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AGREEMENT

AGREEMENT dated as of November 27, 1985 between GENETICS
INSTITUTE, INC., a Delaware corporation, having its principal
Place of business at 87 CambridgePark Drive, Cambridge,
Massachusetts 02140 (hereinafter referred to as "GI") and CHUdAI
PHARMACEUTICAL CO., LTD., a Japanese corporation having its
principal place of business at 5-1, 5-chome, Ukima, Kita-lku,
Tokyo, Japan (hereinafter referred to as "Chugai").

INTRODUCTION

1. Gl has research and development facilities and
experienced scientists, research associates and assistants and
other personnel which enables it to conduct research and
development activities in the area of recombinant DNA technolegy
) and the aﬁplication thereof to the develbpment, production and

processing of recombinant DﬁA-and to the production and expression
of products using that technology.

2. Pursuant to an Agreement dated Juna 29, 1984 between GI
and Chugai (the "1984 Agreement®), GI, on behalf of and in
collaboration with Chugai, has undertaken a research and
development project utilizing recombinant DNA technclogy for
producing erythropoietin on a commercially_feasible basis.

3. In accordance with the research steps set forth in the
1984 Agreement, GI has cloned and expressed erythropeoietin in
several cells and ia working to develop an improved expression
iovel as well as a purification and cell culture process for the
productioq of erythropeoietin.
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4. In light of current competition in the field of

erythropoietin recombinant DNA technology development, GI and
Chugai believe there is & need for early market introduction of

erythropoietin developed under the 1984 Agreement. In order to

expedite the markat introduction of erythropoietin, GI and Chugai
have decided to undertake a secondary project relating to the
development of commercial productidn processes for erythropeietin,
as more fully described herein.

In consideration of the mutual covenants and promises
contained in this Agreement and other good and valuable considec-

ation, CI and Chugai hereby agree as follows:

Article I. DEFINITIONS

As used in this Agreement,

the following terms, whether used
in the singular or plural, shall have the following meanings:

1.1. "Affiliate" means any corporation, company,
partnership, joint venture and/or firm which centrols, is
controlled by or is under common contrel with Chugal. For
purposes of this Section 1.1, "control"™ shall mean (a) in the case
of corporate antities, direct or indirect ownership of at least
£ifty percent (50%) of the stock or shares entitled to vote for
the election of directors; and (b) in the case of non-corporate
entities, direct or indirect ownership of at least fifty percent
(50%) of the equity interest with the power to direct the

_ management and policies of such noncorporate entities.
1.2. "Confidential Information" means Manufacturing Know-
How, as defined in Secticn 1.7 below, and any other information

designated by the disclosing Party as confidential or proprietary,

AM 17 108664
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whether or not related to the commercial manufacture and

production ¢f EPO, EPQO Products, Manufactured Compounds and/or
Manufactured Products.

1.3. "EPO" means "Licensed Compounds" as such term is

defined in the 1984 Agreement.

1.4. "EPO Products™ means "Licensed Products” as such term

is dafinad in the 1984 Agreement.

1.5. "Manufactured Comoounds™ means (a) any and all kinds of

compounds or substances other than EPO which is covered by any of
the Manufacturing Patent Rights and/or embodies any Manufacturing -
Know-How, or (b) any and all kinds ¢f compounds or substances
other than EPO manufactured or developed by the use of any
manufacturinqurecodﬁro, process, product or other technology
which is covered by any of the Manufacturing Patent Rights and/or
embodies any Manufacturing Know-How,

1.6. "Manufactured Products" means any and all kinds of
formulations, miztures and/eor compositions for whatever use which

contain Manufactured Compounds.

1.7. "Mamufacturing Know-How" means all technical

information of GI, patentable or otherwise, relating.to the
commercial manufacture and production of EPO which i3 used by GI
in the Project and is required for Chugai, its Affiliates and
sublicensees to manufacture, use and/or saell EPO, ZXPO Products,
~Manufactured Compounds and/or Manufactured Products. As used in
this Agreement, "Manufacturing Knoew-How of Chugai" shall have the

meaning stated in this Section 1.7, but as applied to Chugai
rather than GI.
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1.8. M™Manufacturing Patent Rights" means all patents and

patent applications of GI (which for all purposes of this
Agreement shall be deamad to include certificates of invention and
applications for certificates of invention) throughout the world,
relating to the commercial manufacture and production of EPO which
are based on subject matter used in the Project and are required
by Chugai, its Affiliates or sublicénseea to manufacture, use
and/or sell EPQO, EPO Products, Manufactured Compounds and/or
Manufactured Products.

1.9. "Net Sales” means the total invoice price billed or .
otherwise charged by Chugai, ita Affiliates and sublicensees from
or on account of the sale of Manu;actured Products, whether such
sales are made directly to end users, wholesalers or distributors,
in each case less price adjustments, returned gocds, billing
corracticns, cash, trade and contract discounts, excises and sales
taxes imposed upon and paid with respect to such sales. Net Sales
shall not include any transfer between Chugai and any of 1its
Affiliates or sublicensees for resale but shall include the resale
from an Affiliate to an independent third party.

1.10. "Party” means GI' or Chugai; "Parties” means GI and
Chugal.

1.11. "Project"” means the program jointly conceived, planned,

organized, controlled and performed by GI and Chugai relating to

_the development of commercial production processes for EPO as more

fully set forth in Article [l hereof.
1.12, "Territory" shall have the meaning ascribed to such

term in the 1984 Agreement.
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Article II1. THE PROJECT AND PROJECT EUNDING

2.1. General. Subject to the terms and conditions contained
in this Agreement, GI agrees to undertake the Project on a best
efforts basis. In consideration of such services to be performed
by GI with regard to the Project, Chugal shall make the payments
to GI as specified in this Article II. Except to the extent
necessary for GI to render appropriate technical assistance and
training to Chugai, the Project shall be conducted at and/or
coordinated from the facilities of GI under a team of scientists,
research associates and/or assistants assembled by GI. GI shatl
be responsible for the administrative management and fiscal
control of the Project.

R, 2.2. Base Technology Dsvelopment. GI shall undertake the
development of a technology (ineluding cell culture, cell
separation and purification and isolation of EPb) capable of large
scale commercial production of EPO in accordance with the program
design steps and time frames set forth on Schedule A hereto (the

"Base Technology"). The quality of the EPO produced by such Base

> Tachnology shall meet the standards established by the United

%;;fh States and Japan for use in connection with pre-clinical studies
i:iz and elinical trials. GI shall also use its best efforts to assure
EEZ that the EPO produced by such Base Technology has specific
%Eég activity in vivo and in vitro as good as or better than that of
%—%g _other available forms of EPO produced through the utilization of
f'ﬂ > recombinant DNA t‘chnology; GI shall diaclose its Manufacturing
%t;f Know=How in confidence to Chugai to the extent necessary to enable

éf: Chugai to use the Base Technology to commercially produce EPO, EPO

7

Products, Manufactured Compounds and/or Manufactured Products, and

AM 17 108667
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shall reander such technical assistance to Chugai with respect to
the Base Technology as is set forth on Schedule A hereto.

