Abivertinib as BTK Inhibitor for B-Cell Malignancies
Bruton’s tyrosine kinase (BTK) is a clinically validated target for the treatment of B-cell malignancies, including relapsed or refractory
(R/R) B-cell lymphoma, mantle cell lymphoma (MCL), marginal zone lymphoma (MZL), chronic lymphocytic leukemia (CLL)/small
lymphocytic.
Abivertinib is also a potent BTK inhibitor, selectively, and irreversibly inhibiting the phosphorylation of BTK with IC50 value at 1.6
nM and its downstream target proteins at low nM range. Abivertinib occupied BTK targets in human peripheral blood mononuclear
cells (PBMCs) with IC50 value at 0.78 nM.

·

Abivertinib as Potent Inhibitor of Cytokines for COVID-19 Associated Cytokine Storm
BTK is a critical molecule in immune regulation and host inflammatory responses. Abivertinib has shown potent anti-inflammatory
and immune modulation activities by inhibiting key pro-inflammatory cytokines including IL-1beta, IL-6 and TNF-alpha. These
cytokines are associated with the acute respiratory distress syndrome (ARDS) in the COVID-19 patients.
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Abivertinib – Clinical Experience and Preclinical Experiments
·

Abivertinib for Cancer Indications
NSCLC (Pivotal Trial) - Among 209 response evaluable NSCLC patients who developed resistance to first line TKIs (Figure 3):
o 93.3 % (n/N: 195/209) subjects achieved tumor shrinkage at target lesions
o 57.4% (n/N: 120/209) subjects achieved the best overall responses (confirmed + unconfirmed PR)
o 52.2% (n/N: 109/209) subjects achieved confirmed PR
o 24.9 months OS
In the pivotal study conducted in China using Abivertinib as a second line treatment of 227 heavily pretreated NSCLC patients with
resistant EGFR mutations were enrolled. Among 209 response evaluable patients, confirmed ORR was 52.2%. Disease control rate
(DCR) was 88.0%. The median duration of response (DoR) and progression-free survival (PFS) was 8.5 months and 7.5 months,
respectively. The median overall survival (OS) was 24.9 months.
The study result of the data as of March 2019 was published online
https://clincancerres.aacrjournals.org/content/early/2021/11/04/1078-0432.CCR-21-2595.

in

Clinical

Cancer

Research

at:

Abivertinib showed similar efficacy compared to Osimertinib, the only FDA-approved third generation EGFR inhibitor, but with a
different resistant mechanism it can provide a potential alternative in NSCLC (Xu, X, et al Mol Cancer Ther 15: 2586-2597, 2016;
Zhang, YC et al, EBioMedicine 43:180-187, 2019; Zhang, YC et al, Neoplasia 41: 41-51, 2019; Zhang YC et al, Sci. Bull. 64:499-503,
2019).
Figure 3. Waterfall plots for best percentage change in target-lesion size by investigator assessment are shown for evaluable patients in
Phase 2.

The color key indicates the response to 300 mg BID of Abivertinib.
Abbreviation: CR, complete response; NE: not evaluable; PD, progressive disease; PR, partial response; SD, stable disease
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B-Cell Lymphoma (Phase 1/2 Trial) (as of 08/28/2020)
o
o
o

63.6% ORR (n/N: 14/22)
95.5% DCR (n/N: 21/22)
19.7 Months PFS

Table 1: Efficacy of Abivertinib for treatment of R/R B-Cell Lymphoma

§

A Phase 1 study designed to determine the recommended Phase 2 dose (RP2D) of Abivertinib in patients with pre-treated R/R B-cell
lymphoma (part 1) and to evaluate the safety and preliminary efficacy in patients with selected disease (part 2) was completed. Abivertinib
has been investigated in an open-label phase 1 study with dose optimization (part 1) and dose expansion (part 2) (NCT03060850) in patients
with R/R B–cell lymphoma. Twenty-nine patents were enrolled into 4 dose cohorts (200 mg QD, 150 mg BID, 200 mg BID and 300 mg
BID). In all dose cohorts, Abivertinib occupied BTK target up to 100% in patient’s PBMCs and achieved ORR of 54.2% and DCR of 95.8%.
At 200 mg BID, the ORR was 81.8% (9/11) and the DCR was 100%. Abivertinib was shown to be well tolerated across the dosing cohorts.
The most common adverse events (AEs) (all grades) regardless of causality were neutropenia (58.6%), thrombocytopenia (44.8%), diarrhea
(34.5%), anemia (34.5%) and ALT elevation (34.5%). The most common (>10%) grade 3 or 4 AEs regardless of causality were neutropenia
(24.1%), and thrombocytopenia (17.2%). Treatment-related serious adverse events (SAEs) occurred in 27.6% (8/29) of patients, and no death
occurred during the treatment period. The SAEs associated with first generation BTK inhibitors such as Ibrutinib, including serious bleeding,
atrial fibrillation, bruising, and tumor lysis syndrome, were not reported with Abivertinib treatment. Based on the safety and efficacy data,
150 mg BID was selected as RP2D for B-cell malignancies.

