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In 2020, some of the most common newly diagnosed cancers in patients globally included:

The burden of cancer has a significant societal and economic impact globally. In the United 
States alone, researchers at the National Cancer Institute estimated in a 2020 study that 
annual deaths from cancer accounted for as many as 4,000,000 potential years of life lost 
nationally. New treatments have the potential to help millions of people worldwide.

18,100,000
patients globally were 
diagnosed with cancer 
in 2018

2,200,000
Lung Cancer

1,900,000
Colorectal Cancer

905,000
Liver Cancer

573,000
Bladder Cancer

324,000
Skin Melanoma

9,500,000 
patients globally died 
from cancer in 2018, 
including 18 patients 
every minute

29,500,000 
patients globally are expected to 
be diagnosed annually with cancer 
by 2040; 16,400,000 patients 
globally are expected to die 
from cancer annually by 2040
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As I reflect on this past year, like all of you, I could not have 
imagined what 2020 had in store. At times it seemed that 
every aspect of our lives was being tested. We all navigated 
not just the COVID-19 pandemic and its disruptions to our 
work and home routines, but also the turmoil of political 
division, racial injustice, and economic hardships that put 
the complexities of the human experience front and center. 
In the midst of all this change and unrest, it has been difficult 
at times to hold on to the things in our lives that inspire 
hope and the promise of a better tomorrow. But it is often in 
difficult times that we find the pathways to personal growth 
and better ways to solve big challenges.

We have seen our industry and its academic and 
government partners come together in inspiring ways 
to develop new diagnostic tests, identify treatments that 
improved outcomes and develop and manufacture, in 
record time, robust vaccines that have allowed us to find a 
light at the end of the tunnel.

I joined Kinnate as President and CEO just as the initial 
cases of COVID-19 were making headlines. The last year has 
been an incredible journey for Kinnate as we underwent 
tremendous growth and change during these most unusual 
times. We built our team, advanced our pipeline, and 
successfully conducted our IPO, all while working “virtually.” 
As a distributed R&D organization, we were fortunate 
to be structured to benefit from remote work and I am 
incredibly proud of how our team adapted to a new reality 

and balanced the demands of advancing our pipeline of 
targeted therapies with the many challenges happening 
around us and our loved ones.

Patients Are Waiting 

Kinnate is driven by the urgency of cancer patients who need 
more effective therapies. We utilize our deep expertise in 
structure-based drug discovery, translational research, and 
patient-driven precision medicine, which we refer to as our 
Kinnate Discovery Engine, to develop targeted therapies. 

Our lead programs include candidates for cancers driven 
by specific oncogenic alterations in the BRAF, FGFR2, 
and FGFR3 kinase genes. To move our programs forward, 
Kinnate has brought together an experienced management 
team of precision oncology experts, a well-respected 
Board of Directors, and scientific advisors at premier 
academic institutions.

Precision medicine has improved outcomes for many 
patients through the availability of genomic technologies 
and new targeted therapies. However, there are still far 
too many patients who are not benefiting from currently 
approved medicines. In fact, it is estimated that only 10% of 
all patients with advanced or metastatic cancer today are 
eligible for targeted therapies and many of those 10% will 
find themselves not responding to these treatments. This 
substantial unmet patient need is the opportunity that we 
are focused on at Kinnate.
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“�This year has been an incredible 
journey for Kinnate as we underwent 
tremendous growth and change during 
these most unusual times. We built 
our team, advanced our pipeline, and 
successfully conducted our IPO. Most 
importantly, we remained steadfastly 
committed to our vision of building 
a world-class company driven by the 
urgency of cancer patients who need 
more effective therapies.”

To Our Shareholders,

Nima Farzan, President & CEO



Specifically, our Kinnate Discovery Engine identifies and 
targets kinases that drive difficult-to-treat, genomically 
defined diseases. Kinase inhibition is a proven approach to 
fighting cancer, and for nearly two decades, has addressed 
an increasing number of oncology indications. Through 
this approach, we have built a pipeline of kinase inhibitor 
candidates that we believe will benefit patients in three well-
defined patient populations:

 � those with cancers that harbor known oncogenic drivers 
with no currently available targeted therapy;

 � those with genomically well-characterized tumors that have 
intrinsic resistance to currently available treatments; and

 � those whose tumors have acquired resistance over the 
course of therapy to currently available treatments.

Due to advancements in genomic profiling and our close 
working relationships with our collaborators at leading 
cancer research institutions, we have developed a deep 
expertise and understanding of specific oncogenic drivers. 
By focusing on these drivers and applying the validated 
capabilities of our Kinnate Discovery Engine, we believe 
that we will have a more efficient development path with 
a greater likelihood of success for the patients waiting for 
new treatment options. 

Our Progress 

Through all the challenges of 2020, our team — our employees, 
investors, scientific collaborators, R&D partners, and Board 
of Directors — demonstrated it is our greatest strength. In 
the moment when we needed it most, we came together 
and committed to finding solutions to advance our current 
candidate pipeline. The milestones we reached together have 
positioned us to continue our growth into the new year and 
beyond. Specifically:

 � In December 2020, we completed our successful initial 
public offering, raising $276 million in aggregate gross 
proceeds and getting listed on The Nasdaq Global Select 
Market under the ticker symbol KNTE. 

 � Our RAF and FGFR candidates have demonstrated proof of 
concept in preclinical models and, subject to our planned 
Investigational New Drug (IND) submissions taking effect, 
we anticipate initiating a Phase 1 clinical trial for KIN-2787 in 
2021 and an additional Phase 1 clinical trial for KIN-3248 in 
the first half of 2022.

 � We have advanced the development of KIN-2787 to 
remain on track for an IND filing in the first half of 2021 
following encouraging pre-IND feedback from the U.S. 
Food and Drug Administration (FDA). KIN-2787, currently 
our most advanced product candidate, is a RAF inhibitor 
we are developing for the treatment of patients with lung 
cancer, melanoma, and other solid tumors. Unlike available 
treatments that target only Class I BRAF kinase mutations, 
we have designed KIN-2787 to target Class II and Class 
III BRAF mutations, where it would be a first-line targeted 
therapy, in addition to covering Class I BRAF mutations.

