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#

IN THE UNITED STATES PATENT AND TRADEMARK OFFICE /-/ / 9?

Attorney Docket No. 046585/0109
In re patent application of
Jed FAHEYet al. Art Unit: 1761
Serial No. 08/840,234 Examiner: L. Wong
Filed April 11, 1997

For: "CANCER CHEMOPROTECTIVE FOOD PRODUCTS

TERMINAL DISCLAIMER

Assistant Commissioner for Patents

Washington, D.C. 20231

Sir: 7

Your Petitioner, JOHNS HOPKINS SCHOOIL OF MEDICINE, 2024 E. Monument
Street, Suite 2-100, Baltimore, Maryland 21205, represents that it is the owner of the entire
right, title, and interest in and to U.S. Patent Application Serial No. 08/840,234, filed April
11, 1997 as evidenced by the Assignment recorded at the USPTO, Reel. No. 7694, Frame
746 (copy attached as Appendix A). Further, your Petitioner represents that it is the owner of
U.S. Patent No. 5,725,895, which issued on U.S. Patent Application Serial No. 08/528,858,
filed September 15, 1995 as evidenced by the Assignment recorded at the USPTO, Reel
7694, Frame 0746. Your Petitioner hereby disclaims the terminal part of the term of any
patent granted on the above-identified application which would extend beyond the full
statutory term of U.S. Patent No. 5,725,895, and hereby agrees that any patent so granted on
the above-identified application shall be enforceable only for and during such period that the
legal title to said patent shall be the same as the legal title to U.S. Patent No. 5,725,895, this
agreement to run with any patent granted on the above-identified application and to be binding
upon the grantee, its successors or assigns.
In making the above disclaimer, Petitioner does not disclaim any terminal part of any

patent granted on the above-identified application, prior to the full statutory term ‘of U.S.
Patent No. 5,725,895, as defined in 35 USC §§154-156 and 173, in the event that U.S. Patent

No. 5,725,895 expires for failure to pay a maintenance fee, is held unenforceable or is found
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invalid in a final judgment by a court of competent jurisdiction, is statutorily disclaimed in
whole or terminally disclaimed under 37 CFR §1.321(a), has all claims canceled by a
reexamination certificate or as a result of an interference proceeding, or is otherwise deemed
not to provide the rights conveyed by 35 USC §154 prior to the full statutory term of U.S.
Patent No. 5,725,895, as defined in 35 USC §§154-156 and 173, except for the separation of
legal title stated above. Further, Petitioner does not disclaim any extension or restoration of
term relating to any patent granted on the above-identified application, which extension or
restoration is effected under 35 U.S.C. §§155, 155A or 156 or any other applicable statute.
The undersigned, being the Attorney of Record for the above-identified application and duly
authorized to act on behalf of Petitioner, certifies to the best of his knowledge and belief,
legal title in the above-identified application rests with Petitioner.

The undersigned declares that all statements made herein of his own knowledge are
true and that all statements made on information and belief are believed to be true; and further
that these statements were made with the knowledge that willful false statements and the like
so made are punishable by fine or imprisonment, or both, under Section 1001, Title 18 of the
United States Code, and that such willful false statements may jeopardize the validity of the

above-identified application or any patent issuing therefrom.

Respectfully submitted,

Datc:&(lk /177 By: /ﬁ_}ﬁ[@@,

Bernhard D. Saxe
Registration No.: 28,665

002.154956.1
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JHU-TECHNOLGGY LICENSING TEL: 410-955-1245 Rpr 4,97 15:13 No.Q0& F.02
) . . - S ”\ .
’ \_~ N/ ™% | UNITEL »TATES OEPARTMENT OF COMMERCE
p + | Patant and Trademark Offica
- A\ T 7 | AScsiaNT SECRETARY ND COMMICSONCR
areg ot OF PATCNTS AND TRADCMARKS

Washington, 0 C. 20234
MARCE 14, 1996 o

PTAS i
5 saxe LT
+100091892A"

FOLEY & LARDNER )
P.0. BOX 25696 [y
3000 K STREFT, N.W., SUITE 500

BERWE

WASHINGTON, D.C. 20007-5109 o i
i MR 20 1506 l!"
UNT?ED STATES DATENT AND TRADEMARK OFFICE; L. .. .. . '
NOTICE OF RECORDATION OF ASSIGNMENT DOCUMEN'T fiEre s <
X . AN 0

THE ENCLOSED DOCUMENT HAS BEEN RECORDED BY THE ASSIGNMENT DIViSIO& OF THE
U.S. PATENT AND TRADEMARK OFFICE. A COMPLETE MICROFILM COPY IS AVAILABLE
AT THE ASSIGNMENT SEARCH ROOM CN THZ REEL AND FRAME NUMBER REFERENCED
BELOW.

PLEASE REVIEW ALL INFORMATION CONTAINED ON THIS NOTICE. THE INFORMATION
CONTAINED ON THIS RECORDATICN NOTICE REFLECTS THE DATA PRESENT IN THE
PATENT AND TRADEMARK ASSIGNMENT SYSTEM. IF YOU SHOULD FIND ANY ERRORS OR
HAVE QUESTIONS CCNCERNING THIS NOTICE, YOU MAY CONTACT THE EMPLOVER WHOSE
NAME APPEARS ON THIS NOTICE AT 703-308-9723. PLEASE SEND REQUEST FOR
CORRECTION TO: U.S. PRTENT AND TRADEMARK OFFICE, ASSIGNMENT DIVISION,

BOX ASSIGNMENTS, NORTH TOWEZR BUILDING, SUITE 10C3S, WASHINGTON, D.C. 20231.

RECORDATION DATE: 09/15/1995 REEL/FRAME: 7694/0746
NUMBER CF PAGES: 2
BRIEF: ASSIGNMENT OF ASSIGNOR'S INTEREST (SEE DOCUMENT FCR CETAILS) .

ASSIGNOR:

FAHEY, JED W. poC DATE: 09/13/1995
ASSIGNOR:

TALALAY, PAUL £OC DATE: 09/13/1995
ASSIGNEE:

JOHNS HOPKINS SCHOOL OF MEDICINE
2024 E. MONUMENT STREET, SUITE 2-100
fBALTIMDRE. MARYTAND 21205

SERIAL NUMBFR: 08528858 FILING DATE: 09/15/1995
PATENT NUMBER: ISSUE DATE:

SEDLEY FYNE, EXAMINER
ASSISNMENT DIVISION
OFFICE OF PUBLJIC RECORNS
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l THU~TECHNOLOGY _ICENSING TEL: 410-953-124% Ror 4, 9? 15:13 No 006 P 03
) , \ w/
| o * Gy
Gz \
FORM F i O- 1996 'madifiod 1 1 21 1 995
v, 42

OMS Neo. 06510011 lexp. 4,

Lot PR A 1GRPSIBI2 | . cunireu unigined documents or copy thersol.
1, Narme of conveying party(ladiZ Y 2. Name and addrass of recelving partyfies):

dod W, FAHEY, Pad TALALAY Narme: Jofyts Hookina Schoal o Medicine
Imamal Address:

Ackiitional namets) of convaying partytics) ettached? No
Street Address: 2024 £, Morument Stest, Suite 2-100

Gty: Batimore, Swte: MD ZP: 21208

3. Nature ¢f conveyance:

X Assignment Merger
Security Agreement Change of Name
H
Execution Oate: 09:13-08 Additional namers) & ackress(cs) attached? Ng

{4. Application numberls) or patent numberisk: ]

If this document Is being filed tagether with a new aoplication, the exacution date of the sppicaton 's; 08-15-95
A, Patent Application No.(s) 8. Patert No.(s)

Additionsl numbers attached? No

5. Name and address of party to whom comrespondance 8. Total number of applicanons and patants
concor g document shoukd be malied: iwolved: 1
Name: | QLEY & LARDNER - Attr: 8. Saxe 7. Towl fee (37 C.FR, § 3.41). ..., . ,440.00
Intsmal Address: P.O. Box 25696 XX Enclosed
Street Adcress: 3000 K Susst, N.W., Suite 500 _ Autharized 1 be charged t depasit account
Crv: Washington, DC. 2P 20007.5109 B. Deposit accoumt aumber:

