To: Merus N.V. (jlclark@woodphillips.com)
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UNITED STATESPATENT AND TRADEMARK OFFICE (USPTO)
OFFICE ACTION (OFFICIAL LETTER) ABOUT APPLICANT'STRADEMARK APPLICATION

U.S. APPLICATION
SERIAL NO. 79225691

MARK: DOCK & * 79225691*

BLOCK

CORRESPONDENT
ADDRESS GENERAL TRADEMARK

JEFFREY L CLARK INFORMATION:

WOOD PHILLIPS http://www.uspto.gov/trademar ks/index.j sp
KATZ CLARK &
MORTIMER

500 W MADISON VIEW YOUR APPLICATION FILE
STREET SUITE 1130

CHICAGO, IL 60661

APPLICANT: Merus
N.V.

CORRESPONDENT'S
REFERENCE/DOCKET
NO:

11137T00050U
CORRESPONDENT
E-MAIL ADDRESS:

jlclark@woodphillips.com

REQUEST FOR RECONSIDERATION DENIED
ISSUE/MAILING DATE: 4/16/2019
INTERNATIONAL REGISTRATION NO. 1386289

The trademark examining attorney has carefully reviewed applicant’ s request for reconsideration and is denying the request for the reason stated
below. See37 C.F.R. §2.63(b)(3); TMEP 88715.03(a)(ii)(B), 715.04(a). The following refusal made final in the Office action dated October 2,
2018, is maintained and continuesto be final: SECTION 2(e)(1) PARTIAL REFUSAL. See TMEP 88715.03(a)(ii)(B), 715.04(a). The
following requirement made final in the Office action is satisfied: INDEFINITE IDENTIFICATION OF GOODS. See TMEP
§8715.03(a)(ii)(B), 715.04(a).

In the present case, applicant’s request has not resolved all the outstanding issues, nor does it raise a new issue or provide any new or
compelling evidence with regard to the outstanding issue in the final Office action. In addition, applicant’s analysis and arguments are not
persuasive nor do they shed new light on the issues. Accordingly, the request is denied.
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If applicant has aready filed atimely notice of appeal with the Trademark Trial and Appea Board, the Board will be notified to resume the
appeal. See TMEP §715.04(q).

If no appeal has been filed and time remains in the six-month response period to the final Office action, applicant has the remainder of the
response period to (1) comply with and/or overcome any outstanding final requirement(s) and/or refusal(s), and/or (2) file a notice of appeal to
the Board. TMEP 8§715.03(a)(ii)(B); see 37 C.F.R. 82.63(b)(1)-(3). Thefiling of arequest for reconsideration does not stay or extend the time
for filing an appeal. 37 C.F.R. §2.63(b)(3); see TMEP §§715.03, 715.03(a)(ii)(B), (c).

Jesse Nelman
/JesseNelman/
Examining Attorney
Law Office 113

(571) 272-0191
jesse.nelman@uspto.gov
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A Bispecific Antibody Targeting HER2 and HER3 Suppresses Tumor Growth

DOI: 10.1158/2159-8290 CD-RW2018-087 Published July 2018 ) Gheck forupdates

Article Info & Metrics

- Major finding: Unbiased phenotypic combinatorial screening uncovers a bispecific antibody
(bAb) targeting HER2 and HER3.

+ Mechanism: The HER2/HER3-targeted bAb blocks HRG/HERS signaling through a “dock
and block” mechanism.

+ Impact: This bAD design may allow therapeutic targeting in tumors resistant to monoclonal
antibody therapies.