§

The Phase 1 results were published in EHA, 2019. The abstract is available at: https://library.ehaweb.org/eha/2019/24th/266315/
min.yang.a.phase.i.study.of.the.btk.inhibitor.abivertinib.28ac001029.in.patients.html?
f=listing%3D3%2Abrowseby%3D8%2Asortby%3D1%2Amedia%3D1

§

Abivertinib is effective for the treatment of R/R B-cell lymphoma in multiple disease types including MZL, MCL, CLL and follicular
lymphoma (FL). Based on the effective dose cohorts (200mg QD, 150mg BID and 200mg BID) of 22 response evaluable subjects, the ORR
was 63.6%, DCR was 95.5, and PFS was 19.7 months (data cut off time: 08/28/2020)
5

Prostate Cancer (IND for Phase 2 Trial To-Be-Filed)
§

Preclinical studies suggest that BTK inhibitors can inhibit prostate cancer (PCa) cell proliferation, migration and invasion and androgen
synthesis, particularly from extragonadal precursor steroids. Kokabee and colleagues (Kokabee, L. et al., Cancer Biol Ther. 16(11):1604-15,
2015.) and Zhu and colleagues (Zhu, Z. et al., Onco Targets Ther. 13:4113-4122, 2020.) have shown that BTK expression is elevated in
several PCa cell lines and tumors. Inhibition of BTK with BTK-C siRNA demonstrates that alternative BTK protein isoforms (i.e., BTK-C)
contribute to PCa cell survival. Kokabee and Zhu found that BTK-C represents more than 50% of the total BTK expression in PCa cells.
Ibrutinib and other BTK inhibitors were analyzed in LNCaP (AR+) and DU145 (AR-) prostate cancer cells (Kokabee 2015) and DU145 and
PC3 prostate cancer cell lines (Zhu 2020) and showed significant dose-dependent responses with apoptosis of PCa cells. These data indicate
that, in addition to its utility in B cell lymphomas, targeting BTK may be a potent therapeutic approach for advanced PCa, particularly
castration-resistant metastatic PCa

§

Assessment of Abivertinib anti-PCa activity in vitro revealed a dose-dependent sensitivity of metastatic PCa cell lines to Abivertinib:
Abivertinib treatment induced apoptotic PCa cell death at low doses for lymph node metastasized PCa cells (LNCaP) while cancer cells
isolated from bone marrow and brain PCa metastasis (PC3, DU145) responded at higher doses of Abivertinib (not shown).

§

Oral administration of Abivertinib in mice bearing the human PCa tumor showed a dose-dependent anti-tumoral effect in a preclinical
xenograft tumor model, using human DU145 cells isolated from advanced PCa brain metastasis.
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Abivertinib for COVID-19 (Two Phase 2 trials Completed)
o
o

100 mg once-a-day oral capsule for hospitalized COVID-19 patients
US trial (N=96) and Brazil trial (N=400)

For Severe Ordinal Scale (OS) Category 5 COVID-19 Patients (“At-Risk COVID-19 Patients”) identified to be beneficial with
Abivertinib treatment at Day 28 (D28):
·

Abivertinib reduced the risk of death or respiratory failure by:
o 48% In the US trial: (death or respiratory failure: 21.7% in the Abivertinib group vs. 41.7% in the placebo plus SoC control group)
o 45% In the Brazil trial: (death or respiratory failure: 30.4% Abivertinib vs. 55.6% placebo plus SoC controls)

·

Abivertinib reduced the ICU stay by:
o 2 days in the US trial: (8.6 days average stay in ICU in Abivertinib group vs. 10.6 days in placebo plus SoC control group)

§

Abivertinib has the potential to fill the unmet need for At-Risk COVID-19 Patients and significantly reduce progression to intubation with invasive
mechanical ventilation, extracorporeal membrane oxygenation (ECMO) and death.