{Attach duplicate copy of This page if paying by d_?m aceonn

DO NOT UsE TS SPACE
110 WG 10/11/9% 08328858 1 381 40.00 7K

9. Statament and signature,
To the best of my knowiedge and bekd, mmmgmmummmgmmmyhmwdﬂm

. FFEN

Name af Parson Sgning o Sigatac

1

TMWrefpmMmmmmmmdw 2

Mag documents to be recorded with raguicad cover shaot information to:
Commissioner of Patents & Trademarks, Box Assignments
Washington, D.C. 20231
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R AQNIVIEN T -~ VWUuUnLwy Wi

o For good and valuable consideration, the recsipt and sufficiency of which are hereby acknowliedged, each
undersigned inventor has sold and assigned, and by these presents hereby sells and assigns, unto

JOHNS HOPKINS SCHOOL OF MEDICINE

its successors and assigns, the entire right, title and interest, so far as concerns the United States and the
Territories and Possessions thereof and all foreign countries in and to the invention in

CANCER CHEMOPROTECTIVE FOOD PRODUCTS
as set forth in his Unitad States Patent Application
XX exacuted concurrently herewith

exscuted on
Serial No. filed

said application for United States Letters Patent, including all divisional, renewal, substitute, continuation and

Convention applications based in whole or in part upon said inventions or upon said applications, and any and all

Letters Patent and reissues and extensions of Letters Patent granted for said inventions or upon said applications

and every priority right that is or may be predicated upon or arise from said inventions, said applications, and said

Letters Patent; said Assignee being hereby authorized to file patent applications in any or all countries on any or
all said inventions in the name of the undersigned or in the name of said Assignee or otherwisa as said Assignee

may deem advisable, under the International Convention or otherwise; the Commissioner of Patents and

Trademarks of the United States of America being hereby authorized to issue or transfer all said Latters Patent to

said Assignee in accordance herewith; this assignment being under covenant, not only that full power to make the -
same is had by the undersigned, but also that such assigned right is not encumbered by any grant, licanse, or
other right theretofore given, and that the undersigned will do all acts reasonably serving to ensure that the said

inventions, patent applications and Letters Patent shall be held and enjoyed by said Assignee as fully and entirely

as the same could have been held and enjoyed by the undersigned if this assignment had not been made, and
particularly to execute and deliver to said Assignee all lawful documents including petitions, specifications, oaths,
assignments, invention disclaimers, and lawful affidavits in form and substance which may be requested by said

Assignee, to furnish said Assignee with all facts relating to said inventions or the history thereof and any and ail
documents, photographs, models, samples or other physical exhibits which may be of said inventions, and to
testify in any proceedings relating to said inventions, patent applications and Letters Patent.

The undersigned hereby grant the firm of FOLEY & LARDNER the power to insert in this Assignment any
further .identification which may be necessary or desirable to comply with the rules of the U.S. Patent and
Trademark Office for recordation of this Assignment. :

P

NAMES AND SIGNATURES OF INVENTORS

—

pate: Y / 3 /‘75’

Name:Jod W. FAHEY Signature: [ >
7" i [va
Name:Paul TALALAY Signature: a,QarCaM Date: ¢ / Jis) /?5
. iy
Name: Signature: / Date:

NAMES AND SIGNATURES OF WITNESSES
e e R

e
Name: ﬁ UTH E/LL A6 (;’){ Signature:, ;?2 M."Cﬂﬂ Date: 5’//3/9 ™
. 7 bawe” 9-13-45

Name: \S HA RQ‘; ! E g RRY Signature:
i ~J

Note: Prima facie evidence of execution may optionaily be obtained by execution of this document before a U.S. Consul or

before a local officer authorized to administer oaths whose authority is proved by a certificate from a3 U.S. Consul.

w

1PT-407:4/90(1){modiflad)
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FORM PTO 1449 (modified) ATTY DOCKET NO. SEhIAL NO.
046528/0109 /_\ 08/840.234
U.S. DEPARTMENT OF COMMERGE o i £
PATENT AND TRADEMARK OFFICE APPLICANT ‘%
Jed FAHEY et al. wm
LIST OF REFERENCES CITED BY APPLICANT(S) "
‘ (Use several sheets if necessary) FILING DATE e GROUP
April 11, 1997 1302
Date_Submitted to PTO: Novermber 18, 1996 FS‘L
&
US. PATENT DOCUMENRADENE"
*EXAMINER DOCUMENT DATE NAME CLASS . SUBCLASS FILING DATE IF
INITIAL NUMBER APPROPRIATE
W
o
-0 .ﬂ“l
e o
]
SR o
4
4 i
L2 R
[ym g o S s]
= e
<
&
FOREIGN PATENT DOCUMENTS
DOCUMENT DATE COUNTRY CLASS SUBCLASS TRANSLATION
NUMBER YES NO
OTHER DOCUMENT(S) flnciuding Author, Titls, Date, Portinent Pages, Etc)
Sprout Itt One Week From Seed to Salad, Steve Meyerowitz (The Sprout House, Inc., Great Barrington, MA),
\ KX U) 9
pages 20-21, 58, 85-86, 120-123, mega

BAMNER  \ KRB \ D

ta applicant.

DATE CONSIDERED

11204

i

1PT-212(a):4/90

2-E8

SEXAMINER: Initial If reference considered, whether or not citation is in conformence with MPEP 809; Draw ling through citation if not in conformence and not considered. Include cogy of this form with next communication
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o¥T OF o ’
W ‘\" UNITED STATEs DEPARTMENT OF COMMERCE ot
.@é Patent and Trademark Office : '

s Address;  COMMISSIONER OF PATENTS ANDVTIV'-!ADEMARK'S
rares of Washington, D.C. 20231 ,

%

APPLICATIONNO., | FILING DATE | ~ FIRST NAMED INVENTOR | “ATTORNEY DOCKET NO. |

P S

[ PaPER NUMBER |

DATE MAILED: . -

Please find below and/or attached an Office communication concernlng this applica on or
proceeding.

Commissioner of PM

2-E10

PTO-80C (Rev. 2/95)
sye DA 160R.ANA.AGRIANEA




Case 1:07-cv-07844-SAS Document 43-23  Filed 05/09/2008 Page 11 of 52

Application No. Applicant(s)
. . 08/840,234 Fahey ot al.
Notice of Allo Wablllty Examiner Group Art Unit |
e (AL

All claims being atowable, PROSECUTION ON THE MERITS IS (OR REMAINS) CLOSED in this application. If not included
herewith (or previously mailed), a Notice of Allowance and Issue Fee Due or other appropriate communication will be
mailed in due course.

X This communication is responsive to papers filed 11/18/98 and 1/7/99

X The allowed claim{(s) is/are 69-90 ({renumbered 71-22)

] The drawings fi_led on are acceptable.
[J Acknowledgement is made of a claim for foreign priority under 35 U.5.C. § 119(a)-(d).
J Al [J Some* [J None of the CERTIFIED copies of the priority documents have been

[ received.
(] received in Application No. (Series Code/Serial Number)

[ received in this national stage application from the International Bureau (PCT Rule 17.2(a)).

*Certified copies not received:
X} Acknowledgement is made of a claim for domestic priority under 35 U.S.C. § 119(e).

A SHORTENED STATUTORY PERIOD FOR RESPONSE to comply with the requirements noted below is set to EXPIRE
THREE MONTHS FROM THE "DATE MAILED" of this Office action, Failure to timely comply will result in
ABANDONMENT of this application. Extensions of time may be obtained under the provisions of 37 CFR 1.136(a).

[] Note the attached EXAMINER'S AMENDMENT or NOTICE OF INFORMAL APPLICATION, PTO-162, which discloses
that the oath or declaration is deficient. A SUBSTITUTE OATH OR DECLARATION IS REQUIRED.

X Applicant MUST submit NEW FORMAL DRAWINGS

[J because the originally filed drawings were declared by applicant to be informal.

X including changes required by the Notice of Draftsperson's Patent Drawing Review, PTO-948, attached hereto or
to Paper No.

[J including changes required by the proposed drawing correction filed on , which has been
approved by the examiner.

[ including changes required by the attached Examiner's Amendment/Comment.

Identifying indicia such as the application number (see 37 CFR 1.84(c)) should be written on the reverse side of the

drawings. The drawings should be filed as a separate paper with a transmittal lettter addressed to the Official
Draftsperson.

