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UNITED STATES PATENT AND TRADEMARK OFFICE
TRADEMARK TRIAL AND APPEAL BOARD

In re Registration No. 3,658,141 — TAURX

TAIRX, INC., )
)
Petitioner, ) Cancellation No. 92066827
) Consolidated with Opp. No. 91221124
)
V. )
)
TAURX THERAPEUTICS LTD., )
)
Registrant. )

REGISTRANT'S MOTION FOR SUMMARY JUDGMENT

Introduction

More than two-and-a-half years ago—on March 18520TauRx Therapeutics Ltd.
(“TauRx”) filed a Consolidated Notice of Oppositido. 91221124, the “Opposition”) against
two applications for the mark TAIRX and Design d@ilby TaiRx, Inc. (“TaiRx”). In the
Opposition, TauRx claims a likelihood of confusitogtween its registered mark TAURX (U.S.
Registration No. 3,658,141) and TaiRx’s two TAIRppécations. During more than two years
litigating the Opposition, TaiRx never filed a coerclaim challenging the validity of TauRx’s
Registration No. 3,658,141 for TAURX. Instead,Rbawaited until after discovery closed and
until the very eve of the trial period to file therrent Petition to Cancel TauRx’s TAURX
registration (the “Petition”), which TaiRx admits ‘effectively a counterclaim in the Opposition
Proceeding.”See4 TTABVUE, TaiRx’s Motion for Consolidation at ZlaiRx’s Petition should
be dismissed with prejudice, because it is a cosgpylcounterclaim which TaiRx failed to
promptly bring in the Opposition proceeding in atbn of Trademark Rule 2.106(b)(3)(i), 37

CFR § 2.106(b)(3)(i).



TaiRx’s Petition seeks cancellation of TauRx’s R&gition No 3,658,141 on the grounds
of abandonment and genericness. Trademark RU&@)3)(i) requires that a defense
attacking the validity of a pleaded registratioramopposition be filed as a compulsory
counterclaim in the answer, or promptly after l&agrof the grounds for the counterclaim. As
detailed below, TaiRx has known the grounds foPgsition to Cancel TauRXx’s registration for
abandonment since as early as July 21, 2015, wheRxT®led its Section 71 Declaration of
Excusable Nonuse in support of its U.S. Reg. Ne68,141, and not later than May 11, 2016,
when TauRx responded to TaiRx’s discovery requeB#sRXx likewise should have known about
the grounds for its Petition to Cancel TauRx’s s&gition for genericness when it filed its
Answer on June 24, 2015, and TaiRx indisputablyswh knowledge by May 11, 2016, when
TauRx responded to TaiRx’s discovery requestsa Assult, the Petition is improper. Because
of TaiRx’s egregious violation of Trademark Rulé@(b)(3)(i), TauRx moves for summary
judgment on TaiRx’s Petition and asks that the Balismiss it with prejudice.

Il. Background and Undisputed Facts

Pharmaceutical company TauRx obtained its registrdbr the mark TAURX (Reg. No.
3,658,141) on July 21, 200%eeJason Koransky Declaration in Support of Regissaviotion
for Summary Judgment (“Koransky Decl.”) at § 2, Ehl, registration certificate and TESS
status report for Reg. No. 3,658,141. The redistnacovers goods in Classes 5, 9, 10, and 16,
and services in Classes 35, 42, and 8de id.

On March 18, 2015, TauRx filed its Consolidatedib®bf Opposition against TaiRx’s
two TAIRX and Design applications, Ser. Nos. 86/839 and 86/155,840. Opposition No.

91221124, 1 TTABVUE. In the Consolidated NoticeOgposition, TauRx claimed that a



likelihood of confusion exists between its TAURXjigration and TaiRx’s two TAIRX and
Design applicationsSee id

OnJune 24, 2015TaiRx filed its Answer to the Consolidated NotafeOpposition,
which did not include a counterclaim attacking Waéidity of TauRx’s asserted TAURX
registration. Opposition No. 91221124, 8 TTABVUEyplicant’s Answer to Consolidated
Notice of Opposition.

During the more than two years after TaiRx filexliftitial Answer, a number of events
occurred which gave notice to TaiRx—if it did néteady know them—of the alleged facts
upon which TaiRx now bases its Petition, yet Tarfexer filed a compulsory counterclaim
attacking the validity of TauRx’s asserted regtstra These events include the following:

OnJuly 21, 2015 TauRx filed its Section 71 Declaration of Excusaddonuse to
maintain the TAURX registration. Koransky Declfa8, Exhibit 2, TauRx’s
Declaration of Continued Use/Excusable Nonuse akNtaCommerce Under
Section 71. In this Section 71 Declaration, Taskx#ed, among other things,
that, “The mark TauRx has not been used in commerceRegistrant is in the
process of obtaining United States Federal Drug iddhtmation approval of its
TauRx pharmaceutical products through on-goingdadirtrials.” Id. The
USPTO accepted TauRx’s Section 71 declaration teSeer 22, 2015.
Koransky Decl. at 4, Exhibit 3, Notice of Accapta Under Section 71. Both
TauRx’s Declaration and the USPTO’s Notice of Adeepe are publicly
available at the USPTO’s TSDR database. Koransgl.xt 1 3, 4.

On April 6, 2016, TaiRx served discovery on TauRg|uding document

requests, interrogatories, and requests for adomssbnMay 11, 2016 TauRx



served on TaiRx its responses to this discovegjuding the interrogatory
responses TaiRx attached to its Petition as ExAilat support its abandonment
claim! Koransky Decl. at { 5, Exhibit 4, Opposer's Resoto Applicant’s First
Set of Interrogatories. In its responses to Ioggatory Nos. 3—7, TauRXx states
that it had not yet used the TAURX mark with reggeqoods or services
offered in the United Statedd.

OnMay 11, 2016 TauRx produced documents to TaiRx in respon3atax’s
document requests. This production included séde@ments that explained
TauRx’s research and development of pharmaceutiegirding the “tau” protein
and its link to neurodegeneration in the brain.rafsky Decl. at § 6, Exhibit 5,
selection of documents TauRx produced to TaiRx @y W1, 2016. Notably,
TaiRx bases its genericness claim in its Petitiothe premise that the TAURX
mark is a combination of the terms “tau” and “r. TTABVUE, Petition at {1
18-29.

OnDecember 30, 2016TauRx filed a motion to amend its Notice of Oppor

to include a lack of bona fide intent to use clai@pposition No. 91221124, 25
TTABVUE. The Board granted TauRx’s motion on Jagui¥/, 2017, which
made the Amended Consolidated Notice of Opposttieroperative pleading in
the matter. Opposition No. 91221124, 28 TTABVUE.

OnFebruary 25, 2017 TaiRx filed its Answer to the Amended Consolidate

Notice of Opposition. Opposition No. 91221124, T3ABVUE. In the Answer,

Y In Paragraph 4 of its Petition, TaiRx states thattached a true and correct copy of TauRx's@asps to the
requests for admission as Exhibit A. In fact, Tadkached a copy of TauRX's interrogatory respoasesxhibit A.

-4-



TaiRx again did not file any counterclaims attagkihe validity of the TAURX
registration.Id.
OnMarch 2, 2017 TauRx filed a motion for summary judgment on gneund
that TaiRx lacked a bona fide intent to use its RAland Design marks.
Opposition No. 91221124, 31 TTABVUE. arch 31, 2017 TaiRx filed is
response to TauRx’s motion, as well as a countdremdor summary judgment,
in which it argued that TauRx abandoned its TAURXrknand therefore lacked
standing. Opposition No. 91221124, 34 TTABVUE.ieing ended on the
parties’ summary judgment motions blay 9, 2017 Opposition No. 91221124,
35, 37,38 TTABVUE.
OnAugust 1, 2017 the Board denied both parties’ summary judgmentions.
In denying TaiRx’s motion, the Board refused tosidar TaiRx's abandonment
claim, and wrote: “[T]hat assertion is not propdsbfore the Board because
Applicant has not asserted a counterclaim for déatan of the registration.”
Opposition No. 91221124, 39 TTABVUE, Board decisair8.
TaiRx waited until September 6, 2017, to file tretifton, and until September 8, 2017—
after the trial period began—to file its Motion@mnsolidate. Koransky Decl. at 7.
II. Legal Standard
“Summary judgment is an appropriate method of disppof cases in which there are no

genuine disputes as to any material fact, thusvallp the case to be resolved as a matter of law.

The party moving for summary judgment has theahlturden of demonstrating that there is no

genuine dispute regarding any material fact remaifor trial and that it is entitled to judgment

as a matter of law.Bad Boys Bail Bonds, Inc. v. Yowdlll5 U.S.P.Q.2d 1925, 1929 (T.T.A.B.



2015) (internal citation omitted). “The summaryguaent procedure is regarded as a salutary
method of disposition, and the Board does not atstb dispose of cases on summary judgment
when appropriate.” T.B.M.P. § 528.01 (internal qimin marks omitted).
V. Argument

The undisputed facts show that TaiRx’s Petitionge for summary judgment in
TauRx’s favor. The Trademark Rules make clear TlaéRx’s attack on the validity of TauRXx’s
pleaded registration in an opposition must be ma@epromptly filed compulsory counterclaim:

A defense attacking the validity of any one or mairéhe registrations pleaded in

the opposition shall be@mpulsory counterclainif grounds for such

counterclaim exisat the time when the answer is filetf grounds for a

counterclaim are known to the applicant when theneen to the opposition is

filed, the counterclaim shall be pleaded with opa#g of the answer. If grounds

for a counterclaim are learned during the courgb@bpposition proceeding, the
counterclaim shall bpleaded promptly after the grounds therefor are tead.

37 C.F.R. 8§ 2.106(b)(3)(i) (emphasis added).

Further, a defendant in an opposition cannot aineent the compulsory counterclaim
rule by filing a petition to cancelSeeT.B.M.P. § 313.01 (“[A] defendant that fails tonely
plead a compulsory counterclaim cannot avoid thecebf its failure by thereafter asserting the
counterclaim grounds in a separate petition to €dr3 McCarthy on Trademarks and Unfair
Competition § 20.23 (4th ed.) (“If a counterclaismiot filed as provided for in the rules, the
applicant or respondent will thereafter be barrethfseeking to cancel the registration pleaded
by the opposer or petitioner in the prior procegain any ground that existed at the time when
the answer was filed.”).

Here, the undisputed facts demonstrate that Tai®ated Trademark Rule
2.106(b)(3)(i). Inits Petition, TaiRx asserts tgrounds to cancel the TAURX registration:

abandonment and genericness.



A. TaiRx Failed to Promptly Petition to Cancel theTAURX Registration on the
Ground of Abandonment.

TaiRx could have asserted its Petition to CanceMAURX registration on the ground
of abandonment promptly after TauRx publicly fiiesiSection 71 Declaration of Excusable
Nonuse for the TAURX registration on July 21, 20X¥oransky Decl. at § 3, Exhibit 2. In its
Section 71 Declaration, TauRx stated that it hadyabused the TAURX mark in U.S.
commerce and that it was in the process of conagcinical trials to obtain FDA approval for
its pharmaceutical products. Koransky Decl. af Bx3ibit 2. Although TaiRx specifically
relies on TauRx’s Section 71 Declaration to suppstPetition, TaiRx failed to promptly plead a
counterclaim for cancellation for abandonment aftes Declaration was filed on July 21, 2015.
Seel TTABVUE, Petition to Cancel, 11 11-16 and 22.

TaiRx also failed to file an abandonment countemtlafter TauRx served its responses
to TaiRx’s discovery requests on May 11, 2016. sehesponses included the interrogatory
responses that TaiRx attached to its Petition d&sbiXA to support its abandonment claim,
including TauRXx’s statements that it has not y&trefd goods and services in the United States
under the TAURX mark. Koransky Decl. at § 5, Extdly 1 TTABVUE, Petition to Cancel, { 4.
TaiRx likewise failed to file an abandonment couclEam when it filed its Answer to TauRx’s
Amended Consolidated Notice of Opposition on Fety@a, 2017. Opposition No. 91221124,
30 TTABVUE. The undisputed facts prove that TaiRxated the compulsory counterclaim
rule by failing to promptly plead its counterclafor cancellation for abandonment.

B. TaiRx Failed to Promptly Petition to Cancel theTAURX Registration on the
Ground of Genericness.

TaiRx could have asserted its Petition to CanceMAURX registration on the ground
of genericness when it answered the Notice of Ofipon June 24, 2015. As shown by the

publicly available documents that TauRx producethenOpposition, had TaiRx conducted a
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reasonable investigation at the time it filed itsstver, it would have seen that TauRx is a
pharmaceutical company that researches and devadogs targeting the “tau” protein and its
link to neurodegeneration in the brai8eeKoransky Decl. at { 6, Exhibit 5. Even if TaiRx
failed to conduct any investigation of TauRx at tinee it filed its answer, TaiRx knew about
TauRx’s work with the “tau” protein.e., TaiRx’s asserted grounds for the petition to ehfar
genericness) no later than May 11, 2016, when TauBauced documents explaining the origin
of the TAURX mark.Seed. Yet TaiRx failed to file a counterclaim seekicancellation of
TaiRx’s pleaded TAURX registration for genericnpssmptly after May 11, 2016, as required
by Trademark Rule 2.106(b)(3)(i).

Like its abandonment claim, TaiRx failed to filg@nericness counterclaim when it filed
its Answer to TauRx’s Amended Consolidated Noting=ebruary 25, 2017. Opposition No.
91221124, 30 TTABVUE. Instead, TaiRx waited mdrart two years after filing its initial
answer and almost 16 months after receiving TauResponses to TaiRx’s discovery requests—
until the eve of trial—to file a compulsory courtdlaim cloaked as a petition to cancel. TaiRx
therefore violated the compulsory counterclaim hyédailing to promptly plead its counterclaim
for cancellation for genericness.

C. The Board should dismiss TaiRx’s Petition with Rejudice.

The Board should dismiss TaiRx’s Petition with poege based upon TaiRx’s dilatory
conduct in failing to promptly file its compulsocpunterclaims with either of its answers or
promptly after learning of the grounds upon whichtiacks the TAURX registration. Moreover,
because it failed to promptly file any compulsooynterclaims, TaiRx “cannot avoid the effect
of its failure by thereafter asserting the couriténe grounds in a separate petition to cancel. In
such a case, the separate petition will be dismjss®motion, on the ground that the substance
of the petition constitutes a compulsory counteénclen another proceeding, and that it was not
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timely asserted.” T.B.M.P. § 313.04 (citations tied); see alsdMcCarthy on Trademarks and
Unfair Competition § 20.23 (4th ed.) (“If a courdlaim is not filed as provided for in the rules,
the applicant or respondent will thereafter bedxhfrom seeking to cancel the registration
pleaded by the opposer or petitioner in the priocpeding on any ground that existed at the
time when the answer was filed.”).

In Vitaline Corp. v. General Mills, Inc891 F.2d 273 (Fed. Cir. 1989), the Federal
Circuit affirmed the Board’s decision finding thétaline violated the compulsory counterclaim
rule and granting summary judgment in General Mi#igor:

Vitaline apparently failed to comply with Trademdkle 2.114(b)(2)(i) (the

same rule that applies to cancellation proceedibgsause the rule requires

prompt pleading of a counterclaim once groundgHercounterclaim are learned.

In his instance, Vitaline waited approximately gmar, until June of 1988, to file

an abandonment claim. Moreover, Vitaline erronepfikd a new cancellation

petition rather than asserting a counterclaim ainalonment in the first
proceeding, as required by the rule.

Id. at 276. TaiRx’s violation of Trademark Rule BU8)(3)(i) is even more egregious than
Vitaline’s because TaiRx has known about the greundits counterclaims fanore than one
yearand waited until the eve of trial to institute@wncancellation petition in an attempt to
circumvent the rule.

The Board has consistently followed the Federatuiiliis Vitaline precedent. For
example, inConsolidated Foods Corp. v. Big Red,.Ir231 U.S.P.Q. 744 (T.T.A.B. 1986), the
Board granted a motion to strike a petition to ehtite asserted registration that was filed more
than two years after filing the answer, and wagbtas grounds that the petitioner knew at the
time of the answerld. at 745;see alsd.ibertyville Saddle Shop, Inc. v. E. Jeffries & Stutd,

22 U.S.P.Q.2d 1594 (T.T.A.B. 1992) (dismissing @i to cancel as untimely filed after the
Board’s summary judgment decision in the relateploggiion proceedingRajca v. New Yorker
S.H.K. Jeans GmbH & Co. K&014 WL 3752425, at *2 (T.T.A.B. July 22, 201deying

-9-



motion for leave to amend pleading to add coura@rchttacking asserted registration as they
were untimely, and explaining that, “The ‘new’ dawents referenced by respondent . . . are just
more of the same, wholly consistent with the matsrand information already known to
respondent.”).

