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FINDING OF NO SIGNIFICANT IMPACT
NDA 20-708
Lupron Depot- 3 month, 11.25mg
Leuprolide acetate
For Depot Suspension

The National Environmental Policy Act of 1969 (NEPA) requires all Federal agencies to
assess the environmental impact of their actions. FDA is required under NEPA to consider
the environmental impact of approving certain drug product applications as an integral part
of its regulatory process. The Food and Drug Administration, Center for Drug Evaluation
and Research has carefully considered the potential environmental impact of this action and
has concluded that this action will not have a significant effect on the quality of the human
environment and that an environmental impact statement therefore will not be prepared.

in support of their new drug application for Lupron Depot, 3-Month, 11.25mg, TAP
Holdings Inc., has prepared an environmental assessment in accordance with 21 CFR
25.3la (attached) which evaluates the potential environmental impacts of the manufacture,
use and disposal of the product.

Leuprolide acetate is a chemically synthesized peptide drug which is administered as
intramuscular injection every three months for the management of endometriosis and
anemia caused by uterine fibroids. The drug substance will be manufactured by Abbott
Laboratories, North Chicago, lllinois, USA, and Takeda Chemical Industries, Ltd, in Japan.
The drug product will be manufactured by Takeda Chemical Industries Ltd at Osaka Plant
and Shonan Plant in Japan, and may be tested and packaged for marketing by Abbott
Laboratories, North Chicago, lllinois, USA. The finished drug product will be used in
hospitals and clinics throughout the United states. ' h

Leuprolide acetate, a peptide expected to have extremely low toxicity, is metabolized in
vivo to inactive metabolites. Any excreted metabolites that enter public water and sewage
treatment facilities are expected to be rapidly biodegraded by soil and water microbial
organisms.

Off specification lots of bulk drug substance from Abbott’s North Chicago facility will be
treated as a special pharmaceutical waste and sent to an incineration site. Any unused drug
product that is returned to Abbott will be also separated and will be treated as special
pharmaceutical waste and sent an incinerator.

The Center for Drug Evaluation and Research has conciuded that the product can be
manufactured, used and disposed of without any expected adverse environmental effects.
Precautions taken at the sites of manufacture of the bulk product and its final formulation
are expected to minimize occupational exposures and environmental release. Adverse
effects are not anticipated upon endangered or threatened species or upon property listed
in or eligible for listing in the National Register of Historic Places.
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NON-CONFIDENTIAL

Environmental Assessment of Lupron Depot® - 3 Month 11.25 mg

TAP Holdings Inc.
Bannockburn Lake Office Plaza
2355 Waukegan Road
Deerfield, Illinois 60015 ) ~

The Environmental Assessment (EA) being submitted by TAP Holdings Inc. on this product
1s a nonconfidential document and has appendices A. B, and C. These are: 1) Non-
Confidential. Appendix A containing Material Safety Data Sheets (MSDS); 2) Non-
Confidential. Appendix B containing references: and 3) Confidential, Appendix C which is
the full EA for review by FDA.

[aXaRe]



TABLE OF CONTENTS

SECTION PAGE

TITLEPAGE . ... ... et Cee 1

TABLEOF CONTENTS ... .....ccuiueinnninnnnenn. PR 2
1 DATE . . oot e e 7
2 NAME OF APPLICANT ... ... ittt 7
3 ADDRESS . . . . 7
4 DESCRIPTION OF THE PROPOSED ACTION . ............... 7
4.1 REQUESTED APPROVAL . . . o oot ittt i iie i 7
4.2 HEEQEQ&ACIIQN. ................................... 9
4.3 PRODUCTION LOCATIONS AND THEIR ENVIRONMENTAL

SETTINGS . . oo ottt e e e e e e 10
431 Synthesis and Production of Bulk Drug Substance . .........0..... 10
432 | g g ent) . . . .. 11
433 Packaging of the Final Dosage Form (Drug Product and Diluent) . . . . .. 11
434 Takeda Chemical Industries, Lid., Hikari City. Japanp . . . . .... ... ... 11
435 T cal Ind kaCity. Japan . . ... ... .. ..... 12
4.3.6 Takeda Chemical Industries. Fujisawa City. Japan . . ... ........... 12
437 Abbott Laboratories, North Chicago . .. ... ... ... ... ... .... 13
4.4 LOCATIONSQFUSE . - *. ...t 14
4.5 DISPOSAL SITES . ... oo 14

,

Note: The page numbers in this Table of Contents refer to the document pagimation,
NOT the paqination found in the lower nght hand corner.

nna



TABLE OF CONTENTS (Continued)

SECTION PAGE
5 IDENTIFICATION OF SUBSTANCES THAT ARE THE SUB.;ECT

OF THEPROPOSEDACTION . ... ... .. 15
5.1 NOMENCLATURE - -« it ottt e e et ettt e e e 17
5.1.1 Established Name (United States Adopted Name - USAN) . .. ... ... .. 17
5.1.2 Brand or Proprietary Name . . . . ... . ..o 17
5.1.3 Chemical Abstracts Name - . . . .. .. ... ... 17
5.1.4 CASRegistry NUmber . . . . .. oot e e e 17
5.1.5 Laboratory Codes . ... ....... .. . ... . . 17
516 Molecular Formulaand Weight . ........................... 17
5.1.7 Structural (Graphic) FOmMula . . - -« . o o o veee e 17
518 Dissociation Constantand Ko, - .. - . .. .. oot 18
519 Physical Description . . .. ..o ovovti e 18
5.2 ADDITIVES . .. ... ... ... L. 18
53 IMPURITIES . . ... ... ... ... .. 19
6. INTRODUCTION OF SUBSTANCES INTO THE ENVIRONMENT 19
6.1 Synthesis and Production of Bulk Drug Substance at Abbott

Laboratories. North Chicago, Illinois. USA (Primary Location) ... .. .. 20
6.1.1 Substances Expected 10 be Emitted . .. ............ o 20
6.1.2 Controls Exercised on Residuals and Emissions - . . - . ... ... . ... ... 21
6 1.3 Comphance of Proposed Action with Applicable Emission Reguirements 22

3

Note The page numbers in this Table of Contents refer 10 the document pagination.
NOT the pagmation found in the lower nght hand corner.

005



-

SECTION

6.1.4

6.2

6.3

6.4

6.5

6.6

10
11
12

13

TABLE OF CONTENTS (Continued)

PAGE
P . ~ompliance with C Emission
Requirements . . . .. .. oottt e 23
Chicago, Illinois, USA . . . . - . . .. o 23
. ) Takeda Chemical
Industries, Ltd.. Hikari Plant. Hikari City, Japan . . . . . . . . .. e 23
Manuf ¢ Drug Prod | Dil Takeda Chemical
Industries, Ltd., Osaka Plant, Osaka City. Japan ................ 24
. ) ra) Chemical Industri
Shonan Plant. Fujisawa City. Japan . ......................... 25
QCCUPATIONAL SAFETY ... ..ottt 25
AMOUNT OF SUBSTANCES ENTERING THE ENVIRONMENT . . 26
Human Elimination . . . . . .. .. ... 27
Expected Introduction Concentration from Disposal . .. ............ 31
FATE OF EMITTED SUBSTANCES IN THE ENVIRONMENT e 33
EFFECT OF EMITTED SUBSTANCES IN THE ENVIRONMENT .. 33
USE OF RESOURCES ANDENERGY ... ................... 33
MITIGATION MEASURES . ... . . ... . ... ... . .. ... . ..... 33
ALTERNATIVES TO THE PROPOSED ACTION . . . . .. ... ..... 33
PREPARERS . . .. .. 34
CERTIFICATION . . . . . 35
4

Note. The page numbers in thus Table of Contents refer to the document pagination.

NOT the paqination found in the lower nght hand corner.
NOR



TABLE OF CONTENTS (Continued)

SECTION | PAGE
14 REFERENCES . . . o oot e e e e e ... 36
15 ATTACHMENTS . - o oo ooee e e e e e e 36

15-1 Environmental Laws and Regulations of Japan

15-2  Statement of General Environmental Compliance for Abbott
Laboratories, North Chicago Operations from the Director of Abbotts’
North Chicago Operations Pharmaceutical Products Division

15-3  Certificate of Environmental Compliance for the Manufacture of Bulk
Drug, Leuprolide Acetate, at Hikari Plant of Takeda Chemical
Industries, Ltd. From the Director of Environmental Protection
Division, Environmental Protection and Public Health Department,
Yamaguchi Perfectural Government, Japan

154 Certificate of Environmental Compliance from Plant General Manager
of Hikari Plant for the Manufacture of Bulk Drug Leuprolide Acetate

15-5 Certificate of Environmental Compliance for the Manufacture of Drug
Product and Vehicle (Lupron Depot® - 3 Month, 11.25 mg), at Osaka
Plant of Takeda Chemical Industries, Ltd. From the Managers of
Environmental Pollution Control, Water Quality Control and Industrial
Waste Guidance Departments, Osaka City Government, Japan

15-6  Certificate of Environmental Compliance from Plant General Manager
of Osaka Plant for the Manufacture of Drug Product. and Vehicle
(Lupron Depot® - 3 Month, 11.25 mg)

15-7  Certificate of Environmental Compliance from the Mayor of Fujisawa
City for the Manufacture of Drug Product and Vehicle (Lupron-Depot®
- 3 Month. 11.25 mg)

15-8 Centificate of Environmental Compliance from the Director of Shonan
Plant, Fujisawa City, Japan :

5

Note  The page numbers in this Table of Contents retfer to the document pagination.
NOT the pagination found in the lower right hand corner.