 � We have selected KIN-3248 as our lead FGFR inhibitor 
candidate for the treatment of patients with intrahepatic 
cholangiocarcinoma and urothelial carcinoma. Our FGFR 
candidates are designed to address clinically observed 
mutations in FGFR2 and FGFR3 that drive resistance to 
current therapies. We anticipate filing an IND for KIN-3248 
with the FDA in the first half of 2022.

 � We continued to advance a number of other small 
molecule research programs, including a CDK12 inhibitor 
in our KIN-004 program targeted towards a variety of 
difficult to treat solid tumors.

 � We also expanded our organization with 31 full-time 
employees as of December 31, 2020, of which 24 were 
engaged in R&D activities.

For Kinnate, 2020 began with a vision to build a world class 
company to deliver targeted therapies in oncology. We ended 
the year by growing our team substantially, advancing our 
pipeline towards the clinic and becoming a public company, 
with the resources required to deliver on our mission.

Thank you for your continued support and we look forward 
to keeping you informed on our progress.

Sincerely,

Nima Farzan 
President & CEO 
Kinnate Biopharma Inc.
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Biochemical inhibition assays of indicated FGFR-targeting reference compounds and KIN-3248 against
WT FGFR1, FGFR2, and FGFR3 and selected FGFR2 and FGFR3 resistance mutations.

Enzymatic inhibition of KIN-3248 compared to erdafitinib, pemigatinib and futibatinib in internal

head-to-head comparisons measuring FGFR family kinases and common resistance mutations. Biochemical

activity is measured by a shift in electrophoretic mobility of a peptide substrate upon phosphorylation with

the designated FGFR kinase. The potency of kinase inhibition is presented as the concentration of specified

compound that inhibited 50% of the maximum kinase activity (IC50). Kinase inhibition assays were

performed at 100 uM ATP concentration with no pre-incubation of the compounds with the kinase. In the

lower section of the table, the relative inhibitory activity of the specified compound toward mutant versus

respective WT kinase was displayed as fold differences in IC50. Ratios <10X (as highlighted by green text

for KIN-3248) represented equivalent kinase inhibition of either the resistance mutation or corresponding

WT kinase. Ratios >10X (as highlighted by red text) represented a substantial loss of activity against the

indicated resistance mutation compared to the corresponding WT kinase.

In preclinical studies, our FGFR-targeting molecules demonstrated equivalent inhibition of cell viability in

human CCLP-1 cholangiocarcinoma cells engineered to express either unmutated FGFR2 gene fusions (WT) or

comparable gene fusions that harbor secondary resistance mutations (e.g., V565F and N550K). As depicted in the

table below, in preclinical studies, KIN-3248 demonstrated substantial and similar inhibition of cell viability in

WT and specific mutant FGFR2 gene fusion positive CCLP-1 human cells. Other FGFR-targeting compounds

were assayed in the same studies and displayed significantly less inhibition of specific mutant FGFR2 alleles. For

example, pemigatinib and futibatinib had EC50 values for the FGFR2 V565F mutation that were more than

10,000 nM and 170 nM, respectively. Fold-differences in sensitivity between WT and specific mutant FGFR2

alleles are presented in the lower part of the table.

In addition to the V565F and N550K acquired resistance mutations described above, there are other

clinically relevant mutations, including additional gatekeeper mutations, V565L and V565I, and other activating

mutations such as M538I in FGFR2. These mutations may limit the potency of both approved FGFR inhibitors

(erdafitinib and pemigatinib) and FGFR therapies in clinical development, such as RLY-4008. KIN-3248

demonstrates a ratio less than 6-fold for these resistance mutations compared to the unmutated FGFR fusion in

cellular settings. This suggests that KIN-3248 has a unique ability to retain activity across V565L, V565I, and

M538I, and therefore demonstrates a potential advantage in limiting the appearance of these resistance mutations

in FGFR2-driven cancers.
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KIN-3248 cellular inhibition of FGFR2 fusion gene-driven CCLP-1 cells bearing clinically relevant
resistance mutations that limit the potency of FGFR targeted therapies.

Sensitivity of engineered CCLP-1 cells to specified compounds is indicated by the concentration of

compound required to effect a 50% reduction in cell viability (EC50) in the upper section of the table. The

corresponding fold-difference between resistance mutations and unmutated WT FGFR2 fusion alleles is

indicated in the lower section of the table. Ratios <10X (as highlighted by green text for KIN-3248)

represented equivalent inhibition of CCLP-1 cells expressing either the indicated resistance mutation or the

WT FGFR2 fusion. Ratios >10X represented a significant loss of inhibition against the indicated resistance

mutation compared to the WT FGFR2 fusion, while ratios >100X (as highlighted by red text) represented a

substantial loss of activity against the indicated resistance mutation compared to the WT FGFR2 fusion in

these cellular viability assays.

The currently approved FGFR inhibitors bind to the kinase active site in a reversible binding mode. By

modifying small molecules with a reactive chemical warhead that irreversibly (covalently) reacts with a specific

cysteine amino acid found in the active site of the kinase, we believe that FGFR inhibitors can achieve enhanced

selectivity and potency across clinically-relevant secondary resistance mutations, including those that have been

observed among futibatinib-treated patients.

Examples of approved kinase inhibitors that employ this irreversible binding mode include Imbruvica

(ibrutinib) and Tagrisso (osimertinib), each of which covalently reacts with a specific cysteine found in the active

sites of BTK and EGFR kinases, respectively. Similar to osimertinib’s irreversible binding to EGFR while

maintaining activity against T790M gatekeeper mutations, our designs enable an irreversible interaction with the

cysteine in the FGFR1, FGFR2, and FGFR3 kinase active site, while avoiding the hindrance of binding by

gatekeeper mutations that was observed with futibatinib.

Clinical Development Plan

We plan to file an IND for KIN-3248 with the FDA in the first half of 2022 and, subject to such submission

taking effect, initiate a Phase 1 clinical trial in the first half of 2022. In this program, we plan to adopt many of

the same principles as our RAF program but to primarily focus on cancers that are driven by alterations in

FGFR2 and FGFR3.