TJ Note the attached Examiner's comment regarding REQUIREMENT FOR THE DEPOSIT OF BIOLOGICAL MATERIAL.

Any response to this letter should include, in the upper right hand corner, the APPLICATION NUMBER (SERIES
CODE/SERIAL NUMBER). If applicant has received a Notice of Allowance and Issue Fee Due, the ISSUE BATCH NUMBER
and DATE of the NOTICE OF ALLOWANCE should also be included.

Attachment(s)
) Notice of References Cited, PTO-892

Xl Information Disclosure Statement(s), PTO-1449, Paper No(s). 13 .
Notice of Draftsperson's Patent Drawing Review, PT0-948 ‘ (A)m’lq'

[0 Notice of Informal Patent Application, PTO-152 LESUEWG

O Interview Summary, PTO-413 PRIMARY EXAMINER

(] Examiner's Amendment/Comment GROUP 1300 / 790

[J Examiner's Comment Regarding Requirement for Deposit of Biological Material /
1/27/77

[ Examiner's Statement of Reasons for Allowance

U. §. Patent and Trademark Office 16

PTO-37 (Rev. 9-95) Notice of Allowability Part of Paper No.

2-E11




Case 1:07-cv- 07844 SAS Document 43-23
U.S. DEPARTMENT OF COMMERCE-Patent and Tra mark

PORM PTO 948 (REV. 11-97)

yo 9 / 2 OAQpl%lﬂon No. Mg

NOTICE OF DRAFTPERSON’S
PATENT DRAWING REVIEW
The drawing filied (insert date) 124[2 l / /Q 2 are: :
A .. notobjected to by the Draftperson under 37 CFR 1.84 or 1.152. .
B e objected to by the Draftperson under 37 CFR 1.84 or 1.152 as indicated below, The Examiner will require subnussnon of new, corrected

drawings whe necessary. Corrected drawings must be submitted according to the instructions on the back of this notice.

1. DRAWINGS. 37 CFR 1.84(a): Acceptable categories of drawings:
Black ink. Color.

Color drawing are not acceptable until petition is granted.
Fig(s) — oo

Pencil and non black ink is not permitted. Fig(s)

. PHOTOGRAPHS. 37 CFR 1.84(b)
Photographs are not acceptable until petition is granted,

3 full-tone sets are required. Fig(s)

Photographs not properly mounted (must brysto! board or

photographic double-weight paper). Fig(s).

Poor quailty (half-tone). Fig(s)

3, TYPE OF PAPER. 37 CFR 1.84(e)

Paper not flexible, strong, white and durable.

Fig.(s)

.._L Erasures, alterations, overwritings, interlineations,
folds, copy machine marks not acceptable. (too thin)

- Mylar, vellum paper is not acceptable (too thin).
Fig(s)

4. SIZE OF PAPER. 37 CFR 1.84(F): Acceptable sizes:

21.0 cm by 29.7 cm (DIN size A4)

21.6 cm by 27.9 cm (8 1/2 x 11 inches)

All drawings sheets not the same size.

) Sheet(s)

5.MARGINS. 37CFR 13, 4(g): Acceptable margins:

Top 2.5 cm Left 2.5 cm Right 1.5 cm Bottom 1.0cm

SIZE: A4 Size

Top 2.5 cm Left 2.5 cm Right 1.5 cm Bottom 1.0 cm
SIZE:81/2x 11

.. Margins not acceptable. Fig(s)
Top (T) — Left(L)
Right (R) .. Bottom (B)

VIEWS. CFR 1.84(h)

REMINDER: Specification may require tevision to

correspond o drawing changes.

Views connected by projection lines or lead lines.

Fig.(s). R

Partial views. 37 CFR 1.84(h)(2)
. Brackets needed to show figure as one entity.

(4

2

7. SECTIONAL VIEWS. 37 CFR 1.84h)(3)°

Hatching not indicated for sectional portions of an object.
Fig.(s).
Sectional designation should be noted wnh Arabic or
Roman numbers. Fig.(s)
8. ARRANGEMENT OF VIEWS. 37 CFR 1.84(i)

Words do not appear on a horizontal, left-to-right fashion when
page is either upright or tumed, so that the top becomes the right

side, except for graphs. Fig.(s)
- Views ot on the saime plane-onidfawihg sheet. Fig.(s)
9. SCALE. 37 CFR 1.84(k)
Scale not large enough to show mechanSim-withdut crowding ;.‘
when drawing is reduced in size to two-thirds in reproduction.
Flg(s)_._.._...._._.— Y ,“r\‘ AN TR ', L
10. CHARACTER OF LINES, NUMBBRS AchEI!I’ERS,h A7 CFR 1844

n Lines, numbers & letters not umfppnlygtlgq‘k«_mgm]hdgﬁm‘,,
clean, durable and black (poor line quality), . - i o
Fig. (5)—L7‘--—— T pitide 51 A
11, SHADING. 37 CFRL84(m) .o pvm v Ll ol Dl
Solid black areas pale P"xg‘éy i e ol o
Solid black shading not permitied; FigdBa 1 20 updeni™ L
Shade lines, pale, rough and blurred. Fig.(s)
12.NUMBERS, LETTERS, & REFERENCE\CH&MMSH} gl 1q,x
37 CFR 1.48(p) P Ut e EA Te st st
Numbers and refermce‘;:hmmers not plajn and legible... ..
Fig.(s) K el oo gein
Figure legends are poor. Fig.(s) L e ]
Numbers and reference characters not oriented in the same
direction as the view. 37.CFR 1.84(pX3) Fig,(s),,__[_'_‘,_.____‘_
. Engligh alphabet not used. 37 CFR 1.84(p)(3) Fig.(s)
/" Numbers, letiers and reference,characters must be atesst.. >
32 cm (1/8 inch) in height. 37 CFR 1 84(p)(3) Fig. (s) Z
13.LEAD LINES. 37CFR 1.84(g) . ..+* ™ e
Lead lines cross each other, Fig{8)_rut s ol o
Lead lines missing. Fig.(s) s At
14, NUMBERING OF SHEETS OF DRAWINGS. 37 CFR 1.48(t)
Sheets not numbered consecutively, and in Ababic numerals

Fig.(s) beginning with number 1. Fig.(s}
Views not labeled separately or pmperly 15.NUMBERING OF VIEWS. 37 CFR 1.84(u)
Fig.(s), Views not numbered consecutively, and in Abrabic numerals,
_____._Enlarged view not labeled separately or properly. beginning with number 1. Fig.(s)
Fig.(s). 16. CORRECTIONS. 37 CFR 1.84(w)
Corrections not made from PTO-948 dated
17. DESIGN DRAWINGS. 37 CFR 1.152
Surface shading shown not appropriate. Fig.(s),
Solid black shading not used for color contrast.
Fig.(s), -
COMMENTS

REVIEWER __LAM

ATTACHMENT TO PAPER NO. l Z é

. PTO COPY

2-E12
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PART B—ISSUE FEE TRANSMITTAL N ,vt;
R
Complete and mail this form, together with app e fees, to:  Box ISSUE FEE ?“}
. Assistant Commissioner for Patents ) 1 5{
Washington, D.C. 20231 4

2
MAILING INSTRUCTIONS: This form should be used for transmitting the ISSUE FEE. Blocks 1
through 4 should be completed where appropriate. All further correspondence including the Issue Fee mﬁng'r:gﬁ:gt?:;: ;;??gz%:?&w ﬁs%':agg;ﬁggmgg‘g::g
Receipt, the Patent, advance orders and notification of maintenance fees will be mailed to the current | tr any other accompanying papers. Each additional paper, suchasan
correspondence address as indicated unless corrected below or directed otherwise in Block 1, by (a) | assignment or formal drawing, must have ﬂsown eerﬁﬂcaté of mailing.
specifying a new correspondence address; and/or (b) indicating a separate “FEE ADDRESS” for .
maintenance fee notifications. Certificate of Malllng o

CURRENT CORRESPONDENCE ADDRESS (Note: Legibly mark-up with any comections or use Block 1) 1 hereby certify that this Issue Foe Transmittal is belng deposlted with -

R the United States Postal Service with sufficient postage for first class
Iy , P ’\ mail in an envelope addressed tome Box lssue Fee addressabove on
b @\lhe date indicated below. R