Promptly after the completion of the final program design step set
forth on Schedule A hereto, GI shall notify Chugal in writing of
such completion. Unless Chugai octherwise notifies GI in writing
within 45 days after receipt of the notice of completion, the
program desiqn steps set forth on échedulo A hereto shall be
deemed to have been satisfactorily achieved for all purposas of
this Agreement. 1In considorati'on-oﬁ the foregoing Base Technology
development, Chugai shall pay to GI, as set forth on Schedule B
hereto, an aéq:egatc of §1,200,000, which shall be due as of the
signing of this Agreement. GI shall invoice Chugal accordingly.

— The terms are cash payment net 30 days.

2.3. EPO Technology Desvelccment. During the development of
the program design steps sat forth on Schedule A hereto, GI shall
undertake the develcpment of a Master Cell Bank (a generic nanme
for an EPO cell line to be mutually selected by the Parties) with
the cbjective of achieving an EPO sutput of 187,500,000 units of

395

EPO per ton (it being understood by the Parties that the specific
activity of EPO from such Master Cell Bank shall be no less than

75,000 dnits of EPO per milligram). The term "units of EPO per

337-TAa-281

ton" shall mean the number of units of purified EPO obtained from

1,000 liters of conditiocned medium. Units of EPO shall be

0 PROTECTIVE ORDER
NO.
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Measured by both Parties at the facilities of GI er Chugai in

accordance with the standards set forth on Schedule D hereto. Gl

CHI'™
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shall disclose and transfer its Manufacturing Know-How in
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confidence to Chugai to the extent necessary to snable Chugai to

use the Master Cell Bank to commercially produce EPO. In
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consideration of the foregoing EPQO technology development achieved
by GI, Chugai shall pay to Gl an amount, as set forth on Schedule
B hersto, dependent upon the actual EFPO output of the Master Cell
Bank measured in terms of units of EPO per ton. The quality of
such EPO shall meet the standards established by the United States
and Japan for use in connection with pre-=clinical and clinical
trials. GI shall also use its best efforts to assure that the E?O
produced by such EPO technoleogy has specific activity in vive and
in vitro as good as or bettar than that of other avalilable forms
of EPO produced through the utilization of recombinant DNA -
technology. The amount payable to GI shall be determined on
June 30, 1986 or such earlier date as GI shall select (the
ammomnr "measurement date”) based upon the level of EPO ocutput of the
Master Cell Bank achieved as of the measurement date. In the
event that the actual EPO output of the Master Cell Bank as of the
measurenent date is lass than 112,500,000 units of EPO per ton, GI

shall continue %o use its best efforts for a period of one year

@ following the measurement date to achieve an EFO output of

§_,m 187,500,000 units of EPO per ton. GI shall not be entitled to any
4 %?f, payment under this Section 2.3 for such continued EPO tachnology
Egg development after the measurement date.
EE% 2.4. Technology Improvements. For a period of one year
%%g following the measurement date, each Party shall disclose to the
j o .other Party at no Additiongl cost to such other Party any process
? E improvements developed by such Party during such cne-year period
L)ﬁéé relating to the Project. In addition, in the event that GI fails

o

0

to achieve an EPO output of 187,500,000 units of EPO per teon

within the one-year period following the measurement date, buct

AM 17 108669
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subsequently achievea an EFO output of 187,500,000 units of EPO
per ton, GI shall disclose to Chugai at no additicnal cost to
Chugai such process improvements. During the one=ysar period
following the measurement date, to the extent that GI develops or
otherwise acquires the right to grant a license covering any such
process improvement, the licenses set forth in Sections 4.1 and
4.2 hereof shall apply to such process improvements, and such
process improvements shall be considered to be Manufacturing
Patent Rights or Manufacturing Rnow~How as the case may be.
During the one-year period following the measurement date, to the
extent that Chugal develops or otherwise acquires the right to
grant a license covering any such process improvement, Chugai
hereby grants a non-exclusive, royalty-free, world-wide license to
GI to make, hava made, use or sell such process improvement,
subject, however, to the rights of Chugai set forth in this
Agreement and the 1984 Agreement.

2.5. [Flexibility. In carrying out the Project, GI shall
have and maintain sufficient flexibility to shift effort and
enphasis within the overall scope of the Project in a manner that
will, in the opinion of GI, after consultation with and giving due
consideration to the advice of Chugal, best éesnlt in the
development of large scale commercial technology for the
production of EPO. AM 17 108670

2.6. Technical Assistance and Training. For a period of one

year following the measurement dats, GI shall, upon request from
Chugai, make available to Chugai members of the technical staff of
GI aasigned to the Project (to the extent available as determined

by GI in its sole discretion) in order to further assist Chugai in

AM-ITC 00435795
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the transfer of the Project Technology (as defined herein) as it
relates to the commercial preoduction and manufacture of EPO,
provided that such assistancae shall not be required to be in
excess of 40 man hours per month per person {such amount being
subject to extension by mutual agreement of the Parties). GI
shall be reimbursed for any "Additional Expenses" incurred in
fcnderinq such assistance and training. As used in this Section
2.5, the term "Additional Expenses™" means (a) costs incurred by GI
in carrying out such assistance and training, including without
linitation, reascnable travel and living expenses of GI's staff -
when away from their normal place of business, the costs of direct
materials and equipment, and other reascnable expenses incurred by
R CI which are nllccabfe-torauch activities, and (k) the related
salaries of the.profossicnal staff and personnel of GI and
quantifiable fringe benefits associated therewith, multiplied, in
the case of costs and expenses, described in (a) above, by 1.15,
and, in the case of costs and expenses described in (b) above, by

2.10. GI shall invoice Chugai for such reimbursements and

398

Additional Expenses and chuéni shall pay such inveoices within 30
days after receipt thereof.

2.7. Consultaticn. Each Party shall have the right to

337-TA-281

arrange for its employees and outside consultants involved in the

NFIDENTIAL

Project to visit the other Party at its offices and laboratories,

Co
TO PROTECTIVE ORDER

NV. NO.

.and to discuss Project work and its results in detail with the

technical personnel and consultants of the other Party; provided

CHUSA

SuBJf
1Ty

that such visits shall be during noermal business hcours and shall

not unreascnably intarrupt the operations of the other Party.

AM 17 108671
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2.8. Patent and Confidential Information Agreements., GI

shall require all scientists, research associates and assistants,
techniciang and technical personnel assigned to thé Project to
execute an agreement for the assignment of inventions and for the
protection of Confidential Information in such reasonable form as
may from time to time be used by G; for such purpose. Chugai

shall require all scientific and other emplovees working on or
involved in the Project to execute an agreement for the assignment
of inventions in Jeint Technology (as defined in Section 3.1
herecf) and for the protection of Confidential Information in such:

reasonable form as may from time to time be used by Chugai for

such purpose.