Specifically, we are planning for the following:

• a Phase 1 trial design that incorporates both sequential dose escalation and dose expansion phases;

• enrollment of patient populations with molecularly-defined FGFR2- or FGFR3-alteration driven

cancers; and
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• expansion into a number of cohorts defined by disease or biomarker.

The figure below illustrates our current clinical development plan for our FGFR program.

Clinical development plan for KIN-3248 in patients with FGFR2- and FGFR3-driven advanced solid
tumors.

CDK12 (KIN004) and Other Research Programs

CDK12 (KIN004)

We are also advancing a number of other small molecule research programs, including a CDK12 inhibitor in

our KIN004 program. CDK12 is an essential regulator of DDR genes and no approved CDK12-targeting

therapies are currently available or, to our knowledge, in clinical development. We are developing a candidate to

target the unmet clinical need in the treatment of OC, mCRPC and TNBC.

Despite the significant clinical benefits of approved poly ADP-Ribose polymerase (PARP) inhibitors in the

treatment of eligible patients with advanced or metastatic OC and mCRPC, and immune checkpoint inhibitors

(ICIs) (including PD-1 and PD-L1 targeting agents) for those with TNBC, acquired drug resistance remains a

significant challenge in the majority of cases.

We believe that targeted CDK12 inhibition with a selective small molecule therapeutic offers the potential

to:

• significantly augment the clinical benefits of PARP inhibitors, chemotherapeutic agents and ICIs in the

subset of these cancer patients who are currently eligible to be treated with these drugs; and

• therapeutically sensitize cancers from expanded populations of OC, mCRPC and TNBC patients who

are not currently eligible to receive PARP inhibitors or ICIs, and who yet may gain substantial benefit

from combination therapy with either PARP inhibitors, conventional chemotherapies, or an ICI agent.

CDK12 is a critical regulator of both the DDR pathway and neoantigen formation in tumors. The figure

below illustrates the CDK12 pathway regulating DDR gene transcription. We are developing selective CDK12

irreversible kinase inhibitors that are designed to induce DDR deficiencies in patients with DDR-proficient

tumors.
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Therapeutic CDK12 inhibition sensitizes cancer cells to existing cancer therapies through two distinct
mechanisms which operate in parallel.

(Left) CDK12 inhibition significantly reduces expression of DNA damage response (DDR) genes through its

selective impact on transcription of long genes, many of which encode regulators of the DNA damage

pathway. This inhibition leads to dramatic sensitization of cancer cells to DNA damaging chemotherapy and

PARP inhibitors (PARPi). (Right) CDK12 inhibition is expected to produce large tandem duplications in

cellular DNA that express neoantigens that are subsequently presented on the cell surface. We expect that

expression of these neoantigens provides a unique opportunity to synergize with immune checkpoint

inhibitors (ICIs) to produce an enhanced anti-tumor immune response.

CDK12 inhibition sensitizes tumors to DNA damaging agents and induces synthetic lethality in both

DDR-deficient and, more importantly, DDR-proficient tumors. Synthetic lethality is an approach in oncology

drug development that is focused on identifying and selecting patient subgroups with specific genomic alterations

in tumors that are most likely to benefit from these therapies and improving tolerability and reducing toxicity by

not affecting normal, non-cancerous cells.

Our goal is to limit the expression of DDR genes including BRCA1 and BRCA2, among other DDR genes,

to shift DDR-proficient tumors into a sensitized DDR-deficient state. This would enable a synthetic lethality

approach in DDR-proficient tumors via combination therapy with currently approved PARP inhibitors.

Additionally, in published third party preclinical studies, CDK12 inactivation induced formation of large

tandem duplications that expressed as fusion-induced neoantigens and synergized with ICIs to augment an

enhanced anti-tumor immune response, which we anticipate will translate to a deeper and more durable clinical

benefit.

CDK12 has a novel cysteine in the active site of the enzyme, enabling specificity via an irreversible

(covalent) binding mode as described for our FGFR program. We have employed structure-based drug discovery

efforts from an early co-crystal structure that led to highly specific small molecules to CDK12, as shown by the

kinome profile in the figure below.
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Selective CDK12 kinase enzymatic inhibition as demonstrated by kinome profiling of KIN004.

Kinome tree depicting kinase selectivity for KIN004 at 1000 nM across 275 kinases in single dose, duplicate

measurements (272 kinases at Thermo Fisher Scientific and 3 kinases at Reaction Biology Europe GmbH).

Percent (%) inhibition is relative to DMSO control. Kinases with >50% inhibition are shown with circle size

indicating the relative potency as depicted in the legend. Kinome tree graphic was generated using CORAL

(http://phanstiel-lab. med.unc.edu/CORAL/).

Following kinome profiling, related CDK family members were tested in radiometric enzymatic assays and

demonstrated a >40X selectivity of CDK12 compared to CDK7 and CDK9 and >50X selectivity of CDK12

compared to CDK2. These active sites are highly related among the CDK family members and these selectivity

ratios enable specific targeting of CDK12 in vivo.

Inhibitory concentrations 50% (IC50s) determined from dose-response inhibition curves of kinases
inhibited in the kinome profiling.

KIN004 follow-up 10 point dose response kinase assays demonstrated selective CDK12 inhibition compared

to highly homologous CDK2, CDK7, and CDK9 family members. Results in the table represent IC50

averages (from curves fitted with a 4-parameter analysis) of greater than 3 independent experiments for

CDK7, CDK9, and CDK12, and 2 independent experiments for CDK2 performed at Reaction Biology

Europe GmbH. All radiometric assays were performed for 30 minutes with an optimal ATP concentration

for the respective kinase.

In our preclinical studies, selective CDK12 pharmacological inhibition via biweekly, intravenous

administration of a compound in the KIN004 program demonstrated tumor regressions at 25 mg/kg in two

independent BRCA1/2 WT breast (HCC70 tumors) and ovarian (OVCAR-3) tumors implanted in athymic nude
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mice shown in the figure below. This is important as DDR-deficient tumors (e.g., BRCA1 mutant) are

hypersensitive to both CDK12 and PARP inhibition. This proof of concept suggests that CDK12 inhibition

impacted DDR pathways and has the potential to expand into patient populations beyond those settings that are

currently approved for treatment with PARP inhibitors.