In light of the Federal Circuit’s reasoning\italine, as well as Board precedent, it is
clear that TaiRx has violated the compulsory cowohdén rule for both its genericness and
abandonment claims. It neither filed them withaitswers nor promptly after learning the bases
for these claims. Therefore, the Petition in idrety should be dismissed with prejudice.

V. Conclusion

For the reasons stated above, TauRx respectfujlyests that the Board grant TauRXx’s

Motion for Summary Judgment, and dismiss TaiRx'8tida with prejudice.

Respectfully submitted,

PATTISHALL, McAULIFFE, NEWBURY,
HILLIARD & GERALDSON LLP

Dated: October 17, 2017 By: s/Jason Koransky /
Thad Chaloemtiarana
Jason Koransky
200 South Wacker Drive
Suite 2900
Chicago, lllinois 60606
(312) 554-8000

Attorneys for Registrant, TauRx Therapeutics Ltd.
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CERTIFICATE OF SERVICE
I, Jason Koransky, certify that a true and corcegty of the foregoing REGISTRANT'S
MOTION FOR SUMMARY JUDGMENT was served by e-mail timis 17th day of October
2017, on Petitioner via its counsel:

Kevin Keener

Keener & Associates, P.C.

161 North Clark Street, Suite 1600
Chicago, IL 60601

312-523-2164
kevin.keener@keenerlegal.com

Rishi Nair

Keener & Associates, P.C.
161 North Clark Street

Suite 1600, Chicago, IL 60601
rishi.nair@keenerlegal.com

s/Jason Koransky /
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UNITED STATES PATENT AND TRADEMARK OFFICE
TRADEMARK TRIAL AND APPEAL BOARD

In re Registration No. 3,658,141 — TAURX
TAIRX, INC.,

Cancellation No. 92066827
Consolidated with Opp. No. 91221124

Petitioner,

Ve

TAURX THERAPEUTICS LTD.,

N N N N N N N N N N

Registrant.

JASON KORANSKY DECLARATION IN SUPPORT OF REGISTRANT’S MOTION
FOR SUMMARY JUDGMENT

I, Jason Koransky, pursuant to 28 U.S.C. § 1746, hereby declare the following:

1. [ am an attorney at the law firm of Pattishall, McAuliffe, Newbury, Hilliard &
Geraldson LLP, counsel for Registrant TauRx Therapeutics Ltd. (“TauRx"). I have personal
knowledge of the facts stated herein and could, if called as a witness, testify competently as to
them.

2. On July 21, 2009, TauRx obtained its registration for the mark TAURX (Reg. No.
3,658,141). The registration covers goods in Classes 5, 9, 10, and 16, and services in Classes 35,
42, and 44. Attached as Exhibit 1 is a true and correct copy of the registration certificate and
TESS status report for Reg. No. 3,658,141.

3. On July 21, 2015, TauRx filed its Section 71 Declaration of Excusable Nonuse to
maintain the TAURX registration, Reg. No. 3,658,141. Attached as Exhibit 2 is a true and
correct copy of TauRx’s Declaration of Continued Use/Excusable Nonuse of Mark in Commerce
Under Section 71, which I downloaded from the USPTO’s publicly available TSDR database. In
this Section 71 Declaration, TauRx stated, among other things, that, “The mark TauRx has not
been used in commerce. . . . Registrant is in the process of obtaining United States Federal Drug

Administration approval of its TauRx pharmaceutical products through on-going clinical trials.”



4, On September 22, 2015, the USPTO accepted TauRx’s Section 71 declaration for
Reg. No. 3,658,141. Attached as Exhibit 3 is a true and correct copy of the USPTO’s Notice of
Acceptance Under Section 71, which I downloaded from the USPTO’s publicly available TSDR
database.

5. Attached as Exhibit 4 is a true and correct copy of Opposer’s Response to
Applicant’s First Set of Interrogatories, which TauRx served on Petitioner TaiRx, Inc. (“TaiRx”)
on May 11, 2016. In these responses, TauRx expressly states that it had not yet used the TAURX
mark with respect to goods or services offered in the United States.

6. On May 11, 2016, TauRx produced documents to TaiRx in response to TaiRx’s
document requests. This production included a number of documents that referenced TauRx’s
research and development of pharmaceuticals addressing the “tau” protein and its link to
neurodegeneration in the brain. Attached as Exhibit 5 are true and correct copies of several of the
documents in TauRx’s May 11, 2016, production which included these references to TauRx’s
work with the tau protein:

e A copy of TauRx’s LinkedIn page dated May 10, 2016;

e A copy of an article from the newspaper USA Today dated July 29, 2008, which
reports on TauRx’s work with the tau protein;

e A copy of the “TauRx Group Fact Sheet” from the taurx.com website, dated June
7,2012; and

e An article from the ALZFORUM website, alzforum.org, dated August 7, 2008,
detailing TauRx’s work with the tau protein.

T The trial period for TauRx’s opposition against TaiRx’s two applications for the
mark TAIRX and Design (Opp. No. 91221124) was scheduled to start on September 8, 2017, as
this was the deadline for TauRx to serve its Pretrial Disclosures. TaiRx waited until September 6,
2017, to file its Petition to Cancel the TAURX registration (Reg. No. 3,658,141), and until
September 8, 2017—after TauRx had served its Pretrial Disclosures—to file its Motion to

Consolidate the Petition to Cancel with TauRx’s opposition.

3.



I declare under penalty of perjury that the foregoing is true and correct.

Executed in Chicago, Illinois, on October 17, 2017.

rar il

Jason Koransky
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Int. Cls.: 5, 9, 10, 16, 35, 42 and 44

Prior U.S. Cls.: 2, 5, 6, 18, 21, 22, 23, 26, 29, 36, 37, 38,

39, 44, 46, 50, 51, 52, 100, 101 and 102
United States Patent and Trademark Office

Reg. No. 3,658,141
Registered July 21, 2009

TRADEMARK
SERVICE MARK
PRINCIPAL REGISTER

TauRx

TAURX THERAPEUTICS LTD (SINGAPORE
COMPANY)

51 AYER RAJAH CRESCENT
#07-01/02; SINGAPORE 139948
SINGAPORE

FOR: PHARMACEUTICAL PREPARATIONS FOR
THE TREATMENT OF DISEASES, ILLNESSES AND
AILMENTS IN HUMANS AND ANIMALS, NAME-
LY, INFECTIOUS AND PARASITIC DISEASES,
NEOPLASMS, BLOOD DISORDERS, MENTAL DIS-
ORDERS, DISORDERS OF THE NERVOUS SYSTEM
AND SENSORY, ORGANS, MUSCULOSKELETAL
SYSTEM DISORDERS, GENITOURINARY SYSTEM
DISORDERS, COMMUNICABLE DISEASES, NEU-
ROLOGICAL DISEASES, AND PSYCHOLOGICAL
CONDITIONS; CHEMICAL PREPARATIONS FOR
MEDICAL AND PHARMACEUTICAL PURPOSES,
NAMELY, FOR THE TREATMENT OF DISEASES,
ILLNESSES AND AILMENTS IN HUMANS AND
ANIMALS, NAMELY, INFECTIOUS AND PARASI-
TIC DISEASES, NEOPLASMS, BLOOD DISORDERS,
MENTAL DISORDERS, DISORDERS OF THE NER-
VOUS SYSTEM AND SENSORY, ORGANS, MUSCU-
LOSKELETAL SYSTEM DISORDERS,
GENITOURINARY SYSTEM DISORDERS, COM-
MUNICABLE DISEASES, NEUROLOGICAL DISEA-
SES, AND PSYCHOLOGICAL CONDITIONS; FIRST
AID KITS AND DIAGNOSTIC KITS COMPRISED
OF PHARMACEUTICAL AND CHEMICAL PRE-
PARATIONS FOR THE TREATMENT OF DISEASES,
ILLNESSES, AND AILMENTS IN HUMANS AND
ANIMALS, NAMELY, INFECTIOUS AND PARASI-
TIC DISEASES, NEOPLASMS, BLOOD DISORDERS,
MENTAL DISORDERS, DISORDERS OF THE NER-
VOUS SYSTEM AND SENSORY, ORGANS, MUSCU-
LOSKELETAL SYSTEM DISORDERS,
GENITOURINARY SYSTEM DISORDERS, COM-
MUNICABLE DISEASES, NEUROLOGICAL DISEA-

SES, AND PSYCHOLOGICAL CONDITIONS, IN
CLASS 5 (U.S. CLS. 6, 18, 44, 46, 51 AND 52).

FOR: COMPUTER SOFTWARE FOR FACILITAT-
ING RESEARCH IN THE FIELDS OF SCIENCE,
MEDICINES, DRUGS, PHARMACEUTICALS, BIOL-
OGY, BIOTECHNOLOGY, BIOINFORMATICS,
CLINICAL DEVELOPMENT AND STATISTICS, LA-
BORATORY AND DIAGNOSTIC INSTRUMENTS,
NAMELY COMPUTER SOFTWARE FOR USE IN
THE ANALYSIS AND DIAGNOSIS OF MEDICAL
CONDITIONS; PRE-RECORDED CD-ROMS AND
COMPUTER DISKS CONTAINING ELECTRONIC
PUBLICATIONS, NAMELY, TEST REPORTS, MA-
GAZINES AND MANUALS, AND INFORMATION
IN THE FIELDS OF PRE-CLINICAL, CLINICAL
AND PHARMACEUTICAL RESEARCH AND DRUG
DISCOVERY AND DRUG RESEARCH; COMPUTER
SERVERS; PRE-RECORDED MAGNETIC DATA
CARRIERS AND PRE-RECORDED COMPUTER
DISKS CONTAINING DATABASES AND INFOR-
MATION IN THE FIELD OF SCIENTIFIC, MEDI-
CAL, DRUG, CLINICAL, PHARMACEUTICAL,
BIOLOGICAL, BIOTECHNICAL, BIOINFORMATIC
AND STATISTICAL RESEARCH, IN CLASS 9 (U.S.
CLS. 21, 23, 26, 36 AND 38).

FOR: MEDICAL APPARATUS AND INSTRU-
MENTS FOR FACILITATING THE ANALYSIS OF
BIOLOGICAL AND CHEMICAL MATTER IN THE
FIELD OF GENETIC TESTING, NAMELY BLOOD,
BRAIN, URINE, CEREBROSPINAL FLUID (CSF)
ANALYSIS AND TESTING APPARATUS; MEDICAL
APPARATUS FOR INTRODUCING PHARMACEU-
TICAL PREPARATIONS INTO THE BODY, THE
FOREGOING FOR CARRYING OUT TESTS FOR
GENETIC TESTING; MEDICAL TESTING APPARA-
TUS FOR THE ANALYSIS OF BIOLOGICAL AND
CHEMICAL MATTER, NAMELY APPARATUS FOR
BLOOD, BRAIN, URINE AND CEREBROSPINAL



FLUID (CSF) ANALYSIS AND TESTS; SURGICAL
AND MEDICAL APPARATUS AND INSTRUMENTS
FOR FACILITATING THE ANALYSIS OF BIOLOGI-
CAL AND CHEMICAL MATTER, NAMELY APPA-
RATUS FOR BLOOD, BRAIN, URINE AND
CEREBROSPINAL FLUID (CSF) ANALYSIS AND
TESTS, IN CLASS 10 (U.S. CLS. 26, 39 AND 44).

FOR: PRINTED MATTER, NAMELY, ALBUMS,
ALMANACS, BOOKLETS, BOOKS, CATALOGUES,
HAND BOOKS, JOURNALS, MANUALS, MAGA-
ZINES, PERIODICALS, NEWSPAPERS, PAMPH-
LETS AND PROSPECTUSES, ALL IN THE FIELDS
OF BIOLOGY, BIOTECHNOLOGY, DRUGS, MEDI-
CINES, CHEMICAL PREPARATIONS, PHARMA-
CEUTICALS, BIOINFORMATICS AND SCIENTIFIC
DESIGN, DEVELOPMENT AND RESEARCH AND
MEDICAL LABORATORY RESEARCH, IN CLASS
16 (US. CLS. 2, 5, 22, 23, 29, 37, 38 AND 50).

FOR: RETAIL STORE SERVICES FEATURING
PHARMACEUTICAL AND MEDICAL PREPARA-
TIONS, CHEMICAL PREPARATIONS FOR MEDI-
CAL AND PHARMACEUTICAL PURPOSES,
SCIENTIFIC, MEASURING AND TEACHING APPA-
RATUS AND INSTRUMENTS, COMPUTER SOFT-
WARE, SURGICAL AND MEDICAL APPARATUS
AND INSTRUMENTS, APPARATUS FOR CARRY-
ING OUT TESTS FOR MEDICAL PURPOSES, SCI-
ENTIFIC AND MEDICAL APPARATUS FOR USE IN
TESTS, AND PRINTED MATTER, BOOKS, JOUR-
NALS, MAGAZINES, LEAFLETS, PUBLICATIONS,
PRINTED TESTS, WRITTEN REPORTS IN THE
FIELD OF MEDICAL AND PHARMACEUTICAL
RESEARCH, IN CLASS 35 (U.S. CLS. 100, 101 AND
102).

FOR: MEDICAL, PHARMACEUTICAL, GENET-
IC, BIOLOGICAL AND BIOTECHNOLOGY RE-
SEARCH; DESIGN, RESEARCH AND
DEVELOPMENT OF DRUGS, PHARMACEUTICALS
AND MEDICINES FOR OTHERS; LABORATORY
AND MEDICAL LABORATORY RESEARCH AND
DEVELOPMENT OF DRUGS, PHARMACEUTICALS
AND MEDICINES FOR OTHERS; SCIENTIFIC DE-
VELOPMENT RESEARCH AND CONSULTATION
IN THE FIELDS OF SYNTHETIC CHEMISTRY,
ORGANIC CHEMISTRY, MEDICINAL CHEMIS-
TRY, PHARMACOLOGICAL CHEMISTRY, ANOR-

GIC CHEMISTRY, ANALYTICAL CHEMISTRY,
BIOLOGICAL CHEMISTRY, RADIOCHEMISTRY,
DATA ANALYSIS, INFORMATICS, BIO-INFOR-
MATICS, CHEM-INFORMATICS, COMPUTER Al-
DED DESIGN, ARTIFICIAL INTELLIGENCE,
NEURAL NETWORKS, STATISTICS, MATHEMAT-
ICS, PHYSICS AND BIOPHYSICS; BIOLOGICAL
DEVELOPMENT RESEARCH AND CONSULTA-
TION IN THE FIELDS OF ANATOMY, PHARMA-
COLOGY, PHARMACOKINETICS, PHYSIOLOGY,
PATHOPHYSIOLOGY, AETIOLOGY, GENOMICS,
GENETICS, BIOCHEMICALS, TOXICOLOGY, NEU-
ROCHEMISTRY, CELLULAR BIOLOGY, MOLECU-
LAR BIOLOGY, PROTEOMICS,
PHARMACOLOGICAL GENETICS AND METABO-
NOMICS; SCIENTIFIC RESEARCH AND DEVELOP-
MENT SERVICES FOR CLINICAL DEVELOPMENT
IN THE FIELDS OF DRUG DEVELOPMENT, CLIN-
ICAL TRIAL DESIGN, PATIENT RECRUITMENT,
DRUG TESTING, CLINICAL DATA MANAGE-
MENT, DATA ANALYSIS, STATISTICAL ANALY-
SIS, PATIENT SELECTION, CLINICAL DIAGNOSIS
AND DIAGNOSTIC TESTING; PREPARATION OF
REPORTS OF SCIENTIFIC AND MEDICAL RE-
SEARCH CONCERNING MEDICINES, PHARMA-
CEUTICALS, GENETICS, BIOLOGY,
BIOTECHNOLOGY AND DRUGS; DEVELOPMENT
OF PROGNOSTIC AND DIAGNOSTIC TOOLS FOR
OTHERS; PROVIDING RESEARCH CONSULTA-
TION AND INFORMATION IN THE FIELDS OF
MEDICAL, PHARMACEUTICAL, GENETIC, BIOLO-
GICAL, DRUG, CLINICAL, STATISTICAL AND
BIOTECHNOLOGICAL RESEARCH, IN CLASS 42
(US. CLS. 100 AND 101).