HER2 dimerizes with HER3 to activate PI3K/AKT signaling and
promote tumor growth and survival. Resistance to HER2-targeted
therapies can occur via upregulation of HER3 or its ligand HRG.
These findings support therapeutic approaches aimed at inhibiting
HER3 pathway activation, but these strategies have failed to
provide meaningful clinical benefit. Geuljen and colleagues sought
to identify bispecific antibodies (bAb) that can potently block
PI3K/AKT signaling via HER3. An unbiased phenotypic combinatorial screen of 545 bAbs targeting
both HER2 and HERS identified bAbs that potently inhibited tumer growth. Subsequent

humanization and optimization of the top hit yielded PB4188, a bispecific immunoglobulin G1 (IgG1)

antibody against HER2 and HER3. PB4188 potently inhibited tumor cell growth, even under high
levels of HRG where monoclonal antibodies (MAb) targeting HER2 and HERS failed to suppress

growth. Further, PB4188 inhibited HRG-mediated HER2-HER3 heterodimerization and downstream

signaling. /n vive, PB4188 inhibited HRG-driven tumor growth in a dose-dependent manner in an
ERBB2 (encoding HER2)-amplified breast cancer xenograft model, whereas the tumors were
resistant to the HERZ2-targeted monoclonal antibody trastuzumab. Similar results were observed i

other tumor xenograft and patient-derived xenograft models. PB4188 acted through a “dock and

block” mechanism, with the HER2 antigen binding fragment (Fab) of PB4188 docking and saturating

HER2 binding sites on tumor cells, thereby increasing the local concentration of HER3 Fab to block
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HRG binding to HER3 and abolish downstream signaling. These findings indicate that a IgG1-based

bAD targeting HER2 and HER3 may be effective in tumors with hyperactive HRG/HERS3 signaling
even when mAD therapies have Tailed. Further, bAbs designed with this “dock and block” mode of
action may allow for therapeutic targeting of a broad range of targets where clinical activity cannot

be achieved using mADbs.

Geuifen CA, De Nardis C, Maussang D, Rovers E, Gallenne T, Hendriks LJ, et al. Unbiased
combinatorial screening idenfifies a bispecific IgG1 that pofently inhibits HER3 signaling via HER2-
guided ligand blockade. Cancer Cell 2018,33:922-36.
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Dock and Block: Scientists Develop Technique That Makes tiple theraey
Cells Resistant to HIV

From amfAR, The Foundation for AIDS Research

UNBP4001 10/18

april 18, 2017 Mo Proof of New
HIV Cure, Despite
Headlines -- Here's
What We Know

Scientists at The Scripps Research Institute (TSRI)
have discovered a way of creating HIV- resistant cells
by using antibodies to block HIV directly on the call
surface. Interestingly, in lab experiments, the
resistant cells largely replaced the suscaptible cells,
potentially leading to long-term HIV protaction.

The new tachnique, which researchers raferrad to as The Only Cases of
“a form of cellular vaccination,” has an advantage over :iics::nw
other therapies in that the antibodies are expressed by

the cell and dock on the cell surface rather than float

Beyond the Berlin
freely throughout the bloodstream. This allows the Patient: How [<ETL T

antibodies to block the specific interaction between Researchers Are .
HIV and CD4, the primary cell receptor for entry of the New Trying te Cure Changer.

Maore HIV-Positive Hlv

Pacle (Video)
What Would an HIV “Our will to
Cure Mean for You? flg ht [HIV]

virus. However, the antibodies do not block CD4 from
performing normal cellular activities

Scientists initially used the rhinovirus as a model,
which is responsible for many cases of the common
cold. They used a lentiviral vector to deliver 3 new tells us alot
o e ol e neaw Gene InSAUCted | Study senior author Dr. Richard Lemer (Credit: about who
cells to synthesize antibodies that bind with the human | ieyin Fung, courtesy of amfaR) “Female Condom’ e can be”
cell receptor that rhinovirus needs. prnbeeiiin® Wi .
Rebrand From FDA