007




TABLE OF CONTENTS (Continued)

SECTION PAGE
FIGURES
4-1 Sites Relevant to the Manufacture Packaging, and
Distribution of Lupron Depot® - 3 Month 11.25mg . . .. .. 16
6-5 “Proposed Pathway of Leuprolide Metabolism . . . .. . ... .. 32
TABLES
5-1 Composition of Lupron Depot® - 3 Month 11.25 mg
(TAP-144-SRGM)(11.25mg) . . ... ....... ... .. ... 18
5-2 Composition of the Vehicle (TAP-144-SR(3M)Vehicle) . ... 19
6-1 Waste Disposal Contractors and USEPA Registration . . . . . 24
6

Note. The page numbers in this Table of Contents refer to the document pagination.
NOT the pagmnation found in the lower right hand corner.

nnn



1 DATE

April 30,1996
2 NAME OF APPLICANT

TAP Holdings Inc.
3 ADDRESS

Banr;éckbum Lake Office Plaza

2355 Waukegan Road

Deerfield, Illinois 60015
4 DESCRIPTION OF THE PROPOSED ACTION
4.1 REQUESTED APPROVAL

TAP Holdings Inc. is seeking an approval through this New Drug Application
(NDA 20-708) for the manufacture, packaging, and distribution of Lupron Depot®-3 Month
11.25 mg. for the management of endometriosis and anemia caused by >uterinc ﬁbréids,
pursuant to Section 505(b) of the Food. Drug, and Cosmetic Act. The drug product is a
leuprolide acetate suspension designated for one intramuscular injection, every three months
containing 11.25 mg of the active ingredient. leuprolide acetate (also referred to in the
Environmental Assessment as leuprolide). This dosage form consists of leuprolide acetate
enveloped in a polymer comprised of polylactic acid. The drug-polymer microspheres are
mixed at the time of use with a sterile diluent and the resulting suspension is injected
intramuscularly, providing 3 months of susm;ned leuprolide release into the tissue.

The drug product is administered with the help of an administration kit that
includes- 11 a single dose glass vial containing the drug product which is the biodegradable

7
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3-month depot comprising sterile, white, and odorless formulated microspheres [designated
TAP-144-SR (3M)(11.25 mg)] containing leuprolide acetate (11.25 mg), polylactic acid
(**** mg), and D-mannitol (***** mg); 2) a glass ampule containing the diluent \Zhich is
clear, colorless, and slightly viscous liquid [designated TAP-144-SR(3M) Vehicle] for
reconstitution; 3) one polypropylene syringe with 23 Gauge Needle for withdrawing the
vehicle from the glass ampule and placing it in the vial containing the drug product; and
4) one 23 Gauge Needle used along with the syringe for intravenous injection. V'l‘he
administration kit is packaged in a polystyrene, Amoco resin 4400E container.

A five year forecast for the quantity of the drug substance that will be required
to manufacture the drug product Lupron Depot® from 1997 (**#****#*) g 2001 (*******) js

presented in Confidential Apppendix C.

The bulk drug, leuprolide acetate, manufactured by Abbott Laboratories has
been the subject of a first and previously approved new drug applicatién (NDA 19;OIO,
approved April 9, 1985) for Lupron® Injection, list 3626. Subsequently, the following
NDAs have also been approved:

Lupron Depot® 7.5 mg. list 3629 (NDA 19-372 in January 1988)

Lupron Depot® 3.75 mg, list 3639 (NDA 20-011 in October 1990)

Lupron Depot®-PED 11.25 mg, list 2270 (NDA 20-263 in April 1993)

Lupron Depot® 3.75 mg, list 3639 (NDA 19-943 in March 1995)

Lupron Depot® - 3 Mdmh 22.3 mg, list 3336 (NDA 20-517 in December 1995).

The format of the EA for Lupron Depot®-3 Month, 11.25 mg. is arranged as

required in 21 CFR 25.31a "Environmental Assessment for Proposed Approvals of
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FDA-regulated Products”, and "Guidance for the Industry for the submission of an
Environmental Assessment in Human Drug Applications and Supplements” provided in the
document from Center for Drug Evaluations Research (CDER) of FDA (1995). As
recommended in this FDA, CDER guidance document and based on the cStimatedAExpccted
Introduction Concentration (EIC) of ********+xreskrxssrsssss* which is several orders of
magnitude below the one (1) part per billion (1 ppb) limit set in the guidance document, and
the fact that leuprolide acetate, being a peptide is readily biodegradable to CO,, an
abbreviated Enviromental Assessment (EA), excluding items 7-11 is presemed.'

Supporting documents for the items discussed in this non-confidential non-
confidential EA have been organized as attachments to this non-confidential document, as
well as Appendices A (Non-Confidential; Material Safety Data Sheets), B (Non-Confidential,
References), and C Confidential (EA).

4.2 NEED FOR ACTION

Leuprolide acetate is a long-acting GnRH analog. It is a nonapeptide
synthesized sequentially in solution using the classical method of blocking, compiling, and
deblocking of the aminoacids. All the aminoacids are levo-rotatory (L-) except for the leucine
in the sixth position which is dextro-rotatary (D-) (Confidential Appendix C). Administration
of leuprolide acetate results in an initial stimulation followed by a prolonged suppression of
pituitary gonadotropins. Repeated dosing results in decreased secretion of gonadal steroids.
Consequently. lissueg and functiong ‘that depend on gonadal steroids for their maintenance
become quiescent. This effect is reversible through discontinuation of drug therapy.
Leuprolide acetate is not active when given orally. However. the intramuscular injcétion of
the biodegradable Lupron Depot® formulation provides 3 months ot sustained leuprolide
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release into the tissue. The subject of this NDA and the Environmental Assessment prepared
in this document is Lupron Depot®-3 Month, 11.25 mg, which will be used for the

management of endometriosis and anemia caused by uterine fibroids.

4.3 PRODUCTION LOCATIONS AND THEIR ENVIRONMENTAL SETTINGS

The bulk drug, leuprolide acetate, is manufactured by Abbou Laboratories and
is the subject of a p.rcviously approved New Drug Application (19-010, approved April 10,
1985). Abbott Laboratories, North Chicago, USA will be the primary supplier of the bulk
drug substance. Takeda Chemical Industries Ltd., Japan is an alternate bulk drﬁg supplier.
The bulk drug is shipped from Abbott Laboratories to Takeda Chemical Industries, Lid.,
Japan, for manufacture of the final dosage form. Both the drug product (microspheres) and
diluém afe manufactured by Takeda Chemical Industries, Ltd., Japan, from where they are
packaged in the primary containers and shipped to Abbott Laboratories, USA for labeling and
final packaging. The sites of manufacture of bulk drug and the drug prroduct an;i the diluéms,
as well as the packaging (Figure 4-1) are listed below along with their addresses. The drug is
distributed within the United States by TAP Pharmaceuticals Inc., Bannockburn Lake Office
Plaza. 2355. Waukegan Road. Deerfield, Illinois 60015. USA -

A brief description of the environments at and adjacent to the manufacturing
and packaging facilities involved in the drug substance and the drug product manufacture énd
packaging of drug product are provided after the listing of the production locations.

4.3.1 Synthesis and Production of Bulk Drug Substance

The synthesis scheme of leuprolide acetate powder is described in Confidential
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Apppendix C. Production of the bulk drug substance, leuprolide acetate is conducted at the

following locations:
1. Abbott Laboratories, 1401 Sheridan Road, North Chicago, Illinois,
60064, USA (Primary Location)
2. Takeda Chemical Industries, Ltd., 4720 Mitsui, Hikari Plant, Hikari-
| City, Yamaguchi, Prefecture, Japan (Alternate Location)
4.3.2 Manufacture of the Final Dosage Form (Drug Product and Diluent)
1. Takeda Chemical Industries Ltd., 17-85 Juso Honmachi, 2-
chome, Yodogawaku, Osaka Plant, Osaka City, Japan.
2. Takeda Chemical Industries Ltd., 2-26-1 Muraoka Higashi,

Shonan Plant, Fujisawa City, Kanagawa, Japan.

433 Packaging of the Final Dosage Form (Drug Product and Diluent)

1. Abbou Laboratories, 1401 Sheridan Road, North Chicago,

Illinois, 60064, USA

4.3.4 [akeda Chemical Industries. Ltd.. Hikari Citv, Japan

The manufacturing of drug substance, leuprolide acetate, is conducted at the
Hikari Plant of Takeda Chemical Industries Ltd. located in the center of Hikari City,
Yamaguchi Prefecture, Japan as an alterante source. The southern part of Hikari Plant is
bordered by the Seto Inland National Park. and the northern side is adjacent to a commercial
and residential area. . The Hikari plant has a total area of about 0.37 squar;: miles. The climate
of Hikari City is characterized by warm summers (71 to 95°F) and cold to moderate winters

(2810 53°F) The average annual ramfall is 67 inches. Most industries and residences in
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Hikari City obtain potable water from the City of Hikari municipal water supply. The soufcc
of the municipal water supply is the Shimata river, which passes from the Hikari City from
north to south and flows down into Seto Inland Sea. The Hiakri Plant uses municipal water
only. Wastewater is sewered to an on site water treatment facility.
4.3.5 Takeda Chemical Industrics. Osaka City, Japan

The method of manufacture of the drug product, Lupron Depot®, 3 month,
11.25 mg [TAP-144-SR(3M) Injection (11.25 mg)] is described in the Confidential
Appendix C. The Osaka plant of the Takeda Chemical Industries, Ltd. is the site of drug
product, leuprolide manufacture and is located in the northwestern part of Osaka City. It is
situated approximately 650 yards from the Yodo river and is more than 0.07 square miles in
area. Drainage is dominantly to the south toward the river. The climate of Osaka City is
characterized by warm summers (75 to 95°F) and cold to moderate winters (36 to SO°F). The
average rainfall is 52 inches. Most industries and residences in Osaka City obtai.;l éotable
water from the City of Osaka municipal water supply. The source of municipal water supply
is the Yodo River flowing from Lake Biwa. The Osaka Plant uses municipal water only.