FOR: MEDICAL SERVICES FEATURING
HEALTH ASSESSMENT SURVEYS; PROVIDING
INFORMATION AND CONSULTANCY RELATING
TO THE AFORESAID MEDICAL SERVICES, IN
CLASS 44 (U.S. CLS. 100 AND 101).

OWNER OF INTERNATIONAL REGISTRATION
0936776 DATED 8-16-2007, EXPIRES 8-16-2017.

SER. NO. 79-043,574, FILED 8-16-2007.

ELI HELLMAN, EXAMINING ATTORNEY






£ 0B &QYH 1RE0R
v AT
JERL VEZ
B
220 VERRY
VB
2M =
MBI
. 7
PRR. EBH
e -
B )
¢ »
BB =
NBEl oy
(G4 R
L RSB
M RIS
2M i)l
M
50 ki
MVB\IRL n5
- o
pap e B
B -
8 i)
88 L4
NBR Ui )
e -
N -
M R




I's 3 p6.
2D/ .
833
i
# a5 B
3 /18 OA K)*
3 /KNDEY
\G
3 8
3 ]
A
»
s "o
B
:ﬂ$ }PW
33
Al 5]
# HD HC F
g ¥ K® (0208
?
3 A |\
3 QfQ-
&
, »
s By
D 1
Is P
83 33
Al 5]




® &&
it -,
* @4
5 K@
& ; B9
o8
‘od ?
&
ZiC.) g
P & 07°()
GBa
%
(02 '
oy - D
-G ; G 99 ) F s 5 =
- 9- G H; ] - ; - =159
H - H G - |- H - - H ;
-1 - - H J - 19- -
,9;% = G 99 ; -G ; GH; 99
: ; - 655 ; - 79 = 9- G H
G - - & - ; - --1 H -;H
HH ® . _H ; -
*19- - - L G- 9 =)
-G G 99 g ; o
;9 - 9- G H; G - - - - ; - -
; H -:,H ; HH - - H
- - | ; - - - 1P -
G
6 13 QBN 1™ ORI
£
" by £ N
[ 1
L, - 0 1 oM 5 !
IG ¢ P ] X D -,
-9 ;B G 9 P3 : '
9 -a | = 9 - -
;- P : = "F D
H \' IR -\ 9 - P D ;G
'"Fc P 9 b I ; P: 9
M G 9D b b -9 ;
P- ;D 1 0: 9 G 0 F I
- G -9 ; @D ¢ P - N\ o
9 d IR -\ LD b ;® 'bc PG
-9 ;9 cC P1 IR - \: 0 F
G : G ' 9 9 =
G - 9 9 73&";



' 800 &8 Y8

% & 18 % I o*9g6  *)( #+ & A
* * i Lo ro-
%o & . O # *

& % #& *rx * * +* %

* # # o1 . 18+

&l # ok &8 * . 2 && & *
&% & % & & * x  x o

* # * gf & % #a& *

* * + * | % . B

# 1 1 & * &&*

& & & * &l # 18 # Lok og

&&% B 18 | %o & &
i * * * & % #a& * *

* * +* q6 *! * ) ;%

# 1 1 & * &&*

& & & * &l i# & & % %

a2 B%&ERW ! XX 3 %6

& & ® B a% L % % *@

& & R # 5 L %
& ! %) # B & Lo
¥ w & X1 &%) # 1& 18
9% & & % 76" 8%8&®Y
. # |« B3 | & % # %
" & &8 0 ! & 9 7
- &% 3 # " #11; o
"B & 18 98 &% &% 9 3
% % )y 1 | =k )
Lo 9 - %@ + Q6 # &b #
g | ! @ 9 7 B & &
% sl & . 28 I &
@ -
A B
j2:3)
D ) @& !
& |1 & o% ok & W&
+EO& +% % &#Y% 8, %) & &%
W g & ! + ! i

R &PR & & & & | &1
* # GA % X x o & &*& &

RO & &% & | &R #
&1 W &I & +
QB &Y *& & & & T8 F*& ¥

& &
[ S
129
(7.}
NG
p Y

FE&#& Bl+ % &+ #
&# & 1+ ! # o+ g1 @
+ @ I 568 81898 9B
Lo & & U # 8% ! 18 #

L % I B | $ L T

% 1 8% & 18 % & ! &
+r RBRUH Y & BR& & &*%& +5 & 4%



[ ! !
$ & & %
#" g | I$ " $ $# !
1 S(S# $ * " g !
I $&($ " IS+ " & " !
$ #" " % $* 1 $
4 I &3 I
/ " $ ! $ 13
% 1 [ & "
$ ! ! Posy( $ !
$ $ ! 1 $%
! L$§( " $ " 5 1B+
! LS an mom &
"% 4 ! ] I $&($ "
1%  $ 4 ! /
I: " 1$ !
" $ . $
! P $&( & $ ! $ !
$ 1 $$ " "
(" $ ! ! I$
I $&($ " IS+ & !
4 1 am " $ " m g
& 5% 65 | " 5% $
‘ PoS&( & B
v ? 3 $.® B & & "
! s &8 5 $ $ .~ 5 %
&8 "o 0" !/ $ %
$ " $ B ! & CcC, B
! | $D 5% " "
&* 1% 3 B 4 | . $ g
. L BT & " D $!
$ st $ "$  #4
$ $# $ " g " ' &7 * *
D$! 2 . . $ !
! L s & .* 3 B$
$ 3 & 0 $ "4 8% " !
o F
G 8
I $@! ! $ $
I |
" | | 2 $ $
. "B PO I !
§ K Q R ..
NG
] ! 1 Q PO !
$ o ! $ "
! ! PO !
KK
L& \FHBEIHF
i
' @ X
W8
n ! E o% |
1/ !) $ 4 $ & | @(4 $g/\
" $ &7 * I $&( .
&* I8 ! $ $ "4 (s " !



(&+ $ & * &) |( ( #9$ *
) $, (% & 3% & & 5
*)e n-) (= = & & 8+
( )* * * )* )$ (5 *)* $ )#
s, ($ & 8)B( & ( P )
T SN & (B 3
) #&  *$r ($B+ ) $ * (1
#ox 7) B ¢1 & ¢C&s$ ( 1
3) & %) 1 *+ & O (
B)B( $ & & & (
#1 (3 ) D%t (B S
9 ¢ ( )y ' % 7 $ * %
@ $ & & ( ¢ @ 9%
IR & & ( )$ & R
* * ‘kcl' w_*_ * ( ( , ( (
0B>) (% )* (5 g L) &t
)$ & g ) 6 & * %9 98
% e @ § D 8 PR (
* 5 & 6 #"8 & & (® S
63 * (% # ! ($ )) $ () #3
7 (A ( (3 # & #"88 $ *
(1% R * 5 (& o s ,
8 D( $ & *&( ( ( * 1 %4
& ® B & 2:
5 3
3 @ 5) .*) & "
& ot 81 ) < 0,8, 6 (
¢ 1 K@C’MN&( &* *) (¢ ) & 1
$ %k )8 * &) ( *) ¢ ) #
¢ 1
1
e o e 51 B8
U1
2 Sl . @2
K % .
Ee& B )* |E I &
) * & & ( 61( & (%)%A
$ * ( + ) (B $ # T
* o> e( & (s ( B)®($ &7
= ® $ #
) % $& *&( 6 (,& *.,6 6 ]
]&* o ’& 5 1 * )$ *
&* & *& (R7 * ( 1 (
# o1 7 ¢ ($T*$ ) # 1#
* ( & *8& ( oo+ $
& &) (®B( S ( $ % $
o C# ) 9+& ($ % *$
< ( ) T (s &7 $ *xg  (
@ $ & & ¢ @ 9%
IR S Y X )$ & ¢
* * *(k %.’_ * ( ( , ( (



S s 8 (

$ % - N

(ol BN H

smE KK 06 0%

BEBSB

e T

!*@f_j!! %

Io* !

)

JANS
. I\
*) o
! | momma #
+ 0oy
& - [N

$+09

00



%

%

& %'
& % m
é( F) & &
- & "
I
(]
&+
o - I
8(
2+ DR
HR
0 "
0 5 A
| s c : & BAU
CRA " ® &WQ
CA [ " T $@® "X
& & & & "
9 G T
(153 &WQ CA "
& & &
" C QA & $ @
VA " " ® &
& " (@
i(p 4 C " 8 X C
® | 88 " Y F (63
# @ I# X C " X Ce
F A > 4 &A G ! G
C prle=?: | [
> 4 " 3 E $ "
Y\Q " C $ &QW
B Q [ Q@ EWWQVA
&t $ # &
&QF X cY Q [ @ 3
C wWQ & " " ®
C QA 3 E
9 G & $ ® B
« 9
& | & %
&
Y
B Ll T (816502 170N
8(
2+ G DERTHED




* ) (& & % Y% R L+
/& & %. & &% | R@
&% & « e & &/ 3 &P | 4
& % & & 5 % &l @
Co e & & &' &/ & &
& & &7 & ( & ( &
N7 & &% '8 /I ®® 9 & I (
/ 7 & & % 3 &l & %
' & & & 5 % o & ' 1 ( I
=g & % &p &% 4 & B &
T && & &8 A ' 2@
% Bae W * & & 48 @ 7' 8
2 & S x & & & 5& * && A
& ' & ' & ' ' 718k
%7  QEBD 6 Q* g ( Ok &
g &l && & G D )& &
@' ' & % & RRBE
% | & 2 2 R /] R® 0 & &
& * 38 ) ( | 8 3 v
2RBRE& 4 & % B@ 2 R2 R 3
I & % @ ( & & & & % &
& % & G D & '
& & 5 & ' &R z
HE 0
! ( & &
A
HES &
W @&
W =
A
HE =
HES =
HES @®
S @
HES ®
W €4
A
D €4
W &
D @&
HES =
HES =
HES =
SRS @
i ®




3 @® b
TR F@B\ x< B8
7 |GRE5
X
it [0}
3 @® b
TR B << B8
J [
X &
R F
(18 S
ﬂ..‘.-, 0
)Q ST
S
FRIBK )
=
Q)
ez
ez
@&
133
| ]
B
B @ B VWX
&/
.2
K
R ® 59
xR FEE
QB ’
;) * aa 68
B b
B B
€ @BBF
R @
e
F B B

Wy






P LN R T L
; £ e

b g o tphife? m _m,__,,_w!m._.__-,




%

( $ 4.
0
@ S A%
B
% A
@
X
cC A
G
()
R+ | TR FROREE)
F s
..
@ i@ C
Cc 1
G
G
W
D CG
C
G
W
O(
CG C
W
O(
& 4
T JZ BT ;5 C
C & C T

$Q#C % &



H
% <
& =
& >
< #
& H& # > #
& > @2 #
& #H& # & @7 #
A #
BB
AN RIS
@ Hm5
- %
# < +<
#
L +
&
%
&W
# &
% #
# &
3 -0
! o
h & ¢ ! !
L #S
X $MHL
% $ K
#
# #
& %
< = & &
& = #
& >
K< & Z&# & &
#H& # #& &
&
A #



0/

5> G
C Bo@®
OFED

Bl 55 9

OIS 8

=

0/ .5

> G
S BY@®
£
4.2
& @
OIS @

) 3N

56l 1
e
<5 B

@) @
L et

DEES 6@
HEbs




* IR

01
3 0
+ -
1 -0
W - -
AR
[ 20) IOVBREIRY
5 B
B
1 0 L+ 0 1R+ -/
kL RS - - E
/ 8 0
1 RS
1 - - - -
7 - L
- 17 L RS F
C ®J - BEL G&LD
S LD 2} - - T
I C 7 -/
- L WS N7H/ 3
N O - - L7
- 1L S RS 7 -
T L MI7
SR L - K
- K] -
2 ¢
1 -0
87 - -
AR
HEL B SVEREIRELTY
5 A
B
1 0 L+ 0 1r+ -/
&1 RS - - H



&%

&

L'&

(&

651D

C, CHE,(S48B

0, CHE,(S48B

. CHE, D

H—r—m O,

[\



! - ¥ ) ( !9

7
85

I 3 93 , $ - * &/
7
85

5 > 5>
! #3l 3: 02) 8 0 ° 0 7#
= = I [ 2 &5
& % 9 & ! 3 / 3 ! & 3
AEH
KENED)
) 9:R R RRR
TR

1 10

& 10

& 10
) %+

(

0
2 -

W+
0
3|
, 0






A specimen is not required due to Excusable nonuse



A specimen is not required due to Excusable nonuse



A specimen is not required due to Excusable nonuse



A specimen is not required due to Excusable nonuse



A specimen is not required due to Excusable nonuse



A specimen is not required due to Excusable nonuse



A specimen is not required due to Excusable nonuse



Exhibit A




o ATy,
Cl 4,

KL

DEPARTMENT OF HEALTH & HUMAN SERVICES . .
C Public Health Service

Food and Drug Administration
~W Rockville, MD 20857

%

PIND 104,533

TauRx Therapeutics Ltd.

Attention: Karin A. Kook, Ph.D., Managing Dircctor
Salamandra LLC

One Bethesda Center

4800 Hampden Lane, Suite 900

Bethesda, MD 20814

Dear Dr. Kook:

Please refer to your Pre-Investigational New Drug Application (PIND) file for methylthioninium
chloride (MTC).

We also refer to the meeting between representatives of your firm and the FDA on May 8, 2009.

A copy of the official minutes of the meeting is attached for your information. Please notify us
of any significant differences in understanding regarding the meeting outcomes.

If you have any questions, call Teresa Wheelous at (301) 796-1161.
Sincerely,
{See appended electronic signatire page}
Russell Katz, M.D.
Director
Division of Neurology Products

Office of Drug Evaluation 1
Center for Drug Evaluation and Research

Enclosure - Meeting Minutes




PIND 104,533

Page 2

MEMORANDUM OF MEETING MINUTES
MEETING DATE: May 8§, 2009
TIME: 11 AM - Noon
LOCATION: White Oak, Building #22, Conference Room 1415
APPLICATION: PIND 104,533 Methylthioninium

TYPE OF MEETING: Pre-IND (Type B)
FDA ATTENDEES: (Title and Office/Division)

Katz, Russell
Mani, Ranjit
Freed, Lois M
Tandon, Veneeta
Parepally, Jagan
Hawver, David
Jin, Kun

Massie, Tristan
Teresa Wheelous

TauRx Therapeutics Ltd.:
Professor Claude Wischik
Dr. Damon Wischik

Dr. John Storey

Dr. Eric Longstaff

Dr. Mike Morgan

Dr. Karin Kook

Tenecia Egland

DISCUSSION POINTS:

[CIIEMISTRY, MANUFACTURING, AND CONTROLS|
Question 1

Will the current route for the synthesis of the drug substance (MTC or LMTB), synthesized from
MTC as the starting material, be suitable for use in manufacture of Phase 3 clinical trial
materials?

Preliminary Response
Yes, pending review of the supporting data provided in the IND.