§

Two Phase 2 studies of hospitalized patients with COVID-19-induced respiratory compromise were conducted as placebo-controlled studies in the
setting of standard of care (SoC) treatments for COVID-19: US study (N=96) and Brazil study (N=400).

§

Preliminary results from these two Phase 2 studies demonstrated that subjects with milder COVID-19 respiratory compromise at baseline in the full
analysis set (FAS) population, those with the 9-point Ordinal Scale (OS) category ≤ 4 (oxygen by mask or nasal prongs), experienced a slight
protective effect with Abivertinib. For example, in the 45 subjects in the US study in this category, the Abivertinib group showed approximately a 4%
improvement in the primary efficacy endpoint of alive and free of respiratory failure at Day 28 (D28). Whereas in the 33 subjects in OS category ≥ 5
(non-invasive ventilation or high-flow oxygen supplementation at baseline), the Abivertinib group showed a 20% improvement or a 5-fold
improvement in response rate in this more at-risk population. Additionally, in the US study, the OS category ≥ 5 subjects in the Abivertinib group had
a shorter ICU stay by 2 days (8.6 vs. 10.6 days) compared to the placebo group. The Brazil study data confirmed these results in the at-risk population
of OS category 5 at baseline.

§

In summary, the Abivertinib group for the At-Risk COVID-19 Patients (OS category 5 or greater) showed a 48% (US) and 45% (Brazil) reduced
risk of death or respiratory failure at one month (the primary endpoint), respectively. Death or respiratory failure in the US trial was 21.7% in the
Abivertinib group vs. 41.7% for the placebo plus SoC control group and in Brazil: 30.4% Abivertinib vs. 55.6% placebo plus SoC controls,
respectively. Compared to the lower risk COVID-19 patients (OS category 4 or less), the results with Abivertinib for category 5 patients showed 5-fold
higher response rate. The overall safety summary showed that Abivertinib was well tolerated with most events deemed unrelated. None of the deaths
or SAEs were deemed by the investigators to be related to treatment. These safety results were confirmed in the Brazil study.
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§

Separate Phase 2 clinical trials recently concluded in the US and Brazil for the treatment of acute respiratory distress syndrome (ARDS) associated
with SARS-CoV-2 viral infection. While all patient groups improved with treatment, the US study identified At-Risk Patients who were the best
responders: those who were category 5 in the 9-point OS: those subjects who required oxygen supplementation with non-invasive ventilation or high
flow oxygen at baseline. In the US study, At-Risk Patients were discharged on average 2 days sooner from the ICU. In both US and Brazil studies there
were about 50% reduced risks of death or mechanical ventilation. Confirmatory results from two parallel studies in US and Brazil demonstrate the
likelihood that a Phase 3 pivotal study in the higher risk category may show similar results of avoiding invasive mechanical ventilation, ECMO or
death.
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Abivertinib for Autoimmune Diseases
Systemic lupus erythematosus (SLE) (IND for Phase 2 Trial To-Be-Filed):
The therapeutic effect of Abivertinib for the treatment of Systemic lupus erythematosus (SLE) was studied in two mouse models (BXSB
and MRL/lpr mice) that spontaneously develop lupus-like disease and recapitulate several pathological features of the human disease.
·

In the study with BXSB mice, Abivertinib strongly suppressed both serum autoantibodies levels and proteinuria. In addition, Abivertinib also
significantly reduced splenomegaly and lymphadenopathy.

·

In studies using the MRL/lpr SLE model, Abivertinib also significantly reduced autoantibodies, proteinuria, lymphadenopathy, and
splenomegaly.
Figure 4: Abivertinib Reduces Disease Severity in SLE Mouse Models