Anti-tumor activity of KIN004 in DDR-proficient breast and ovarian tumors in vivo.

HCC70 breast tumors (left) and OVCAR-3 ovarian tumors (right) represent BRCA1/2 WT cancers that were

DDR-proficient and were not sensitized to PARP inhibitor treatment. KIN004 was dosed at 25 mg/kg twice

per week by intravenous administration and tumor volumes represent averages of n=8 tumors / group

+/-SEM.

Treatment of HCC70 tumor xenografts with 25 mg/kg KIN004 demonstrated a time-dependent inhibition of

biomarkers known to be the target of CDK12 activity in the cell. The same HCC70 tumors demonstrated

time-dependent inhibition of gene expression of known DDR genes including BRCA1 and BRCA2 shown in the

central panel of the outlined figure below. As a control, MCL1 expression was measured as this gene is regulated

by CDK7, and no change in expression was observed. The absence of any effect of KIN004 on gene expression

of MCL1 confirmed the selective inhibition of CDK12 over CDK7 that was demonstrated in biochemical assays.

This in vivo modulation of CDK12-regulated DDR genes in BRCA1/2 WT tumors further supports the

mechanism by which DDR-proficient tumors are converted to a DDR-deficient state by selective pharmacological

CDK12 irreversible inhibition.
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CDK12 inhibition downregulated DDR gene expression in vivo in breast tumors.

(Left) HCC70 tumors treated with 25 mg/kg KIN004 demonstrated time-dependent inhibition of

phosphorylation of RNA Polymerase II on serine 2. Middle (teal outlined cluster of 2 graphs): Treatment of

HCC70 tumors with 25 mg/kg KIN004 decreased expression of BRCA1 and BRCA2 as expected since

CDK12 activity is well-documented as regulating transcription of these and additional DNA damage

response genes. (Right) KIN004 did not modulate MCL1 gene expression in vivo and signals selective

CDK12 inhibition relative to CDK7 inhibition. CDK7 is known to regulate MCL1 gene expression, a

proapoptotic gene, and lack of CDK7 inhibition is expected to leave MCL1 gene expression unaffected as

depicted in the graph. All time points represent analysis of n=3 HCC70 tumors for each readout presented.

In all figures above, black circles represent untreated tumors (Vehicle) for reference and teal circles

represent tumors treated by intravenous administration with 25 mg/kg of KIN004.

We are currently optimizing an orally bioavailable compound series in the KIN004 program. Additionally,

we are evaluating fusion-induced neoantigen generation with selective pharmacological CDK12 inhibition in

mouse cancer models with intact immune systems. These ‘‘proof of mechanism’’ studies will enable combination

efficacy experiments with immune checkpoint inhibitors (ICIs - e.g., anti-PD-1 monoclonal antibody) to

understand the synthetic lethality potential of this combination approach. There is an evolving biological

understanding of CDK12 inactivating mutations in prostate and ovarian cancers that produce fusion-induced

neoantigens, sensitizing these tumors for combinations with ICIs. Currently ICIs are being tested clinically in

patients with tumors with naturally occurring inactive CDK12.

Additional Research Programs

Our Kinnate Discovery Engine is continuing to execute on target and lead identification to develop

therapeutics that address oncogenic drivers in high unmet need populations. Additionally, we are exploring

intrinsic and acquired resistance mechanisms to drugs that are currently approved or in development to improve

clinical benefit and response rates. To enable efficiency, we are leveraging our global collaborations with leaders

at a variety of academic centers, respected industry partners, and key opinion leader networks, to identify

additional development opportunities that complement our internal research and development efforts.

Competition

The pharmaceutical and biotechnology industries are characterized by rapidly advancing technologies,

intense competition and a strong emphasis on proprietary products. While we believe that our technology, the

expertise of our team, and our development experience and scientific knowledge provide us with competitive
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advantages, we face increasing competition from many different sources, including pharmaceutical and

biotechnology companies, academic institutions, governmental agencies and public and private research

institutions. Product candidates that we successfully develop and commercialize may compete with existing

therapies and new therapies that may become available in the future.

Many of our competitors, either alone or with their collaborators, have significantly greater financial resources,

established presence in the market, and expertise in research and development, manufacturing, preclinical and clinical

testing, obtaining regulatory approvals and reimbursement and marketing approved products than we do. These

competitors also compete with us in recruiting and retaining qualified scientific and management personnel,

establishing clinical trial sites and patient registration for clinical trials, as well as in acquiring technologies

complementary to, or necessary for, our programs. Smaller or early-stage companies may also prove to be significant

competitors, particularly through collaborative arrangements with large and established companies. Additional mergers

and acquisitions may result in even more resources being concentrated in our competitors.

Our commercial potential could be reduced or eliminated if our competitors develop and commercialize

products that are safer or more effective, have fewer or less severe side effects, and are more convenient or less

expensive than products that we may develop. Our competitors also may obtain FDA or other regulatory

approval for their products more rapidly than we can, which could result in our competitors establishing a strong

market position before we are able to enter the market or could otherwise make our development more

complicated. We believe the key competitive factors affecting the success of all of our programs are likely to be

efficacy, including DoR and breadth of coverage, safety and patient convenience.

There are currently three BRAF-targeted kinase inhibitor drugs approved for use in Class I BRAF

mutations: Novartis AG’s Tafinlar (dabrafenib), Zelboraf (vemurafenib) and Braftovi (encorafenib) are used in

BRAF mutated melanomas, Tafinlar (dabrafenib) is also used in BRAF mutated NSCLC and anaplastic thyroid

cancer, and Braftovi (encorafenib) is also used in mutated CRC. PLX8394, a BRAF homodimer disruptor, is

currently in Phase II clinical trials with Fore Biotherapeutics Inc., but is limited to a subset of BRAF Class II

alterations that are driven by BRAF homodimers. Second-generation BRAF dimer signaling inhibitors, such as

LXH254 and GDC-5573 (HM95573, RG6185) (belvarafenib), designed to inhibit MAPK pathway signaling

without causing pathway rebound, are in Phase I clinical trials with Novartis AG and Genentech, a member of

the Roche Group, respectively. Mapkure, LLC’s BGB-3245 and Day One Pharmaceuticals DAY101 are also

currently in clinical development and there are other RAF inhibitors currently in development.