Discussion At Meeting
None

Question 2
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005 Clinical Study — TauRx http://taurx.com/005-clinical-study.html

{htto aurx comi}

commenly used clinical assessmenis.

a The A ‘s Disease Scale - Cognitive Subscale, known as ADAS-cog:; TauRx Publishes Six
b. The Modified Alzheimer's Disaase Cooparative Study - Clinical Giobal impression of New Journal Articles
Change, known as ADCS-CGIC

LIS IR RS P
2. Tne reguction in dechne in glucose uptake in the temporal lobe a8 measured by FDG/PET LR T

imaging
3. The safety and tolerability of LMTX™ given for up ta 18 months

The treatment period is 18 months and the study, which is piacebo-controfied, s taking place al aver TauRx Completes
100 clinical sites. primanly in the US and EU. The study is fully recruited and resuits are inthe Recrul to Phase
second half of 2016 . LS ——— = 3 Alzhsimer's
eSS Disease Studies
o vy Tads o [rRTT —
S-arraieweld el
HOME (1] | ABDUT US JABDUT-USY

DUR HESTORY (DU HETORYS  SCENCE (SCENCE)  PRODUCT PIELNE (PRODUCTBELAE]  RETENTE AND CARECIERE (PATRENTE-
o PRESS

© Comutt Tasfts J092 - ngead By

lofl 7/16/2015 2:14 PM




007 Clinical Study — TauRx http://taurx.com/007-clinical-study.htm|

hitp taurs com/

A U A Out {scienwnd P Ml PateAL s et A Presa

controlled clircal trial in bvFTD patients cver a 52-week 1

imeframe. The Phase 3 study is underway al

~70 study sites jocated in North America, EU, Ausiralia, Singapore and Argentina. The study is fully TauRx Publishes Six
recruited and study results are anticipated to be avadable in mid-2016 MNew Journal Articles
The main measures of efficacy 1o be used in the study are the changa in study subjects’ performance at
tha beginning and tho end of the study in two y used clirical : onte e
1 The A ‘s Cognitive E: { ), known as ACE-R
2. The Modfied Alzheimer's Disease Cooperative Study ~ Chnical Global Impression of Change,
krown as ADCS-CGIC TauRx Completes
Recruitment to Phase
The treatment period is 12 months 3 Alzheimer's
Discaso Studies
Leenbur  faer
irariieen? Mo

WOME i) | ABDUT L (ABDUT-GRD | OUR SETOAY (CUR MBTOAY) | SCENCE (IOENCL) | PRODUCT PPELINE (PRODUCT-FPELNE] | FRTENTS AND CANEGVERS (WTENTS-
AN PRE

& Zapyrge Tl 111 - Den. L] (]

lofl 7/16/2015 2:15 PM




0135 Clinical Study — TauRx http://taurx.com/015-clinical-study.html|

Bl e (heulust) O Histury e disie ) Seienos (semnend - 4 Patecty

Frene

commaonly used clincal assessments:

a Tha A ‘s Disease A Scale - Cognitive Subscale, known as ADAS-cogy TauRx Publishes Six

New Joumnal Articles
b The Modified Alzh s Disease C

Change, known as ADCS-CGIC

Stugy - Clinical Global Impression of

e Mot S s 4 grming:
Rt S e T
2. The safety and lolerability of LMTX ™ given for up to 15 manthe

The treatment period is 15 months and the study, which is piacebe-controlled, is taxing place at over

100 clinical sites in North America, the EU, Russia. Australia and Asia The study is fully recruited and TauRx Completes
resuits are expected n ine-fist he-042016 B Recruitment o Phase
3 Alzheimer's
Disease Studies

BT MEN. (st
ROl arviimantd e

FOME () | ABOUT US (ADGUT-URY | OUR HATORY (OLRBTORY)  SCENCE (BCENCEY

FROOUCT FIFLLRE (FRODUCT-PRELANEY | FATENTS AND CAREGVIRS FWTENTS:

© Coprrgh Taults 3012 - Drige

1ofl 7/16/2015 2:42 PM




TauRx Therapeutics Achieves Enrollment Target for Second Phase 111 Clinical Trial of L... Page | of 2

About Us (aboutusl]  Our Mistory (our-history)  Sciance [schonce]  Product Pipeline (produst.pipeling/)  Patients and Caregivers (patients-andcaregivers’)  Press Room (press-room)

ABERDEEN, Scotland and SINGAPORE, 22 September 2014 - TauRx Therapeutics Ltd

(http /lwww tayrx,com) has achieved its target enrolment of 700 subjects with mild Alzheimer's diseas TauRx Publishes Six
into the second of its two Phase Il clinical trials of LMTX™ (imix-for-ad), a tau aggregation inhibitor, fol New Journal Articles
the treatment of Alzheimer's disease. This multi-centre, placebo-controlled clinical trial (Protogol TRx-

237-005 (005-clinical-study html}) is aimed at assessing the efficacy of LMTX™ in people diagnosed Leam Move_(aunaddeto
with mild Alzheimer's disease. The Study is also evaluating the safety and pharmacokinetic profile of atiatibodeat-gestence bl

LMTX™, and incorporates imaging endpoints in all subjects.

In July, TauRx announced that the Company had achieved its target enrolment of 833 subjects into ils

first Phase Ill clinical tnal (Protocol TRx-237-015 (015-clinical-studv.html)); this study recruited subjecis | TauRx Completes
with mild and moderate Alzheimer's disease. The third global study, TauRx's Phase Il clinical trial Recruitment to Phase
Prof TRx-237-007 (007-clinical- in patients with behavioural variant frontotemporal 3 Alzheimer's
dementia (bvFTD). continues to recruit subjects. and is on track to complete enrolment by early 2015. Disease Studies

htam Mote__(tyune-005:
Professor Claude Wischik, Chairman and co-founder of TauRx (directors html). said "Reaching our ghrglmentd hamd)

enrolment targets for both of our Phase Il Alzheimer's disease clinical trials is a major milastone for our
Company and it is particularly apt that we can announce this on World Alzheimer's Day. This
achievement brings us another step closer 1o our objective to offer the first tau-targeted disease-
medifying treatment for Alzheimer's disease - an important treatment advance for patients.” He added
“Having recently participated in the G8 Dementia Summit legacy meetings, | am acutely aware of the
call from governments, physicians, carers, patients and international Alzheimer's groups for innovative
treatments to slow or stop the inevitable cognitive decline to dementia. With both of our studies now set
for completion in 2016, TauRx may be in the unigue pasition of turning this hope into practical reality in
the very near future.”

Dr. Serge Gauthier, MD, FRCPC of the McGill Centre for Studies in Aging, Montreal, Canada, a leading
physician investigator participating in both TauRx Phase Il clinical trials for Alzheimer's and TauRx's
bvFTD trial, noted, "Having a tau-targeted treatment that slows or halts the progression of Alzheimer's
will be a breakthrough for people facing this disease worldwide. With many failed attempts in alternative
approaches, we could at last be on the right path towards altering the underlying pathology that leads to
dementia.”

Professor Wischik attributed the completion of enrolment into the clinical trials to the support of more
than 100 global clinical research centres and dedicated physician investigators, a motivated TauRx
project team lead by Dr. Jiri Hardlund as well as the contributions of its partner companies. He singled

http://taurx.com/taurx-therapeutics-achieves-enrollment-target.html! 7/9/2015
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out two partner companies for their efforts in achieving enrolment targets: Worldwide Clinical Trials, a
global Chnical Research Organisation that is managing the studies on behalf of TauRx, and

i g, (hitp: ihwww medics [dba MediciGlobal Ltd] a specialty patient recruitment
firm that brings innovative approaches to accelerate global patient recruitment and retention for clinical
trials.

With both clinical trials in Alzheimer's disease now fully recruited, TauRx and its partners are turning
their attention towards the bvFTD clinical trial. *LMTX™ has potential for the treatment of byFTD
because it targets aggregations of both the tau and TDP-43 proteins, which each account for about half
of the cases,” Wischik said. “Patients and families living with bvFTD are encouraged to contact the
nearest research centre to be included in this Phase IIl clinical trial before the window of opportunity
closes shortly,” he added.

Interested peaple and families living with bvFTD are encouraged to visit www taurk com

(http /iwww taun com) or www. FTDGlobalStudy com (htip: /iwww. FTDGlobalStudy.com) to find a clinical

research centre in their area, and to see if they meet the medical criteria for the TRx-237-007 trial for
behavioural vaniant frentotemporal dementia-{bvFTD),

About the TRx-za?-O‘ts clinical l.rial i’or mild to moderate Alzheimer's

This Phase |l double-bling, placebo-controlled tnal (TRx-237-015) is designed to assess the safety and
efficacy of LMTX™ in patients diagnosed with mild to moderate Alzheimer's disease. The treatment
period is 15 months. The main measures are the change in study subjects’ cognitive performance at the
beginning and the end of the study in three commonly used clinical ts: The Alzheimer's

Di A 1t Scale — Cognitive Subscale (known as ADAS-cog11); the Modified Alzheimer's
Disease Cooperative Study — Cllmcai Global Impression of Change (known as ADCS-CGIC) and the
Alzheimer's Disease Cooperative Study — Activities of Daily Living scale (known as ADCS-ADL).

About the TRx-237-005 Phase lll clinical trial for mild Alzheimer's
=== e ee——

This Phase Il double-blind, placebo-controlled clinical trial is designed to assess the safety and efficacy
of LMTX™ in up to 700 patients diagnosed with mild Alzheimer's. The study involves approximately 100
clinical sites primarily in the U.S. and Europe. The clinical efficacy measures are the same as the TRx-
237-015 tnial. In addition reduction in decline in glucose uptake in the temporal lobe is being measured
by FDG/PET imaging and reduction in the rate of brain shrinkage shown by MRI.

About the TRx-237-007 clinical trial for mild Alzheimer's

This Phase Ill double-blind placebo-controlled study is designed to evaluate the safety and efficacy of
LMTX™ in patients diagnosed with behavioural variant Frontotemporal Dementia (bvFTD). The
treatment period is 12 months. The study is planned to involve 180 patients and ~70 study sites located
in Canada, US. UK. G y. The Netherlands, Australia and Singapore. The main measures of
efficacy are the change in study subjects’ performance at the beginning and the end of the study in two
commonly used clinical assessments: (1) the Addenbrookes's Cognitive Examination (Revised), known
as ACE-R; and (2) the Modified Alzh ‘s Di Coop ive Study — Clinical Global Impression of
Change, known as ADCS-CGIC.
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ClinicalTrials.gov

A service of the U S National Instinites of Health

Safety and Efficacy Study Evaluating TRx0237 in Subjects With Mild Alzheimer's Disease

This study is ongoing, but not g P P AoV
e NCTO1588233
TauRx Therapeutics Lig First received. Seplember 14, 2012
s N - Last updated: Janvary 8, 2015
by Party). Last verfied: June 2014

TauRx Therapautics Lia Hizsory of Changes

Full Text View  Tabular View  No Study Results Posted Disclairmver How i Read a Study Record

¥ Purpose

The purpase of this study is to determine the safety and afficacy of TRxB237 in the treatment of subjects wih midd Alzheimer's Disease

Condition Imorvention Phase
Alzheimers Disease Drug: TRx0Z37 200 mo/day Fhase 3
Drug: Placeba IR

Study Type Interventional
Study Design.  Allocation. Randomized
pomnt Classdicat i y Studty
Intervention Model Paratlel Assignment
Masking: Doubde Bind (Subject, Caregiver, Investigator, Outcomes Assessar)
Primary Purpose: Treatment

Oficial Title Randomzed, Double-Bling, Placebo-Controlied, Paralie-Group, 18-Manth Safety and Efficacy Study of TRx0237 in Subjects With Mild Alzheimer's Disease

Resourca linke provided by NLM;

Ganatics Home Re) related tpics  Alzhe tsonse

MeaineFius related lopics.  Alzheimer's Disease

Genetic and Rare Diseases Center AL Desease Familial

US FOA Resoues
Further study dotails as provided by TauRx Therapeutice Lid;

Prmary Quicome Measuras
+ Change from Baseline in Alzheimer's Disease Assessment Scaie - Cogniltive Subscale (ADAS-cog11) | Time Frame: 78 weeks | | Dosignated as safety saue: No |
+ Change from Baseline in Alzheimer's Disease Cooperative Study - Clinical Giobal impression of Change (ADCS-CGIC] [ Time Frame: 78 weeks | | Designated as safely msue No|

+ Reduction in glucate uptake dociing in the temporal lobe on 18F-lusrcdacxygiucase positron emission tomography (FDG-PET) maging | Teme Frame; 78 weeks |
| Designated as satety msue. No |

= Number of study parlicipants who tolerate oral doses of TROZ37 as determined by safety paramaler changes | Tima Frame 78 wooks | [ Designated as safety ssue Yes |

Safety parameters include adverse svwnts, vital signs, yoe physical and 1 tasts gy, serum chemisiry, and
uninalysis), electrocardiograma, patential for serolonin lomicity, brain magnaic resonance imaging (MRI), and potential for suicioe o seif-ham
Secondary Oulcome Measures:
+ Change from Bassling in Altheimer's Diteste Cooperstive Study - Activities of Daily Living ADCS-ADL23) | Tima Frame: 78 weeks 1| Desgnated as satety issue Na |
= Change from Baseling n Mini-Mental Status Examinaton (MMSE) | Time Frame 78 weeks | | Designated as safaly issua Na |
+ Change from Baseine in Neurcpsychiatric Inventory (NPI) [ Time Frame. 78 woeks | [ Dasignated as safety ssue No |
* Change from Basefne in Montgomery-Asberg Deprassion Rating Scale (MADRS) | Time Frame 78 waeks | | Designated as safoty issue: No |
Other Outcome Measures
« Change in expecied decline of whole brain volume as measured by brain MR | Time Frame: 78 weeks | | Designated as safety issus: No |
= Change In rescurce utiization ysing the fesource Utilzation in Dementia (RUD) Lite | Time Frams: 78 weeks | | Designated as safety maue: No |
* Change in Phusicd by af 3 Diswase in subjects who separaiely consent 1o limbar punciure | Time Frame. 78 woeks | [ Designated as safety isue. Na |
» Compare the infi of Apohpop E ©on the prmary and selecied secondary outcomes in subjects by or for whom legally accoptable consent is separaiely provided
| Time Frame 78 weeks | | Designated as safety issue No |
Estimated Envoiment oo
Study Stan Date November 2012
Estmated Study Completon Date.  May 2016
Estimated Primary Compleson Date  April 2018 (Fnal dats coliection date for pAmady oultome measur)
——
Arms Assigned Interventions
Expanimental TRx0237 200 Drug TRxDZ37 200 mg/day
mgiday TR=O237 100 myg tasiats will ba adminstensd twice daily,
Placebs Comparator: Dirug: Pilaceba
Placebo Pilacebo tablets will be administerad twice daily. The active placebo takiets include 4 m of TRx0237 as 8 unnary and facal calorant to mamtain binding,

hence the placebo group will receive a total of & mg/day of TRx0237

https://clinicaltrials.gov/ct2/show/NCT01689233 %term=TRx-237-005

—
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Safety and Efficacy Study Evaluating TRx0237 in Subjects With Mi... https://clinicaltrials.gov/ct2/show/NCT01689233%term=TRx-237-005

B Eligibility

Ages Eligible for Study. up o 89 Years
Genders Eligicie for Study.  Both
Accepls Healthy Volunteers:  No

Criteria
Inckision Critens:
* Diagnosis of all cause ia and probable i disease
* Clinical Dementn Hating (COR) 1ola) $c0re of 0.5 o 1 (mild) and MMSE score of 20-28 (inclsive)
+ Age <30 years
+ Modified Hachinsk: ischemic score of 54
« Females. i of child-beanng potential, mus! practice true or be p o use Ang bree lo maintain this throughout the study
= Subgect. andior, in the case of reduced decaion-making capacity, legally " with natignal law is‘are abie to read, understand, and provide winen
infarmmed consent
* Has one (or more) igentified agul caregver who 1S willing 1o provide written informed consent far hisMer own participation, is abie 1o read, and speak the guage at
the study site, edher lives with the subject or saas the subject for 22 b 23 . mgrees fo the subject ta each study visit, and is able to verfy daly compliance with
study drug
= If currently 1aking an acatylcholinesterass inhibdor and'or at the fime of & 9, the subect must have been taking such medication(s) for 23 months. Tne desage regiman

must have remained stable for 26 weeks and d must be planned to remain stable throughout participatian in the study
* Able 1o comply with 1he $tudy procedures
Extiusion Critena
+ Significant central nervous system (CNS) disordar ather than AIZNEimers Esease
+ Significant focal or vaseular intracranial pathology ssen on beain MRI scan

+ Clinical evidence of history of stoke. transien! ischemic attack, significant head injury or cthar o loss of " =15 manutes
* Epliepsy

= Major disordes, or other i i bipolas disorder, substance (inciuding alcohol) related disorders

= Metal implants in the head (sxcept dental), pacemaker, cochlear mglants or any oiher ble tems that are i o MRI

» Resides in hospital or to high care facity

* History of swallowing dfficulins
+ Pregnant or breastfeading

= Gh 6-phosp

= History of mgnifi aF curmant acute of chronic clmically signficant abnormality

= Abnormal serum Y vihue ot S 4 deemed o be cinically relevani by the investgator

« Clinicaly disease of

« Presxigting of curment signs or symploms of respiratory failure

= Concurrent acute or chronic chnically sig i gic, hepatic, or disanse (not treated) and'or othar unstable or major disease other than Alzheimer's disease

+ Diagnosis of cancer within the past 2 years prior to Bassding (ohe+ than basal cell or squamous cell skin cancer or Stage 1 prosiate cancer) uniuss ireatment has resulted in complats
freedom from disease for at least 2 years

= Pnor of itivity to ¥ g drug. similar organic dyes, or any of the sacipients
+ Treatment curtently or within 3 manths before Baseline with any of the foliowing medications (uniess ctherwise nated):
Tacine

Clozapine, olanzaping (and thers 5 1o INtent 13 inisate theragy dunng the course of the study)
* Carbamazepine. pnmidone
Drugs known 1o pose more than a very rare nsk {1/10,000 eases) of mathemogiobinemia al approved doses
« Curment or pnor panicipation in @ chnical trial as follows.
Clinical tnal of a product far cegnition in which the (ast dase was received within 90 days prior fo ing (unless conf to have been 10 placeba)
A ciinical tnal of a drug, biolagie. devica, ¢ medical food in which the last dose/administration was received within 28 days pror ta Bassline

P Contacts and Locations

Choasing 12 paricipate in & study 18 an important personal decision. Tatk with your docior and family members or fhends about deciding 10 join 8 sludy. To leam more about this study, you or your
doctor may contact NG study research safl using the Contacts provided belowe For general information, see Learn Atoul Clinical Studies.