In a Darwinian "survival of the fittest” Iab dish, cells
without antibody protection died off, leaving protected cells to survive and multiply, passing on the R
protective gene to new cells. Nertham's
Blackface Med
Researchers then tried the technique against HIV. The School Antics Are S
scientists aimed to protect immune cells normally the Reason Black free of advertiser influznce and
killed by HIV. Using the same technique to discover Doctors Matter vias procuced by our editorial
antibodies that would specifically block the HIV-CD4 . Loyt °”j§::*““"“
interaction, scientists engineered immune calls to Clamycia and = pe
express the antibody gene. The researchers found Reponableifoe
that even after attempted infections in  petri dish, the 10% of New HIV
cells were resistant to HIV. Infections Among
Evaluate their regimen and help MSM, According to
The researchers, led by study senior author Dr New Study
Richard Lerner, Lita Annenberg Hazen Professor of
Immunochemistry at TSRI, plan to collaborate with For Our Stable HIV
investigators at City of Hope's Center for Gene Therapy if:‘zm'si‘:‘;:g'e
suppression | in Los Angeles to evaluate the new therapy before All These Lab
testing in patients. City of Hope currently has active Tests So Often?
clinical trials of using gene therapy and blood stem cell
transplantation to cure HIV. Six Things
Providers Should
“The ultimate goal will be the control of HIV in patients with AIDS without the Know About HIV-
need for other medications,” said Dr. John Zaia, director of the Center for N st
Gene Therapy in the and Stem Cell Tr The goal oot
Institute at City of Hope. will be the control orders
of HIV in patients
Commenting on the study for the San Diego Union-Tribune, amfAR's with AIDS without
associate director of research Dr. Marcella Flores said the "dock and block” the need for other

technique described by these researchers holds promise as an alternative to’
stem cell transplantation. But she said more study is required before patient
trials can commence.

edications.

The findings were published April 12 in Proceedings of the National Academy of Sciences.

Read the full press release here
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2 How some medications work and how we can make them better BLOG HOME

AUG ™=

Or, why you should care about G protein-coupled receptors

TAGS

Ever wondered how that daily beta blocker is actually lowering your blood pressure? Or how clopidogrel thins your blood and
helps stave off heart attack and stroke?
So.do Eric X, Ph.D., and a team of collaborators at Van Andel Research Institute. For more than a decade, they have been

‘BREAST CANCER.
studying a class of receptors on the surface of cells called G protein-coupled seceptors (GPCR) and, st week, they published a
new set of findings in Cell that reveal the Lock-and-key structure of how these eceptors interact with one of their key signaling
proteins, called arrestins

CLINICAL TRIALS COLLABORATION
Why is this important? Because GPCRs are part of the most active and complex network of communication channels among cells

in the human body, and anywhere from 3040 percent of drugs currently on the market (depending on whom you ask) interact

th
RE B3 —
GPCRs in some way CURE PARKINSON'S TRUST
perRession | pooR sToRY
u and the team discovered sequences of three chemical tags called

phosphory! groups that fanction like the combination to a safe, matching up @ FEATURED NEWS

with pockets on arrestins and allowing them to dock onto GPCRs, effectively

block incoming communication on a specific channel

JONES JOVINGE L. BRUNDIN
This is where it gets really important for development of new drugs, in’
E=]
addition to refinement of the ones we already have: if drug development teams
know how to stop a cancer from responding to signals for rapid growth, they LINKED CLINICAL TRIALS (LCT)
could theoretically design new therapeutics to improve wellness across a
MACKEK {ELCHER
litany of different discases
=

At least that's the hope.
PANCREATIC CANCER

And, because GPCRs are so common—there are an estimated 825 different P —

types of GPCRs—the goal s that drugs could be developed to beter treat

tuning the fidelity of signals from the retina to the optic nerve, for instar

RESEARCHEKIEF || ROTHBART

[ [ rcroms oo
Xu and the team hope that the information uncovered in their
Snzosioc
E
In other words, they hope to build better drugs that offer higher response rates and fewer side effects
T
s | |

could possibly help restore at least partial sight to peopk

ith retinopathy.

In addition to answering a longstanding question in basic biclogy.

study can be used to design new therapies that have higher potency and greater specificity than some of those currently available.

What is structural bio

the image below

to learn move.

Yomussen,

A culture of collaboration: Van Andel Research Institute and Michigan State University

Promising results from study of type 2 diabetes drug in treatment of Parkinson's disease
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Synthesising proteins from non-natural building
blocks?