There are two currently approved selective FGFR2 and FGFR3 inhibitors: Incyte Corporation’s Pemazyre

(pemigatinib) and Janssen Biotech, Inc.’s Balversa (erdafitinib). There are a number of programs in clinical

development, including Taiho Oncology, Inc.’s TAS120 (futibatinib) and QED Therapeutics, Inc.’s BGJ398.

Relay Therapeutics, Inc. has an FGFR2-specific candidate in clinical development (RLY-4008) that has been

shown to be FGFR1-sparing, which may indicate less measurable hyperphosphatemia, a challenge associated

with this class of medications that can be managed clinically, but it has shown limited potency against FGFR3.

FGFR1-sparing approaches, such as Relay’s FGFR2 candidate, are believed to be typically less effective at

inhibiting the N550 molecular brake mutation, a highly fit mutation that can drive resistance.

Our Scientific Collaborations

To help advance our programs, we are working with Massachusetts General Hospital Cancer Center, a

leading clinical research institution, and plan to enter into additional collaborations. Each of these collaborations

is (or will be) focused on translational strategies to support the clinical study of our new therapy candidates. For

example, we will work with these research organizations to:

• define emerging patient populations;

• demonstrate selective in vitro and in vivo activity and define dose-exposure pharmacodynamic

relationships in clinically relevant models;

• test prioritized compounds against specific mutations and fusions;

• investigate mechanism of action-the specific biochemical interaction through which a drug substance

produces its pharmacological effect-to support the refinement of strategies for patient selection and

patient stratification for both monotherapy and rationale combinations; and

• develop biomarker-based development strategies that will drive patient selection in our clinical

programs.

33



We have also established collaborations through service agreements with global CROs, under which we

utilize over 150 full-time equivalent personnel to provide scale and expertise in areas including, among others,

research chemistry, chemical manufacturing, biology, pharmacology and toxicology, and clinical studies.

Intellectual Property

We strive to protect and enhance the proprietary technology, inventions and improvements that are

commercially important to our business, including obtaining, maintaining and defending our patent rights. We

own the patent applications relating to our lead and planned product candidates. Our policy is to seek to protect

our proprietary position by, among other methods, filing patent applications and obtaining issued patents in the

United States and in markets outside of the United States directed to our proprietary technology, inventions,

improvements and product candidates that are important to the development and implementation of our business.

We also rely on trade secrets and know-how relating to our proprietary technology and product candidates and

continuing innovation to develop, strengthen and maintain our proprietary position in the field of oncology. We

also plan to rely on data exclusivity, market exclusivity and patent term extensions when available. Our

commercial success will depend in part on our ability to obtain and maintain patent and other proprietary

protection for our technology, inventions, improvements and product candidates; to preserve the confidentiality of

our trade secrets; to defend and enforce our proprietary rights, including any patents that we may own or license

in the future; and to operate without infringing on the valid and enforceable patents and other proprietary rights

of third parties.

As of March 9, 2021, our patent portfolio consisted of issued patents and pending patent applications that

we own related to our RAF, FGFR and CDK12 programs. In total, as of that date, we owned two issued United

States patents, 11 pending United States patent applications, six international patent applications filed under the

Patent Cooperation Treaty (PCT application) and 19 pending patent applications in various markets outside of the

United States, including Europe, China and Japan.

With respect to KIN-2787, we own a pending PCT application and pending patent applications in the

United States, Taiwan and Argentina with claims covering KIN-2787 as composition of matter, pharmaceutical

compositions and related methods of use. Any patents that may issue from our pending patent applications

related to KIN-2787 are expected to expire in October 2040, absent any patent term adjustments or patent term

extensions for regulatory delay.

With respect to KIN-3248, we own pending patent applications in the United States with claims covering

KIN-3248 as composition of matter, pharmaceutical compositions and related methods of use. Any patents that

may issue from our pending patent applications related to KIN-3248 are expected to expire in June 2041, absent

any patent term adjustments or patent term extensions for regulatory delay.

With respect to KIN004, we own one issued United States patent, a pending PCT application, and pending

patent applications in the United States, Europe, China, Japan and other markets outside of the United States.

The issued United States patent covering KIN004 as composition of matter, pharmaceutical compositions and

related methods of use is expected to expire in June 2039, absent any patent term extensions for regulatory delay.

Any patents that may issue from our pending patent applications are expected to expire between June 2039 and

December 2040, absent any patent term adjustments or patent term extensions for regulatory delay.

We also possess substantial know-how and trade secrets relating to the development and commercialization

of our product candidates, including related manufacturing processes and technology.

With respect to our product candidates and processes that we intend to develop and commercialize in the

normal course of business, we intend to pursue patent protection covering, when possible, compositions, methods

of use, dosing and formulations. We may also pursue patent protection with respect to manufacturing and drug

development processes and technologies.

Issued patents can provide protection for varying periods of time, depending upon the date of filing of the

patent application, the date of patent issuance and the legal term of patents in the countries in which they are

obtained. In general, patents issued for patent applications filed in the United States can provide exclusionary

rights for 20 years from the earliest effective filing date. The term of United States patents may be extended by

delays encountered during prosecution that are caused by the USPTO, also known as patent term adjustment. In

addition, in certain instances, the term of an issued U.S. patent that covers or claims an FDA approved product

can be extended to recapture a portion of the term effectively lost as a result of the FDA regulatory review

34



period, which is called patent term extension. The restoration period cannot be longer than five years and the

total patent term, including the restoration period, must not exceed 14 years following FDA approval. The term

of patents outside of the United States varies in accordance with the laws of the foreign jurisdiction, but typically

is also 20 years from the earliest effective filing date. However, the actual protection afforded by a patent varies

on a product-by-product basis, from country-to-country and depends upon many factors, including the type of

patent, the scope of its coverage, the availability of regulatory-related extensions, the availability of legal

remedies in a particular country and the validity and enforceability of the patent.