\

o L c o
S o S G - S
= l\‘/}\ J ; Bl . '»,:'
Ty N Y (snatr)
gggyeas S ‘ o
+ £ DATE MAILED

APPLICATION NO. FILING DATE TOTAL CLAIMS [ EXAMINER AND GROUP, ART-UNIT- .../

First Named
Applicant

TITLE OF
INVENTION

ATTY'S DOCKET NO. CLASS-SUBCLASS BATCH NO. APPLN. TYPE SMALL ENTITY ] FEE DUE l . "7 - DATEDUE

No #1.210.60

1. Change of correspondence address or indication of * Fee Address” (37 CFR 1.363). 2. For printing on the patent front page, list ' - .
Use of PTO form(s) and Gustomer Number are recommended, but not required. (1) the names of up to 3 registered patent  {_ FOLEY:. & LARDNER
attomeys or agents OR, alternatively, (2)
[ Change of correspondernce address (or Change of Correspondence Address form | the name of a single firm (having as'a . .
PTO/SB/122) attached. member a registered attorney or agent) o
and the names of up to 2 registerad patent
[1“Fee Address” indication (or “Fee Address” Indication form PTO/SB/47) attached. attorneys or agents. if no name Is listed, no

name will be printed, T T

3. ASSIGNEE NAME AND RESIDENCE DATA TO BE PRINTED ON THE PATENT (print or type} 4a, The following fees are enclosed (make check payabie o Commlssioner
PLEASE NOTE: Unless an assignee is identified below, no assignee data will appear on the patent. of Patents and Tradamams) '
Inclusion of assignee data is only appropiate when an assignment has been previously submitted to {& Issue Fee )
the PTO or is being submitted under separate cover. Completion of this form is NOT a subsititue for
filing an assignment. (21 Advance Order - # of coples

-~ {A) NAME OF ASSIGNEE e
' John Hopkins School of Medicine 4b. The following fees or dem:lency inthese feas sho! Id be charged to

DEPOSIT ACCOUNT NUMBER -1 9=074
(ENCLOSE AN EXTRA COPY OF THIS FORM)
[ tssue Fee
[J Advancs Order - # of Copiﬁs
The COMMISSIONER OF PATEN1'§ AND TRADEMA;Q‘KS IS requested to apply the Issue Fee to the application identified above.

" {PAhonzed Sighature) KI Dandd Q:;b;i Pa®)april 30
_Richard C. Peet Rep, No. 35,7 1999

NOTE; The Issue Fee will not be accepted from anyone other than the applicant; a registered attomey
oragent; of the assignee or other party in interest as shown by the records of the Patent and
. “frademark Office.

Burden Hour Statement: This form is estimated to take 0.2 hours to complete. Time will vary
depending on the needs of the individual case. Any comments on the amount of time required
to complete this form should be sent to the Chief Information Officer, Patent and Trademark
Office, Washington, D.C. 20231, DO NOT SEND FEES OR COMPLETED FORMS TO THIS RECE'VED
ADDRESS. SEND FEES AND THIS FORM TO: Box Issue Fee, Assistant Commissioner for
Patents, Washington D.C. 20231

Under the Paperwork Reduction Act of 1995, no persons are required to respond to a collection i AY 0 7 1999

ot information unless it displays a valid OMB control number, 2 E 1 3
- Publlahmm

TRAMSMIT THIS FORM WITH FEE
ey e et a e s & A Faa Al el R Datant and Trademark Office: U.S. DE"‘R@MEW"OF COMMERCE
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In re patent applicatio
Jed FAHEY et al.
Serial No. 08/840,234
Filed: April 11, 1997
For: CANCER CHEMOPROTEC

“FOOD PRODUCTS

SUBMISSTION OF FORMAL DRAWINGS

Assisstant Commissioner of Patents
Washington, D.C. 20231

Sir:

Applicant submits herewith Two sheets of formal

drawings for this case.

Respectfully submitted,

April 30, 1999
Date Richard C. Peet
Reg. No. 35,792

FOLEY & LARDNER
3000 K Street, N.W.

Suite 500
Waghington, D.C. 20007-5109
Tel: (202) 672-5300
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IN THE UNITED STATES PATENT AND TRADEMARK OFFICE
Attorney Docket No. 046585/0109

Allowed: February 1, 1999
Batch: 046
Group Art Unit: 1761

In re patent application of
Jed FAHEY et al.
Serial No. 08/840,234

Filed: April 11, 1997 Examiner: L. Wong i3 =y
S L 2§ Lo 8 *
For: CANCER CHEMOPROTECTIVE FOOD PRODUCTS o -
wov 059
INFORMATION DISCLOSURE STATEMENT _ .o i,
UNDER 37 C.F.R. §1.56 P e T
Gott="
i wﬂ!.,.
Assistant Commissioner for Patents f"u.mshinu !
Washington, D.C. 20231
Sir: TSR

Submitted herewith on a modified Form PTO-1449 is a listing of documents known
to applicant in order to comply with applicant’s duty of disclosure pursuant to 37 C.F.R.
§1.56, and in view of MPEP § 2001.06(c). The listed documents became know to
applicant incident to a suit for infringement of U.S. Patent No. 5,725,895 filed in the
District Court of Delaware. The above-captioned patent application is a divisional of the
patent application which issued as U.S. Patent No. 5,725,895.

The accompanying Form PTO-1449 lists several papers and publications that were

’provided during the course of discovery in the infringement suit. In addition, the
defendants have recently filed a request for reexamination of U.S. Patent No. 5,725,895
citing several of the listed papers and publications. 'A copy of the request for reexamination
is provided herewith.

Applicant believes that the documents listed in the accompanying Form PTO-1449
do not adversely impact the patentability of the claims of the above-captioned application.
However, out of an abundance of caution, and in compliance with the duty of disclosure,
applicant hereby brings these documents to the attention of the Patent Office.

In the course of the infringement suit, the defendants also have lodged\l several
affirmative defenses and counterclaims, including (1) invalidity and unenforceability for

failure to éomply with the provisions of 35 U.S.C. §§ 101, 102, 103, and 112, (2) breach
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of the duty to disclose material information, and (3) patent misuse. Provided herewith is a
copy of the defendants’ “Answer, Affirmative Defenses and Counterclaim,” which contains
these allegations.

Applicant believes that the foregoing affirmative defenses and counterclaims are
without merit. However, out of an abundance of caution, and in compliance with the duty
of disclosure, applicant hereby brings these documents to the attention of the Patent Office.

The submission of any document herewith, which is not a statutory bar, is not
intended as an admission that such document constitutes prior art against the claims of ‘the
present patent or is considered to be material to patentability as defined in 37 C.F.R.
§1.56(b). Applicants do not waive any rights to take any action which would be
appropriate to antedate or otherwise remove as a competent reference any document which
is determined to be a prima facie prior art reference against the claims of the present patent.

Since a Notice of Allowance has been mailed in this application, it is respectfully
requested that this Information Disclosure Statement and the listed documents be placed in

the file of the present application, pursuant to 37 C.F.R. §1.97(i).

Respectfully submitted,

_ Oatabon 19, 199 ﬁﬁw (X
. Richard C. Peet

Date
Registration No. 35,792

"FOLEY & LARDNER
3000 K Street, NW, Suite 500
Washington, DC 20007-5109
(202) 672-5300

If there are any fees due which are not enclosed herewith, including any fees required for an extension

of time, the Commissioner is hereby authorized to charge any deficiency or credit any overpayment to
Deposit Account Number 19-0741.

002.266746.1
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SHEET § of 2
FORM PTO 1449 (modified) ATTY DOCKET NO. SERIAL NO.
U.S. DEPARTMENT OF COMMERCE 046585/0109 08/840,234
PATENT AND TRADEMARK OFFICE o
APPLICANT \¥Y = ¢
LIST OF REFERENCES CITED BY APPLICANT(S) | Jed FAHEY etal. /O A
(Use several sheets if necessary) FILING DATE of 18 1099 i) GROUP
Date Submitted to PTO: October 18, 1999 April 11, 1997 %‘) 1761

<, & 18
OTHER DOCUMENT(S) (Including Author, Tit TP&MHfent Pages, Etc.)

The Sproutletter, Number 25, Nov. - Dec. 1984

“The Sproutletter” May-June 1981, No. 4.