Syntheti bilogy is an cmreing discipline tha s froquenty efered 0 2 the rt of
molecaat ogieering . Birit Wil fom e Usivesy & has b

" on istry of Scie
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ambitions project: she wants to leam how proteins can be modified using non-natural

cancer cels, amongst other things. What is the current state of techrology? Howw
accurately s from individual
components?
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& Engineers of life

important ro gulation of cell
 EGF receptoronthe cells and
cascade that leads " that control cell

division activities. Many types of tumours have a high density of EGF receptors on

dlﬁdml\mlon
fex sigaall

surface and it is thercfore easy to induce cell division. State-of-the-art fumour therapies
tend to focus on the targeted and effective inhibition of EGF receptors. And this is exactly
what D Bigie Wiltch o o . Wilfied Weber' Sybeic Bilgyweckgonp s
the Signalling

b biology methods. “Our goal is to create a new class of EGF

cptor inhibitors,

said the biochemist “However, the project is quite risky and we do not know at present

whether our approach will lead to the ntended objective.

Control of the building-block pool

The project, which will be funded for the
next nine months under the “Biotechnology
‘and Medical Technology Idea Competition’
of the Baden Wornemberg Misistry of

Science, Rescarch and the Arts, is still n its
eatly days. Wiltschi and her research group
plan to modify the EGF molecule in such a

seceptor on the surface of cancer cells and
make cancer cels insensitive to 2 &

o, e Sgoal. Wil s il oo syt
biology methods ather than genctic

manipulation

coding DNA

saal yptophae molecee, i o
e arants info i  sirogen st w3

Sl ence often lead to protein
‘il nerted O Dr. Big Wit

products that no longer function properly
and this is something the researchers would
preferto avoid. In the case of EGF, such modifications might prevent the peptide
molecule from binding to is receptor. Wiltschi and her team plan to arget a lter step in
the production of cellular EGF — namely the point i time at which the amino acids are

This enables that are
normally not used by the cells. Non-natural building blocks of this kind usually only
iffer stightly from the ,llu»lmeu[m!md building blocks; in many cases,

a few atoms. But they are atoms that p
the properties the o ol looking for

In order to achieve their goal, Wiltschi and
her team are using an approach that has been
known since the 1950, but has only gained.
importance for the production of synthetic
proteins n the last few ears. The

archers produce EGE in E. coli cells that
are unable o produce the handful of amino
acids that would be re

y out protein biosynthesis on their own.
“This gives us control over the type of
amino acid the bacteria use in their

quired for them to

proteins,” said Wilschs explaining that the.

rescarchers are not only able to use amino

acids that are normally requited for the

synthesis of proteins, but can also add.
Sines

100 micescope image o E <ol bacteria ©
Rocky Mosetan Laborstore, NIAID, NI

syhetically modified
building bocks oy have miniml sl difreacs e e dimeasicnl e
4. H

uilding blocks have extaordinary chemical chaacteristis, which e ble to ater the
biological & tentialy in such a way that EGF
binds 1 itsreceptor and interferes with,rather than activates, s function

A Trojan Horse or pipe dreams

Wiltschi and her team
able to show with other proteins that their
approach works in principle. For instance.
they were able to replace allthe proline
cesidues in green fluorescent protein (GFP)

have already been

by using minimally modified synthetic
proline derivatives, in which a proton is
exchanged for a fluorine atom. The.
substiution of a proton with a fluorine atom.
d to a GFP protein that folded much more
ik nd ety o s ot il
“The structure of the pr

cmin e s, bt s o el
molecules alter the folding characteristcs of
the entire molecule,” said Wiltschi. “This is
the fascination — and the potential - of the
technology that is being used.”

Lt Moot 77 ol it e
e

o o e i s e
ot whicha aociassom was mserid. 6 D Bigit

The researchers now hope to use the e

aforementioned principle to manipulate the.

chemical characterisics of EGF molecles.