B

Article ITI. INTELLECTUAL PROPERTY RIGHTS

3.1. Ownershiv of Technology. &I shall own the sntire

right, title and interest in and to all Manufacturing Patent
Rights and Manufacturing KnoweHow developed solely by employees or

consultants of GI in the course of the Project (hereinafter "Sole

399

Technology”™). Chugai shall own the entire right, title and

RDEK

337-TA-281

interest in and to all patents, patent applications and
Manufacturing Know-How of Chugai developed sclely by employees or
consultants of Chugai at any time which relate to the Project,

including those developed for and in the course of the Project.

0 PROTECTIVE O
NO.

,Unless'otherwise agreed in particular instances, GI shall own the

¢ .

entire right, title and interest in and to all patent and othar

L.

CHUSA CONFIDENTIAL

rights in any product, method or apparatus conceived, reduced to

SUBJEC
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practice or developed jointly by GI and Chugai in the course of

the Project (hereinafter "Joint Technalogy"), subject to the

AM 17 108672
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license granted to Chugai under this Agreement. As used in this
Agreement, the term "Project Technology" shall mean the Sole
Technology and Jeint Technology, collectively.

3.2. Responsibility for Patentingﬁof‘Project Tachneloqgy.

(a) GI shall have the right and responsibility to:
(1) decide on whether or not to seek or continue
to seek or maintain patent protection in any country on
any Project Technology, subject to subparagraph (b)
below; and
(ii) file for, procure and maintain patents in -
any country on any Project Technology, subject to
subparagraph (b) below.
SRR (b) Copies of all substantive communications to and
from all patent offices regarding applications or patents on any
Project Technology shall be provided to Chugai promptly after the
receipt thereof, and copies of all proposed substantive

communications to such patent offices shall be provided to Chugai

in sufficient time before the due date in order to enable Chugai

400

an opportunity to comment on the content thereof. CI shall
discuss with Chugal and shall give due consideration te Chugai's
comments on all proposed substantive communications to patent

offices. GI shall bear the costs incurred by it in carrying out

3371-TA-281

its responsibilities pursuant to subsection (a) above.

CONFIDENTIAL
"0 PROTECTIVE ORDER
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(¢) Chugai shall make available to GI or its authorized

”

]
s

attorneys, iqonts or representatives, such of its employees whom

CHUSA

SUBJEC’

GI in its reasonable judgment deems necessary in order to assist

ITC

it in obtaining patent protection for the Project Technolegy.

AM 17 108673
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Chugai shall signm or use its best efforts to have signed all legal
documents necessary to file and prosecute patent applications or

to obtain or maintain patents at no charge to GI.

Article IV. PATENT AND KNOW-HOW LICENSES

4.1. Exclusive Licenses. Subject to the payment of the

royalty provided for in Article VI of the 1584 Agreement and the
fulfillment of the terms and conditions of this Agreement, GI
hereby grants to Chugai and its Affiliates:

(a) an exclusive license (aven as to GI) in the -
Territory under the Manufacturing Patent Rights, and

(b) an exclusive license (even as to CGI) to use the
Manufacturing Knows-How in the Territery, including the tight to
grant sublicenses, for the sole and exclusive purpose of
manufécturing, having manufactured for Chugai and its Affiliates,
using and selling EPO and/or EPQ Products in the Territory.
Notwithstanding the foregoing, GI and its Affiliates shall have
the right under the Manufacturing Patent Rights and the right to
use the Manufacturing Know-How, including the right to grant
sublicenses, to manufacture and have manufactured EPO and/or EPO
Products in the United States, provided that in no event shall
such manufactured EPO or EPO Products be sold in the United

States or any other country in the Territory except by Chugai,

_its Affiliates and sublicensees. The license granted pursuant to

subsection (a) above shall continue in effect until the
expiration of the last patent licensed to Chugai under such
subsection and the license granted pursuant to subsection (D)

above shall continue in effect until the expiration of the know-

AM 17 108674
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how licensas granted to Chugai under the terms of Secticn 5.2 of
the 1984 Agreement. Upon the expiration of the know-how licenses
granted to Chugai under the terms of Section 5.2 of the 1984
Agreement, the license granted pursuant to subsectien (b) above
shall become a fully paid non-exclusive license. Chugai may upon
such expiration elect to continue in effect the exclusive nature
of the license in any country in the Territory by paying to Gl
the exclusivity royalty provided for under the terms of the 1984
Agreement. Such exclusive license shall remain in effect as long
as Chugai pays such royalty; if and when such royalty payments
are terminated, the license shall become a fully paid, non-
exclusive license with respect %o such Manufacturing Know-How in
et such country. A copy of each sublicense granted by Chugai under
this Section 4.1 shall be furnished to Gl promptly 1££et
axecution thereof.
4.2 Non-Exclusive Licenses., Subject to the payment of
the royalty provided for in Article V of this Agreement and the

fulfillment of the other terms and conditions of this Agreement,

402

GI hersby grants to Chugai and its Affiliates;

ORDER

337-TA-281

(a) a world-wide, non-exclusive license under the
Manufacturing Patent Rights, and

(B) A vorld-wide, ncn-exclusive license to use the

NFIODENTIAL

NO.

Manufacturing Know-How, AM 17 108675

co
YO PROTECTIVE

/.

for the sole and exclusive purpose of manufacturing, using and

CHUSA

SUBJEC

selling Manufactured Compounds and/or Manufactured Producta.

ITC

Chugai shall have the following limited right to grant
sublicenses under the foregoing licenses granted pursuant to this

Section 4.2. To the extent that Chugai owns (independent of this

AM-ITC 00435800
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Agreement) the teachnology necessary to produce a specific
compound or substance other than EPO or has the right to grant
{independent of this Agreement) sublicenses to third parties for
the manufacture, use and sale of a specific compound or substance
other than EPO, Chugai shall have the right to grant sublicenses
‘to its sublicensees of such technolegy under the foregeing
licenses granted pursuant to this Section 4.2 for the sole and
exclusive purpose of manufacturing, using and/or selling such
specific compound or substance other than EFO. In no event shall
Chugai have the right to grant a general sublicense to the l
Manufacturing Patent Rights and/or Manufacturing Know-How under
the foregoing licenaqs granted pursuant to this Section 4.2.
The license granted pursuant to subsection (a) above shall
continue in effect until fhe expiration of the last patent
licensed to Chugai under such subsection; the license granted
pursuant %o subsection (b) abeve shall continue in effect as

provided in Sections S$5.1(¢) of this Agreement.