Wastewater is sewered to an on site water treatment facility.
4.3.6 Takeda Chemical Industries. Fujisawa City, Japan

The method of maufacture of drug product and the vehicle at Shonan Plant of
the Takeda Chemical Industries. Ltd. located at the Fujisawa City is described in Confidential
Appendix C. Most industries and rf:sidcnccs in Fujisawa City obtain potabl; water from the

City of Fujisawa municipal water supply. The source of municipal water supply is the Sagami
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River flowing from Lake Sagami. The Shonan Plant uses municipal water only. Wastewater

is sewered t0 an onsite water treatment facility.

4.3.7 Abbott Laboratories, North Chicago
The synthesis of bulk drug (Confidential Appendix C) and the packaging of

final dosage form (drug product and vehicle) is conducted at Abbott Laboratories, North
Chicago, USA. The .propcnics of the Abbott Laboratories are located within Lake County,
Illinois. The North Chicago property lies 600 to 1000 feet west of Lake Michigan at an
elevation of ten to fifteen feet above the average 580 foot mean sea level elevation of the lake.
There are no other significant geographic features, such as mountains, lakes (aside from Lake
Michigan) or rivers in proximity to the manufacturing site. The area is topographically flat
and slopes very gently to the east, toward Lake Michigan. Drainage is dominantly to the east-
southeast, again toward the lake. The climate of northeastern lllinois is characterized by warm
summers (74 to 94°F) and cold winters (20 to 32°F). The average anﬁual rainfallv is 32

inches; wind directions are highly variable.

Most industries and residences near the Abbott, North Chicago facility are
served by the City of North Chicago municipal water supply. The source of the mun-icipal
water supply is Lake Michigan. The Abbott North Chicago facility currently uses municipal
water. Wastewater is sewered to the treatment facility of the North Shore Sanitary District.
Land use (zoning) near the North Chicago facility is primarily residential .and industrial. The
portion of Lake County in which i/t"ié locategi is part of the Chicago metropblitan area.

The physiographic features and near surface deposits of northeastern Illinois are
the result of the late Pleistocene Wisconsonian glaciation. the most recent of four episodes of

13
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continental glaciation. Glacial deposits of the Lake County area consist of lake sediments
(clay, silt and sand) of the Equality Formation, and clayey to silty glacial till of the Lake
Border Morainic System. From 50 to 200 feet of Pleistocene glacial sediments unconformably
overlie Silurian dolomite in this area. The Paleozoic stratigraphic section in

this area from top to bottom includes Silurian doiomite, Ordovician shale, dolomite. and
sandstone, and Cambrian sandstone. The Paleozoic section unconformably overlies
Precambrian crystalline rocks. Three dominant aquifer systems, the Basal Bedrock, Midwest
Bedrock, and Upper Bedrock, underlie northeastern Illinois. Principal water préducing zones
include sandstone of the Eau Claire and Mount Simon Formations for the Basal Bedrock
system, the Ironton-Galesville and Glenwood-St. Peter (Ancell aquifer) sandstones for the
Midwest Bedrock System, and the Silurian Dolomite aquifer for the Upper Bedrock system.
Locally, Pleistocene deposits may yield large quantities of water (greater than 1000 gpm);

however, development of this aquifer is limited. Municipal and industrial water wells in the

Chicago region tap the deeper aquifer systems.

44 LOCATIONS OF USE

The Lupron Depot®-3 Month 11.25 mg. will be administered under the™
direction of physicians to patients afflicted with endometriosis or anemia caused by uterine
fibroids. The locations of use are, therefore, mainly hospitals and clinics throughout the

United States.

4.5 DISPOSAL SITES -

Leuprolide acetate is metabolized exiensively in the human body. The
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excipients used in the drug product, as well as the components of the diluent are easily |
biodegradable. Negligible quantities of the drug substance and its metabolites or excipients

are excreted by patients which will enter municipal treatment systems through domestic

sewage.
Off specification lots of bulk drug substance from Abbott's North Chicago
facility will be treated as a special pharmacetuical waste and sent to an incineration site. Any
unused drug product that is returned to Abbott (beyond expiration date) will be separated: the
vials with drug will be treated as special pharmaceutical waste and sent to an incinerator. All
other components are sent to a landfill. Details of mode of disposal of wastes are discussed in
Section 6.0.
5 IDENTIFICATION OF SUBSTANCES THAT ARE THE SUBJECT OF
THE PROPOSED ACTION
Information on the drug substance, leuprolide acetate, is provide(; bélow to
allow for accurate location of data about the chemical in scientific literature and to allow for
identification of closely related compounds. The information is taken from the Chemistry and

Manufacturing Controls Section of the NDA 20-708.
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Abbott Laboratories, Takeda Chemical
North Chicago, IL, USA - Iindustries, Ltd
{Primary Source) Hikari Plant, Japan

(Alternative Source)

Leuprolide Acetate Bulk Drug

Takeda Chemical
industries, Ltd, Japan
Osaka Plant
Shonan Plant

¥

Lupron Depot®
3 Month 11.25 mg
and Diluent

\

Abbott Laboratories,
North Chicago, IL, USA

\

Assembly and Packaging Of Administration Kit

\/

‘TAP Pharmaceuticals Inc.
Deerfieid, IL, USA

\

Distribution Of Administration Kit

Figure 4-1
Sites Relevant to the Manufacture,
Packaging, and Distribution of Lupron Depot® -
3 Month 11.25 mg
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5.1

5.1.1

5.14

5.1.5

5.1.7

NOMENCLATURE

Esablished N United S Ad 1N . USAN
Leuprolide Acetate

Brand or Proprietary Name

Lupron Depot® - 3 Month 11.25

Chemical Abstracts Name
5-oxo-L-prolyl-L-histidyl—L-tryptophyl—L-seryl—L-tyrosyl-D-leucyl-

L-leucyl-L-arginyl-N-ethyl-L-prolinamide

CAS Registry Number
74381-53-6
Laboratory Codes
Abbott-43818/Takeda-TAP-144
‘Molecular Formula and Weight
Formula - Cyy Hg,N,4O,,.CH,;COOH; Weight - 1269.47
Structural (Graphic) Formula
ow O oW om oW ow oK 0 oHn i
o )'c'N'.C"'C’"'(.:"‘c‘”‘?"'C'“‘C“’E-"J-CH-E-Q-CN‘E-;M-CH-E-N C-N-CM.CH, - .Cw 200~
o CH, ch, o Cw, ‘.';,‘, .é,,g cn, '
Z N (] CH-CH  CHoCH Cx,
n= oy o G
On NeM
Cxom
N,
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5.1.8 Dissociation Constant and K.,

Three ionization sites are present: imidazolyl nitrogen of histidine, pKa 6.0;

the phenolic hydroxyl of tyrosine pKa 10.0; and the guanidine nitrogen of arginine pKa 13.0;

log K, 0.52 to 0.98 (Abbont Laboratories Report R&D/92/143, 1992; Confidential -

Appendix C).

5.1.9 Physical Description
White Powder

5.2 ADDITIVES

The excipients of the drug product and the vehicle are fisted in Tables 5-1 and

5-2, respectively. As seen from the table, most of the components are readily biodegradable.

Table 5-1

Composition of Lupron Depot®-3 Month 11.25 mg [TAP-144-SR(3M) 11.25 mg]

Ingredient

Per Vial

Leuprolide Acetate
Polylactic Acid
D-Mannitol

Total

o e ok ok

sk sk kK

¢ e e ok

dk kR
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Table §-2

-

Composition of the Vehicle (TAP-144-SR(3M)Vehicle)

Lngredient Per Ampule Per Use
D-Mannitol ke -
Carbo:iy Methyl-Cellulose - an -
sodium
Polysorbate 80 s ok

Glacial Acetic Acid — —
Appropriate amount if needed
to adjust pH

Water for Injection ok ok

53 IMPURITIES

Approximately 5 impurities i.e., [des-&u’]TAP—lM (<0.1%); l;;'lkhOWﬂ
(<0.1); TAP-144, modified (0,.45%); [des-ProNHEt’)TAP-144 (<0.1%); and [N°-AC-
Arg®]-TAP-144 (<0.1%) have been identified (Adjei and Hsu, 1993; Appendix B) and total
amount of the five impurities combined did not exceed 1% and, therefore, further elaboration
of these impurities have not been made in the EA, as per CDER, FDA (1995) guidance
document (1993).
6. INTRODUCTION OF SUBSTANCES INTO THE ENVIRONMENT

This section discusses the introduction of the substances into the environment

and the controls exercised during the manufacturing and packaging operations. The
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manufacturing facilities of Takeda Chemical Industries Ltd, in Hikari, Osaka and Fujisawa
cities in Japan are governed by the Environmental Laws and Regulations of Japan (Attachment
15-1). The manufacturing of bulk drug and the packaging operations for the drug product at
Abbott Laboratories, North Chicago are governed by Environmental Laws and Regulations
promulgated under the National Environmental Policy Act (NEPA).