A and B: BXSB mice (n=7) were treated with Abivertinib (50 mg/kg PO, BID) or vehicle. Disease progression was monitored A)
weekly by serologic analysis for anti-dsDNA and anti-nuclear (ANA) autoantibodies and by proteinuria. B) After 21 weeks of
treatment, spleen and lymph node weights were examined. Quantifications for all animals are shown as bar graphs. C and D) Dose
response study of Abivertinib in the lupus prone MRL/lpr strain. MRL/lpr mice (n=10) were treated with Abivertinib (30/100/300
mg/kg, PO, QD) or vehicle for 21 weeks and disease was monitored by C) Serum levels of anti-dsDNA and antinuclear (ANA)
autoantibodies. D) Representative pictures of spleen and lymph nodes and corresponding tissue weights are shown. Data are shown as
mean ± SEM. Statistical analyses include unpaired t test and 1-way ANOVA. Asterisks indicate statistical significance * P<0.05, **
P<0.01, *** P<0.001, **** P<0.0001
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Multiple Sclerosis (MS) (IND for Phase 2 Trial To-Be-Filed):
In this study, we investigated the immunological effects of Abivertinib using Experimental Autoimmune Encephalitis (EAE) mouse
model. The results showed that Abivertinib dose-dependently ameliorated clinical EAE severity and associated body weight loss.
Figure 5. Abivertinib Pretreatment Attenuates Clinical Signs in EAE Mouse Model.

C57BL/6 mice were pretreated with 100mg/kg (n = 10), 200mg/kg (n = 10), 300mg/kg Abivertinib (n = 10) or vehicle control (n=10)
daily by oral gavage beginning 7 days prior to the MOG immunization. Clinical EAE scores were assessed daily and body weight was
measured once per week.
Data represent mean+ SEM. Grey asterisks indicate statistical significance between vehicle and 100mg/kg Abivertinib treatment;
Green asterisks indicate statistical significance between vehicle and 200mg/kg Abivertinib treatment; Red asterisks indicate statistical
significance between vehicle and 300mg/kg Abivertinib treatment. *P<0.05, ** P<0.01, *** P<0.001.
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Graft-versus-Host Disease (GvHD) (IND for Phase 2 Trial To-Be-Filed):
We investigated the therapeutic effect of the BTK inhibitor, Abivertinib, against GvHD by using humanized-PBMC-NSG mice, which
are widely used as models of human-to-mouse xenogeneic GvHD. Our study has shown that Abivertinib has beneficial effects such as
improving the survival rate and preventing weight loss in GvHD mice.
Figure 6. Abivertinib Improves Survival and Reduces Body Weight Loss in Xenograft Mouse Model

Immunodeficient NSG recipients were engrafted with human PBMC at week 0. Groups (n=10) were either given daily oral gavage of
vehicle, or Abivertinib 50mg/kg (BID) beginning one week prior to the PBMC transplantation and continued for 13 weeks. Mice were
monitored for survival (A) and body weight (B). Data represent the mean ± SEM in (B). Asterisk indicates statistical significance
between vehicle treatment and Abivertinib treatment groups: * P<0.05, ** P< 0.01, *** P<0.001.
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Exhibit 99.2

FOR IMMEDIATE RELEASE

November 29, 2021
SORRENTO PUBLISHES AN ABIVERTINIB TEASER ENTITLED “ABIVERTINIB – A
FRANCHISE ORAL THERAPEUTIC FOR CANCER, COVID-19 AND AUTOIMMUNE DISEASES”
SAN DIEGO, November 29, 2021 (GLOBE NEWSWIRE) -- Sorrento Therapeutics, Inc. (Nasdaq: SRNE, "Sorrento") today announced the publication of
a Teaser titled “Abivertinib – a Franchise Oral Therapeutic for Cancer, COVID-19 and Autoimmune Diseases” (“Abivertinib Teaser”). Sorrento intends to
use the Abivertinib Teaser to engage in discussions with interested third parties in the pharmaceutical industry.
The key highlights of the Abivertinib Teaser are outlined below:
·

Abivertinib for COVID-19 (Two Phase 2 trials Completed)
o 100 mg once-a-day oral capsule for hospitalized COVID-19 patients
o US trial (N=96) and Brazil trial (N=400)

For Severe Ordinal Scale (OS) Category 5 COVID-19 Patients (“At-Risk Group”) identified to be beneficial with Abivertinib treatment at
Day 28 (D28):
o Abivertinib reduced the risk of death or respiratory failure:
• by 48% in US trial (death or respiratory failure: 21.7% in the Abivertinib group vs. 41.7% in the placebo plus Standard of Care (SoC)
control group)
• by 45% in Brazil trial (death or respiratory failure: 30.4% Abivertinib vs. 55.6% placebo plus SoC controls)
o

·

Abivertinib reduced the ICU stay:
• by 2 days in the US trial (8.6 days average stay in ICU in Abivertinib group vs. 10.6 days in placebo plus SoC control group)

Abivertinib for Cancer Indications
NSCLC (Pivotal Trial: N=229) - Among 209 response evaluable NSCLC patients who developed resistance to first line Tyrosine
Kinase Inhibitors (TKIs):
o