Article V. PATENT AND KNOW-HOW ROYALTIES

5.1. Rovalties.
(a) Chuqgai shall pay to GI earned royalties for

calendar years 1986 through 1997 at the rates set forth on
Schedule C hereto on all Net Sales in such years by Chugai, its
Affiliates and sublicensees of Manufactured Products which fall
within the definition of Manufactured Products by virtue of
involving the Manufacturing Patent Rights or Manufacturing Know-

How. 1If a Manufactured Product involves both Manufacturing

AM 17 108676
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Patent Rights and Manufacturing Know-Eow, only one royalty shall
‘be due with.raspect to each sale of such Manufactured Product.

(k) In no event shall Chugai be obligated to pay
royalties on the manufacture, use and/or sale of EPO or EFPO
Products by virtue of involving Manufacturing Patent Rights or
Manufacturing Know-Eow; provided, however, that Chugai shall ke
obligated to pay royalties on the manufacture, use and/or sale of
EPO and EPOQ Products under the 1984 Agreement.

(c) Upon the expiration of the royalty obligations
set forth in Section 5.1{(a) with respect'to any of the
Manufacturing Know-How in any country, the license.q:anted undé}
Section 4.2 with respect to such Manufacturing Know-How in such
country shall become a fully paid noﬁ-exclusive license.

5.2. Reports and Payment. Chugai shall deliver.to GI
within 45 days after the end of each calendar quarter a written
report showing its computation of royalties due under this
Agreement upon Net Sales by Chugai, its Affiliates and

sublicensees during such calendar quarter. All Net Sales shall

" be segmented in each such report accoerding to sales by Chugai and

each Affiliate and sublicensee, as well as on a country-by-
country basis, including the rates of exchanée used to convert
such royalties to United States dollars from the currency in
which such sales were made. For the purposes hereof, the rates
_of exchange to be used for converting royalties hereunder to
United States dollars shall be those in effect for the purchase
of dollar$ at Tokyo, Japan, on the day on which payment is due.

Chugai, simultaneously with the delivery of each such report,

AM 17 108677
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shall tender payment in United States dollars of all royalties

shown to be due thereon.

$.3. Forei¢qn Royalties. Where royalties are due to GI-

hereunder for sales of Manufactured Products in a country where,
by reason of currency regulations or taxes of any kind, it is
impossible or illeqal for Chugai or any Affiliate or any
sublicensee to transfer royalty payments to GI for Net Sales in
that country, such royalties shall be deposited in whatever
currency is allowable by the person or entity not able to make
the transfer for the benefit or credit of Gl in an accredited -
bank in that country that is acceptable to GI,

S.4. Records. Chugai shall keep, and shall require all
Affiliates and sublicensees to keep, full, true and accurate
bocks of accounts and othar records containing all information
and data which may be necessary to ascertain and verify the
royalties payable hereunder. During the period in which
royalties are payable heresunder asrlot forth in Sections 5.1(a)
hereof and for a period of one year thereafter, GI shall have the
right from time to time (no£ to exceed twice during sach calendar
year) to inspeét, or have an agent, accountant or other
representative inspect, such books, records and supporting data.

5.5. Withholding Tax. If any income or other taxes are

imposed by the Japanese government on the payment to GI of the
_amounts set forth on Schedules B and C hereto, and such income or

other taxes are required to be withheld therefrom, such taxes

shall be withheld from the account of GI. Chugai shall pay such

taxes on behalf of GI vo the appropriate tax office of Japan and

AM 17 108678
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shall furnish GI with the certificate evidencing each payment of

tax so made by Chugai.

Article WI. PATENT AND KNOW-HOW INERINGEMENT

6.1. Infringement.

(a) Each Party shall promptly report in writing to the
other Party during the term of this Agreement any (i) known
infringement or suspected infringement of any of the
Manufacturing Patant Rights, or (ii) unauthorized use or
nisappropriation of Manufacturing Know-How by a third party of
which it becomes aware, arnd shall provide the other Party with
all available evidence supporting said infringement, suspected

i infringement or unauthorized use or misapprepriatien.

(b) GI shall have the right ﬁo initiate an
infrinqam.nt or other appropriate suit in any country against any
third party who at any time has infringed, or is suspected of

infringing, any of the Manufacturing Patent Rights or of using

6

x = without proper authorization all or any portion of the

gi Manufacturing Know-Eow. GI shall give Chugai sufficient advance
g ﬁ;é notice of its intent to file said suit and the reasons thererfor,
é é;é and shall provide Chugai with an opportunity to make suggestions
g é.j and comments regarding such suit. GI .shall Kkeep Chugai promptly
8 z'é informed, and shall from time to time consult with Chugai
§::§ . regarding the status of any such suit and shall provide Chugai
;!’8 with copies of all documaﬁts f£iled in, and all written

é.- communications relating to, such suit. AM 17 108679

(¢) GI shall have the sole and exclusive rignt to

select counsel for any suit referred to in paragraph (b) accve

AM-ITC 00435804
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and shall pay all expenses of the suit, including without limita-
tion attorneys' fees and court costs. GI shall be entitled to
retain any damages, royalties, settlement fees or other
consideration resulting therefrom. Chugai shall offer reasconable
assistance to GI ia connection therewith at no charge to GI
except for reimbursement of reasonable ocut-of-pocket expenses,
including salaries of Chugai's personnel, incurred in rendering
such assistance. If necessary, Chugai shall join as a party to
the suit but shall be under no obligation to participate except
to the extent that such participation is regquired as the result”
of being a named party to the suit. In the event that it is
necessary for Chugal to join as a party to the suit, Chugai shall

REEE have the right to bo.r-prcscnt-d in any such suit by its own
counsel, provided that aay gﬁch represantation shall be at
Chugai's own expense.

6.2. Claimed Infringement. AM 17 108680

{(a) In the event that a third party at any time

provides written notice of a claim to, or brings an action, suit

407

or proceeding against either Party or any of their respective
Affiliates or sublicensees, claiming infringement of its patent

rights or unauthorized use or misappropriaticn of its technelogy,

337-TA-281

based upon an assertion or claim arising ocut of the manufacture,

use or sale of Manufacturad Products, such Party shall promptly

V. NO.

_notify the other Party of the claim or the commencement of such

LHIIVOA LUNE LUERN T AL
SUBJE™™ TO PROTECTIVE ORDER

action, suit or proceeding, enclosing a copy of the claim and/or

1T

all papers served. Each Party shall have sole and exclusive
rasponsibility for the salection of counsel for and the defense

of any such suit or proceeding brought against it, provided that

AM-ITC 00435805
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GI agrees to make avallable to Chugai its advice and counsel
regarding the tachnical merits of any claim brought against
Chugai.