6.1

6.1.1 Substances Expected to be Emitted

Atmospheric Emissions

The Abbott facility at North Chicago is equipped with Air Pollution Controls.
The drug substance will be manufactured in a closed system. Particulate emissions will be
negligible as the synthesis of leuprolide acetate involves the use of a variety of solvents as seen
from the Confidential Appendix C. An examination of the details of synthesis shows that the
most likely volatiles emitted will be acetone. acetic acid and alcohol. The only potential
exposure to the air could be during the dispensing of the bulk drug for export to Japan, which

is also conducted carefully in specially packed containers which are housed in drums. -

Aqueous Wastes

Losses during formulation as aqueous waste are insignificant since the total
quantity of the drug substance produced for this indication will be ******* (x**%x%) These
very small amounts are deactivated‘ and then sewered. If any significant amount of drug
substance is left in the process tanks. it will be contained and disposed of as a special
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pharmaceutical waste. Any final synthesis waste such as intermediates during the synthesis

process will also be disposed of as a special pharmaceutical waste. Wastewater from
equipment and room cleaning is directed to the chemical sewer which -gocs to the Abbott North
Chicago Wastewater Treatment Plant. After pre-treatment at Abbott, North Chicago, the
wastewater is discharged [Abbott Wastewater Discharge Control Document (Permit) No. 95-
5A] to the sewer system of the North Shore Sanitary District (NSSD) and from there to
Gurnee Wastewater Treatment Plant of the NSSD. The other waste streams (eg., solvents)
some with water are: 1) recovered; 2) recycled; 3) incinerated; or 4) used as aAboiler fuel.

Solid Wastes

Solid wastes from manufacturing of bulk drug as leuprolide acetate are expected
to be minimal since the peak yearly production of the drug substance for this indication is
*#xxkex  Packaging rejects, air filter cartridges, and protective clothing worn by employees
will be collected in drums and disposed of off-site. These solid wastes will be ‘;ra-risponed to
Waste Management of Wisconsin, Bristol. Wisconsin (Permit No. 3062). Unused drug
substance, past expiration date will be disposed of as a special pharmaceutical waste, and

incinerated using the contractors listed in Table 6-1.

6.1.2 Controls Exercised on Residuals and Emissions

Air emissions are controlled as required by the Operating Permit of the Illinois
Environmental Protection Agency (IEPA). Record of emissions are maintained and available
for inspection. All air emissions )aré within the permitted limits. Solid wastes are disposed of
at permitted waste facilities. Wastes are sent for recycling into fuels at the waste fa(_:ilities
discussed in Table 6-1. Wastes are sent for recvling inte fuels atthe waste factlities
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discussed in Table 6-1. Special Pharmaceutical wastes discussed above are sent for
incineration (Table 6-1).

6.1.3

Since particulate and VOC emissions are insignificant [Illinois EPA (IEPA)
Definition: less than 0.1 Ib./hr. and 0.44 tons per year], at North Chicago facility,
manufacturing of lc;s than ******* of bulk drug will be in compliance with IEPA
requirements.

Only tank residuals and fill line residuals will be sewered. In the- event some
amount of drug substance is left in the process tanks for disposal, it will be drummed up and
disposed of as a special pharmaceutical waste. Particulate emissions from the drug substance
manufacturing facility at Abbott, North Chicago is regulated under a permit issued by the
Illinois Environmental Protection Agency. Wastewater from manufacturing must meet the
General Pretreatment Standards in 40 CFR Part 403 and the Effluent Guidelines ;md standards
for Pharmaceutical Manufacturing in 40 CFR Part 439. The prohibitions and limitations for
discharge into the sewer system of the North Shore Sanitary District (NSSD) are listed in
NSSD Wastewater Discharge Control Document No. 95-5A. Solid wastes will be landfilled
by Waste Management of Wisconsin under Permit No. 3062 from the State of Wisconsin.
Department of Natural Resources.

A Centifice of General Environmental Compliance with applicable emission
requirements for the manufacture of drug at Abbott, North Chicago is provided in Attachment

15-2.

Bl
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6.1.4 Effect of the Proposed Action on Compliance with Current Emission
Requirements
Emissions and releases from the manufacture of drug substance will not exceed
the limitations of current permits. Manufacturing of this product will be scheduled to fit
within the existing framework of activities for which current emission requirements are
applicable. No add.itional facilities are required to facilitate the manufacture of bulk drug for
this indication.

6.2

Umused administration kits, or those kits past expiration dates will be returned
to Abbott Laboratories, North Chicago, where the drug product and the diluent, syringes and
needles will be sorted out. Vials with the drug are treated as special waste and put in fiber or
plastic drums and are sent for incineration at approved medical waste incinerators (Table 6-1).
All other components of the kit are shredded in garbage hopper and treated as non-hazardous
solid waste and go to the landfill managed by Waste Management of Wisconsin.

6.3 Synthesis of Bulk Drug, Leuprolide Acetate at Takeda Chemical Industries,

| Hikari Plant. Hikari City. J

A certificate of compliance of Hikari Plant with local and national

environmental regulations for the synthesis of bulk drug, leuprolide acetate by the Director of
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Table 6-1

Waste Disposal Contractors and USEPA Registration*

Contractor USEPA ID# Function

Incineration

Fuels

Solid Wastes

*This is a current list of contractors and is subject to change.

Environmental P.rotectibn Division, Environmental Protection and Public Health Department.
Yamaguchi Perfectural Government, Japan is provided in the Attachment 15-3. As required by
the FDA. CDER (1995). EA guidelines for those manufacruring sites located outside the
United States, a letter from the General Manager of Hikari City Plant certifying that the
facility 15 in compliance with all local and National regulations is provided in Attachment

15-4.

6.4 actur u iluent at Tak ical Industri

Osaka Plant, Osaka City. Japan

A certificate of compliance of Hikari Plant with local and national
environmental regulations for the manufacture of Lupron Depot® (Drug Product and Diluent)
by the Manager of Environmental Pollution Control Water Quality Control and Industrial

Waste Guidance Departments. Osaka City Government, Japan is provided in the Attachment
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15-5. As required by the FDA, CDER (1995), EA guidelines for those manufacturing sites-
located outside the United States, a letter from the General Manager of Osaka City Plant
certifying that the facility is in compliance with all local and National regulations is provided

in Attachment 15-6.
6.5 Manufacture of Drug Product and Diluent at Takeda Chemical Industries.

A certificate of compliance of Shonan Plant with local and national
environmental regulations for the manufacture of Lupron Depot® (Drug Produci and Diluent)
by the Mayor of Fujisawa City is provided in the Attachment 15-7. As required by the FDA,
CDER (1995), EA guidclincs for those manufacturing sites located outside the United States. a
letter from the General Manager of Shonan Plant certifying that the facility is in compliance
with all local and National regulations is provided in Attachment 15-8.

6.6 OCCUPATIONAL SAFETY

At the Abbott, North Chicago facility, chemicals used in manufacture of the
drug substance, leuprolide acetate, are regulated by the Occupational Safety and Health
Administration. Employees are trained in the proper operation of equipment in order to
minimize potential safety, health and environmental risks. Extensive safety training is
mandated. and Material Safety Data Sheets (Appendix A) are available to personnel for
chemicals handled in the manufacturing area. Employee training is conducted on the chemical
hazards associated with manufacturing.

Specified personal protective equipment (e.g.. gloves, safety shoes, eye

protection. respirators. etc.) and engineering controls designed for the equipment (e.g..
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exhausts to remove dust) are adequate to protect the employees. Specific procedures for
gowning and degowning and spill containment are in place and all employees working in
Abbott's leuprolide acetate manufacturing facility are trained to follow these procedures.
The safe transport of all drug-related materials is ensured by following
protocols which include formal qualification of vendors, training of personnel, and rigid

specification of containers and materials. Access to drug substance is restricted to authorized

personnel.

6.7 AMOUNT OF SUBSTANCES ENTERING THE ENVIRONMENT

Human drugs find their way into the environmental compartments (eg. soil, air,
water) through manufacture, use, disposal and accidental spills. The two major sources of
environmental exposure of the drug are: 1) the patients who use the drug product; the drug
product and/or its metabolites are discharged into the domestic sewer through excreta of the
patients; and 2) release of the drug or its precursors or by-products through “;;stewater from
the manufacturing plants. In either case the municipal sewage in the wastewater treatment
plant could be the main recipient of these contaminant sources. The concentrations and
releases in the sﬁbsections below are estimated without taking into consideration any ™
dcgradatién of the drug or its products at the manufacturing plants or during transport in the
municipal sewage to the wastewater treatment plant (WTP), and, therefore, are worst case

scenarios.
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6.3.1 Human Elimination

The drug product, Lupron® Mist Depot®-3 Month 11.25 mg, is administered as
intramuscular injection. Overa 3-month period susttained release of leuprolide acetate, the
active ingredient, is facilitated. As it is released and metabolized within the human body, the
drug product is biodegraded. Information available on the metabolism in the human body is
provided below to understand- the products that are eliminated (or excreted) from patients using
this drug.