Roy Bruder, Ph.D., Discovering Natural Foods, (including pgs.203-209), Woodbridge Press,
1982, )

Brian R. Clement, Hippocrates Health Program, (including pgs 7-11), Hipprocrates Publications,
1989.

Jethro Kloss, The Back to Eden Cookbook, pgs. 61-61, Woodbridge Press, 1974.

Steve Meyerowitz, Sproutmann Kitchen Garden Cookbook, The Sprouthouse, Inc., pgs. 178-179,
290, 1994.

Steve Meyerowitz, Sprout It, One week from Seed to Salad, The Sprouthouse, Inc., (including
pgs. 84-85, 120-123), June 1994,

Steve Meyerowitz, The Complete Guide to Sprouting, Sprouts The Miracle Food, Sproutman
Publications, (including pgs. 121-2), May 1998,

Esther Munroe, Sprouts to Grow and Eat, (including pgs. 2-15), Dec. 1974.

Jean Hewitt, The New York Times “New Natural Foods Cookbook:, Avon Books, pgs. 200-203,
1982.

Martha H., Oliver, Add a Few Sprouts To Eat Better for Less Money, Pivot Original Health
Books, (including pgs. 52-53, 118-119), 1975.

James C. Schmidt, Horticulture Facts, “Growing Sprouts Indoors”, (Rev. 4/81).

Angnes Toms, The Joy of Eating Natural Foods, The Complete Organic Cookbook, pgs. 318-319,
Nov. 1971.

Karen Cross Whyte, The Complete Sprouting Cookbook, Troubador Press, (including pags. 57-
59), 1973. .

‘Ann Wigmore, The Sprouting Book, Avery Publications, (including pgs. 29-37), 1986.

Debra Schwarze, Growing Sprouts, Neb Guide, Jan. 1989.

John Tobe, Sprouts Elixir of Life”, 1970.

Alicia Bay Laurel, “Living on the Earth” a Vintage Book.

David Ehrlich with George Wolf, Foreward by Peter Albright, M.D., “The Bowell Book™,
Schocken Books, 1981,

“The Good News Sprouts Recipe Book” ISGA, Aug. 1992.

Ann Wigmore, “The Hippocrates Diet and Health Program”, Avery Publications, 1984,

Sprouting Publications Oahspe Foundation, Health and Sprouting Supplies.

Sproutletter, #41, Summer, 1989,

The Sproutletter, Number 27, March-April 1985.

Steve Meyerowitz, Growing Vegetables Indoors”, 1983.

The Sproutletter, Number 24, Sept.-Oct. 1984.

The Sproutletter, Issue 33, Spring 1987.

The Sproutletter, Number 28, May-June 1985.

The Sproutletter, Number 26, Jan-Feb 1985.

Sprouting Publications, Health and Sprouting Supplies.
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SHEET 2 of 2
FORM PTO 1449 (modified) ATTY DOCKET NO. SERIAL NO.
840,2
U.S. DEPARTMENT OF COMMERCE 046585/0109 J— 08/840,234
PATENT AND TRADEMARK OFFICE ? E )
APPLICANT < CA
LIST OF REFERENCES CITED BY APPLICANT(S) | Jed FAHEY etal. /(3 A
(Use several sheets if necessary) FILING DATE ool 18 1990 GROUP
Date Submitted to PTO: October 18, 1999 April 11, 1997 - 1761

e
&
OTHER DOCUMENT(S) (Including Author, TW@&S, Ete.)

The Sproutletter, Number 29, July - August 1985.

Sproutletter, #40, Spring, 1989.

The Sproutletter, Number 32, Summer.
Sproutletter, #44, March 1991.
Sproutletter, #36, Winter, 1987-88.
Sproutletter, #39, Fall, 1988.
Sproutletter, #43, May/June 1990.
Sproutletter, #38, Summer, 1988.

Sprouting Publications Health and Sprouting Supplies.

Spring Sale for Members Only.

The Sproutletter, A newletter of useful and unusual information on sprouts, raw foods and
nutrition.

The Sproutletter, #31, Winter.

Deirdre Purdy, ed., The Summer Kitchen, A Farmers’ Market Cookbook, 1981.

Viktoras Kulvinskas, M.S. Co-Director Hippocrates Health Institute, “Love Your Body or how to
be a live food lover”, 1974,

The Sprout House Article from Newspaper.

New Prices ~ New Products, july 1985 order form.

Steve Meyerowitz, Indoor Vegetable Kit, The Sprout House.

The Sprout House Newsletter, Issue #15, August, 1992.

Sproutman’s Exotic Seeds for Sprouting 100% Organically Grown Order Form.

Complaint for Patent Infringement (Brassica Protection Products, LLC v. The Sproutman, Inc.
dated September 20, 1999.
Murry Tizer's Answer, Affirmative Defenses and Counterclaims dated June 28, 1999

The Sproutman, Inc.’s Answer, Affirmative Defenses and Counterclaims dated June 28, 1999
Request for Reexamination of U.S. Patent No. 5,725,895 filed October 11, 1999

EXAMINER DATE CONSIDERED

*EXAMINER: Initial if reference considered, whether or not citation is in conformance with MPEP 609; Draw line through citation if not in
conformance and not considered. Include copy of this form with next communication to applicant.
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046528/0109

ED STATES PATENT AND TRADEMARK OFFICE

In re patent application of
Jed FAHEY et al.

Serial No. 08/840,234 Group Art Unit: 1761
Filed: April 11, 1997 Examiner: L. Wong
For: CANCER CHEMOPROTECTIVE FOOD PRODUCTS

COMBINED PETITION, CERTIFICATION and
INFORMATION DISCLOSURE STATEMENT

UNDER_37 CFR _§1.56 and 37 CFR §1.97(e) (2)

The Honorable Assistant Secretary and Fug’gm?EWED
Commisgioner of Patents and Trademarks ng Divigion
Washington, D.C. 20231 APR 15

191999
Sir:

Submitted herewith on a modified Form PTO-1449 is
a listing of documents known to applicants in order to
comply with applicants' duty of disclosure pursuant to 37
CFR §1.56. A copy of each listed document is being
gubmitted to comply with the provisions of 37 CFR
§1.97-1.99.

The submission of any document herewith, which is
not a statutory bar, is not intended as an admission that
such document constitutes prior art against the claims of
the present application or that such document is
congidered material to patentability as defined in 37 CFR
§1.56(b). Applicants do not waive any rights to take any
action which would be appropriate to antedate or otherwise
remove as a competent reference any document which is
determined to be a prima facie prior art reference against

the claims of the present application.

02/24/1953 ANCHARME 00000073 08840234

01 FCilaa 130,00 OF RECE‘VED

-1 - FEB 2 51999
QRAID 1700
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TIMING OF THE DISCLOSURE
The instant Information Disclosure Statement is
being filed after the mailing date of the notice of
allowance under 37 CFR §1.311. Accordingly, pursuant to
37 CFR §1.97(d), a certification, petition and fee are

required.

CERTIFICATION

The undersigned hereby certifies in accordance
with 37 CFR §1.97(e)(2) that no item of information
contained in the information disclosure statement was
cited in a communication from a foreign patent office in
a counterpart foreign application, and, to the knowledge
of the person signing the statement after making
reagonable inquiry, no item of information contained in
the information disclosure statement was known to any
individual designated in § 1.56(c) more than three months
prior to the £filing of the information disclosure

statement.

PETITION and FEE

It is hereby respectfully petitioned that the
listed documents be considered by the Examiner and
formally made of record. A petition fee in the amount of
$130.00 in accordance with 37 CFR §1.17(i) (1) is attached.
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Applicants respectfully request that any listed
document be considered by the Examiner and be made of
record in the present application and that an initialled
copy of Form PTO-1449 be returned in accordance with MPEP

§609.