(b) If Chugai or its Affiliates, in order to
operate under or exploit the licenses granted under Article IV of
this Agreement, must make payments (including without limitation
foyaltios, option fees or license fees) to one or mere third
parties to obtain a license or similar right in the absences of
which the Manufactured Compounds and/or Manufactured Preocducts
could not legally be manufactured or sold in such country, Chuéai
may deduct from royalties thereafter payable to GI on Net Sales
in such country an amount equal to up to 50% of such third party

. payments, provided that the total royalties otherwise due to GI

on Net Sales in such country in any year shall not be reduced by
more than 50% as a ressult of such deductien.
(¢c) The foregoing states the entire responsibility

of GI in the case of any claimed infringement or viclation of any

CHUSA CONFIDENTIAL

®

= : third party's rights or unautherized use or misappropriation of
§$ any third party's technology.

e Article VII. CONEIDENTIAL INEORMATION

EEE 7.1. Treatment of Confidential Information. Each Party
énd hersato shall maintain the Confidential Information of the other
; % Party in confidence, and shall not disclose, divulge or otherwise
::g communicate such Confidential Information to others, or use it
H(% for any purpose, except pur;uant to, and in order to carry out,

n the terms and objectives of this Agreement, and hereby agrees to

exarcise every reasonable precautiocn to prevent and restrain the

unauthorized disclosure of such Confidential Information by any

AM 17 108681
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ef its directors, cfficers, employees, consultants, Affiliates,
subcontractors, sublicensees, distributors or agents,

7.2. Relsase from Restrictions. The provisions of

Section 7.1 shall not apply to any Confidential Information
disclosed hereunder which:

(a) was known or used by the receiving Party
prior to its date of disclosure to the receiving Party, as
evidenced by the prior written records of the receiving Party; or

(b) either before or after the date of the
disclosure to the receiving Party is lawfully disclosed to the
receiving Party by an independent, unaffiliated third party )
rightfully in possession of the Confidential Information; or

~ (¢) either before or after the date of the
disclosure to the receivinq.?arty becomes published or generally
Imown to the public through ne fault or cmission-on the part of
the receiving Party or its Affiliates; or

{(d) 4is required to be disclosed by the raceiving
Party to comply with applicable laws, to defend or prosecute
litigtjéog’qs tn;qo-ply with governmental regulations, provided
that th’éf.ég;viu# Party provides prior written notice of such
discyjite to the other Party and takes reasonable and lavful
actions to aveid and/or minimize the degree of such disclosure.

7.3 Publications. The following restrictions shall

AApply with respect to the disclosure in scientific journals or
publications by any Party or any Affiliata, employee,
sublicensee, consultant or agant of any Party relating to any

scientific work performed as part of the Project:

AM 17 108682
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{(a) A Party (the "publishing Party") shall
provide the other Party with an advance copy of any proposed
publication of results arising from the Project, and such other
Party shall have a reasonable opportunity to recommend any
changes it reasonably believes are necessary to preserve
Manufacturing Patent Rights or Manufacturing Know-How belonging
in whole or in part to CGI, and the incerperation of such
recommended changes shall not be unreasonably refused; and

(b) If such other Party informs the publishing
Party, within 30 days of receipt of an advance copy of a proposed
publication, that such publication in its reascnable judgment
could be expected to have a material adverse effect on any
Manufacturing Patent Rights or Manufacturing Know-How belonging
in whole or in part to GI, the publishing Party shall, to the
extent permitted by its agreements with its employees and

consultants, delay or prevent such publication as proposed. In

E the case of inventions, the delay shall be suf!iciently.lcng to
pn permit the timely preparaticn and filing of a patent
z application(s) or application(s) for a certificate of inventicon
; on the information involved.
[4o]
2 Article VIII. TERMINATION
; 8.1. Term. This Agreement shall remain in effect until
; terminated in accordance with the provisions of Article VIII or
el ,

until the last to expire of the licenses grantad pursuant te
Article IV hereof.

AM 17 108683
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8.2. Termination for Breach. Each Party shall be entitled to

terminate this Agreement by written notice to the other Party in

the event that the other Party shall be in default of any of its

obligations hereunder, and shall fail to remedy any such default

within 60 days after notice therecof by the non-breaching Party.

Upen termination of this Agreement pursuant to this Secticn 8.2,

neither Party shall be relleved of any obligations incurred prior

to such termination. If GI elects to terminate this Agreement

pursuant to this Section 8.2, all rights in the Project Technology

shall vest in GI. If Chugai elects to terminate this Agreement

pursuant to this Section 8.2 after the completion of the program

design steps set forth on Schedule A hereto but prior to the

development of the EPO technology described in Section 2.4 hereof,

Chugai shall remain entitled to use the Base Technology in the

production of Manufactured Compounds and Manufactured Products

subject to Chugai's obligation to pay royalties as set forth in

this Agreemant.

8.3. Termination by Chugai. Chugai shall be entitled to

terminate this Agreement in the Qvent that due to the fault of GI

the program design steps set forth on Schedule A hereto shall not

have been completed by March 31, 1986.

Upon termination of this

Agreement pursuant to this Section 8.3, Chugai shall not be

relieved of any obligations incurred prior to such termination.

_If Chugai elects to terminate the Agreement pursuant to this

Section 8.3, all rights in the Project Technology shall vest in

CI.

AM 17 108684
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8.4. Termination by GI of Exclusive Licenses.

(a) In the event that Chugai shall be in default of any
of itz obligations under the terms of the 1984 Agreement and GI
shall terminate the 1984 Agreement for breach, the licenses
grantad to Chugal pursuant to Section 4.1 of this Agreement shall
be terminated immediately.

{b) In the event that GI shall terminate the
exclusivity of the licensas granted to Chugai under the 1984
Agreement, then upon written notice by GI:

(i)' GI shall receive from Chugai non-exclusive

rights in and to all Manufacturing Know-Eow of Chugai;

(i) _All licenses granted herein by GI to Chugai
pursuant to Section 4.1 of this Agreement shall become
non-exclusive; and

({ii) All other terms and conditions of this Agree-
ment not inconsistent with this Section 8.4, shall
remain in sffect.

8.5. Disposition of Manufactured Products. Upon any

termination of this Agreement puiau;nt to Sections 8.2, Chugai
shall within 30 days of the effective date of such termination
notify GI in writing of the amount of Manufactured Products which
Chugai and its Affiliates then have completed on hand, the sale of
which would, but for the termination, be subject to royalty, and
_Chugai and its Affiliates shall thereupon be permitted during the
six months following such termination to sell that amount of

Manufactured Products, provided that Chugai shall pay the

aggregate royalty thereon at the conclusien of the earlier of the

AM 17 108685
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last such sale or such six months period. All sublicenses granted

by Chugai shall forthwith terminate upon the termination of this

Agreement,

8.6. Survival of Obligations; Return of Confidential

Information. Notwithstanding any termination of this Agreement,
the obligations of the Parties under Article VII, as well as under
any other provisions which by their nature are intended to survive
any such termination, shall survive'and continue to be

enforceable. Upon any termination of this Agreement pursuant to
Sections 8.2 or 8.3, each Party shall prombtly return to the other -
Party all written Confidential Informatien, and all copies

thereof, of the other Party.