Leuprolide acetate (TAP-144) has mostly naturally occurring amiho acids
comprising in its structure (5-Oxo-L-prolyl-L-histidyl-L-tryptophyl-L-seryl-L-tyrosyl-D-leucyl-
L-arginyl-N-ethyl-L-prolinamide) with the exception of D-leucine. Amino acids that are
naturally occurring can be metabolized by microbes to CO,. Naeshiro et al (1990) used
carbon-14 labeled leuprolide to study its metabolism in rats and dogs (Appendix B).
Biotransformation of leuprolide in rats and dogs is conéistem with what might be expected for
a small pep[idc- 1.e., it involves the hydrolysis of amide bonds, followed by the excretion of
smaller peptides in urine or bile and/or further catabolism of component amino acids.

The metabolic pathways of leuprolide are summarized in Figure 6-1. Leuprolide is metabol-
ized in rats and dogs through hydrolysis to form the M-I pentapeptide (Tyr-D-Leu-Leu-Arg-N-
ethyl-prolinamide) and the M-III tripeptide (Tyr-D-Leu-Leu-OH). Further hydrolysis of M-I
leads to the M-II tripeptide (Tyr-D-Leu-Leu-OH), while M-III is hydrolyzed to M-IV dipeptide
(5-ox0-Pro-His-OH). Some of the ngetaboliles are further catabolized as evidenced by the loss
of label in the expired air and/or the apparent incorporation of carbon-14 into methanol-

insoluble components in tissues. Naeshiro et al (1990) also demonstrated that most natural
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amino acids could metabolize to '“CO,, unless they are unnatural amino acids, such as
D-leucine present in leuprolide acetate. For example, when leuprolide was labeled with
carbon-14 in the oxo-proline moiety, about halfA the label was eliminated in the expired air,
presumably after having been completely catabolized to “CO,. Labelling in the D-leucine,
which is the only unnatural amino acid in the leuprolide molecule, afforded the retention of the
label but some radioactivity was still eliminated in the expired air. Leuprolide labeled with
carbon-14 in the oxo-proline moiety metabolized and approximately 47% was eliminated in the
expired air (*CO,), and 49% of “C was excreted in urine (49%), only 1% was fecovered in
feces during a four day study period. In urine, the unchanged leuprolide accounted for 12% of
the “C-dose, while M-III, a tripeptide form the amino side of the molecule (5-oxo-Pro-His-
Trp-OH) represented 10% and M-IV, a dipeptide (5-oxo-Pro-His-OH) accounted for 17% of
the dose. The metabolites of leuprolide do not contribute to the pharmacological activity of
the compound nor the metabolism of leuprolide shown to be of any saféty concer.;x. |

In patients given three 1 month depot injections of **** mg/dose at 4 week
intervals, the urinary recoveries of leuprolide and its M-I metabolite averaged 1.2% and 0.4 %,
respectively, within 24 hours after the first dose and increased t0 2.9% and 1.5% after 27
days. Based on these results it can be concluded that leuprolide is metabolized extensively in
the human body, possibly leading to ultimate degradation to '*CO,, which may be released in
the expired air. Since CO, is a natural component of air, this expired air has no environmental
impact. The components of the drug product.such as poylactic acid and D-rﬁani(ol are readily
biddcgradable to CO, and H,O (Literature Review on the Polymers of Lactic and Glycolic

Acid. Reference 5. Appendix B).
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For the estimations of Expected Introduction Concentration (EIC) ﬁom use, it is
assumed that all the drug forecasted for production in the United States (Confidential Appendix
C), which is approximately ****#*&xx&&®xss% jn 3 peak production year, will be ingested and
eliminated by the U.S. population. This worst case estimate also assumes that there will be no
metabolism of leuprolide acetate in the human body and that there will be no degradation in
the domestic sewagc. receiving human excreta containing the drug product.

Typical minimum and maximum flow rates for wastewater treatment systems
are set by Federal and State agencies to range from 280 to 1,500 L/person/day (Mctcalf &
Eddy. Inc., 1979). The 1990 Census gives the population of the United States as
250.378.000. The worst case concentration of the drug expected to be found in WTP is
estimated from the dilution of the total drug produced in the year of maximum production
(********) in the total wastewater produced in the United States.

The Expected Introduction Concentration (EIC) from use at the WTP can be

estimated from the following equation:

Total drug produced (fifth year production)
Total waste water in the United States _

EIC =

Total leuprolide acetate produced [peak year (1998) production estimate] = ******x*xxk*xxx
Total wastewater produced in the United States per year:

Liters of waste water per person = 280 L/day

Population of the United States = 250 million

Days in a year = 363 days

= 280 x 250 million x 365 = Liters of total waste water per vear
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Therefore the EIC for leuprolide acetate at the WTP will be:

_ or *%s= pares

* %%y 10’ _
= =xxe pgll (ppb) “per rrillion (ppt)
3

280 x 250 x 10% x 365

An equivalent method for calculating the concentration of drug that would be
expected at the WTP is given in Interim Guidance to the Pharmaceutical Industry for
Environmental Assessment Compliance Requirements for the FDA (PMA, 1991) which

estimates the EIC in ppm as follows:
ppm = (A) (B) (C) (D) (E) (F)
A = pounds/year production
B = year/365 days
C = day persor/280 L (74 gallons)

D

1/250 million persons

E

gallons/8.34 pounds
F = one million (x 10° = ppb)

Leuprolide acetate at WTP in ppb = *****xsxsdaxsssnsass (A) x /365 (B) x 1/747(C) x

l/(250 X 100) (D) X 1/834 (E) X 10|9 (F) = Ak ke ok ok ok ko s oo o 3k sk 2k o ok ok ak ok a6 ok 2k e ok

A method for calculating the expected introduction concentration (EIC) of the drug at
the WTP is given in "Guidance for Industry for the Submission of an Environmental
Assessment in Human Drug Applications and Supplements” published by the Center for Drug

Evaluation Research (CDER), FDA, in November 1995 (FDA 1995). The estimate qf the EIC

tn ppm based on this method 15 as follows.
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EIC-Aquatic (ppm) = (A) (B) (C) (D) A = Kg/year
production
B = 1 Liters per day entering WTP
C = years/365 days
D = 10° mg/Kg (conversion factor)

EIC of leuprolide acetate at WTP in ppm = ***** (A) x 1/1.115 x 10" (B) x
17365 (C) x 105 (D) = **#**kkknkusn qp skwkkrksk

The worst case EIC estimation for leuprolide in WTP calculated three different ways ranges
from ***** 1o ***** pnt. This is several orders below the 1 ppb cutoff limit suggested in the
FDA CDER (1995) EA guidelines.
6.5.2 Expgu;d_mmd_mm_cnnc;mmm_fmmmﬂ

Synthesis of the drug substance and packaging of drug product is conducted at
Abbott Laboratories. North Chicago, USA. Manufacture of the drug product is conducted in
Japan. No air emissions are expected during synthesis or packaging at Abbott North Chicago.
Less than 0.1% of the kit ingredients (other than the drug product) may be disposed of in the
landfill as part of unused. rejected or expired drug product. Th drug product is itsesif

incinerated. Thus. emissions from introduction into the environment through dispiosal would

be negligible and no environmental impact is anticipted.
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Figure 3. Metabolic Pathways for Leuprolide (TAP-144).
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7 FATE OF EMITTED SUBSTANCES IN THE ENVIRONMENT
The environmental fate of the emitted substances is not presented because the
worst case EIC for the drug is less than *******_ This is several orders below the cutoff limit
of 1 ppb suggested by FDA, CDER (1995).
8 EFFECT OF EMITTED SUBSTANCES IN THE ENVIRONMENT
See Section 7.
9 USE OF RESOURCES AND ENERGY
See Section 7.
10 MITIGATION MEASURES
See Section 7.
11 ALTERNATIVES TO THE PROPOSED ACTION

See Section 7.
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12 PREPARERS

Ranga Valagaleti, Ph.D

Director
Environmental Fate and Assessment Division

Analytical Biochemistry Laboratories, Inc.
7200 East ABC Lane
Columbia, Missouri 65202

The undersigned centify that the information presented is true, accurate, and complete

for preparation of the Environmental Assessment Report in accordance with 21 CFR

25.31(a).

Signature &}/‘}7\ UQ/KZ%L/AJrA’ Date # - 7-9%

Title Director, Environmental Fate and Assessment
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13 CERTIFICATION
The undersigned official certifies that the information presented herein and
provided to Ranga Velagaleti by TAP Holdings Inc. (applicant) is true, accurate. and complete

to the best of our knowledge.
The undersigned official certifies that this EA summary document and Appendices A
and B contain non-confidential information and acknowledges that the non-confidential

information will be made available to the public in accordance with 40 CFR part 1506.6.