The patent positions of companies like ours are generally uncertain and involve complex legal and factual

questions. No consistent policy regarding the scope of claims allowable in patents in the field of oncology has

emerged in the United States. The relevant patent laws and their interpretation outside of the United States are

also uncertain. Changes in either the patent laws or their interpretation in the United States and other countries

may diminish our ability to protect our technology or product candidates and could affect the value of such

intellectual property. In particular, our ability to stop third parties from making, using, selling, offering to sell or

importing products that infringe our intellectual property will depend in part on our success in obtaining and

enforcing patent claims that cover our technology, inventions and improvements. We cannot guarantee that

patents will be granted with respect to any of our pending patent applications or with respect to any patent

applications we may file in the future, nor can we be sure that any patents that may be granted to us in the

future will be commercially useful in protecting our products, the methods of use or manufacture of those

products. Moreover, even our issued patents may not guarantee us the right to practice our technology in relation

to the commercialization of our products. Patent and other intellectual property rights in the pharmaceutical and

biotechnology space are evolving and involve many risks and uncertainties. For example, third parties may have

blocking patents that could be used to prevent us from commercializing our product candidates and practicing

our proprietary technology, and our issued patents may be challenged, invalidated or circumvented, which could

limit our ability to stop competitors from marketing related products or could limit the term of patent protection

that otherwise may exist for our product candidates. In addition, the scope of the rights granted under any issued

patents may not provide us with protection or competitive advantages against competitors with similar

technology. Furthermore, our competitors may independently develop similar technologies that are outside the

scope of the rights granted under any issued patents. For these reasons, we may face competition with respect to

our product candidates. Moreover, because of the extensive time required for development, testing and regulatory

review of a potential product, it is possible that, before any particular product candidate can be commercialized,

any patent protection for such product may expire or remain in force for only a short period following

commercialization, thereby reducing the commercial advantage the patent provides.

Commercialization

We intend to retain significant development and commercial rights to our product candidates and, if

marketing approval is obtained, to commercialize our product candidates on our own, or potentially with a

partner, in the United States and other regions. We currently have no sales, marketing or commercial product

distribution capabilities. We intend to build the necessary infrastructure and capabilities over time for the

United States, and potentially other regions, following further advancement of our product candidates. Clinical

data, the size of the addressable patient population, the size of the commercial infrastructure and manufacturing

needs may all influence or alter our commercialization plans.

Manufacturing

We do not own or operate, and currently have no plans to establish, any manufacturing facilities. We rely,

and expect to continue to rely, on third parties for the manufacture of our product candidates for preclinical and

clinical testing, as well as for commercial manufacturing if any of our product candidates obtain marketing

approval. We also rely, and expect to continue to rely, on third parties to package, label, store and distribute our

investigational product candidates, as well as our commercial products if marketing approval is obtained. We

believe that this strategy allows us to maintain a more efficient infrastructure by eliminating the need for us to

invest in our own manufacturing facilities, equipment and personnel while also enabling us to focus our expertise

and resources on the development of our product candidates.

To date, we have obtained for our product candidates active pharmaceutical ingredients (API) from Regis

Technologies, Inc. and Patheon API Services, Inc. and drug product from Serán BioScience, Inc., each of whom we

currently rely on as single-source CMOs. We are in the process of developing our supply chain for each of our product
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candidates and intend to put in place framework agreements under which third-party CMOs will generally provide us

with necessary quantities of API and drug product on a project-by-project basis based on our development needs.

As we advance our product candidates through development, we will explore adding backup suppliers for

the API and drug product for each of our product candidates to protect against any potential supply disruptions.

We generally expect to rely on third parties for the manufacture of any companion diagnostics we may

develop.

Government Regulation

Government authorities in the United States at the federal, state and local level and in other countries

regulate, among other things, the research, development, testing, manufacture, quality control, approval, labeling,

packaging, storage, record-keeping, promotion, advertising, distribution, post-approval monitoring and reporting,

marketing and export and import of drug and biological products. Generally, before a new drug can be marketed,

considerable data demonstrating its quality, safety and efficacy must be obtained, organized into a format specific

for each regulatory authority, submitted for review and approved by the regulatory authority.

U.S. Drug Development

In the United States, the FDA regulates drugs under the Food, Drug, and Cosmetic Act (FDCA). Drugs also

are subject to other federal, state and local statutes and regulations. The process of obtaining regulatory approvals

and the subsequent compliance with appropriate federal, state, local and foreign statutes and regulations requires

the expenditure of substantial time and financial resources. Failure to comply with the applicable U.S.

requirements at any time during the product development process, approval process or post-market may subject

an applicant to administrative or judicial sanctions. These sanctions could include, among other actions, the

FDA’s refusal to approve pending applications, withdrawal of an approval, a clinical hold, untitled or warning

letters, product recalls or market withdrawals, product seizures, total or partial suspension of production or

distribution, injunctions, fines, refusals of government contracts, restitution, disgorgement and civil or criminal

penalties. Any agency or judicial enforcement action could have a material adverse effect on us.

Our product candidates are considered small molecule drugs and must be approved by the FDA through the NDA

process before they may be legally marketed in the United States. The process generally involves the following:

• completion of extensive preclinical studies in accordance with applicable regulations, including studies

conducted in accordance with GLP;

• submission to the FDA of an IND, which must become effective before human clinical trials may

begin;

• approval by an independent IRB, or ethics committee at each clinical trial site before each trial may be

initiated;

• performance of adequate and well-controlled human clinical trials in accordance with applicable IND

regulations, good clinical practice (GCP) requirements and other clinical trial-related regulations to

establish substantial evidence of the safety and efficacy of the investigational product for each proposed

indication;

• submission to the FDA of an NDA after completion of all pivotal trials;

• determination by the FDA within 60 days of its receipt of an NDA to accept the filing for substantive

review;

• satisfactory completion of an FDA pre-approval inspection of the manufacturing facility or facilities

where the drug will be produced to assess compliance with cGMP requirements assuring that the

facilities, methods and controls are adequate to preserve the drug’s identity, strength, quality and purity;

• potential FDA audit of the preclinical study and/or clinical trial sites that generated the data in support

of the NDA filing;

• FDA review and approval of the NDA, including consideration of the views of any FDA advisory

committee, prior to any commercial marketing or sale of the drug in the United States; and

• compliance with any post-approval requirements, including the potential requirement to implement a

Risk Evaluation and Mitigation Strategy (REMS), and the potential requirement to conduct

post-approval studies.
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The data required to support an NDA are generated in two distinct developmental stages: preclinical and

clinical. The preclinical and clinical testing and approval process requires substantial time, effort and financial

resources, and we cannot be certain that any approvals for any current and future product candidates will be

granted on a timely basis, or at all.