Article IX. MISCELLANEQUS

N 9.1. Eiling of Agqreement.. Chugai shall be responsible for,
IR )
and shall make, all filings of this Agreement with the appropriate
Japanese authorities necessary to give full force and effect to

tlie provisions hereof.

9.2. Publicity. Neither Party shall originate any publicity,

o news release or other public announcement, written or oral,

=¥ relating to this Agreement, the Project or the existence of an
. %5? arrangement bhetween the Parties, without the prior written
E g;; approval of the other Party except as othe;wise required by law.
UZDJEE‘,": 9.3 Assignment. Neither this Agreement nor any of the
g §,5 rights or obligations hereunder may be assigned by either Party
3 ;:% without the prior written consent of the other Party, except to a
gk-% (party who acquires all or sﬁbstantially all of the business of the
hd §E§ ‘assigning Party Dy merger, sale of assets or othervise.

>

n

-24- AM 17 108686
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9.4, Coverning Law. This Agreement shall be governed by and

interpreted in accordance with the laws of the Commenwealth of

Massachusetts.

9.5. Force Majeure. In the event that either Party is
preavented from performing or is unable to perform any of its
obligations under this Agreement due to any act of God; fire;
casualty; flood; war; strike; lockout; failure of public
utilities; injunction or any act, exercise, assertion or require-
ment of governmental authority, including any governmental law,
order or regulation permanently or temporarily prohibiting or
reducing the level of research, develdpment or production work }
hereunder or the manufacture, use or sale of EPO, EPO Products,
Manufactured Compounds or Manufactured Products; epidemic;
destruction ¢f productien facilities; riots; insurrection;

IIIIII inability to procure or use materials, labor, equipnment,
transportation or energy suzficiont to meet experimeantaticn or

manufacturing needs; or any other cause beyond the reasonable

control of the Party invoking this Section 9.5 if such Party shall

414

have used its best efforts to avoid such occurrence, such Party
shall give notice to the other Party in writing promptly, and

thereupon the affected Party's performance shall be excused and

337-TA-281

the time for performance shall be extended for the period of delay

or inability to perform due to such occurrence. Upon receipt of

PROTECTIVE ORDER

NO.

such notice from GI, Chugai may delay payment of the amounts set

INV.

forth on Schedule B hereto for the pericd of delay or inability of

CHUSA CONFIDENTIAL
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.

Gl to perform its obligations under this Agreement.

o 9.6. Waiver. The waiver by either Party of a breach or a

default of any provision of this Agreement by the other Party

25
AM 17 108687
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shall not be construed as a waiver of any succeeding breach of the
same or any other provision, nor shall any delay or omission on
the part of either party to exercise or avail itself of any right,
power or privilege t§§t it has or may have hereunder operate as a
waiver of any right, power or privilege by such Party.

9.7. Notices. Any notice or other communication in
connection with this Agreement must be in writing and if by mail,
by certified mail, return receipt requested, and shall be effec~-
tive when delivered to the addressee at the address listed below
or such other address as the addressee shall have specified in a
notice actually received by the addressor.

If to GI: Genetics Institute, Inc.
87 CambridgePark Drive

Cambridge, Massachusetts 02140
Attention: Preaident

nitifinhp

If to Chugai: Chugai Pharmaceutical Co., Ltd.
- - 1=9, Kyobashi 2-~chome, Chuo-Ku,
Tokyo, 104 Japan
Attention: International Division

9.8. No Agency. Nothing herein shall be deemed to constitute

either Party as the agent or representative of the other Party, or

415

both Parties as joint venturers or partners for any purpose. GI
shall be an independent contractor, not an employee or partner of

Chugai, and the manner in which GI renders its services under this

337-TA-281

Agreement shall be within GI' sole discretion. Neither Party

NO.

shall be responsible for the acts or omissions of the other Party,-

CONFIDENTIAL
°T TO PROTECTIVE ORDER

and neither Party will have authority to speak for, represent or

THUSA
INV.

obligate the other Party in any way without prior written

1iC

authority from the other Party.

St

-26=
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9.9. Entire Agreement; Relationship to 1984 Agreement. This

Agreement and the Schedules hereto (which Schedules are deemed to
be a part of thia Agreement for all purposes) contain the full
understanding of the Parties with respect to the sgbject matter
hgrecf and supersede all prior understandings and writings
relating thereto. No waiver, alteration or modification of any of
the provisions hereof shall be binding unless made in writing and
-signed by the Parties by their respective officers thereunto duly
authorized., The Farties hereto have entered into the 1584
Agreement, a related agreenent which shall, subject to the
provisions thereof, remain in full fofce and effect. .
9.10. Headings. The headings contained in this Agreement are

for convenience of reference only and shall not be considered in

- cansftuing this Agreement.

9.11. Severability. In the event that any provision of this

Agreement is held by a court of competent jurisdiction to be
unenforceable because it is ;nvalid or in conflict with any law of
any relevant jurisdiction, the validity of the remaining provi-

sions shall not be affected, and the rights and obligations of the

6

Parties shall be construed and enforced as if the Agreement did

g:;" not contain the particular provisions held to be unenforceable.
2 ZZ 9.12. Successors and Assigns. This Agreement shall be
E E:E binding upon and inure to the benefit of the Parties hereto and
% gﬁ: their successors and permitted assjigns.
%gg . $.13. Counterparts. This Agreement may be executed in any
g‘. number of counterparts, eacﬁ of which shall be deemed an original
% but all of which together shall constitute one and the same

instrument.

SUBJECTY
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_IN WITNESS WHEREOF, the Parties hereto have caused this
Agreement to be executed as a sealed instrument in their names by

their properly and duly authorized officers or representatives as

of the date firat above written.

[{SEAL) GENETICS INSTITUTE, INC.

By: Ei;f;bﬂh¥ﬂg. SL&Ayvuugy\

(SEAL] CHUGAI PHARMACEUTICAL CO., LTD.

oy {Clonso {horun

CHUSA CONFIDENTIAL
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SCHEDULE A
PROGRAM DESIGN STEPS AND TIME FRAMES
- Activities ‘ Time EFrame
Meeting l: (Cambridge)

= Datailed design review July 1985
- Specification of remaining equipment
= Transfer of procedures for preparation

of Standard Operating Procedures

(SOP's forwarded as available)

Chugai visits CI (one week, two-man weeks)

Meeting 2: (Tokyo)

« Review of on-site construction and November 1985
installation plans

Gl visits Chugai (one week, two maneweeks)

Meeting 3: {(Cambridge)

Process scale-up During EPO production in

Training pilot plant.
Culture in 1,600 liter bioreactor

Cell separation and purification of EPO

LR

Chugai visits G (tﬁree weeks, six to 12 man-weeks)

Estimated to be as early
as possible before
January 31, 1986

Meeting 4: (Tokyo)

= Training Estimated to be as
- Bioreactor commissioning qualification early as possible after
~ Bioreactor process validation/start-up Meeting 3

Call separation, purification and
isolation process validation/start-up

GI visits Chugai (eight weeks, 12 to 16 man-weeks) AM 17 108691

Acknowledged:

GENETICS INSTITUTE, INC.
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SCHEDULE B

PAYMENT SCHEDULE

EPO
Year Base Technology Technology’ Min. Max.