Plnase refer to ihis study by its ClinicalTrials.gov identfier: NCTO1880233

+ Show 95 Study Locations

Sponsors and Collaboraters
TauRx Therapeutics Lo

¥ More information

Adaibonal Informaton

Alheimer's Survey
No publications provided

Respansible Party TauRx Therapeutics Lid
ClinicalTrialy.gov Identifier, NCTO1EB0233  Histery of Changes
Other Study ID Numbers.  TRx-237-005
Study First Received: Seplember 14, 2012
Last Updated January 8, 2015
Health Authority United States. Food and Drug Administration
Augtrain’ Tharapeutc Goods Administation
Beigium. Federal Agency for Medhaina! Products and Health Praducts
Canada: Health Canada
Croatia’ Agency for Medicinal Product and Medical Devices
Finland Finnish Meicines Agency
France: Agence Nationale de Securith du Médicament el des produits de santé
Garmany Federal Instituts for Drugs and Medical Devices
Italy The itailan Medicines Agency
The Central Ci on R Involving Human Subjects (COMO)
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Spain, Agencia oe ¥ Producios 5

hups://clinicaltrials.gov/ct2/show/NCT016892337term=TRx-237-005

United Kingdom: Madi and F Products Reg:

Keywords providea by TauRx Therapeutcs Lid
Alzheimar's Disease

Alzheimer Dsease

TRx0237

AD

Additonal relevant MeSH terms.

Alzhaimer Disesse

Hrain Diseases

Central Nervous System [seases

Deirium, Dementa, Amnestic, Cognitive Disorders
Dementia

ClinicaiTrals gov processed this mecord on July 15, 2015

¥ Agency

Neursdegensrative Diseases
Demontia
Brain Diseases

Mental Disorders

Narvous System Disesses
Neurodegenerative Diseases
Taucpathies
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ClinicalTrials.gov

A senice of the U5 Natighal Indtitutes of Health

Safety and Efficacy Study Evaluating TRx0237 in Subjects With Mild Alzheimer's Disease

This study is engoing, but nat recruiting pamicipants. ClhinicalTrials gov identifeer:
NCTD1689233

Sponsar:

TauRx Therapeutics Lid First recewed: September 14, 2012

Last upaated: January B, 2015

provided by Party): Last verified: June 2014
TeuRx Therapeutics Lid Histary of Changes
Full Text View  Tabular View  No Study Results Posted Cisclasmer How 1o Read o Study Record

¥ Purpose

Tha purpaes of this study is 1o determing the safety and oficacy of TRx0237 in the treatment of subjects with mald Alzheimers Diseass

Condition Intervantion Phate
Alzheimer's Disease Drug: TRw0237 200 mg/day Phasgd
Drug: Piscabo

Stugy Type  interventonal
Sway Design’ Allocation: Randomized
Endpoint Classification. Safety/Elficacy Study
Intervantion Mode! Paraliel Assignment
Masking Double Sind (Subject, Caregiver, Investgator, Oulcomes Assessor)
Primary Pumase Treatmant

Otficial Title Randomized, Double-Bind, Placebo-Controlied, Paruiie-Group, 18-Month Satety and Efficacy Study of TRx0237 in Subjects With Mild Atzheimers Disense
Resource links provided by NLM:
Genetcs Home Red related topies.  Alzh ipaase

MediinePius related topics:  Alzneimers Disase

Genenc and Rare Draeanus inb Centar A Dhsease Famvial

U8 FDA Resources
Funiver study detaiis as provided by TauRx Therapeutics Lid:

Primary Dutcome Measures

» Change from Baseline in imer's Disease Scale - Cogr S {ADAS-cog11) | Time Frame: 78 weeks | | Designated as safety issue: No |
= Change from Baselne in Alzheimer's Disease Cooperatve Study - Clincal Glabal Impression of Change (ADCS-CGIC) | Time Frame. 78 weeks | [ Designated as safely lssue No|

+ Reducton in glucose uptake deciing in the temporal lobe on 18F-flusrodeoxyRUCOSE DOSINON eMission tomagraghy (FDG-PET) maging | Time Frame: 78 weeks |
| Designated as safety issus No |

* Number of stedy partcipants wha folerate oral doses of TRx0237 as determened by safety parametsr changes [ Time Frame. 78 woeks | | Designated as safety issue. Yea |

Smwm advarse events. vital signs. g and oxygen physical and ¥ tosts | gy, $erum ch ¥
by polential for tomicity. brain magnatic resanance imaging (MRI), and umhl for suicsde o uve-nmn
Secondary Outcome Measures.

+ Change from Bassine in Alzheimer's Dissase Cooperative Study - Activites of Daily Living (ADCS ADL23) [ Time Frame 78 weeks | | Desgnaled as safoty issus. Mo |
* Change from Baseing in Mini-Mental Status Examination (MMSE] | Time Frame: 78 weeks | | Designated as safety issus. No |

* Change from Baseline in Neuropsychiatnc Inventory (NP} | Time Frame: 78 wooks | | Dosignated ax safety issue; No |

= Change fram Baseline in Montgomery-Asbarg Depression Rating Scale (MADRS) | Time Frame: 78 weeks | | Designated as safety issue. No

Cther Cutcome Meatures:
* Change in expected decline of whole Brain visiume &S meatured by brain MRI | Time Frame: 78 weeks | [ Designated as safoty issue. Mo |
+ Changs in resource utization using the Resource Utdization m Dementia (RUD) Lite | Time Frame: 78 weeks | | Designated as safety ssue Na |

* Change in fusd b of ime:’s Disease in subjects who separately consent to lumbar puncture | Time Frame. 78 weeks | [ Dasignated as safety issue. No |
* Compare the infly of A genclype on the primary and selected sacondary outcomes in subjects by of for whom legally acceplable consent is separately provided
[ Time Frame: ?Bmknl[ﬂw-udnuheymw No)
Estmated Enroliment Too
Study Start Date: November 2012

Estmated Study Completion Date.  May 2010
Estimated Primary contiuwn Date Apui aDIG {Final daia colection date for primary culcome maasure)

—
Arms Assigned Interventions

Experimental TRaD237 200  Drug TRx0217 200 mg/day

gy TRx0237 100 myg tablets wil be adminisiered twice daily.
Placebo Comparator Drug Placebo
Placebo

Placebo tablets will be administered twice caily. The active placebo 1abiets inciude 4 mg of TRX0Z37 as & unaary and fecal colarant 1o maintain blinding
hence the piscebo group will receive a total of 8 mg/day of TRx0237

https://clinicaltrials.gov/ct2/show/NCT016892332term=TRx-237-007

—
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B Eligibility

Ages Eligible for Study: up o B% Years
Genders Elighie for Study.  Both
Accepls Healthy Volunteers.  No
Criteria
Inclusion Critena:
= [ragnosis of all cause and probable imer's disease
* Chnical Damentia Rating (COR) total score of 0.5 or 1 (mid) and MMSE scars of 20.26 (nciusive}
* Age <90 yoars
* Modified Hachinski ischemic score of <4
« Females, f of chid-beanng potental, must practice trus ab of be U and agree fa maintain this throughout the study
*+ Subject, andlor, i the case of reduced gecision-making capacity. iegaily il with navanal law is‘are abis 10 read, understand, and provide written
Informad consent
* Has ane (or more) identified adult caregiver who is wilkng te provide written informed consent for his/her own paricipaton; is able 1o read, and speak the L ge ol

the study site. either ves with the subject or sees the subyect for 22 y 23 ol k. agrees 1o wpany the subject to each study VIS @nd is able 1 verfy dady compliance with
sludy drug

= If currently taking an acetylcholine§1arass nnibagr andar &l the fime of g, the subject must have been taking such medication(s) for 23 manths Tha dosage regimen
must have remained stabie for 26 weeks and It must be planned jo remain stable throughout participation in the study.

= Abis o comply with the stuty procadures

Exclusion Criteria:
* Significant ceniral nerveus system (CNS) disorder other than Alzhemmers disease
+ Significant focal of vasculsr mtracranial pathology seen on bran MRI scan

* Cimical svidencs or history of stroke, ransient schemc attack, sigrificant head injury o oiher ined of hoss of 215 minutes
+ Epiepsy

= Major dep digorder, , or othar pay . bepolar disorder, substance (inciuding alcohod) related disoroers

* Metal imglanis in the head (except dental), pacamaker, cochlear implants, or any other bl items that are o MRI

+ Fesiges i hospital or 10 high depends car facilty

= History of swallowing difficulbes
+ Pragnant or breastfesding

« Glucases dafi y

* Hisiory of signifi ; ar curment Bcuts of Chronic clinkally sgnificant sbnormality

¥ y value at S 9 deemed fo be clinically relevant by the svestigain:

= Clinically signif disease or

» Preexsting or cument signs or symploms of respicatary failure

» Concurrent scute or chronig clinically signif @<, hapatic, o disease (nal Ireated) and'er other unstable or major disease other than Alzheimer's disease

* Diagnosis of cancer within the past 2 years paor 1o Basehne (ather than basal cell or squamaus cell skin cancer o Stge 1 prostate cancer) uniess Ireatment nas resulted in compiete
freedom from disease for at least 2 years

= Prar or = g drug, semslar organic dyes, or any of the excipients

+ Treatment currently or within 3 manths before Baseline with any of the following medications (unless ctherwise noted)

Tacrine
Clazaping, olanzaping (and ihere i no mtent 1o mitiate therapy dunng the course of the study)
Carbamazepine, prrmdons
Drugs known 1o pose mare than a vary rars sk (1/10.000 cases) of methemagiobinamia at approved doses
‘Current or pRor parECIpation in a chnical trial as follaws
Chinical triaf of a product for cognition in which the last d0se was received within 80 days prior fa @ (unless conf 1o have besn d to placeba)
A clinical trial of 0 drug, bilogie, device, or medical facd In which the last dose/adminisiration was received within 28 days prior to Basaling

P Contacts and Locations

Choasing 1o panicipate in a shudy is an mportant personal decision. Talk with your doctor and tarmily members or fiends ab0ut deciding 10 join & study. To leam more about this shudy. you or your
aacior may contsct the study resesrch stafl using the Contacts provided beiow. For general . sae Lgam About Chiniead Sty

Please refer to this stucy by its ChmicalTrials gov identfier NCTO1689233

* Show 95 Sy Locations

Sponsars and Collaborators
TauRx Therapeutics Ltg

B More Information

Additonal Information

Alzheimar's Survey e

Ko publicatons provided

Responsible Party TauRx Therapeutics Ltd

ClinicalTrials gov identifier: NCTO1GB3233  History of Changes
Other Siudy ID Numbers: TRx-237-005

Study First Received Septermber 14, 2012
Last Updated: January B, 2015
Hearh Authonity. United States: Food and Drug Administration

Austraka: Therapeute Goods Admimisiration
Balgiun: Federal Agency for Medicinal Produsts and Health Products
Canada: Health Canada
Croatia: Agency for Medicinal Product and Medical Devices
Fintand Finnish Medicines Agency
France: Agence Nationaie de Sécunte du Medicaman! of des produits de santd
Gemuany. Federal institute for Drugs and Medical Devices
italy. The ltafian Medicnes Agency
The Cantral C an R Imvohang Human Subjects (CCMO)

7/16/2015 2:16 PM
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https://clinicaltrials.gov/ct2/show/NCT0 1689233 2term=TRx-237-007

Spain, Apenca e & ¥ P

United Kingdam: and Pradusts Reg

Keywords provided by TauRx Thesspeutcs Lig
Alzheimars Dissase

Alzheimer Disease

TRxG237

AD

Agdtional relevant MeSH terms

Alznemer Diseass

Brain Diseases

Central Nervous System Dissases

Delinum, Dementa, Amnestic. Cognitive Disorders
Dementia

ClinicalTnals gov processed this record on July 15, 2015

Y Agency

Neurocegenaratve Disoasos
Dementa
Brain Dissases

Mental Disorders

Nervous Systemn Diseases
Neurodegenersive Diseases
Tauopathies
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Safety and Efficacy Study Evaluating TRx0237 in Subjects With Mi... https://clinicaltrials.gov/ct2/show/NCT01689233%erm=TRx-237-015

ClinicalTrials.gov

A senace of the LS. National institutes of Health

Safety and Efficacy Study Evaluating TRx0237 in Subjects With Mild Alzheimer's Disease

This study Is ongoing, but net a9 4 il gov

e NCTO1689233
TauRx Therapeutics Lid First received: September 14, 2012

Last updated: January 8, 2015
provided by Party): Last verifed. June 2014
TauRtx Therapautics Lid History of Changes
Full Text View  Tabular View Mo Study Results Posted Discinimar Haw 19 R8ad a Stuedy Recard
¥ Purpose

The purpose of this study Is 10 determine the safety and eMicacy of TRx0Z37 in the treatment of subjects with mild Alzheimérs Disease

Conditign Intervention Phase
Alzheimer's Disoase Drug: TRa0237 200 mp/day Phase 3
Drug Placebo *——

Study Type Interventonal
Study Design. Allocation’ Randomized
Endpoint Classfication: Safety/Efficacy Study
Intarvention Model Paraliel Assgnment
Masking. Doutle Bund (Sutyect, Caregiver, Investigator, Outcomes Assessar)
Primary Purpose: Treatment

Official Title:  Randomazed, Double-Blind, Placeto.Controlied, Paratel Graup, 18-Manth Safety end Eficacy Study of TRxD237 In Subjects Wih Mid Alzheimers Disease

Resource links provided by NLM:

Genebcs Home Reference related topics;  Alzhewner Oisease

MedunePlus related topics:  Alzheimars Disasss

Genetic and Rare Diseases Center TOE. Al Dhsease Famvial

U S FOA Resourcrs
Further study details as provided by TauRx Therapeutics Lid:

Primary Outcome Measures
« Change trom Baseine in Alzheimer's Disease Assessmant Scale - Cognitive Subscals (ADAS-20g11) | Tuma Frame: 78 weeks | | Designated as safaty meue: Nao |
* Change from Baswline in Alzheimer's Disease Coaperative Study - Ciinical Global Impression of Change (ADCS-CGIC) | Time Frame T8 weeks | | Designated as safety issus’ No |

* Reduction in glucose uptaks decling in the tempaoral lobe on 1BF-N Yo pasitron graphy (FDG-PET) imagng | Time Frame: 78 weaks |
[ Designated as safety issue No |

* Number of study panticipants who tolarate oral doses of TRx0217 as determined by ssfety parameter changes | Time Frame: 78 weeks | | Designated a3 safely issve. Yes ]

Safety parameters include adverse svents. wial signs, o and axygen . physical and logecal lons, tests Gy, Berum chemistry, and
1o potential for toxicity. biain magnetc reschance imaging (MRT), and potential for suicide or seli-harm
Secondary Outcome Measures

+ Change from Baselne in Alzheimar's Disease Cooparative Study - Activities of Daiy Living (ADCS-ADL23) | Time Frame: T8 weaks | { Dosanated as safety ssus: No ]
= Change from Baseline in Mini-Mental Status Examination (MMSE) | Time Frame: 78 wooks | | Designated as safety issue’ No |