Respectfully submitted,

February 17, 1999 ﬂighdkdliiizjcﬁ
Date R3chard C. Peet

Reg. No. 35,792

FOLEY & LARDNER

3000 K Street, N.W.

Suite 500 '
Washington, D.C. 20006-5109
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Sheet 1 of 1

FORM PTO 1449 (modified) ATTY DOCKET NO. SERIAL NO.
046528/0109 08/840,234
U.S. DEPARTMENT OF COMMERCE
PATENT AND TRADEMARK OFFICE APPLICANT 5
Jod FAHEY et o/, o
LIST OF REFERENCES CITED BY APPLICANT(S)
(Usa several sheets if necessary) FILING DATE GROUP
I ) April 11, 1997 1761
Data Submitted to PTQ: February 17, 1999
U.S. PATENT DOCUMENTS
*EXAMINER DOCUMENT DATE NAME CLASS SUBCLASS FILING DATE IF
INITIAL NUMBER APPROPRIATE

8 <&

N J

A y
Re0e]a1 2>

"‘ &
’1’7',3 TH ADY'-“@A
RECRIVED
GRALP 170
FOREIGN PATENT DOCUMENTS
DOCUMENT DATE COUNTRY CLASS SUBCLASS TRANSLATION
NUMBER YES/NO/
’ OR ABSTRACT
OTHER DOCUMENT(S) (Including Author, Title, Date, Pertinent Pages, Etc.)
B1 Munroe, E. Sprouts to Grow and Eat, the Steven Greene Prass, (1974), pp 2-9 and 14-16
B2 Schmidt, James C. Growing S Ind , Cooperative Extension Serivce of the University
of lllinois at Urbana-Champagne, College of Agriculture (1984} (pamphlet)
B3 Whyts, K.C. The C lete Sp ing Cookbook, Troubadour Press (1983), pp 10-16, 57-60
EXAMINER DATE CONSIDERED
*EXAMINER: Initial if reference considered, whether or not citation is in conformance with MPEP 609; Draw line through citation if not in confi and not .

Include copy of this form with next communication to applicant.

1PT-212(a):4/90
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IN THE UNITED STATES PATENT AND TRADEMARK OFFICE
Docket No. 046585/0109
In re patent application of
Jed FAHEY et al.
Serial No. 08/840,234
Filed: April 11, 1997
For: CANCER CHEMOPROTECTIVE FOOD PRODUCTS

DECLARATION QF PAUL_ TALALAY
UNDER 37 C.F.R. §1.132

I, Paul Talalay, being duly warned, hereby declare and say:

1. I am a citizen of the United States of America, and

reside at 5512 Boxhill Lane, Baltimore, MD 21210.

2. T am John Jacob Abel Distinguished Service Professor,
Department of Pharmacology and Molecular Sciences, Johns Hopkins
University School of Medicine, Baltimore, Maryland 21205. I am
a membér of the National Academy of Sciences of the United
States, a Member of the American Philosophical Society founded
in Philadelphia for the promotion of useful knowledge, and a

former Professor of the American Cancer Society.

3. I am a physician and medical scientist who has been
involved for the last 20 years in devising chemical and dietary

strategies for reducing the risk of human cancer.
4. I am a co-inventor named in U.S. application serial

No. 08/528,858 (“the application”). 1In relation to the

application, I have reviewed an Official Action, mailed April 24,
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1998, and the prior art cited therein, and I make the f£following

obgervations.

5. None of the prior art references cited by the examiner
in the Official Action, either alone, or in combination, teach
or suggest the claimed methods for preparing food products
comprised of the designated cruciferous sprouts, or extracts made

from these sprouts.

6. The examiner relies on the teachings contained in
Meyerowitz, §., SPROUT IT: One Week From Seed To Salad, The
Sprout House, Inc., Great Barrington, MA, (1993), pages 20-21,
85-86 and 120-123 for the proposition that "[t]he production of
sprouts (e.g., broccoli) is notoriously well-known." (page 2,
lines 11-12). Mr. Meyerowitz does not teach, however, that the
claimed sprouts are well known. To the contrary, Mr. Meyerowitz
only suggests that certain vegetables and sprouts may be a source
of sulforaphane based on research I conducted at Johns Hopkins
University Medical School and which is referred to on page 121
of the Meyerowitz publication. Significantly, Mr. Meyerowitz
incorrectly teaches on page 122 of this same publication that
carrots and green onions contain sulforaphane. Carrots and green
onions do not contain sulforaphane, but each contains a Phase 2
inducing potential that is chemically distinct from sulforaphane.
Mr. Meyerowitz does not teach or suggest the claimed method of

producing a food product comprising identifying cruciferous seeds
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which produce sgprouts containing high Phase 2 enzyme-inducing
potential and non-toxic levels of indole glucosinolates and their
breakdown products and goitrogenic hydroybutenyl glucosinolates;
germinating these seeds; and harvesting the sprouts between the
onset of germination up to and including the 2-leaf stage to form

a human food product comprising a plurality of sprouts.

7. The claimed methods of the application provide food
products that not only contain unexpectedly high levels of
anticarcinogenic Phase 2 inducer activity, but also contain
unexpectedly low levels of potentially carcinogenic Phase 1
enzyme inducer activity. The prior art references relied on by
the examiner do not teach or suggest these unexpected attributes
of the human food product made by the claimed methods. The
sprouts and their extracts are therefore both qualitatively and
quantitatively radically different in their content of enzyme

inducer activities compared to mature, market stage vegetables.

8. There is a continuing proliferation of epidemiological
studies that demonstrate an inverse relation between the guantity
of vegetables consumed and the risk of cancer. Furthermore,

gseveral of these studies emphasize the protective effect of

cruciferous vegetables, sgpecifically, and demonstrate a dose
dependence of the magnitude of the effect. Consumption of >425
g/wk of mature, market stage Brassica sp. reduces the cancer odds

ratio to approximately 0.5 (50% risk reduction) for colon cancer
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in comparison to the consumption of <125 g/wk. Kune et al., Nutr.
Cancer 9: 21-42 (1987). The odds ratios for colon cancer in
relation to vegetable consumption was determined. Graham et al.,
J. Natl. Cancer Inst. 61: 709—714 (1978). Iﬁdividuals who ate an
average of 0-20, 21-40, 41-60 and more than 61 servings per month
had odds ratios of 1.00, 0.66, 0.57 and 0.47 respectively. If one
extrapolates the results of Graham, a 75% reduction in cancer
risk would require consumption of perhaps 750 g (ca. 1.5 1lbs.)
of vegetables per day. The results of 7 cohort studies and 87
cage—control studies have been summarized. See Verhoeven et al.,
Cancer Epid. Biomarkers & Preventions 5: 733— 748 (1996). Cohort
studies showed: inverse associations between the consumption of
cabbage, cauliflower and broccoli and risk of lung cancer;
between consumption of brassica vegetables and risk of stomach
cancer; between broccoli consumption and risk of all cancers
taken together and between brassica consumption and the
occurrence of second primary cancers. They conclude that a high

consumption of brassica vegetables is associated with a decreased

risk of cancer.

9. It is impractical for most individuals to consume the
large quantities of market stage broccoli or other vegetables to
achieve maximum protection, because the quantity of fiber and
other phytochemicals that need to be consumed can cause bowel

irritation and/or flatulence.
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10. Cruciferous sprouts and sprout extracts prepared
according to the c¢laimed methods provide 20 to 50-fold higher
levels of Phase 2 enzyme inducer activity than mature market
stage cruciferous vegetables. The data from Tablegs 1 and 3 of
the application are summarized in APPENDIX Al attached hereto.
A significant health benefit can be realized through ingestion
of small quantities of cruciferous sprouts, or gprout extracts,
prepared according to the claimed methods. The same health
benefits can only be realized, if at all, through the ingestion
of intolerably large quantities of market stage vegetablesg that
contain significantly lower concentrations of anticarcinogenic
Phase 2 inducer activity compared to the sprouts prepared

according to the application.

11. For purposes of illustration, we determined in one
experiment that 3 grams of 3-day old broccoli sprouts, or 150
milligrams of a lyophilized hot water extract made from 3-day old
broccoli sprouts, contain the same quantity of Phase 2 enzyme
inducer activity as 150 gramg of mature market stage broccoli.
Phase 2 enzyme inducer activity is measured in the Hepa 1lclc7
murine hepatoma cells grown in 96-well microtiter plates
according to the method of Prochaska et al., Anal. Biochem. 169:
328-336 (1988). One unit of Phase 2 enzyme inducer activity is
defined as the amount that when added to a single microtiter
well, doubles the quinone reductase activity. The gquantity of

mature market stage broccoli, sprouts and sprout extracts that
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must be consumed to realize the same health benefit (2-1/4
million units of anticarcinogenic Phase 2 enzyme inducer

activity) is shown in APPENDIX A2 attached hereto.