-3
Q
‘1-
”
1=

1985 due as of
signing of
Agresment

1986

{(1f less
than
112,500,000 -
units/ton) -
(if more
than
112,500,000
units/ton) &
(if more
than
187,500,000
units/ton) 3’

+ (£ more
than
262,500,000
units/ton) ¥

-3

Achievement shall be determined as of the measurement date. The

spacific activity of EPO from the Master Cell Bank shall be no
less than 75,000 units per milligram.

2 Payable as follows: by August 31, 1986 and by
November 30, 1986. .

Payabla as follows: . by Augqust 31, 1986, by November
30, 1986, by February 28, 1987 and by May 31, 1987.

4 payable as follows: by August 31, 1986, by December
30, 1986, payable by February 28, 1987 and payable by
May 31,

1987.
‘AL{17108692
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Acknowledged:

GENETICS INSTITUTE, INC.
By: CSFL&N&KLQ. SLﬁﬁuﬂuﬁ?\

CHUGAI PHARMACEUTICAL CO., LID.

By: ( f. - { é

IR

CHUSA CONFIDENTIAL
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: SCHEDULE €

ROYALTIES

Patant Rights and Know-How Rovalty on Manufactured Products

for calendar years 1986 through 1991

for calandar years 1992 through 1997

Acknowledged:

GENETICS INSTITUTE, INC.
BY' CQO.}?MQ.Q S&*Mc\f\

CHUGAI PHARMACEUTICAL CO., LTD.

prr - ' By: _lima_l%.&«_«a___

[PPSO
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SCHEDULE D

STANDARDS FOR MEASURING UNITS OF EPO

The determination of the in vivo activity of EPQO samples for
documenting achievement of EPO ocutput as set forth in Saction 2.3
of the Agreement shall be performed as follows:

~ The polycythemic mouse in vivo EPO assay described by Kazal

and Erslev, Am. Clin. Lab. Sci. Vol. 5, p. 91 (1975) will be
employed.

= A urinary standard will be employed that. has been carsfully
calibrated versus the WHO international standard 2 by dose
response comparison. Dose response analysis will, in all
assays, be performed with four points using four animals per
point. The four standard doses will be 0.1, 0.25, 0.5 and
1.0 u/ml with 1 ml injected per mouse.

SLNHRIENRR

PR = Samples for assay will also be analyzed by dose response
analysis performed within the same assay set as a urinary
standard. At least three points within the dose response
curve containing different two-fold dilutions of the sample

must have values that fall within the range of the standard
dose response curvae.

Using least squares analysis, a line will be drawn for both
the standard and the sample doss response curves. The sample
dilution which rasults in an assay value aquivalent to one
unit/mal (from the standard doas/response line) will be
interpolated and used to calculate the in vivo activity of
the saaple.

Acknowledged:
GENETICS INSTITUTE, INC.

, By:  Gatoud el (Ravsae)

) CHUGAI PHARMACEUTICAL CO., LTD.
CHUSA CONFIDENTIAL
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ITC INV. NO. 337-Ta-28! By: Lg:‘;m;,) IL(%,,,.;
422

AM 17 108695

AM-TITC 00435820



Case 1:05-cv-12237-WGY Document 878-7 Filed 08/27/2007

aitRRidddE

i

17D cgiwr wyus

’,Tﬂi-

Page 39 of 47

LERE TRV :
TSETRIIAI28(X] 1SMISH  TRBN 15253815, PALSE 38

00039

B

AMENDMENT

AMENDMENT dated as of November Z7 , 1985 to an Agreenment
dated as of June 29, 1984 (the "Agreement") betwean Ganetics
Institute, Inc., a Delaware corporation ("Genetics") and Chugai
Pharmageutical Co., Ltd., a Japanesa corporation ("Licensee").

For good and valuable consideration, the receipt and

sufficiency of which is hereby acknowledged, CGenetics and Licensee
agree as follows: :

1.

Section 5.1 of the Agreement is amended to read in its

entirety as follows:

2

“5.1. Patent Licenses. Subject to the payment of the
royalty provided in Article VI and the fulfillment of
the other terms and conditions of this Agreement,

GCenetics hereby grants to Licensse and its Affiliates:

{a) an exclusive license (even as to Genetics) in
the Territory under the Project Patent Rights, and

(b) a non-exclusive license in the Territory,undev
the Genetics Patent Rights, :

including the right te grant sublicenses, for the sole
and exclusive purpose of manufacturing, -having
manufactured for Licensee and its Affiliates, using and
selling Licensted Compounds and/or Licensed Products in
the Territory; provided, however, that Licensee and its
Affiliates may not sell Licensed Products to a
Distributor for ultimate resale in Japan, Canada, the
United States or Mexico. The licenses granted pursuant
to this Section 5.1 shall continue in effect until the
expiration of the last patent licensed to the Licensee
hersunder. MNotwithstanding the foregoing, Cenetics and
ity Affiliates shall have the right under the Project
Patent Rights, including the right to grant sublicenses,
to wanufacture and have mahufactured Licensed Compounds
and Licensed Products in the United States; provided
that in no event shall such manufactured Licensed
Compounds and/or Licensed Products be sold in the United
States or any other country in the Territory except by
Licensee or its Affiliates.”

Section 5.2 of the Agreement is amended to read in its

entireéy as follows:

CHUSA CONFIDENTIAL

BUBJECT TO PROTECTIVE ORDER
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"S.2. Know-How Licenses, Subject to the payment of thae
royalty provided in Article VI and the fulfillment of
the other terms and conditions of this Agreement,

Genetics hereby grants to Licensee and its Affiliates:

{a) an exclusive licenss (even am to Genetics) to
use the Project Know-How in the Territory, and

(b) a non-exclusive license to use .the Genetics
Know-How in the Territory, .

including the right to grant sublicenses, for the sole
and exclusive purpose of manufacturing, having
manufactured for Licensee and its Affiliates, using and
selling Licensed Compounds and/or Licensed Preducts in
the Territory; provided, however, that Licenses and its
Affiliates may not sell Licensed Products to a
Distributor for ultimate resale in Japan, Canada, the-
United States or Mexico. The licenses granted pursuant
to this Section 5.2 shall continue in effect for a
period of 20 years from the date of tha completion of
the Final Benchmark set forth on Schedule A hereto.
Notwithstanding the foregoing, Genetics and its .
Affiliates shall have the right to use the Project Know-
How, inc¢luding the right to grant sublicenses, to
manufacture and have manufactured Licensed Compounds
and/or Licensed Products in the United States; provided
that in no event shall such manufactured Licensed
Compounds and/or Licensed Products be sold in the United
States or any othar country in the Territory except by
Licensee or its Affiliates.®

Section 9.1 of the Agreement is amended to read in its

entirety as follows: . B

NQ.