1 A
Signature ;L],'/‘/ “,L 1,\__4:'\.\‘\\'5 Date & /2 <i/q¢

Title Regulatory Products Manpager
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Environmental Laws and Regulations of Japan
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Laboratories, North Chicago Operations from the Director of Abbotts'
North Chicago Operations Pharmaceutical Products Division
Centificate of Environmental Compliance for the Manufacture of Bulk
Drug. Leuprolide Acetate, at Hikari Plant of Takeda Chemical
Industries, Ltd. From the Director of Environmental Protection
Division. Environmental Protection and Public Health Department,
Yamaguchi Perfectural Government, Japan

Certificate of Environmental Compliance from Plant General Manager
of Hikari Plant for the Manufacture of Bulk Drug Leuprolide Acetate
Centificate of Environmental Compliance for the Manufacture of Drug
Product and Vehicle (Lupron Depot® - 3 Month. 11.25 mg). at Osaka
Plant of Takeda Chemical Industries, Ltd. From the Managers of
Environmental Pollution Control, Water Quality Control and Industrial
Waste Guidance Departments, Osaka City Government, Japan
Certificate of Environmental Compliance from Plant General Managér of
Osaka Plant for the Manufacture of Drug Product. and Vehicle (Lupron

Depot® - 3 Month. 11.25 mg)
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15-7  Certificate of Environmental Compliance from the Mayor of Fujisawa
City for the Manufacture of Drug Product and Vehicle (Lupron Depot®

- 3 Month, 11.25 mg)

15-8  Centificate of Environmental Compliance from the Director of Shonan

- Plant, Fujisawa City, Japan
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Statement of General Environmental Compliance for Abbott
Laboratories, North Chicago Operations from the Director of
Abbotts’ North Chicago Operations Pharmaceutical Products
Division

Certificate of Environmental Compliance for the Manufacture of
Bulk Drug, Leuprolide Acetate, at Hikari Plant of Takeda Chemical
Industries, Ltd. From the Director of Environmental Protection
Division, Environmental Protection and Public Health Department,
Yamaguchi Perfectural Government, Japan

Certificate of Environmental Compliance from Plant General
Manager of Hikari Plant for the Manufacture of Bulk Drug
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Product and Vehicle (Lupron Depot® - 3 Month, 11.25 mg), at
Osaka Plant of Takeda Chemical Industries, Ltd. From the
Managers of Environmental Pollution Control, Water Quality
Control and Industrial Waste Guidance Departments, Osaka City
Government, Japan

Certificate of Environmental Compliance from Plant General
Manager of Osaka Plant for the Manufacture of Drug Product, and
Vehicle (Lupron Depot® - 3 Month, 11.25 mg) B

Certificate of Environmental Compliance from the Mayor of
Fujisawa City for the Manufacture of Drug Product and Vehicle
(Lupron Depot® - 3 Month, 11.25 mg)

Certificate of Environmental Compliance from the Director of
Shonan Plant, Fujisawa City, Japan
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ATTACHMENT 15-1

Environmental Laws and Regulations of Japan

042



wmen

JAPAN

INTRODUCTION

The Japancee sTstem of esvircamestal !"kb“u’h’:
s cases, ene single mabtry
€4 becamse. F‘:kmm tar of 3 lsw. Thek 0
m-mmmcnﬁm-'
respoasible in 3 particalas instaace, it is oftes secesary &
sarTow coe's eoquiry down &0 the relevant part of thst
particular law.
Some laws inclode Dhe names of responsible governmest
agences. Net Bsied are other cotities such a3 the
Prime Misister's Ofice and prefecteral goversers
AdditooaDy, the Exvironment Agency, Mrell B most
~ases. is pot e Saa) authority when dealing with envireo-
meotal matters. Actaal adminisirative powers are vesiad i
2 oumber of punisines. sgencies, and eficials, with the
respoatible 25100riUes being determined by the cootest of
each partuculyr be.
The Environment Agency

During the ripid ecosomic growth of the 194605, senous
poligiicn begao to manifest (tself. A sumber of laws and
regolitions were legizlated to deal with the sitsation.

1n 1964, the Liason Coancll for Enviroamestal Pollstos
Conzrol was asusblished, and in 1965 the Ministry of Bealth
and Welfare established the Enviroamental Pollstion loqui-

“ry Committee.

Late that same year, the Industrial Pollvtios Coerel
Special Commutiee was organized 1 the Diet A government
ageocr headed by e Pnme Minster, the Ceoural Bead-
quarurs for Envuvamental PoDution Coatrol. was set & in
1970 and. dunag What same peir. i 3 lasdmark lefishitive
session kpows 13 e “polletioe Diet™ fouriees polivtico-
related Laws were enacted These were the events leading to
the formatico of the Environment Agency.

The Envircoment Agency was esuablished oo July 1, 1971,
under the provinems of the Eavizooment Agency Establish-
ment Law (Lae Na 88 of May 31, 1971 last armended by
Law No. 7 of 1987) Article } of this law describes Uhe
agency’s dubes LK .

“The pnoapll ¢vues of the Eaviroament Agency sre to
comprehensivelr promote government admusustraLas per-
iung 0 eovionmesis] preservation ia erder ts control
polivuoa. protect sad mainlin the satsral enviromment
and provide {or esvircamenui! preservation in olber ways,
a3 well as 1o coauidate 1o seconiag 2 bealthfal a0d cultarsl
tife for the ciuzexs™ (Kankyw Roppo, 1982, p. 13).

The Esvonmest Agency. besded by 8 direcior-genera!
fanluag a3 8 ouuste of stale cao be rougbly divided inte
the Muruster’s Secreuariat, the Planniag and Coordinatson
Bureau, e Esvirvamental Realth Department, e Nature
Coaservaticn Burean, the Alr Quality Bureau, and the Waler
Quality Borew. ts which have bees added otber fuscuions,
tacluding vnisag iastitotes and coancils. The powers of the
director-gepers! pciude makmg recomrmendstions W Lhe
beads of olbes Joverament agencies, of requestiag wforma-
ton and explasations from them, concerning matters impor-
tast to eovircnrental preservation

The general éwties of the ageacy loclode the lormulatice
a0d promotive of {radamesta] eaviropmental polices, co-
ordination of budgeting polices for pollution<conuol expes-
ditores, the apement of appropnations for envurvamen-
tal research 1ad development, and ovearall coordination of
the vamow goveramest agencies respomaibie {or erviroo-
mental proleciion

Coovrne~

Same of the major yws whase eslorcement b withia G
juriadictios of e ageacy are the Axr Pollstion Costrel Law,
the Water Pellstes Contrel Law, the Nature Coaservation
Lss, the Natsral Parics Law, mvviuuu Protectms and
Husting Law, asd O Law Relatng 0 e Regulstion of
Traasler of Special Birds. The 3geocy sho establishes “wvi-
rounental quallty stasdards” These stasdards are beach-
mark valwas thought 1o represest desirabie maximem kevels
for certalo pollstasts, and are sssally measnt to be attamed
withia &’ specifed length of time Bowever, the stasderds
themselves, are sot legally Mading

Ceneral éocriptions of the various baresws faliow.

The Minister’s Secretarist

The functions of the Minister's Secretariast cas be classi-
fed and éascribed in the following manner: (1) Acomnting
(1) persoane] adminstration: (3) public relatioms and infer-
mation coocerning eavircamenld] sdminlstratiox ) sr-
veys of local esvircamenta) situations 3nd the gathering/ca-
loging of pertinest datx (3) procsotics of tersatiooal
cooperatior; (6) genera) sopervision of the ageacy’y dutiex
aod (7) the geners) affairs of the Cenura! Councll for Envi-
roasnestal Pollgtioa Cootrel.

Through the Secrviariat the Environment Ageacy & @-
rectly concerved with e folowing migmauoccal
conveptioas:

¢ Ramsar Coovestiar

» Conventica e International Trade in Endingered Spe-
©es of Wild Faons and Flora (CTTESY

+ Conventica e the Prevesuce of Marine Pollvcn by the
Dumpiag of Waste and over Matter, and

*» Protocol of 1978 relating to the International Coovenion
for tbe Prevesuos of Pelluuicn {rom Ships
Furtbermore, blateral cooperstios for the protection of
the satural epvirvamest and wildlife is conducied with the
couotries of the United Sstes, U Federa] Repoblic of
Cermary, Frasce, Canada, Australia, 1he Peoples Repablic
of Ouna, e Repoblic of Korea the EC. and ASEAN

Planning and Coordination Buresy

The buress s respomsible for (1) the lormulitos and
implementaton of dasic esviroamenial policy: (2) coordiast-
iag management bodgels. 4nd research oo envrwnmental
conservaLon as asugned W the gSuaistnes asd Jprcies
associated with eovireamenul protecton (J) cxpresnng
opinioas concerniag advional land wse and and
offering guidance m the preparalos of regosal polistics
control programs () e plansiag formulation sed proemo-
tion of basic policies for ecaviroamestal impact sesments
(3) preparation of 30 ansgal report o8 esvironroesial quality
by the burean’s Office of Plannung and Researck and (§) he
administration. by e Planniag and Coordinatios Division,
of the Eaviroamental Pollution Cootrol Servicx Carporation,
which provides laams far e pollution-coatrel tacilities of
small- 80d mediom-sized esterprises. as well as the man-
agement of the Nationa! lastitute for Enviroamental Studies
and the Trainiag lastitute for Enviroamenial Pellstioa
Control

With regsnd 0 eavircamesul! Impact apeuments, the
Planaing and Coordination Burtan formalates aosd promotes
the basic policy for assessmesy, and coorfisata related
work for assesumests amoog the agencas coocerved The
bureau includes an Enviroamensul Impact Assexxment Divi-
sion that handles Lire scienlbe and technica) questions arts-
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ng w1 ausessments. 33 well a3 the exsmuastion of axsess-
ments sad (he provisien & guidsace B their preparation
Eanronmeatal sssesmeats will be dealt wrtd in grester
&etail belew.