Preclinical Studies and IND

The preclinical developmental stage generally involves laboratory evaluations of drug chemistry, formulation

and stability, as well as studies to evaluate toxicity in animals, which support subsequent clinical testing. The

sponsor must submit the results of the preclinical studies, together with manufacturing information, analytical

data, any available clinical data or literature and a proposed clinical protocol, to the FDA as part of the IND. An

IND is a request for authorization from the FDA to administer an investigational product to humans and must

become effective before human clinical trials may begin.

Preclinical studies include laboratory evaluation of product chemistry and formulation, as well as in vitro

and animal studies to assess the potential for adverse events and in some cases to establish a rationale for

therapeutic use. The conduct of preclinical studies is subject to federal regulations and requirements, including

GLP regulations for safety/toxicology studies. An IND sponsor must submit the results of the preclinical tests,

together with manufacturing information, analytical data, any available clinical data or literature and plans for

clinical studies, among other things, to the FDA as part of an IND. Some long-term preclinical testing, such as

animal tests of reproductive adverse events and carcinogenicity, may continue after the IND is submitted. An

IND automatically becomes effective 30 days after receipt by the FDA, unless before that time the FDA raises

concerns or questions related to one or more proposed clinical trials and places the trial on clinical hold. In such

a case, the IND sponsor and the FDA must resolve any outstanding concerns before the clinical trial can begin.

As a result, submission of an IND may not result in the FDA allowing clinical trials to commence.

Clinical Trials

The clinical stage of development involves the administration of the investigational product to healthy

volunteers or patients under the supervision of qualified investigators, generally physicians not employed by or

under the trial sponsor’s control, in accordance with GCP requirements, which include the requirement that all

research subjects provide their informed consent for their participation in any clinical trial. Clinical trials are

conducted under protocols detailing, among other things, the objectives of the clinical trial, dosing procedures,

subject selection and exclusion criteria and the parameters to be used to monitor subject safety and assess

efficacy. Each protocol, and any subsequent amendments to the protocol, must be submitted to the FDA as part

of the IND. Furthermore, each clinical trial must be reviewed and approved by an institutional review board

(IRB) for each institution at which the clinical trial will be conducted to ensure that the risks to individuals

participating in the clinical trials are minimized and are reasonable in relation to anticipated benefits. The IRB

must also approve the informed consent form that must be provided to each clinical trial subject or his or her

legal representative and must monitor the clinical trial until completed. There also are requirements governing the

reporting of ongoing clinical trials and completed clinical trial results to public registries.

A sponsor who wishes to conduct a clinical trial outside of the United States may, but need not, obtain FDA

authorization to conduct the clinical trial under an IND. If a foreign clinical trial is not conducted under an IND,

the sponsor may submit data from the clinical trial to the FDA in support of an NDA. The FDA will generally

accept a well-designed and well-conducted foreign clinical trial not conducted under an IND if the trial was

conducted in accordance with the ethical principles contained in the Declaration of Helsinki pursuant to 21 CFR

312.120(c)(4), incorporating the 1989 version of the Declaration, or with the laws and regulations of the foreign

regulatory authority where the trial was conducted, such as the European Medicines Agency (EMA), whichever

provides greater protection of the human subjects, and with GCP and GMP requirements, and the FDA is able to

validate the data through an onsite inspection, if deemed necessary, and the practice of medicine in the foreign

country is consistent with the United States.

Clinical trials in the United States generally are conducted in three sequential phases, known as Phase 1,

Phase 2 and Phase 3, and may overlap.

• Phase 1 clinical trials generally involve a small number of healthy volunteers or disease-affected

patients who are initially exposed to a single dose and then multiple doses of the product candidate.

The primary purpose of these clinical trials is to assess the metabolism, pharmacologic action,

tolerability and safety of the drug.
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• Phase 2 clinical trials involve studies in disease-affected patients to determine the dose and dosing

schedule required to produce the desired benefits. At the same time, safety and further pharmacokinetic

and pharmacodynamic information is collected, possible adverse effects and safety risks are identified,

and a preliminary evaluation of efficacy is conducted.

• Phase 3 clinical trials generally involve a large number of patients at multiple sites and are designed to

provide the data necessary to demonstrate the effectiveness of the product for its intended use and its

safety in use, and to establish the overall benefit/risk relationship of the product and provide an

adequate basis for product approval. These trials may include comparisons with placebo and/or other

comparator treatments. The duration of treatment is often extended to mimic the actual use of a product

during marketing.

Post-approval trials, sometimes referred to as Phase 4 clinical trials, are conducted after initial marketing

approval. These trials are used to gain additional experience from the treatment of patients in the intended

therapeutic indication. In certain instances, the FDA may mandate the performance of Phase 4 clinical trials as a

condition of approval of an NDA.

Progress reports detailing the results of the clinical trials, among other information, must be submitted at

least annually to the FDA. The sponsor is also responsible for submitting written IND safety reports, including

reports of serious and unexpected suspected adverse events, findings from other studies suggesting a significant

risk to humans exposed to the drug, findings from animal or in vitro testing that suggest a significant risk for

human subjects, and any clinically significant increase in the rate of a serious suspected adverse reaction over

that listed in the protocol or investigator brochure.

Phase 1, Phase 2 and Phase 3 clinical trials may not be completed successfully within any specified period,

if at all. The FDA or the sponsor may suspend or terminate a clinical trial at any time on various grounds,

including a finding that the research subjects or patients are being exposed to an unacceptable health risk.