93.3% (n/N: 195/209) subjects achieved tumor shrinkage at target lesions

o
o
o

57.4% (n/N: 120/209) subjects achieved the best ORR (confirmed + unconfirmed PR)
52.2% (n/N: 109/209) subjects achieved confirmed PR
24.9 months OS

B-Cell Lymphoma (Phase 1/2 Trial) (as of 08/28/2020)
o 63.6% ORR (n/N: 14/22)
o 95.5% DCR (n/N: 21/22)
o 19.7 Months PFS
·

Abivertinib – A Broad Pipeline for Cancer, COVID-19 and Autoimmune Diseases ($61B Market)

About Sorrento Therapeutics, Inc.
Sorrento is a clinical and commercial stage biopharmaceutical company developing new therapies to treat cancer, pain (non-opioid treatments),
autoimmune disease and COVID-19. Sorrento's multimodal, multipronged approach to fighting cancer is made possible by its extensive immuno-oncology
platforms, including key assets such as fully human antibodies (“G-MAB™ library”), immuno-cellular therapies (“DAR-T™”), antibody-drug conjugates
(“ADCs”), and oncolytic virus (“Seprehvec™”). Sorrento is also developing potential antiviral therapies and vaccines against coronaviruses, including
Abivertinib, COVIGUARD™, COVI-AMG™, COVISHIELD™, COVI-MSC™ and COVIDROPS™; and diagnostic test solutions, including
COVITRACK™, COVISTIX™ and COVITRACE™.

Sorrento's commitment to life-enhancing therapies for patients is also demonstrated by our effort to advance a first-in-class (TRPV1 agonist) non-opioid
pain management small molecule, resiniferatoxin (“RTX”), and SP-102 (10 mg, dexamethasone sodium phosphate viscous gel) (SEMDEXA™), a novel,
viscous gel formulation of a widely used corticosteroid for epidural injections to treat lumbosacral radicular pain, or sciatica, and to commercialize
ZTlido® (lidocaine topical system) 1.8% for the treatment of post-herpetic neuralgia. RTX has completed a Phase IB trial for intractable pain associated
with cancer and a Phase 1B trial in osteoarthritis patients. SEMDEXA is in a pivotal Phase 3 trial for the treatment of lumbosacral radicular pain, or
sciatica. ZTlido® was approved by the FDA on February 28, 2018.
For more information visit www.sorrentotherapeutics.com.
Forward-Looking Statements
This press release and any statements made for and during any presentation or meeting contain forward-looking statements related to Sorrento
Therapeutics, Inc., under the safe harbor provisions of Section 21E of the Private Securities Litigation Reform Act of 1995 and subject to risks and
uncertainties that could cause actual results to differ materially from those projected. Forward-looking statements include statements regarding abivertinib,
including the potential safety and clinical benefits thereof; the efficacy of abivertinib in COVID-19 patients, non-small cell lung cancer patients and B-Cell
lymphoma patients; the potential for data results to be replicated or continue to show improved clinical safety or efficacy; and Sorrento’s position in the
pharmaceutical industry. Risks and uncertainties that could cause our actual results to differ materially and adversely from those expressed in our forwardlooking statements, include, but are not limited to: risks related to Sorrento's technologies and prospects, including, but not limited to risks related to
seeking regulatory approval for abivertinib; clinical development risks, including risks in the progress, timing, cost, and results of clinical trials and product
development programs; risk of difficulties or delays in obtaining regulatory approvals; risks that clinical study results may not meet any or all endpoints of
a clinical study and that any data generated from such studies may not support a regulatory submission or approval; risks that prior test, study and trial
results may not be replicated in future studies and trials; risks of manufacturing and supplying drug product; risks related to leveraging the expertise of its
employees, subsidiaries, affiliates and partners to assist Sorrento in the execution of its therapeutic antibody product candidate strategies; risks related to
the global impact of COVID-19; and other risks that are described in Sorrento's most recent periodic reports filed with the Securities and Exchange
Commission, including Sorrento's Annual Report on Form 10-K for the year ended December 31, 2020, and subsequent Quarterly Reports on Form 10-Q
filed with the Securities and Exchange Commission, including the risk factors set forth in those filings. Investors are cautioned not to place undue reliance
on these forward-looking statements, which speak only as of the date of this release and we undertake no obligation to update any forward-looking
statement in this press release except as required by law.
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