Environments! Heslth Depaniment

This deparunent wus cresied (o insare full enfercement
of the Pollstico-Related Heath Damage Campensafion Law.
Taroagh Uts (wo divauons, the Planmag Division sad the
Health and Welfare Divisica, e Esvirvementua! Beald
Department adminciers the Nitiosal lastitate for Misa-
mata disease, which conducs medical rexearch ea Mina-
miu disease. Carties sa scicstifc research regapdiag the
diseases caused by polivuon, and, threwgh prefeciaral and
local government, prevides pollation victims with compes-
s3Uca bepefits. Some of e wellknows pollotive diseases
with which the deparunent is coacernsed are “jlai-itai dis-
ease”™ (cadmuum poucaing & Teyup Prefectare), “Mina-
mata disease” (orgaaic mercury posoning 8 Kemarmote,
Kagoshima. 20d Niigsts prefectares). “Yokkaichi ssthms™
(2 severe respuralory ailment caused by facrory air pollsuice
m Yokkaichs City., Mie Prefeciurel and chromc arsenx
powoning in the Toroke district of Miyazaki Prefeciare.

Additionally, the éeparument. Uroggh either of its twe
diviuoms: (1) supervoas the Pollstion-Related Healtd Dam-
age Compensauen Associauea; (1) performs ciencal work
for the Polistion-Related Heald Damage Compenuation
Grievance Board. ()) scientifically determunes the camses of
pollution-related health damage: (1) performs duues related
1o enforaing the Intenim Law Concerming Special Measures
for the Promouon of \Munamaity Disease Ceruifcauon: and
(3} performs work ausocated with dengaaung e iems to
be tesied for pew chemucals pursuant w thve Law Concerning
the Screeoing and Regulation of 1he Manufacture of Chem-

cal Substances.

Nature Conservauon Buresv

This buress concesns suell with a sumber of areas waclud-
ing: (1) Planaing of basic policres Jor the protecuon and
conservivoa of the satural envireament (1) survevs of
Japan’s aatural envirormment by way of the Green Census -
2 pauonal sunvey of the environment. the resulys of whicd
are employed wn the formauon of conservaiion meassres, (31
the designation of nal0adl parks quas-nauosal paris. ma-
nne parks and adtural dreas requnag conservauon, ({) the
implemenuauon of measures for the protecuon manage
ment. and maintenzace of aatural parke 384 (5) We protec-
ton and breeding of nldlile The dureas 8 respoatidle for
(be enforcemest of e Natwra) Parks Law. the Het Springs
Law, the Wildli{e Protecuca and Huaung Lae, The Ramsar
Convenuoa, and CITES.

There are 17 saucaal parks totaliag 2,022 162 becuires o
suze and 4 quasi-aabona) parks 1owaling 1.388.774 bectuces

Air Ouality Buresy

This burean ts coocerved witk (1) The establishmen: of
coviroamesw] qualty susdards, comudered demuradie 1
protecung bumas bheallh and preserviog e boman Lvigg
covironmest regarding alr 48d soise pollvtioa vidravog
2nd cfenmve odorx (1) regulaung the amoaat of oot and
dust emitied by lacones, 20d specifynag We manmum
permissidle Lrmuts for avtomoble exhaust emisucns (actual
regulation of emusions &8 (be proviace of the prefectural
governmentst (3) designation of pollution-related areas, reg-
slation of workiag bouri, and specifying perrunidle acte-
mobile pcue LUmiu for the purpose of protecung residental
coviroaments (rom Wbt solise 30d vibraloo of (aciones
conirecuoc work, and taSc (sctmal denprauae B e

mdmmmwuwm
mm«a-nmmmm_:
is e previace of re prefectersl and mesicipal govern-
ments} 20d (3) the promoties of compreheasive mawerw &
prevest molor velucle palivisen. For this Last purpose the
bureds asublished the Astomotive Pollvon Concrel Div-
00 204 the Office of Trafic Palloues Costral.

Water Ouallty Burosy

This buress s cvocersed witk (1) The regulation of
{actory efivents, the establishnent of esvirvamental waser
quility standards for the protection of bumas bealth fhe
preservation of residential esvironmenty, aad the prevesm
o witer polleticm (sctmal regulation & Qe province o
prefectara] goverwrnentsy (2) e plasuing xnd implements-
Uoa of comprebensive measures [or conserving the eovires-
meot of the Seta laland Sea, iaciuding the maintesancy of
water qaality; (3) the designation of lakes s which water
quality bas degraded. and Oe implepestation af wesswrns
(o maistaia lake water quality; (¢) the specification of waste
dispesa] criterix; (3) the protectios of agricultaral land frem
30i] pollution, the speciSicatian of remediz] maasures v e
unplementad in the event of 30l costammation. and regrie
tions ea the w3e of agrockemialx (€) saticowide sarveys of
Eround subsidence and requlation of groundwaler we by
Iodustry and coasiruction {acwoal duues performed by pro-
feciaral governmenus) (7) cladlishing standards for wane
disperal and sewage slodge treaunent and (1) ansistng s
the planning for river bana sewer construction.

Ground subsidence is the province of the Planaiag Dim-
sion. which is responsidle lor enforting the Iadusirial Cater
Lav and the Law Concermung the Regulation of Pumpog-Op
of Croundwater for Use i Baddiags.

The bureau esrablisbed & Sail 20d Agricultara] Chemxaly
mvmumnummmm-zdm
chermucals. This division éetermines envirvamenta] quafity
susdirds for sod contamination. and enforces the Agceh
wral Laad Soll Pelivtios Prevestos Law.

Water pollutios s specifcally the-charpe of the bureasy
Water Quality Managemest Diviios asd Water Podutuon
Control Division. and this incledes e dotses specified i the
Lax Concerning Special Measures for Conservauos of the
Enviroament of the Seto laland Sea. for wiuch purpase the
Water Poliutios Contrel Dinsica cuablished ve Oficr of
Seto Inland Sea Eavironmental Comservation

Avzdisry Organs

Thoe eight bodies are a5 follows Natiooal lasiitete far
Environmental Studies. Naticasl Institsie for Mmamata
Dusease. Training lustitete for Earvvamestal Pelvucs
Contrel, Pollvtian-Related Heahd Damage Compenation
Board, Central Council far Eaviroanestal Poliwtios Coctrel
Niture Coaservation Council. Seto Inland Ses Eavirmnmen-
t3) Conservation Councll, asd Specis! Certifcation Council
for Minamata Disease

hemhmmtdumﬁummwmhw
tioo of enviroamental policy are

The Central Councl for Environmental Polation
Control which bas a rorsimem of 0 members a ppocated by
e prime minisier for 2 lerm of twe years The cosacll
deliberates upoo important matters relatiag to ervirearnes-
ulmwupmmmwmmm
suggestions, o the prume mialsier and the director-pencral
c;:;:e Enviroament Agency. It was established on hy L

The Nature Conseroatioa Covacl, which by & madh
mom of {3 members LY ewise 2ppointed by the peime -

Ao 1909 o £ a : -
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ter for & term of twe years The cewscl] lavestifates and
éeliberates upos matters of impertance to the conservation
of he asteral enviroament, ind expresies
director-geseral o other misisters. R was established o8
Apnil 12, 197X and ) .
Tae Seto Inlond Ses Exviremmental Conservtion
Council, which a3 & maximess of 3 oembers sppoisted
nmmmunmpnmm
hm;.mmuumwmmdwu
e conservation of (he Sets [alend Sm, and cxprees its
views to (e director-general or other ministers R was
established oa November &, 1973

Corporations

The Eovironment Agency alm supervises twe eovirce-
mentrelsted corporations, e Ensvirvamental Pallation
Cootrol Service Corporation, which fusds cocparate reloca-
tocs aad pollution-coatral (aciities &t jow Interest ratex,
asd e Poligtion-Related Bealth Damage Compensatios
Association. which collects mooey freem polioting industrial
{acilities snd p3y this a3 compemation (through loca) gov-
erurents) to pollytion patiests uader the Pollation-Related
Heahhs Damage Compensation Lyw.

Enviroamental Impect Assessment System

Altbough eforts at legislation fer 2 sational envircames-
1l impact assessment (kankyo ekyo kyoka) law fafled
the Diel assessments are now sormally prepared for large-
scale pablic works projects throughont Japan.