* Change from Baseline in Neurpsychiatic inventory (NP1 [ Time Frame 78 weeks | | Desigrated as satety issus: No |

* Change from Baseling in Monigomery-Asbarg Depression Rating Scale (MADRS) | Time Frame 78 weeks | [ Dosignated as safety issus: Mo |

Other Outcome Measures
* Change in expactsd declng of whole brain volume as measured by brasn MRI [ Time Frame: 78 weeks | | Designated as safely isaue. No |
+ Change in resturce utiization using the Rescurce Utiizaten in Dementia (RUD) Lite | Time Frame: 78 weeks | | Designated as safety issue No |
= Change m pinal fuld b of s Dispasa in subjects who separately consent 10 lumber puncluse | Time Frama: 78 weeks | [ Designated as safety issue No |

= Compare the infl of i in E genotyp an the primary and selected secandary cutcomes in subjects by of for wham legally acceptable consent is separately provided
[ Time Frame 78 weoks | | Designated as safety issue: No |

Estimated Enroliment oo

Study Stan Date MNovember 2012

Estimated Study Completion Date May 2016

Estimated Primary Compieton Date.  April 2018 (Final data collection date far primary aulcome mersure)
—_—

Arms Assigned Intervantions

Experimental TRa0237 200  Drug TRx0231 200 mg/day

molday TRx0237 100 mg tablets will ba admiristered twica daily
Placebo Comparator, Drug Placebo
Piaceto Flacebo tabiets wil be administared twice daily. The active placeba tablets include 4 mg of TRx0237 as 8 urinary and fecal colorant 1o maintain plinding:

hence the placebo group will receive a total of 8 myiday of TRx0237
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20f3

W Eligibility

Ages Eiigible for Sy, up fo B9 Years
Genders Eligile for Study Both
Accapts Healthy Volunteers:  No

Criteria
Inclusion Criteria
* Diagnosks of all cause in and probable & digsase
* Clinical Dementia Rating (COR) total score of 0.5 ar 1 {mid) and MMSE score of 20.26 {inclusive)
+ Age <90 years
+ Moaified Hachinghs ischemic score of 4
= Females, f of child-beanng potential, must practice true absts of b 10 use adequal ion and agree to maintain thia throughout the study

= Subject, andior, in the case of reduced decisson-making capacity, gatly P (s) with national law (s'are able 1o read, understand, and provide written
infarmed consent

* Has one [or more) igentified aoufl caregoer who 1S willing fo pravide written informed consent for nis/her own panicipation; is able 15 read, . and spagk the 4 fed | at
the study site, edher ives with the sublect of sees the subject for 22 y 23 agrees o the subgect 1o each study vait, and s abie to verify daily compliance with
studdy orug

= If currently taking an acetyichalinasterase inhibitor andior At the lime of g, the subject must have been taking such medication(s) for 23 months. The dosage regimen
mist have remained siable for 26 weeks and i must be planned to remain stabie roUghout panicipaticn in the shidy

= Able fo comply with the sludy procedures

Exclusion Critena
+ Significant central nervous system (CNS) disordar other than Alzheimer's discase
+ Significant focal or vascular intracranial pathology seen on brain MRI scan

* Clinical evidence or histery of stroke. Wansient ischeric attack, sigrificant head injury or otrer plained or less of 215 minutos
* Epilepsy

= Major d dhsorder, in, or other psy disardars, bipolar disorder. substance (ncluding alcoho!) related disorders

= Metal implants in the head (excep: dental), pacemaker, cochicar implants, or any other \terms that are o MRI

= Resides in hospdal or 1o high ¥ i cares facikty

= Histery of swaliowing dificuities

* Pregnant or breastfeeding

« Gh &oh h deh

* Mistery of mige of curren! acule or chrome chinically sgnificant abnarmality

= Abnarmil serum chemestry laboratory value at Screening deemed o be clinically relevant by the investigatar

« Chinically signifi e disoase ar

+ Preewisting or current signs of symplams of respiratory faiure

+ Concurrent acute or chronic clinscally i6. hepate, o7 end disease (not ad treated) andor other unstable or major disease other than Alzheimer's disease

» Diagnasis of cancer within the past 2 ywars prior to Baseine (other than basal cell or squamous cell skin cancer or Staga 1 prostats eancer) unless traatmant has resulted in complete
traadom from disease for ol feast 2 years

* Prior or iy o methyiihionini g drug, simiiar organic dyes, or any of the exciplents
+ Treatment curently or witin 3 monins belore Baseling with any of the foliswing medications (unless cthanwise noled)
Tacsine

Clozapine, olanzapsne (and there is no intent 1o iniSate therapy dunng the course of the study)
Carbamazeping, pamidans
+ Drugs known 1o pose mare than & very rare ask {1/10,000 cases) of methemaogiobnemea at approved doses
= Current or pricr pericipation in a clinical trial as follows
Chnical trial of @ product for cognition = which the last dose was received within B0 days prior o g (unless condi 12 have beon 1o placebo)
A clinical thal of 8 drug biologic, device, or medical food in which the last dosa/soministration was rsceived within 28 days pnor 1o Baseling

¥ Contacts and Locations

Choosing 1o pamcipate in @ study (S an Mpartant personal decision. Talk Wi your doctor and family members or fiends about deciding 16 join a study. To leam more about this study, you or your
doctor may contact the study research staff using the Contacts provided below. For general information, see Leam About Clinical Studes

Please refar 1o this study by its © gov ideritifier: NC 33

# Show 95 Study Locations

Sponsars and Collaborators
TauRx Therapeutics Lid

B More Information

Additional Infarmabon

ARDEMECS Survey T

No publications provided

Respansible Party TauRx Therapeutics Lid

ChinicalTrals gov identfier  NCTO1889233  History of Changes
Other Study ID Numbers:  TRx-237-005

Study First Received Seplember 14, 2012
Last Updated January B, 2015
Heaith Authority: United States: Food and Drug Administration

Austraia: Therapeutc Goods Administraticn

Belgium: Federal Agency for Medicinal Products snd Health Progucts

Canada: Health Canada

Croata Agency for Medicinal Froduct and Medical Devices

Fintand: Finnish Medicines Agency

France Agence Nationale de Secunté ou Médicamen! ol des produis de sante
Germany: Federal Institute for Drugs and Medical Devices

ltaly: The ifalian Medicines Agency

N i The Centrai C iflee on Invoking Human Subjects ({CCMO)

7/16/2015 2:15 PM




Safety and Efficacy Study Evaluating TRx0237 in Subjects With Mi...  https://clinicaltrials.gov/ct2/show/NCT01689233%term=TRx-237-015

Spain, Agencia de ¥ Producios
United Kingdom and Products Regulatory Agency
Eoywords provided by TouRx Therapeutics Lid
Azhaimers Disease Neurodegenerative Diseases
Alzheimer Diseasy Dementia
TRx0237 Bran Diseases
AD

Adgibonal relevant MeSH temms

Alzheimer Disease Mental Disorders

Brain Diseases MNorvous System Diseases
Central Nervous System Diseases Naurodeganarative Diseases
Delinum, Dementia, Amnestic, Cogritive Discrders Tavopathies

Dementia

CiinicaiTrials gov processed this record on July 15, 2015
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hittp: {/teas. uspto.gov/pastreq/ ssit.service ?xsl=hsigntestamp=L5F...
Declaration

Uniess the owner/holder has specifically claimed excusable nonuse, the mark is in use in commerce on or i
connection with the goads/services, or to indicate membership in the coffective membership organization
identified above, as evidenced by the attached specimen(s) showing the mark as used in commerce.

The signatory being warned that willful false statements and the like are punishable by fine or imprisonment,
or both, under 18 U,5.C, § 1001, and that such willful false statements and the like may jeopardize the validity
of this submission, declares that all statements made of his/her own knowledge are true and all statements
made on information and belief are believed to be true.

Signature Section 3
Signature: M\
Date: 205" Juwy D ais

Signatory's Name:_ 'CHAZLES KR HALE .Z_ﬁwz
Signatory's Position:___(CHIZE_Seuad 1 oRAcER, Thuls TMALACEU T (s Ly

NOTE TO APPLICANT: When filed as part of the electronic form (i.e., scanned and attached as an image
file), the signature page must include both the signature information and the boilerplate declaration
language, Do net include the entire application, but do ensure that the boilerplate declaration language
actually appears; a signature by itself will not be acceptable. 1f, due to browser limitations, the boilerplate
declaration language appears on a previous page when printed, you must "merge” the declaration and
signature block onto a single page prior to signing, so that the one complete page can be scanned to create
an acceptable image file, It is recommended that you copy-and-paste the entire text form into another
document, manipulate the spacing there to move the declaration and signature section to a separate page,
and then print this new version of the text form to send to the signatary.
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TRADEMARK
SERVICE MARK
PRINCIPAL REGISTER

TauRx

TAURX THERAPEUTICS LTD (SINGAPORE
COMPANY)

51 AYER RAJAH CRESCENT
#07-01/02; SINGAPORE 139948
SINGAPORE

FOR: PHARMACEUTICAL PREPARATIONS FOR
THE TREATMENT OF DISEASES, ILLNESSES AND
AILMENTS IN HUMANS AND ANIMALS, NAME-
LY, INFECTIOUS AND PARASITIC DISEASES,
NEOPLASMS, BLOOD DISORDERS, MENTAL DIS-
ORDERS, DISORDERS OF THE NERVOUS SYSTEM
AND SENSORY, ORGANS, MUSCULOSKELETAL
SYSTEM DISORDERS, GENITOURINARY SYSTEM
DISORDERS, COMMUNICABLE DISEASES, NEU-
ROLOGICAL DISEASES, AND PSYCHOLOGICAL
CONDITIONS; CHEMICAL PREPARATIONS FOR
MEDICAL AND PHARMACEUTICAL PURPOSES,
NAMELY, FOR THE TREATMENT OF DISEASES,
ILLNESSES AND AILMENTS IN HUMANS AND
ANIMALS, NAMELY, INFECTIOUS AND PARASI-
TIC DISEASES, NEOPLASMS, BLOOD DISORDERS,
MENTAL DISORDERS, DISORDERS OF THE NER-
VOUS SYSTEM AND SENSORY, ORGANS, MUSCU-
LOSKELETAL SYSTEM DISORDERS,
GENITOURINARY SYSTEM DISORDERS, COM-
MUNICABLE DISEASES, NEUROLOGICAL DISEA-
SES, AND PSYCHOLOGICAL CONDITIONS; FIRST
AID KITS AND DIAGNOSTIC KITS COMPRISED
OF PHARMACEUTICAL AND CHEMICAL PRE-
PARATIONS FOR THE TREATMENT OF DISEASES,
ILLNESSES, AND AILMENTS IN HUMANS AND
ANIMALS, NAMELY, INFECTIOUS AND PARASI-
TIC DISEASES, NEOPLASMS, BLOOD DISORDERS,
MENTAL DISORDERS, DISORDERS OF THE NER-
VOUS SYSTEM AND SENSORY, ORGANS, MUSCU-
LOSKELETAL SYSTEM DISORDERS,
GENITOURINARY SYSTEM DISORDERS, COM-
MUNICABLE DISEASES, NEUROLOGICAL DISEA-

SES, AND PSYCHOLOGICAL CONDITIONS, IN
CLASS 5 (U.S. CLS. 6, 18, 44, 46, 51 AND 52).

FOR: COMPUTER SOFTWARE FOR FACILITAT-
ING RESEARCH IN THE FIELDS OF SCIENCE,
MEDICINES, DRUGS, PHARMACEUTICALS, BIOL-
OGY, BIOTECHNOLOGY, BIOINFORMATICS,
CLINICAL DEVELOPMENT AND STATISTICS, LA-
BORATORY AND DIAGNOSTIC INSTRUMENTS,
NAMELY COMPUTER SOFTWARE FOR USE IN
THE ANALYSIS AND DIAGNOSIS OF MEDICAL
CONDITIONS; PRE-RECORDED CD-ROMS AND
COMPUTER DISKS CONTAINING ELECTRONIC
PUBLICATIONS, NAMELY, TEST REPORTS, MA-
GAZINES AND MANUALS, AND INFORMATION
IN THE FIELDS OF PRE-CLINICAL, CLINICAL
AND PHARMACEUTICAL RESEARCH AND DRUG
DISCOVERY AND DRUG RESEARCH; COMPUTER
SERVERS; PRE-RECORDED MAGNETIC DATA
CARRIERS AND PRE-RECORDED COMPUTER
DISKS CONTAINING DATABASES AND INFOR-
MATION IN THE FIELD OF SCIENTIFIC, MEDI-
CAL, DRUG, CLINICAL, PHARMACEUTICAL,
BIOLOGICAL, BIOTECHNICAL, BIOINFORMATIC
AND STATISTICAL RESEARCH, IN CLASS 9 (U.S.
CLS. 21, 23, 26, 36 AND 38).

FOR: MEDICAL APPARATUS AND INSTRU-
MENTS FOR FACILITATING THE ANALYSIS OF
BIOLOGICAL AND CHEMICAL MATTER IN THE
FIELD OF GENETIC TESTING, NAMELY BLOOD,
BRAIN, URINE, CEREBROSPINAL FLUID (CSF)
ANALYSIS AND TESTING APPARATUS; MEDICAL
APPARATUS FOR INTRODUCING PHARMACEU-
TICAL PREPARATIONS INTO THE BODY, THE
FOREGOING FOR CARRYING OUT TESTS FOR
GENETIC TESTING; MEDICAL TESTING APPARA-
TUS FOR THE ANALYSIS OF BIOLOGICAL AND
CHEMICAL MATTER, NAMELY APPARATUS FOR
BLOOD, BRAIN, URINE AND CEREBROSPINAL



FLUID (CSF) ANALYSIS AND TESTS; SURGICAL
AND MEDICAL APPARATUS AND INSTRUMENTS
FOR FACILITATING THE ANALYSIS OF BIOLOGI-
CAL AND CHEMICAL MATTER, NAMELY APPA-
RATUS FOR BLOOD, BRAIN, URINE AND
CEREBROSPINAL FLUID (CSF) ANALYSIS AND
TESTS, IN CLASS 10 (U.S. CLS. 26, 39 AND 44).

FOR: PRINTED MATTER, NAMELY, ALBUMS,
ALMANACS, BOOKLETS, BOOKS, CATALOGUES,
HAND BOOKS, JOURNALS, MANUALS, MAGA-
ZINES, PERIODICALS, NEWSPAPERS, PAMPH-
LETS AND PROSPECTUSES, ALL IN THE FIELDS
OF BIOLOGY, BIOTECHNOLOGY, DRUGS, MEDI-
CINES, CHEMICAL PREPARATIONS, PHARMA-
CEUTICALS, BIOINFORMATICS AND SCIENTIFIC
DESIGN, DEVELOPMENT AND RESEARCH AND
MEDICAL LABORATORY RESEARCH, IN CLASS
16 (US. CLS. 2, 5, 22, 23, 29, 37, 38 AND 50).

FOR: RETAIL STORE SERVICES FEATURING
PHARMACEUTICAL AND MEDICAL PREPARA-
TIONS, CHEMICAL PREPARATIONS FOR MEDI-
CAL AND PHARMACEUTICAL PURPOSES,
SCIENTIFIC, MEASURING AND TEACHING APPA-
RATUS AND INSTRUMENTS, COMPUTER SOFT-
WARE, SURGICAL AND MEDICAL APPARATUS
AND INSTRUMENTS, APPARATUS FOR CARRY-
ING OUT TESTS FOR MEDICAL PURPOSES, SCI-
ENTIFIC AND MEDICAL APPARATUS FOR USE IN
TESTS, AND PRINTED MATTER, BOOKS, JOUR-
NALS, MAGAZINES, LEAFLETS, PUBLICATIONS,
PRINTED TESTS, WRITTEN REPORTS IN THE
FIELD OF MEDICAL AND PHARMACEUTICAL
RESEARCH, IN CLASS 35 (U.S. CLS. 100, 101 AND
102).