*9.1 Treatment of Confidential Information. Each Party
hereto shall maintain the Confidential Information of
the other Party in confidence, and shall not disclose,
divulge or otherwise communicate such Confidential
Information to others, or use it for any purpose, except
pursuant to, and in order to carry out, the terms and
objectives of this Agreement and hereby agrees to
exarcise every reasonable precaution to prevent and
restrain the unauthorized disclosure of such
Confidential Information by any of its directors,
officers, smployees, consultants, Affiliates,
subcontractors, sublicensees, distributors or agents.
Notwithstanding the foregoing, Genetics may disclose

. CHUSA CONFIDENTIAL
SUBJECT TO PROTECTIVE ORDER -2-
337-Ta-281
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Confidential Information pertaining to the Project, the
obtaining of regulatory approvals and the development of
Licensed Products in confidence to its Affiliates, other
licensees or resesarch sponsors in the field of
erythropoeitin for use ocutside the Territory or for
manufacturs of Licensed Compounds and/or Licensed
Products within the Territory, provided that such
Licensed Compounds and/or Licensed Products are not sold

within the Territory except by Licenszee or its
Affiliates."

4. Capitalized terms used herein and not otherwise defined
t shall have the meanings given them in the Agreement.

IN WITNESS WHEREOF, the Parties hereto have caused this
Amendment to be executed as & secaled instrument in their names by
their properly and duly authorized officers or representatives as
of the date first written above.

(Seal) . GENETICS INSTITUTE, INC.

By:_ Gyadoun el Sclavasg )
_ntlo: '

(Seal) CHUGA1 PHARMACEUTICAL CO., LID.

CHUSA CONFIDENTIAL
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Catte CSKPHARM TOKYO e

Statement of Intent
For EPO Technology Development

Chugai Pharmaceutical Co., Ltd. (hereinaftaé referred to as
Chugai) has been interested in developing erythropoietin
{EPO) for the treatment of anemia patients, Because of the
inadequate amounts ©of EPO available in anemia patients,
Chugai has requested and worked with Genetics Institute
(hereinafter referred to as G.I.) to gsolve the availability
problem of EPO by G.I.'s recombinant DNA technology.

G.I. entered into an agreement with Chugai to develop a
recombinant EPO, and later cloned and expressed it in
several cells. G.I. has been working to improve the
expression level as well as to develop a downstream
purification and cell culture process for the production of
the recombinant EPO. A

Whereas both Chugai and G.I., realize that the timing of the
development for rEPO is critically important in light of the
competition and the need for early market imtroduction, and
have exchanged views and decided to cooperate with each
other to seek ways to early commercial developments,
including pre-clinical sample productien by G.I. for Chugai
and technology transfer of cell culture process technology
relating to the scale-up of commercial production at Chugai; -

In ordar for both parties to proceed further toward the

- commercial production of rEPO at Chugai, they set forth the
following understanding and agreement before an official,
legal agreement is prepared and signed.

CHUSA CONFIDENTIAL
SUBJECT TGO PROTECTIVE ORDER
ITC INV. NO. 337-TA-28! =1-
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-
This Statement of Intent will specify 3 areas of agreement
between Chugai and G.I., i.e., (1) Supply of pre-clinical
material, (2) Technology development and tranafer, (3)

Bupply of commercial processes. It will also discuss and
agree on the payment schedula and other considerations.

l. Technology Development and Transfer
Technology development and transfer necessary for Chugai

will be discussed in the attached Schedule A in terms of
major activities and time frame. The program specifies
major steps necessary from detailed design review at an
early stage in the first part of July through process
validationas and start-up acheduled for late this year or
early next year. The payment schedule is attached in
Schedule B. -

2. Pre-clinical Material

FRRIRE G.1. will make its best effort to supply 300~600

milligrams of EPO for pre~clinical testing by the end aof

November, 1985, using Master Cell Bank A (1-2 mgs/liter).

a. Chugai would like to receive a minimum partial amount
of BEPO as early as possible before November, 1985.

b. The specific delivery schedule may be discussed and
changed by mutual agreement between the two parties.

C. will be paid by Chugai for this material
in 1986, as shown in attached Schedule B.

d. The quality of the material should be acceptable for
the requirements of the Japanesa and US authorities.
Purther details will be specified in the Agreement.

CHUSA CONFIDENTIAL
SUBJECT TO PROTECTIVE ORDER
ITC INV. NO. 337-TA-28|
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3. Supply of Commercial Process

Upon the completion of the development and transfer to

Chugai of the large scale technology provided by G.I. for

the production of rEPO described above, Chugai will expect

that the new process will meet a certain level of
efficiency in the March-Junae period, 1986, using Master

Cell Bank B (5-~10 mgs/liter).

a. The payments will be linked to the level of output of
the G.I. process in terms of grams of purified EPO/ton
during the March-June, 1986 period. See Schedule B.

b. For the 1Z months period July B&§~June 87 G.I. will
transfer to Chugai any process improvements without
additional payment. Chugai will likewise transfer to
G.I. process improvements for the same period without
charqge, : -

c. "Purified" described in (a) means the quality of the
material should be acceptable for the requirements of
the Japanese and US authorities. Further details will

be specified in the Agreement.
4. Payment Terms .
The payment terms for (1) pre~cliinical material, (2)
technology development and transfer, and (3) supply of
commercial processes are specified in Schedule B.
xQ
x = S. Royalties )
a- Chugai will pay royalties to G.I. at the rate of
%%3 between 1987-1991 and between 1992-1997 on the basis of
¥ Chugai's net sales of all products produced by any of the
:°L foregoing technology excluding EFO.
23
=
815 6. Other Considerations
z:z a. The technology being discussed here is ap;licable to
'z mammalian as well as other culture/fermentation
o systems.
w o
= -
o =
? -3 -
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b. Additional technical assistance beyond the scope of
Schedule A will be separately discussed, should there
be a particular need for it.

¢. The subject fermentation process technology was
devaloped by G.I. and G.I. is unaware of any third
party patents thereon.

d. Chugai may terminate this program and the subsequant
payment in the middle of the program. The method of
termination will be faithfully discussed by the both
parties and will be stipulated in the Agreement.

With this Statement of Intent and understanding, both parties
believe that a major step toward the commercialization of EPO
will begin shortly.

Date: July 9, 1985

Chugai Pharmaceutical Co., Ltd. Genetics Lnstitute, Inc.

By: By: C_l..j.ovu. o LSy t\.r\

Osamu Nagayama

Title:_Execytive Director Title: P&-EJ\GGNT

CHUSA CONFIDENTIAL
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