12. The methods of the application also provide food
products comprised of certain cruciferous sprouts and sprout
extracts that do not contain significant levels of indole
glucosinolates which generate Phase 1 inducers. Phase 1 enzymes
(cytochromes P-450) functionalize compounds, usually by oxidation
or reduction. Although one role of Phase 1 enzymes is to
detoxify =xenobiotics, several cytochromes P—450 activate

procarcinogens to highly reactive ultimate carcinogens.

13. Attached hereto as APPENDIX A3 are graphs showing
comparative paired ion chromatographs of broccoli sprouts and
mature market stage broccoli. The paired ion chromatographs were
preparéﬁ according to the method developed in our laboratory by
Precstera et al., Anal. Biochem. 239: 168~-179 (1996). Shaded
peaks on the chromatograph represent glucoraphanin, glucoerucin,
glucobrassicin and neoglucobrassicin, respec;ively. The former
two glucosinolates are alkylthioglucosinolatéé with potent Phase
2 enzyme inducer activity and are the predominant glucosinolates

found in sprouts. The latter two glucosinolates are indole

glucosinolates which predominate in mature market stage broccoli.
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14. Recent studies have shown that sulforaphane (the
hydrolysis product of glucoraphanin which is the principal
inducer precursor in sprouts) has a number of favorable
properties with respect to its use as a chemoprotector.
Sulforaphane inhibits mammary tumor formation in female Sprague-
Dawley rats treated with single doses of dimethylbénzanthracene.
Zhang et al., Proc. Natl. Acad. Sci. USA 91: 3147-3150 (1994).
Sulforaphane shows exceedingly potent inhibitory activity against
DMBA—induced neoplastic mammary lesions in mouse mammary gland
explants in culture: 84, 56, and 34% inhibition at 1 uM, 100 nM,
and 10 nM concentrations, respectively. Gerhauser et al., Cancer
Research 57: 272--278 (1997). Sulforaphane is not itgelf genotoxic
(i.e., does not produce unscheduled DNA synthesis) but inhibits
the genotoxicity of N-nitrosodimethylamine (NDMA) in Salmonella
typhimurium and NDMA-induced unscheduled DNA synthesis in mouse
hepatocytes. Barcelo et al., Carcinogenesis 17: 277-282 (199s6) .
Sulforaphane has the unusual property of inhibiting cytochrome
P-450 type 2El which is involved in the metabolic activation of
carcinogenic nitrosamines. Barcelo et al., Carcinogenesis 17:

277282 (1996) .

15. The indole glucosinolates do not give rise to
isothiocyanates upon myrosinase hydrolysis because the indole
isothiocyanates are unstable. One major degradation product is
indole-3—carbinol which has attracted a great deal of recent

attention. Although this compound exerts anticarcindgenic
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activity in some experimental tumor systems when administered
before the carcinogen, it has obvious tumor-promoting properties
if given after the carcinogen. Indole-3-carbinol has a number
of other undesirable properties that raise gquestions with respect
to the advisability of its use in chemoprotection. Thus, indolé—
3—carbinol ig: (1) a very weak Phase 2 enzyme inducer; (2) is
converted (especially at the acid pH prevailing in the stomach)
to dimeric and trimeric condensation products that bind with very
high affinity to the Ah receptor and thereby induce certain
cytochromes P-450 that activate carcinogens, i.e., it is a
bifunctional inducer that elevates both Phase 1 and Phase 2
enzymes; and (3) upon chronic administration indole-3-carbinol
enhances carcinogenic activity. Such continuous administration
represents a likely scenario in any chemoprotective strategy, and
indole glucosinolates are therefore not very desirable agents for

these purposes.
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16, The undersigned declarss that all statements made
herein of his own knowledge are true and that all statemsnts made
on information and belief are believed to be true; and further,
that these statements were made with the knowledge that willful
false statements and the like so made are punishable by £ine or
imprisonment, or both, under Sectien 1001 of Title 18 of the
United States Code and that such willful falge statements may
jeopardige the validity of the application or any patent

resulting therefrom.

G 18, (998 M/&‘v

pate Paul T lalay
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IN THE UNITED STATES PATENT AND TRADEMARK OFFICE
Attorney Docket No. 046528/0109

In re patent application of

Jed FAHEY et al. Group Art Unit: 1761
Serial No. 08/840,234 Examiner: L. Wong
Filed: April 11, 1997

For: CANCER CHEMOPROTECTIVE FOOD PRODUCTS

TRANSMITTAL JUN 301998

Assistant Commissioner for Patents ﬁf‘?ﬁup 71
Washington, D.C. 20231 OG
Sir:

Transmitted herewith is an Amendment in the above-captioned application.
The fee has been calculated as shown below. (Small entity fees indicated
in parentheses.)

CLAIMS AS AMENDED
(1) (2) ()3 (4) (5) (6) n
Claims Highest
Remaining Number Extra Claims Rate Fee
After Previously
Amendment Paid For
Total Claims 25 - 31 0 22.00 0
(Small Entity) ‘ (11.00)
Independent claims 2 - 11 0 82.00 0
(Small Entity) (41.00)
Multiple Dependent 2 - 2 0 270.00 0
(Small Entity) (135.00)
Extension of Time One Month Two Months Three Months
Fee $110 $400 $950 0
(Small Entity) (855) ($200) ($475)
Total $0.00

A check in the amount of the above Total Fee is attached. This amount is
believed to be correct; however, the Commissioner is hereby authorized to
charge any deficiency or credit any overpayment to Deposit Account No. 19-
0741.

Respectfully submitted,

oS

Bernhard D. Saxe
Reg. No. 28,665

FOLEY & LARDNER

Suite 500

3000 K Street, N.W. ’
Washington, DC 20007-5109
(202) 672-5300
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\] Wil Lt
Z ; ( Application or Docket Number
¢ PATENT APPLICATION FEE DETERMINATION RECORD %?——(O
Effective October 1, 1996 OCK Q‘ ‘
CLAIMS AS FILED - PART | OTHER THAN
(Column 1) (Column 2) SMALL ENTITY OR  SMALL ENTITY
FOR NUMBER FILED NUMBER EXTRA RATE FEE RATE FEE
BASIC FEE i e 770.00
TOTAL CLAIMS l }manus 20=]" [ x$22=
INDEPENDENT CLAIMS C—;[ s ae | Z{—j B0m
MULTIPLE DEPENDENT CLAIM PRESENT
+260=
* |If the difference in column 1 is less than zero, enter “0" in column 2
R TOTAL
CLAIMS AS AMENDED - PART Il OTHER THAN
(Column 1) (Column 2) (Column 3) SMALL ENTITY OR  SMALL ENTITY
CLAIMS HIGHEST
L 4 REMAINING NUMBER PRESENT ADDI- ADDI-
= AFTER PREVIOUSLY EXTRA RATE | TIONAL RATE | TIONAL
E 1 AMENDMENT PAID FOR FEE FEE
= . . -
% Total Minus = x$11= OR | x$22=
"E" Jindependent| * Minus e = x40= or | xs0=
L
FIRST PRESENTATION OF MULTIPLE DEPENDENT CLAIM +130= or | +260=
TOTAL OR TOTAL
(Column 1) (Column 2) (Column 3) ADDIT. FEE ADDIT. FEE
. CLAIMS HIGHEST '
om REMAINING NUMBER PRESENT ADDI- ADDI-
= AFTER ‘PREVIOUSLY | EXTRA RATE | TIONAL RATE | TIONAL
E AMENDMENT PAID FOR FEE FEE
g Total * Minus > - x$11= OR { x$22=
4
g lindependent | * Minus i = x40= OR | x80=
=
FIRST PRESENTATION OF MULTIPLE DEPENDENT CLAIM +130= OR | +260=
TOTAL oR TOTAL
(Column 1) (Column 2) (Column3)  ADDIT.FEE ADDIT, FEE
- : CLAIMS HIGHEST
(4] REMAINING NUMBER PRESENT ADDI- ADDI-
= AFTER PREVIOUSLY EXTRA RATE TIONAL RATE TIONAL
E AMENDMENT PAID FOR FEE FEE
g [rota . Minus | ** - x$11= OR | x$22=
> i
“E‘ Independent| * Minus = x40= OR| x80=
=4
FIRST PRESENTATION OF MULTIPLE DEPENDENT CLAIM +130= on | +260=
* |If the entry in col 1 is less than the entry in column 2, write “0" in column 3.
™" |f the "l'-:ig?lfl'est Nl'frr:ger 'Ffre?/iously Pai?j %r:)r‘ry I;‘r»l‘ TH:JS SPA(\;.VL-'.I is Ies;ntrfgnuzo, enter “20." ADDITTO;I?E OR ADDE‘OTQIE-
***|f the "Highest Number Previously Paid For” IN THIS SPACE is less than 3, enter *3.” : .Fi
The “Highest Number Previously Paid For" (Total or Independent) is the highest number found in the appropriate box in column 1.