FOR: MEDICAL, PHARMACEUTICAL, GENET-
IC, BIOLOGICAL AND BIOTECHNOLOGY RE-
SEARCH; DESIGN, RESEARCH AND
DEVELOPMENT OF DRUGS, PHARMACEUTICALS
AND MEDICINES FOR OTHERS; LABORATORY
AND MEDICAL LABORATORY RESEARCH AND
DEVELOPMENT OF DRUGS, PHARMACEUTICALS
AND MEDICINES FOR OTHERS; SCIENTIFIC DE-
VELOPMENT RESEARCH AND CONSULTATION
IN THE FIELDS OF SYNTHETIC CHEMISTRY,
ORGANIC CHEMISTRY, MEDICINAL CHEMIS-
TRY, PHARMACOLOGICAL CHEMISTRY, ANOR-

GIC CHEMISTRY, ANALYTICAL CHEMISTRY,
BIOLOGICAL CHEMISTRY, RADIOCHEMISTRY,
DATA ANALYSIS, INFORMATICS, BIO-INFOR-
MATICS, CHEM-INFORMATICS, COMPUTER Al-
DED DESIGN, ARTIFICIAL INTELLIGENCE,
NEURAL NETWORKS, STATISTICS, MATHEMAT-
ICS, PHYSICS AND BIOPHYSICS; BIOLOGICAL
DEVELOPMENT RESEARCH AND CONSULTA-
TION IN THE FIELDS OF ANATOMY, PHARMA-
COLOGY, PHARMACOKINETICS, PHYSIOLOGY,
PATHOPHYSIOLOGY, AETIOLOGY, GENOMICS,
GENETICS, BIOCHEMICALS, TOXICOLOGY, NEU-
ROCHEMISTRY, CELLULAR BIOLOGY, MOLECU-
LAR BIOLOGY, PROTEOMICS,
PHARMACOLOGICAL GENETICS AND METABO-
NOMICS; SCIENTIFIC RESEARCH AND DEVELOP-
MENT SERVICES FOR CLINICAL DEVELOPMENT
IN THE FIELDS OF DRUG DEVELOPMENT, CLIN-
ICAL TRIAL DESIGN, PATIENT RECRUITMENT,
DRUG TESTING, CLINICAL DATA MANAGE-
MENT, DATA ANALYSIS, STATISTICAL ANALY-
SIS, PATIENT SELECTION, CLINICAL DIAGNOSIS
AND DIAGNOSTIC TESTING; PREPARATION OF
REPORTS OF SCIENTIFIC AND MEDICAL RE-
SEARCH CONCERNING MEDICINES, PHARMA-
CEUTICALS, GENETICS, BIOLOGY,
BIOTECHNOLOGY AND DRUGS; DEVELOPMENT
OF PROGNOSTIC AND DIAGNOSTIC TOOLS FOR
OTHERS; PROVIDING RESEARCH CONSULTA-
TION AND INFORMATION IN THE FIELDS OF
MEDICAL, PHARMACEUTICAL, GENETIC, BIOLO-
GICAL, DRUG, CLINICAL, STATISTICAL AND
BIOTECHNOLOGICAL RESEARCH, IN CLASS 42
(US. CLS. 100 AND 101).

FOR: MEDICAL SERVICES FEATURING
HEALTH ASSESSMENT SURVEYS; PROVIDING
INFORMATION AND CONSULTANCY RELATING
TO THE AFORESAID MEDICAL SERVICES, IN
CLASS 44 (U.S. CLS. 100 AND 101).

OWNER OF INTERNATIONAL REGISTRATION
0936776 DATED 8-16-2007, EXPIRES 8-16-2017.

SER. NO. 79-043,574, FILED 8-16-2007.

ELI HELLMAN, EXAMINING ATTORNEY
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Int. Cls.: 5, 9, 10, 16, 35, 42 and 44

Prior U.S. Cls.: 2, 5, 6, 18, 21, 22, 23, 26, 29, 36, 37, 38,

39, 44, 46, 50, 51, 52, 100, 101 and 102
United States Patent and Trademark Office

Reg. No. 3,658,141
Registered July 21, 2009

TRADEMARK
SERVICE MARK
PRINCIPAL REGISTER

TauRx

TAURX THERAPEUTICS LTD (SINGAPORE
COMPANY)

51 AYER RAJAH CRESCENT
#07-01/02; SINGAPORE 139948
SINGAPORE

FOR: PHARMACEUTICAL PREPARATIONS FOR
THE TREATMENT OF DISEASES, ILLNESSES AND
AILMENTS IN HUMANS AND ANIMALS, NAME-
LY, INFECTIOUS AND PARASITIC DISEASES,
NEOPLASMS, BLOOD DISORDERS, MENTAL DIS-
ORDERS, DISORDERS OF THE NERVOUS SYSTEM
AND SENSORY, ORGANS, MUSCULOSKELETAL
SYSTEM DISORDERS, GENITOURINARY SYSTEM
DISORDERS, COMMUNICABLE DISEASES, NEU-
ROLOGICAL DISEASES, AND PSYCHOLOGICAL
CONDITIONS; CHEMICAL PREPARATIONS FOR
MEDICAL AND PHARMACEUTICAL PURPOSES,
NAMELY, FOR THE TREATMENT OF DISEASES,
ILLNESSES AND AILMENTS IN HUMANS AND
ANIMALS, NAMELY, INFECTIOUS AND PARASI-
TIC DISEASES, NEOPLASMS, BLOOD DISORDERS,
MENTAL DISORDERS, DISORDERS OF THE NER-
VOUS SYSTEM AND SENSORY, ORGANS, MUSCU-
LOSKELETAL SYSTEM DISORDERS,
GENITOURINARY SYSTEM DISORDERS, COM-
MUNICABLE DISEASES, NEUROLOGICAL DISEA-
SES, AND PSYCHOLOGICAL CONDITIONS; FIRST
AID KITS AND DIAGNOSTIC KITS COMPRISED
OF PHARMACEUTICAL AND CHEMICAL PRE-
PARATIONS FOR THE TREATMENT OF DISEASES,
ILLNESSES, AND AILMENTS IN HUMANS AND
ANIMALS, NAMELY, INFECTIOUS AND PARASI-
TIC DISEASES, NEOPLASMS, BLOOD DISORDERS,
MENTAL DISORDERS, DISORDERS OF THE NER-
VOUS SYSTEM AND SENSORY, ORGANS, MUSCU-
LOSKELETAL SYSTEM DISORDERS,
GENITOURINARY SYSTEM DISORDERS, COM-
MUNICABLE DISEASES, NEUROLOGICAL DISEA-

SES, AND PSYCHOLOGICAL CONDITIONS, IN
CLASS 5 (U.S. CLS. 6, 18, 44, 46, 51 AND 52).

FOR: COMPUTER SOFTWARE FOR FACILITAT-
ING RESEARCH IN THE FIELDS OF SCIENCE,
MEDICINES, DRUGS, PHARMACEUTICALS, BIOL-
OGY, BIOTECHNOLOGY, BIOINFORMATICS,
CLINICAL DEVELOPMENT AND STATISTICS, LA-
BORATORY AND DIAGNOSTIC INSTRUMENTS,
NAMELY COMPUTER SOFTWARE FOR USE IN
THE ANALYSIS AND DIAGNOSIS OF MEDICAL
CONDITIONS; PRE-RECORDED CD-ROMS AND
COMPUTER DISKS CONTAINING ELECTRONIC
PUBLICATIONS, NAMELY, TEST REPORTS, MA-
GAZINES AND MANUALS, AND INFORMATION
IN THE FIELDS OF PRE-CLINICAL, CLINICAL
AND PHARMACEUTICAL RESEARCH AND DRUG
DISCOVERY AND DRUG RESEARCH; COMPUTER
SERVERS; PRE-RECORDED MAGNETIC DATA
CARRIERS AND PRE-RECORDED COMPUTER
DISKS CONTAINING DATABASES AND INFOR-
MATION IN THE FIELD OF SCIENTIFIC, MEDI-
CAL, DRUG, CLINICAL, PHARMACEUTICAL,
BIOLOGICAL, BIOTECHNICAL, BIOINFORMATIC
AND STATISTICAL RESEARCH, IN CLASS 9 (U.S.
CLS. 21, 23, 26, 36 AND 38).

FOR: MEDICAL APPARATUS AND INSTRU-
MENTS FOR FACILITATING THE ANALYSIS OF
BIOLOGICAL AND CHEMICAL MATTER IN THE
FIELD OF GENETIC TESTING, NAMELY BLOOD,
BRAIN, URINE, CEREBROSPINAL FLUID (CSF)
ANALYSIS AND TESTING APPARATUS; MEDICAL
APPARATUS FOR INTRODUCING PHARMACEU-
TICAL PREPARATIONS INTO THE BODY, THE
FOREGOING FOR CARRYING OUT TESTS FOR
GENETIC TESTING; MEDICAL TESTING APPARA-
TUS FOR THE ANALYSIS OF BIOLOGICAL AND
CHEMICAL MATTER, NAMELY APPARATUS FOR
BLOOD, BRAIN, URINE AND CEREBROSPINAL



FLUID (CSF) ANALYSIS AND TESTS; SURGICAL
AND MEDICAL APPARATUS AND INSTRUMENTS
FOR FACILITATING THE ANALYSIS OF BIOLOGI-
CAL AND CHEMICAL MATTER, NAMELY APPA-
RATUS FOR BLOOD, BRAIN, URINE AND
CEREBROSPINAL FLUID (CSF) ANALYSIS AND
TESTS, IN CLASS 10 (U.S. CLS. 26, 39 AND 44).

FOR: PRINTED MATTER, NAMELY, ALBUMS,
ALMANACS, BOOKLETS, BOOKS, CATALOGUES,
HAND BOOKS, JOURNALS, MANUALS, MAGA-
ZINES, PERIODICALS, NEWSPAPERS, PAMPH-
LETS AND PROSPECTUSES, ALL IN THE FIELDS
OF BIOLOGY, BIOTECHNOLOGY, DRUGS, MEDI-
CINES, CHEMICAL PREPARATIONS, PHARMA-
CEUTICALS, BIOINFORMATICS AND SCIENTIFIC
DESIGN, DEVELOPMENT AND RESEARCH AND
MEDICAL LABORATORY RESEARCH, IN CLASS
16 (US. CLS. 2, 5, 22, 23, 29, 37, 38 AND 50).

FOR: RETAIL STORE SERVICES FEATURING
PHARMACEUTICAL AND MEDICAL PREPARA-
TIONS, CHEMICAL PREPARATIONS FOR MEDI-
CAL AND PHARMACEUTICAL PURPOSES,
SCIENTIFIC, MEASURING AND TEACHING APPA-
RATUS AND INSTRUMENTS, COMPUTER SOFT-
WARE, SURGICAL AND MEDICAL APPARATUS
AND INSTRUMENTS, APPARATUS FOR CARRY-
ING OUT TESTS FOR MEDICAL PURPOSES, SCI-
ENTIFIC AND MEDICAL APPARATUS FOR USE IN
TESTS, AND PRINTED MATTER, BOOKS, JOUR-
NALS, MAGAZINES, LEAFLETS, PUBLICATIONS,
PRINTED TESTS, WRITTEN REPORTS IN THE
FIELD OF MEDICAL AND PHARMACEUTICAL
RESEARCH, IN CLASS 35 (U.S. CLS. 100, 101 AND
102).

FOR: MEDICAL, PHARMACEUTICAL, GENET-
IC, BIOLOGICAL AND BIOTECHNOLOGY RE-
SEARCH; DESIGN, RESEARCH AND
DEVELOPMENT OF DRUGS, PHARMACEUTICALS
AND MEDICINES FOR OTHERS; LABORATORY
AND MEDICAL LABORATORY RESEARCH AND
DEVELOPMENT OF DRUGS, PHARMACEUTICALS
AND MEDICINES FOR OTHERS; SCIENTIFIC DE-
VELOPMENT RESEARCH AND CONSULTATION
IN THE FIELDS OF SYNTHETIC CHEMISTRY,
ORGANIC CHEMISTRY, MEDICINAL CHEMIS-
TRY, PHARMACOLOGICAL CHEMISTRY, ANOR-

GIC CHEMISTRY, ANALYTICAL CHEMISTRY,
BIOLOGICAL CHEMISTRY, RADIOCHEMISTRY,
DATA ANALYSIS, INFORMATICS, BIO-INFOR-
MATICS, CHEM-INFORMATICS, COMPUTER Al-
DED DESIGN, ARTIFICIAL INTELLIGENCE,
NEURAL NETWORKS, STATISTICS, MATHEMAT-
ICS, PHYSICS AND BIOPHYSICS; BIOLOGICAL
DEVELOPMENT RESEARCH AND CONSULTA-
TION IN THE FIELDS OF ANATOMY, PHARMA-
COLOGY, PHARMACOKINETICS, PHYSIOLOGY,
PATHOPHYSIOLOGY, AETIOLOGY, GENOMICS,
GENETICS, BIOCHEMICALS, TOXICOLOGY, NEU-
ROCHEMISTRY, CELLULAR BIOLOGY, MOLECU-
LAR BIOLOGY, PROTEOMICS,
PHARMACOLOGICAL GENETICS AND METABO-
NOMICS; SCIENTIFIC RESEARCH AND DEVELOP-
MENT SERVICES FOR CLINICAL DEVELOPMENT
IN THE FIELDS OF DRUG DEVELOPMENT, CLIN-
ICAL TRIAL DESIGN, PATIENT RECRUITMENT,
DRUG TESTING, CLINICAL DATA MANAGE-
MENT, DATA ANALYSIS, STATISTICAL ANALY-
SIS, PATIENT SELECTION, CLINICAL DIAGNOSIS
AND DIAGNOSTIC TESTING; PREPARATION OF
REPORTS OF SCIENTIFIC AND MEDICAL RE-
SEARCH CONCERNING MEDICINES, PHARMA-
CEUTICALS, GENETICS, BIOLOGY,
BIOTECHNOLOGY AND DRUGS; DEVELOPMENT
OF PROGNOSTIC AND DIAGNOSTIC TOOLS FOR
OTHERS; PROVIDING RESEARCH CONSULTA-
TION AND INFORMATION IN THE FIELDS OF
MEDICAL, PHARMACEUTICAL, GENETIC, BIOLO-
GICAL, DRUG, CLINICAL, STATISTICAL AND
BIOTECHNOLOGICAL RESEARCH, IN CLASS 42
(US. CLS. 100 AND 101).

FOR: MEDICAL SERVICES FEATURING
HEALTH ASSESSMENT SURVEYS; PROVIDING
INFORMATION AND CONSULTANCY RELATING
TO THE AFORESAID MEDICAL SERVICES, IN
CLASS 44 (U.S. CLS. 100 AND 101).

OWNER OF INTERNATIONAL REGISTRATION
0936776 DATED 8-16-2007, EXPIRES 8-16-2017.

SER. NO. 79-043,574, FILED 8-16-2007.

ELI HELLMAN, EXAMINING ATTORNEY
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VERIFICATION
I, Charles R. Harrington, PhD, Chief Scientific Officer, TauRx Therapeutics Ltd., declare
that I have read Opposer’s Responses to Applicant’s First Set of Interrogatories in Opposition
91221124 before the Trademark Trial and Appeal Board, and to the best of my knowledge, all
information contained therein is accurate.
I declare under penalty of perjury under the laws of the United States of America that the

foregoing is true and correct.

Dated: May 11, 2016

Charles R. Hﬂ‘mm, PhD

908968v1
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degenerative brain disorders through a completely new approach. A leader in Alzhelmer's research, the
compary’s mission is to discover, develop and commercialise innovative produdts for the diagnosis,
treatment and cure of neurodegenerative disorders.
TauRx's strong research team, supported through cooperative relationships with multiple academic
institutions around the world, has focussed on the tau pathway, believed to be one of the critical causes
of neurodegeneration in the brain. The company’s novel tau aggregation inhibitors (TAls) target the
formation of tau protein tangles’ in the brain and its lead compound LMTX® inhibits aggregation of tau,
synuclein, TPD-43 and huntingtin proteins. LMTX® is currently in development for the treatment and
prevention of Alzheimer’s and bvFTD.
TauRx is incorporated in Singapore with primary research and operations in Aberdeen, Scotland.
Specialties
Alzheimer's Disease, Neurodegenerative Diseases, Frontotemporal Dementia
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Experimental
Alzheimer's drug
shows early
promise

Updated 7/29/2008 10:39 PM

By Mary Brophy Marcus, USA TODAY

Alzheimer's researchers from Scotland announced
on Tuesday that for the first time they have
developed a drug that can halt cognitive decline in
patients with mild and moderate Alzheimer's
disease.