Similarly, an IRB can suspend or terminate approval of a clinical trial at its institution if the clinical trial is not

being conducted in accordance with the IRB’s requirements or if the drug has been associated with unexpected

serious harm to patients. Additionally, some clinical trials are overseen by an independent group of qualified

experts organized by the clinical trial sponsor, known as a data safety monitoring board or committee. This group

provides authorization for whether a trial may move forward at designated check-points based on access to

certain data from the trial.

Concurrent with clinical trials, companies usually complete additional animal safety studies and also must

develop additional information about the chemistry and physical characteristics of the drug as well as finalize a

process for manufacturing the product in commercial quantities in accordance with cGMP requirements. The

manufacturing process, as performed by the manufacturing facility, must be capable of consistently producing

quality batches of our product candidates. Additionally, appropriate packaging must be selected and tested, and

stability studies must be conducted to demonstrate that our product candidates do not undergo unacceptable

deterioration over their labeled shelf life.

We may be required to develop and implement additional clinical trial policies and procedures designed to

help protect subjects from the COVID-19 virus. For example, in March 2020, the FDA issued a guidance, which

the FDA subsequently updated, on conducting clinical trials during the pandemic, which describes a number of

considerations for sponsors of clinical trials impacted by the pandemic, including the requirement to include in

the clinical trial report contingency measures implemented to manage the clinical trial, and any disruption of the

clinical trial as a result of the COVID-19 pandemic; a list of all subjects affected by the COVID-19-pandemic

related study disruption by unique subject identifier and by investigational site and a description of how the

individual’s participation was altered; and analyses and corresponding discussions that address the impact of

implemented contingency measures (e.g., participant discontinuation from investigational product and/or study,

alternative procedures used to collect critical safety and/or efficacy data) on the safety and efficacy results

reported for the clinical trial. In June 2020, FDA also issued a guidance on good manufacturing practice

considerations for responding to COVID-19 infection in employees in drug products manufacturing, including

recommendations for manufacturing controls to prevent contamination of drugs.

NDA Review Process

Following completion of the clinical trials, data is analyzed to assess whether the safety and efficacy of the

investigational product has been demonstrated for the proposed indicated use or uses. The results of preclinical
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studies and clinical trials are then submitted to the FDA as part of an NDA, along with proposed labeling,

chemistry and manufacturing information to ensure product quality and other relevant data. In short, the NDA is

a request for approval to market the drug in the United States for one or more specified indications and must

contain proof of safety and efficacy for a drug.

The application must include both negative and ambiguous results of preclinical studies and clinical trials, as

well as positive findings. Data may come from company-sponsored clinical trials intended to test the safety and

efficacy of a product’s use or from a number of alternative sources, including studies initiated by investigators.

To support marketing approval, the data submitted must be sufficient in quality and quantity to establish the

safety and efficacy of the investigational product to the satisfaction of the FDA. FDA approval of an NDA must

be obtained before a drug may be legally marketed in the United States.

Under the Prescription Drug User Fee Act (PDUFA), as amended, each NDA must be accompanied by a

user fee. The FDA adjusts the PDUFA user fees on an annual basis. PDUFA also imposes an annual program fee

for each marketed human drug. Fee waivers or reductions are available in certain circumstances, including a

waiver of the application fee for the first application filed by a small business. Additionally, no user fees are

assessed on NDAs for products designated as orphan drugs, unless the product also includes a non-orphan

indication.

The FDA reviews all submitted NDAs before it accepts them for filing and may request additional

information rather than accepting the NDA for filing. The FDA must make a decision on accepting an NDA for

filing within 60 days of receipt. Once the submission is accepted for filing, the FDA begins an in-depth review

of the NDA. Under the goals and policies agreed to by the FDA under PDUFA, the FDA has 10 months, from

the filing date, in which to complete its initial review of a new molecular-entity NDA and respond to the

applicant, and six months from the filing date of a new molecular-entity NDA designated for priority review. The

FDA does not always meet its PDUFA goal dates for standard and priority NDAs, and the review process is

often extended by FDA requests for additional information or clarification.

Before approving an NDA, the FDA will conduct a pre-approval inspection of the manufacturing facilities

for the new product to determine whether they comply with cGMP requirements. The FDA will not approve the

product unless it determines that the manufacturing processes and facilities are in compliance with cGMP

requirements and adequate to assure consistent production of the product within required specifications. The FDA

also may audit data from clinical trials to ensure compliance with GCP requirements. Additionally, the FDA may

refer applications for novel drug products or drug products which present difficult questions of safety or efficacy

to an advisory committee, typically a panel that includes clinicians and other experts, for review, evaluation and

a recommendation as to whether the application should be approved and under what conditions, if any. The FDA

is not bound by recommendations of an advisory committee, but it considers such recommendations when

making decisions on approval. The FDA likely will reanalyze the clinical trial data, which could result in

extensive discussions between the FDA and the applicant during the review process. After the FDA evaluates an

NDA, it will issue an approval letter or a Complete Response Letter. An approval letter authorizes commercial

marketing of the drug with specific prescribing information for specific indications. A Complete Response Letter

indicates that the review cycle of the application is complete, and the application will not be approved in its

present form. A Complete Response Letter usually describes all of the specific deficiencies in the NDA identified

by the FDA. The Complete Response Letter may require additional clinical data, additional pivotal Phase 3

clinical trial(s) and/or other significant and time-consuming requirements related to clinical trials, preclinical

studies and/or manufacturing. If a Complete Response Letter is issued, the applicant may either resubmit the

NDA, addressing all of the deficiencies identified in the letter, or withdraw the application. Even if such data and

information are submitted, the FDA may decide that the NDA does not satisfy the criteria for approval. Data

obtained from clinical trials are not always conclusive and the FDA’s interpretation of data may differ from our

interpretation.

Orphan Drugs

Under the Orphan Drug Act, the FDA may grant orphan designation to a drug or biological product intended

to treat a rare disease or condition, which is generally a disease or condition that affects fewer than

200,000 individuals in the United States, or more than 200,000 individuals in the United States and for which

there is no reasonable expectation that the cost of developing and making the product available in the United

States for this type of disease or condition will be recovered from sales of the product.
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