FORM PTO-875
(Rev. 10/96)

“1J.8. Government Printing Office: 1996 - 413-286/49191
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Form PTO 1130 U.S. DEPARTMENT OF COMMERCE
P T 1ST EXAMINER 1DATE
even) PACE DATA ENTRY CODING SHEET atent and Trademark Office {
2ND EXAMINER DATE T
“TYPE FILING DATE SPECIAL GROUP SHEETSOF | ©
APPLICATION NUMBER .%2_. MONTH DAY VEAR  HANDLING ART UNIT _CLASS DRAWING | | .
TOTAL INDEPENDENT _ SMALL FOREIGN
CLAIMS CLAIMS ENTITY? FILING FEE LICENSE ATTORNEY DOCKET NUMBER
CONTINUITY DATA Q
PARENT FiL. ‘
CONT STATUS PARENT APPLICATION PARENT PATENT DATE
CODE CODE SERIAL NUMBER PCT APPLICATION SERIAL NUMBER NUMBER MONTH DAY Yo
plcl| Tl 7/ / ,
pleclT]7 /
plelT)y /
plecliT]y /
plcec|T]|/ /
PCT/FOREIGN APPLICATION DATA
FOREIGN FOREIGN i
PRIORITY COUNTRY FILING DATE
CLAIMED CODE PCT/FOREIGN APPLICATION SERIAL NUMBER MONTH DAY  YEAR
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JHU-TECHNOLGGY LICENSING TEL: 410-255-1245 Apr 4,97 15:13 No.006 F.02
. M - L
g \_ 7w UNITED < TATES DEPARTMENT OF COMMERCE

+ ¥ - | Patent and Trademark Office
- N\ & ASSISTANT SECRETARY AND COMMISSIONCR
ey ot OF PATENTS AND TRADCMARKS
Washington, D.C. 20231
MARCE 14, 1996

s saxe i LT L
*100091892A*

FOLEY & mnnguéa T

P.O. BOX 256 (YEP® "
;"3, BBqwp I:
i

3000 K STRERT, N.W., SUITE 500
.‘5
i

l 1

i '

. i MR 201006 l

UNITED STATES PATENT AND TRADEMARK OFFICE; Lﬂ

NOTICE OF RECORDATION OF ASSIGNMENT DOCUMEN# v
. Novu

WASHINGTON, D.C. 20007-5109

RGN ks E '
- }l-'f:m-._cf‘:; ey
THE ENCLOSED DOCUMENT HAS BEEN RECORDED BY THE ASSIGNMENT DIVISION QF THE
U.4. PATENT AND TRADEMARK OFFICE. A COMPLETE MICROFILM COPY IS AVAILABLE
AT THE ASSIGNMENT SEARCH ROOM ON THE REEL AND FRAME NUMBER REFERENCED
BELOW,

PLEASE REVIEW ALL LNFORMATION CONTAINED ON THIS NOTICE, THE INFORMATION
CONTAINED ON THIS RECORDATION NOTICE REFLECTS THE DATA PRESENT IN THE
PATENT AND TRADEMARK ASSIGNMENT SYSTEM. IF YOU SHOULD FIND ANY ERRORS OR
HAVE QUESTIONS CONCERNING THIS NOTICE, YOU MAY CONTACT THE EMPLOYEE WHOSE
NAME APPEARS ON THIS NOTICE AT 703-3€8-9723, PLEASE SEND REQUEST FOR
CORRECTION TQ: U.S, PATENT AND TRADEMARK OFFICE, ASSIGNMENT DIVISION,

BOX ASS:GNMENTS, NORTH TOWER BUILDING, SUITE 1035, WASHINGTON, D.C. 20231.

RECORDATION DATE: 09/15/1995 REEL/FRAME: 769470746
NUMBER OF PAGES: 2

BRIEF: ASSIGNMENT OF ASSIGNOR'S INTEREST (SEE DOCUMENT FOR DETAILS) .

ASSIGNOR:

FAHEY, JED W. DOC DATE: 09/13/1995
ASSIGNOR:
. TALALAY, PAUL DOC DATE: 09/13/1995
ASSIGNEE:

JOHNS HOPKINS SCHOOL OF MEDICINE
2024 E. MONUMENT STREET, SUITE 2-100
‘BALTIMORE, MARYT.AND 21205

SERTAL, NUMRFR: 08528858 FILING DATE: $9/15/1995
PATENT NUMBER: ISSUE DATE:

SEDLEY FYNE, EXAMINER
ASSIGNMENT DIVISION
OFFICE OF PUBLIC RECORDS
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Apr

._“, [ h - :
AN L/
11-21-1985 - e = ol

EPRARRNE

PORM T 1 O- 1896 ‘vl
v, 943)

OMB No. 0651-0011 fexp. 419

To tha Honorable Commissic 1GRCELERR. | oowaiwu wriginal documents of copy thareef.

2. Name and addreas of recelving partylies):

Jod W. FAHEY, Pand TALALAY Name: Johns Hogkina Schaal of Medicine

Imamal Addresa:
Additional nameots) of convaying party(ios) sttachec? No

Steet Address: 2024 E, Maoument Streat, Sulte 2:100

3. Nature of conveyance:
City: Baofimore, State: MD ZIP: 21206

XX Assignment Merger
Security Agreement Change of Name
Othar
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For good and valuable consideration, the receipt and sufficiency of which are hereby acknowledged, each
undersigned inventor has sold and assigned, and by these presents hereby sells and assigns, unto

JOHNS HOPKINS SCHOOL OF MEDICINE

its successors and assigns, the entire right, title and interest, so far as concerns the United States and the
Territories and Possessions thereof and all foreign countries in and to the invention in

CANCER CHEMOPROTECTIVE FOOD PRODUCTS
as set forth in his United States Patent Application
XX executed: concurrently herewith

executed on )
Serial No. filed

said application for United States Letters Patent, including all divisional, renewal, substitute, continuation and
Convention applications based in whole or in part upon said inventions or upon said applications, and any and all
Letters Patent and reissues and extensions of Letters Patent granted for said inventions or upon said applications
and every priority right that is or may be predicated upon or arise from said inventions, said applications, and said
Letters Patent; said Assignee being hereby authorized to file patent applications in any or all countries on any or
all said inventions in the name of the undersigned or in the name of said Assignee or otherwise as said Assignee
may deem advisable, under the International Convention or otherwise; the Commissioner of Patents and
Trademarks of the United States of America being hereby authorized to issue or transfer all said Letters Patent to
said Assignee in accordance herewith; this assignment being under covenant, not only that full power to make the
same is had by the undersigned, but also that such assigned right is not encumbered by any grant, license, or
other right theretofore given, and that the undersigned will do all acts reasonably serving to ensure that the said
inventions, patent applications and Letters Patent shall be held and enjoyed by said Assignee as fully and entirely
as the same could have been held and enjoyed by the undersigned if this assignment had not been made, and
particularly to execute and deliver to said Assignee all lawful documents including petitions, specifications, oaths,
assignments, invention disclaimers, and lawful affidavits in form and substance which may be requested by said
Assignee, to furnish said Assignee with all facts relating to said inventions or the history thereof and any and all
documents, photographs, models, samples ar other physical exhibits which may be of said inventions, and to
testify in any proceedings relating to said inventions, patent applications and Latters Patent.

The undersigned hereby grant the firm of FOLEY & LARDNER the power to insert in this Assignment any
further identification which may be necessary or desirable to comply with the rules of the U.S. Patent and
Trademark Office for recordation of this Assignment.
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