In the largest Phase |l clinical trial of its kind, study
author Claude Wischik, professor at the University of
Aberdeen in the U.K. and executive chairman of
TauRx Therapeutics, said that TauRx's drug
methylthioninium chloride (MTC) was successful at
halting the symptoms of Alzheimer's disease over a
50-week period. He presented his findings at the
International Conference on Alzheimer's Disease
meeting in Chicago.

HEALTH BLOG: Latest news on preventing dementia

Previous research has shown that a buildup of
abnormal nerve fibers in the brain, made up of a
protein called tau, is linked to memory loss in
Alzheimer's disease. Rember, the brand name of the
drug, had been successful at melting tau tangles in
lab tests and in animal studies, but this is the first
time an anti-tau drug has demonstrated benefits in
people with Alzheimer's disease.

In Wischik's study, 321 people with either mild or

Alzheimer's taking the medium and highest doses of
the drug also saw a benefit, according to the
researchers.

Wischik says the drug appeared to be reasonably
well tolerated.

" am not surprised by the results,” Wischik says. "l
think we've done it. We have proved the principle.”

But some of Wischik's peers say it's too early to
make such claims. "The first gut reaction is that this
is kind of an overpromise. Anytime you have a name
strongly suggesting efficacy, there is some
skepticism,” says Murali Doraiswamy, an Alzheimer's
disease expert from Duke University Medical Center
in Durham, N.C. "But these early findings are reason
for cautious optimism."

Wischik says he is swimming against the research
tide. "The main story in town for the last 20 years
has been attacking amyloid plaque. A lot of pecple
have said if's too late to treat the tangles, but that's
bunkum," he says. Amyloid proteins form plague
outside brain cells, whereas tau proteins develop
inside nerve cells.

PUNSPPRIGULIT IGIVONGNF 1I0 PU PRy SRR SRt NP gy
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TauRx Group Fact Sheet Bownload in
Executive Chairman: Professor Claude Wischik PDF Pormat

Personnel: 74 Founded: 2002

Profile: TauRx is a life sciences company focused on the discovery of therapies and diagnostics for
neurodegenerative diseases of the central nervous system, especially Tau Aggregation Inhibitors to slow or
halt the progression of or prevent Alzheimer's and related diseases.

Mission Staterment: We are committed to the discovery and development of proprietary drugs for
neurodegenerative diseases, addressing the underlying cause of disease by innovative molecular level
approaches, thus bringing hope to patients and famifies and value to our shareholders.

Pipeline: Research through to clinical stage proprietary candidate therapeutics and diagnostics for
neurodegenerative diseases with a focus on drugs that prevent or modify the course of or prevent diseases
associated with protein misfolding, especially pathology related to Tau protein misfolding and its subsequent
aggregation. The Company has discovered and is developing a proprietary range of Tau Aggregation Inhibitors
(TAls). The promise of TauRx's pipeline was demonstrated by its first TAl, rember™, in a large multinational
phase 2 clinical trial. Psychometric readouts from subjects exposed to rember™ showed evidence of an 80%
reduction in the rate of Alzheimer’s disease progression by the end of trial years one and two, compared to
controls. Functional neuroimaging results from the trial supported the psychometric data: in patients exposed
to rember™, the loss of function occurring in the areas of the brain known to be particularly affected by the
tangle pathology of disease was eliminated over 6 months. Functional brain scan benefits seen at 6 months
were predictive of clinical benefit at 12 months. Pivotal international phase 3 clinical trials in Alzheimer’s
disease and other related disorders are in preparation, using TauRx's second generation TAl, LMTX, one of a
range of proprietary compounds discovered at TauRx that have enhanced bicavailability and tolerability
profiles.

Technology Platform: One of the most sophisticated range in the CNS field of proprietary tools for the
discovery, characterisation and development of targets and novel compounds for the treatment and
diagnosis of neurodegenerative diseases with particular emphasis on protein misfolding.

Group Companies: TauRx Pharmaceuticals L1d. is the parent Company for the TauRx Group. It i incorporated
in Singapore and consists of TauRx Therapeutics, Ltd, WisTa Laboratories Ltd. {(both incorporated in Singapore)
and Poredeen Pte Ltd. The TauRx Group has exclusive rights to most of the patents, patent applications and
intellectual property generated by WisTa Laboratories Ltd.

Finance Raised to Date: US $120 million

Collaborations: Bayer Schering Pharma (Diagnostics); INC Research (Clinical Trial Support).
Locations: Corporate headquarters in Singapore, primary research facilities in Aberdeen, Scotland.
Registerad Address:

3, Shenton Way, #21-04,
Shenton House,
Singapore 068805
Republic of Singapore

Contact: info@taurx.com
Wehbsite: http://taunccom

This website's content is Copyright © TauRx Group
Thiswebsite is best viewed in IE6 and above,
Wehsite Designed By Elves Lab

06/07/2012
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Chicago: Out of the Blue—A Tau-based

Treatment for AD?
07 Aug 2008

Of all clinical trials reported at the International Conference on Alzheimer’s Disease (ICAD) held |

26-31 July in Chicago, one targeting the protein tau was the therapy du jour, both in terms of
buzz among scientists and media coverage. Never mind that the scientific buzz ranged from

puzzled to intensely skeptical, whereas the media coverage was mostly breathless (see Chicago

Sun Times headline Breakthrough Drug Fights Alzheimer’s; Alzheimer’s "wonder drug”). This
first tau-based Phase 2 trial reported at an AD conference fell on fertile ground in part because
the research community is so urgently awaiting the development of tau-based therapies. None

as yet directly address tau pathology, the second hallmark of AD, and consensus is growing that

truly effective, disease-modifying therapy will have to attack both amyloid and tau. Some
tau-related targets, such as its phosphorylating kinases or the GSK3§ enzyme, have been

extensively studied in academia and industry, and pharmaceutical anti-tau programs in general

are said to be revitalized; however, no drugs based on these programs have yet posted any

success in Phase 2. Moreover, the definitive failure of Flurizan in Phase 3 and the complex, mixedg

results of Bapineuzumab in Phase 2, made it easy for this newcomer to steal the show.

And a newcomer it is. PubMed lists no publications on the new drug, or on preclinical research
to prepare its human testing. From the perspective of AD researchers, the sponsors of the new
drug burst on the scene out of left field, with eight abstracts at ICAD and a press briefing that
garnered multiple television interviews (see, e.g., CNN clip].

The name behind the potential drug is Claude Wischik. Younger readers may not remember that

Wischik made his mark in the AD field 20 years ago, when he published two groundbreaking

papers on tau with Nobel Laureate Aaron Klug, Sir Martin Roth, and tau experts Michel Goedert

and R. Anthony Crowther (Wischik et al,, 1988; Goedert et al., 1988]. After that, Wischik
continued publishing in the tau field, though he has not reported new AD research findings in

the public literature since 2001. Besides holding an appointment at the University of Aberdeen,

Scotland, Wischik now is co-founder and chairman of TauRx Therapeutics, a privately held
Scottish-Singaporean biotech company that officially launched its website 30 July this year
during the ICAD conference.

Here is a summary of the drug and the data. Its trade name is Rember™, its active compound is

methyl thioninium chloride (MTC), a reducing agent better known as methylene blue. Thisisa

deep blue dye used in analytical chemistry, as a tissue stain in biology, and in various industrial
products such as ink, for example. Wischik told reporters and scientists that MTC interferes with

tau aggregation by acting on self-aggregating truncated tau fragments.

The company conducted a Phase 2 study randomizing 321 people with mild or moderate AD to

http://www.alzforum.org/news/conference-coverage/chicago-out-blue-ta. ..
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treatment with either placebo or one of three oral doses of MTC: 30 mg, 60 mg, or 100 mg three
times a day. People taking AD drugs, i.e., acetylcholinesterase inhibitors or memantine, were
excluded. The trial’s primary objective was to compare the effect of MTC to placebo on cognitive
abilities measured by the ADAS-Cog battery at 24 weeks. In this phase of the study, patients
were assessed every six weeks. Wischik did not show results of the entire cohort at 24 weeks; he
showed results stratified by mild and moderate AD. For patients with mild AD, there was no
difference between the groups at six months. For patients with moderate AD, Wischik reported a
roughly 5.5-point decline on ADAS-Cog for the placebo patients versus a 1.5-point decline in the
treated groups, resulting in an approximately four-point treatment effect. (If this holds up, it
would be larger than currently approved drugs typically achieve.)

Secondary objectives included assessments at 50 and 84 weeks, brain imaging at 25 weeks, and
safety and tolerability. For the 50-week time point, Wischik presented pooled results of mild to
moderate patients. By 50 weeks, people on placebo had declined seven points on ADAS-Cog and
those on 60 mg MTC by one point, yielding a treatment effect size of about six points. This
translated to an 81 percentreduction in the rate of decline on the higher dose, Wischik said.

(The low dose slope showed a 3.5-point decline.)

At 84 weeks/21 months, 30 mg data were not shown, but people on 60 mg appeared to have
stabilized. If this finding stands the test of time, it would be a major advance in AD therapy.
However, leading scientists cautioned that this was a large claim to stake on a single Phase 2
study, not to mention the first human study publicly reported on the compound. There were no
placebo data by 84 weeks anymore, as the placebo period ended at 50 weeks; presumptive
comparisons would have to be made against historical controls.

This clinical trial featured an imaging marker component, whose data looked supportive at first
glance. Some patients (138 as per ICAD abstract, 125 as per presented poster) received a SPECT
scan at baseline and again between 18 and 28 weeks into the study. Some patients {18 as per
online abstract, 19 as per presented poster) received an FDG-PET scan at baseline and ataround
26 weeks. The images were taken at participating sites in England and Singapore, and analyzed
at the University of Aberdeen. With SPECT, patients on placebo showed reduced regional blood
flow in AD-relevant areas, whereas patients on MTC did not. With FDG-PET, patients on MTC
showed increased glucose use, whereas patients on placebo did not. (In both imaging
modalities, the data on the posters indicated that the placebo groups were two to five years
older than the MTC groups.)

On safety and tolerability, Wischik showed no data to the press but said in the subsequent
scientific session that the major side effects were diarrhea, urinary urgency, and painful
urination; there were also some dizziness and falls. Wischik said the side effect profile overall is
similar to the three acetylcholinesterase inhibitors that are in wide use, but that diarrhea was

more Comimaorn.

On that point, it is worth noting that the talks excluded certain data that have become standard
for pharmaceutical company presentations. For example, it is unclear how many people
completed each arm of the trial, and what were the reasons for discontinuation. Other scientists
in the field later wondered about how intent-to-treat analysis was handled, and how dropouts
may have affected the power of the final data.

The 100 mg dose was ineffective. Wischik said that was due to interactions between the study

5/11/2016 11:19 AM
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drug and gelatine in the capsule wall. According to Wischik, this delayed absorption of the drug

from the stomach to the intestine. However, rather than analyzing this group for what it was,
warts and all, or leaving this group of patients out of the analysis, the investigators instead
decided to combine the 100 mg group with the placebo group and compared this pooled set to
the 30 mg and 60 groups. This is unusual. It means that all side effects people sustained from
300 mg MTC per day were tallied on the placebo side, making the 30 and 60 mg doses look
better by comparison. (For sake of argument, it's fair to assume that if Elan/Wyeth had pooled
the placebo group with the ApoE4 carrier group, in whom the immunotherapy did not work so
well, and then compared safety in this combined group with the ApoE4 non-carriers, that
practice would have drawn protest.)

On MTC’s efficacy, as well, it is possible that including the highest dose with placebo affected the f

progression of the true placebo group, inflating the effect size. “If the investigators could have
gotten statistical significance or a statistic with a p value Wischik noted that the study was
double-blind for the full 84 weeks. However, methylene blue colors the urine green, raising the

question of how a study with this substance can stay blinded at all. MTC also has been reported

to sometimes tint eyes blue. (Sorry folks, not the iris. [t goes into the white part.)

During the press briefing and again after his talk, Wischik was asked whether the company had
included CSF tau/phospho-tau measurements in the trial, (Biomarker data are increasingly built}

into clinical trials in AD to establish evidence that the drug at hand hits its intended target.

Research shows that CSF tau and phospho-tau go up before AD diagnosis and during its course.) .

Wischik replied that TauRx did not, because prior research made it impossible to predict
whether CSF tau should go up or down in response to treatment with MTC, and that he would
have had to pre-specify this issue prior to the trial. In fact, biomarker pre-specification is not
necessary for all Phase 2 trials. For example, a Phase 2 trial of Prana’s PBT2 compound,
conducted in Europe, measured CSF AB42 precisely to find out which way it would change in
response to the drug, as well as to obtain some measure of how well the drug crosses the
blood-brain barrier in humans (see subsequent ICAD story). It’s unclear at this point how well
methylene blue enters the human brain.

Scientists from TauRx did, however, present posters on tau-transgenic mouse lines developed by |

scientists at University of Aberdeen who are also employees at WisTa Laboratories, a company

also headed by Wischik. According to the ICAD abstracts, MTC given intravenously to these mice

at 5 mg/kg for 17 days ameliorated tau pathology and cognitive deficits in the Morris water
maze. Interested AD researchers can attempt to reproduce and expand these findings in a
variety of tau-transgenic mouse lines known to the AD research community. For comparative
listings, see tau-transgenic mice, double-crosses, others; strains available through The Jackson
Laboratory.

In terms of the compound’s potency, Wischik’s presentation stated that MTC dissolves tangle
filaments isolated from brain with an effective concentration (EC50)} of 0.15 pMolar and stops
tau aggregation in cells with an EC50 of 0.56 uMolar in cells. For background, a compound’s
half-maximal inhibitory concentration (IC50) is used for in-vitro assays where there is no
absorption, distribution, metabolism, excretion {ADME) component. That is, the assay simply

contains a target and a drug, and the investigator can assume that 100 percent of the drug finds

the target. The EC50 is typically used in cell culture and is lower than the IC50 because the
compound has to cross the cell membrane and distribute through the cells. The key parameter

http://www.alzforum.org/news/conference-coverage/chicago-out-blue-ta. ..
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for humans is the effective dose (ED50). That is because the ADME component is large as the
drug spreads in the body, and only a small fraction finds the desired target, especially if itis in
the brain and intracellular. Between the EC50 and the ED50, there can be two to three orders of
magnitude difference. Because of these issues, companies typically prefer compounds that start
outwith an IC50 in the low nanomolar range. ~,

Other researchers at ICAD noted that TauRx plans to exploit MTC interactions with a-synuclein,
as well, to develop RemberT™ for Parkinson disease. The company’s website states this as well, '
These scientists questioned how specific the underlying molecular mechanism of a single
pan-AD/tauopathy/synucleinopathy medication will prove to be.

MTC is available in the U.S. in tablet form. Called Urolene Blue, itis a grandfathered drug that
predates the existence of the FDA, Wischik said. Urolene Blue is being used to treat the blood |
disorder methemoglobinemia. According to Wischik, itis also a mild antibiotic and in its earlier
days used to be prescribed to treat urinary tract infections. According to Wikipedia, methylene ~,
blue was used against malaria a century ago.

TauRx has a use patent on a particular formulation of methylene blue, which Wischik said is
purer, and hence possibly safer, than Urolene Blue. Both Rember™ and TauRx have new
Wikipedia pages, though the former was on the site’s watch list for deletion on August 3.

In summary, Wischik said: “These Phase 2 data show for the first time that it is possible to halt
the progression of AD with an anti-tangle treatment.” Most commentators felt that if there is a
real treatment effect in this data, even just a kernel, this would be exciting as a general signal
that targeting tau aggregation can in fact make people better. Researchers tend to express
healthy skepticism when data are not available in peer-reviewed publications. Here, too, they
reserved judgment of whether, or how much of, this signal is real. Many will attempt to
reproduce the reported effects in tau models with available forms of methylene blue. Scientists
voiced enthusiasm about the general approach of inhibiting tau aggregation, but tempered it
with some doubt about whether this particular dye formulation will prove to be enough likea
drug to be approvable for chronic consumption. The ICAD presentation has raised awareness of
this approach; both regulators and investors will scrutinize the quality of the data in detail ”
before deciding on next steps.—Gabrielle Strobel.

COMMENTS

Comments on this content

joanna connolly

Posted: 14 Aug 2008 ;
Is anyone thinking of doing studies with this drug on PSP patients who only have tau tangles andg{
do not have amyloid plaques at all? "
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Alzheimer disease.
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