If everything goes to plan, the EGF receptor will not be able o differentiate between

modified and natural EGF.

thereby blocking

o cances el Anotes possy would b o et amin cid tht et o,

which would tu EGF into a kind of Trojan horse that will dock to cancer cells and

destroy them

onto add “ar the moment it i sill 2 pipe dreans’

alling cascade in the cancer cells and the uncontrolled division

‘But it remains to be scen whether allthis will work,” said Wiltschi going

‘The field of synhetic biology isstill very young. Until now, researchers have tested
selected methods on model systems and have only been able to show that the methods can
be applied. Little is known about the molecular and cellular mechanisms that cnable the
Logues into proteins. “Where in the cell do the artificial
variants migrate? What cxactly happens to them there? Are they part of the cellular
sabol £50, which ived? Wi
understanding of the underlying mechanisms i a prerequisite for being able to control
biology and use them for

integration of amino acid anal

There i sill 2 huge amount of basic rescarch o do before the potential f this technology
can be exploited in the field of cancer research.
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To: Merus N.V. (jlclark@woodphillips.com)

Subject: U.S. TRADEMARK APPLICATION NO. 79225691 - DOCK & BLOCK - 11137T00050U - Request for
Reconsideration Denied - Returnto TTAB

Sent: 4/16/2019 4:49:34 PM

Sent As. ECOM113@USPTO.GOV

Attachments:

UNITED STATESPATENT AND TRADEMARK OFFICE (USPTO)

IMPORTANT NOTICE REGARDING YOUR
U.S. TRADEMARK APPLICATION

USPTO OFFICE ACTION (OFFICIAL LETTER) HAS ISSUED
ON 4/16/2019 FOR U.S. APPLICATION SERIAL NO. 79225691

Please follow the instructions below:

(1) TO READ THE LETTER: Click on this link or go to http://tsdr.uspto.gov, enter the U.S. application serial number, and click on
“Documents.”

The Office action may not be immediately viewable, to allow for necessary system updates of the application, but will be available within 24
hours of this e-mail natification.

(2) TIMELY RESPONSE IS REQUIRED: Please carefully review the Office action to determine (1) how to respond, and (2) the applicable
response time period. Your response deadline will be calculated from 4/16/2019 (or sooner if specified in the Office action). A response
transmitted through the Trademark Electronic Application System (TEAS) must be received before midnight Eastern Time of the last day of the
response period. For information regarding response time periods, see http://www.uspto.gov/trademarks/process/status/responsetime.j sp.

Do NOT hit “Reply” to this email notification, or otherwise e-mail your response because the USPTO does NOT accept e-mails as
responses to Office actions. Instead, the USPTO recommends that you respond online using the TEAS response form located at
http://www.uspto.gov/trademarks/teas/response forms.jsp.

(3) QUESTIONS: For questions about the contents of the Office action itself, please contact the assigned trademark examining attorney. For
technical assistance in accessing or viewing the Office action in the Trademark Status and Document Retrieval (TSDR) system, please e-mail

TSDR@uspto.gov.

WARNING

Failure to file the required response by the applicable response deadline will result in the ABANDONMENT of your application. For
more information regarding abandonment, see http://www.uspto.gov/trademarks/basi cs/abandon.jsp.

PRIVATE COMPANY SOLICITATIONS REGARDING YOUR APPLICATION: Private companies not associated with the USPTO are
using information provided in trademark applications to mail or e-mail trademark-related solicitations. These companies often use names that
closely resemble the USPTO and their solicitations may look like an officia government document. Many solicitations require that you pay
“f%s_”

Please carefully review all correspondence you receive regarding this application to make sure that you are responding to an official document
from the USPTO rather than a private company solicitation. All official USPTO correspondence will be mailed only from the “United States
Patent and Trademark Office” in Alexandria, VA; or sent by e-mail from the domain “ @uspto.gov.” For more information on how to handle
private company solicitations, see http://www.uspto.gov/trademarks/solicitation warnings.jsp.
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