Development of the enviroamesal impact aseament

ores in Japas were initiated with tve Cabinet decisica
of June, 1972 called Enuirvamental Preservation Coun.
Lermeasures for Public Works Projects, and since that
time egviroamestal impact assestments have bees conduct-
ed oa the basis of certaus Liws socd 3 the Pudlic Waters
Landfll Law, the adminmtrative gudance of government
agesoes, 30d monicipal ardinaaces aad guidelines

Later, oo August 38, 138(, 2 Caboeet decizion passed the
Implementation of Entvronmenial Impact Assess.
menu. heredy csablishing the Gudelines for the Imple.
mentation of Entronmental fmpact Assessments. la
ths way the government established 3 set of wniform proce-
dures 18 be employed in assexnng Oe mnpact of Large-scale
projects with which e naLoas) government §3 associated.
The kinds of projects covered inchede roads, damg, nilwayy,
airpory, LandElls. and land development fo¥ wrbas or indu-
tnal e

The process of preparing as apenment éan be roughly
divided iplo four sleps 80d donided as follows

» The developer (Le, the persos & per3ons wdertaking
m.pnject).pumnlum”&o‘amblhbdbyﬂc
coocersed minister alter confemiag with the director-gener-
sl of the Enviroament Agency, performs 2 survey, bukes
predictions, assesses the Lnpact of Be project, 3nd prepares
3 érait Eaviroamestal Impact Sutement (E1S) The draft

inclodes the followiag ltemt Name 20d 28dress of develop-

er, parpose 4nd descriploo of project 8 summary of the
Endings ebtalned in surveys and madiex 20d 30 asesiment
of the project’s impact, incioding propused polivticn cootrel
roeasures. R

* The developer publisbes the &nf\ circulatiog K among
concerved parties, 30d coodwt a2 explanatory meeting
Tbe draft should be made availabie for pablic scrutiny for at
beast ooe mooth

» The developer endesvors @ ooorain (be opinlots of
peophe resading o 3 A %eried Srove and then encourages

Coorragrd € 989 oy Tre Busesw & Naiona ATy St
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ments had pansed erdinances or institated guidelines for the
preparation of asexzments. Four loaal governmests (Hok-
kaide Predectzre, the Tokyo Metropolitan Covermnent,
Kanagawa Prefecture, and Kawasald Qty) bave ertisances
the other 22 focal governments (19 prefeciures 3aé 3 aes)
Layve institated guidelines .

Summaries of Major Lyws

General esvirvamental qoality s fhe provace of e
Banc Law for Emaroamenual Pollunom Courral The
law sets ont 1be respoasibilities of developers or those whe
operate business or industnal enterproet the sztona! gow-
ernment. local goverament. aoé individsal curess Wb
regard & muntaining the geoeral gqualny o the
eavironnent

Specifically. the sationa] goverament b 1o esablsh envi-
roamenta] quality standards lor air, water, 50 coataming-
Uoa. and potse. and enact meanses 1o dee (hal Dest K2
dards are met Is addition, e govermpenl most contral
land me and e installation of Ladlibes caomg padvtion
promote the esublishment of (rcilliic wch 13 buf ¢r zo0et,
waste disposal plasts. and sewape syriems to prevest polls-
ton: monutor the state of the ervironment condect sEIveys
w plan measures for poflutios cootrel and Gueminste
informatien to the Ciurens 10 IbcTease thelf COOIOOUIDESS
concermung the oeed 10 prevent eavveamentl pollgion
Local governments are 10 en3Ct 1he same meassres m therr
local arem

Toe law abo provides for the formulation of Esvireames-
! Pollution Coatral Programs by the prefeciara the set-
Uement of pollyuon dispuies by Ue govorament saf the
payment of costs for polivtion contrel

Chapter IV cublishes the Coalerence o Exvvoamental
Polluton Coaurel and the varioms Comncilt 0o Eaviroames-
3! Pollvtico Cootrol The laner isciede predeciaral and
loca) councils is addition to the Central Council en Laviroe-
mental Polluuaa Cootrol {see ~Awxiliary Organs.” 2bove)

Water Cusihy

The purpose of the Water Pollutios Cootrel Liv B
prevent the pollotion ol pudblic waters (Le. rives. Lk,
ports. darborx krmigaUocn channch, and coastal scaan areas)
by wastes discharped from business and xdustria) tacilitbes,
aod o eflect compensatioo for damage 0 homas bealth
{rom water poligtioa.

Standards for effvents and therrral pollwtica, specilytng
mazimara permissible amounts for .oach repelited b
sunce. are established by 3o ardizance of the Preoe Minty-
ter's O%Sce The Girector gerere! of Do Yovoworm Agen
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oy may abso advue prefeciars U ctablish or medlly Beir
own sandards to be i accerdance with (his Lrw.

mmwaummumu
polistisn laads fer écsigaated large. searly clesed bodias of
water (hat are subpect 0 coasiderable ameunts of polistien
duwe 10 beavy populauos o indutralization. These polices
mmobncﬁvu.isl-ﬁuumuwumiy
which (he pollvticn lazds are 1o be reduced. The goversors
of afiected prefectures are 16 csUblsh, a8 (he basis of Gese
polbd.udrm'hslwthntuamuddm
ewtlined in the goversment polices.

The law alse places restricions ea iadustrial faciities
wrhich discharge certsia sobstances by Cabinet
erder) inwo designated bodies of water, and prefectaral
governors are cmpowered (o erder Lhe enactment of remadl-
al measures when 3 specified [acility {alls teo comply with
standards. Governors are also respoasidle for the maniter-
ing of water quality withia their prefectares.

Provisioas for compentatios have also bees incloded
cover instances 18 which baman bealth has been damaged ¥y
water pollation from industrial facilities.

The Law Concerning Special Measures for the Pres-
eruation of Lake Water Quality (Clean Lakes Law) en-
acted and promulfated oo July 17, 1384, provides for the
esublishment of the basic policy for the preservation of Like
water quality by the aaticaa] governmest, &3 weD 13 e
drafuing of 3 Lake comservaticn plas for each lake designited

under the Law, by which aclioas for lake protectioo cas be |

implemested, such a3 Lbe coastruclion of sewage facilities,
or the i1p1uation ¢f regulatory actives o reduce pollsusuy
The Liw alo provides well-defined regulations to couirel
polluuon sources and makes i possible W enact speaal
measures for proiecung lakes requiriag immediate cen to
meet the Eaviroamental Water Quality Standards of De-
cember 13. 1982 Lakes are designated by the prime marns-
ter, after which the governor of the afected prefecure
prepares a plan for e preservation of lake water qualty.
The Law Concermng Special Measvres for Corucrro-
tion of the Inlond Sea promotes the conservatios of the
Seto Inland Sea by esublishing 8 basic plaa for comservation
of the enviroamesnt of the Seto Inland Sea by e naucnal
goverament and “prefectural plams® to be established by
the adjoining preleciares for e pants of the laland Sea off
tber shores Furbermore. special coaservauos measures
place restnctions oo the establishmeat of mdusina! facl-

Les a0d ther flveals, permustion Must be oblained from
prefectural governors before building fadlives of a ceruin

type and scale.

Other secuoes of Lhe law place restrictions en subsuoces
soch a3 phospbarus 1 prevent evirophication. of provide for
the designauion of “natural seashores™ by the prefeciues w
protect sand beaches reefs, ar pablic swunming areas

The law alio requires the satiooa] government W or faour
a system o éeal watd ad spils in Lhe [aland Sea, to asceriun
the mechansm by which algae blooms ocour (specifieally,
the “red Ude™) and 1o provide relied for fsbermes who
sufer losses because of oil spills or the red Ude

Marne polluuca 23d actidents at sea are to be prrvented

by the Low Reloung 1o the Preention of Manne Poly-
tion ond Montime Disaster. The Law prohibits, except in
cerain cases, the discharge af ofls or olly mirtares satious.
Liquid sobstances (otber liquids designated try Cabinet erder)
or wastes from vessels 3t sea, and spalytles e tiods of
equipment and laciliues that seagoing vessels are W0 have,
as well as thewr metbods of operaloo and record-keepng.
The minister of vamport b respoasible for carrynag emt
penodic inspections of the manse pollutioa preventioa fa-
cllities (blige ducharpe prevestion facilibes water bafast

Sty 1909

Gacharge prevesuss faclities, sad 8 mgregaied ballag
taak) sad may erder medifications o repairs 0 such whay
& u foend that they do ant conform wik tasdards

The law alse prohidits Ohe Gincharge of &l 2ad wasies imte
the sea frem offishore facilities asd aircrafl, aad prevides
far contrels e e incineration of ol mvow Bouid mbd-
sances, & wastes o8 bairy ship of & sfishere (aciliLe h
addilion, O minister of Lransport &8 pves the responability
Sor izsxing permits 1 operate waste ol Gpacal bansetiag.

The law eutlives procedares for Ue prevestien of marme
polivtion and maritime €isaster, as well 8 for éeakng with
all spills, fires, collisions, and slber &TEDt and Exasien
atam

A Maritime Pollvtics Preventios Cester 8 also imcorpo-
raled wader the law 10 prevest & émal with maritime
@Gxasters, 3ad 1o pretect buznas Ufe aad property.

Tee Indusirial Water Low provides bor measures
asmgre § water supply far industrial developenent, s pro-
mote the conservaos of ground waler resocroes, and pre-
vent ground sobsidence.

The Law coatrols e wse of grouadwiler by indastnes
withis areas designated by Cabivet ender. Sech arexs are
designated when, due W the excess wse of groundwater, the
level of the water table has become artrumely Jox, groand
subsidence has occurred, ar when sall water or foul water
has iovaded the groundwater supply. Pemixdon lor Whe wwe
o wells i granted by prefecioral goversars.

Apother aw whase purpase b L prrvent groond subs-
dence is the Law Concerning the Regnlation of Pump-
ing-Up of Underground Water for Use in Bvildings.
Tius Lw controls the sse of groundvaier for industrial wse
pursuant 1o the Indusinal Water Laxw. adove and for other
kunds of Lacilities deignated by Cabmet arder, such a3 aw
coodiboniag and Sush todets

Similar to the foregowng law, areas o which groundwater
we 5 0 be regulated are designaied by Cabivet erder.
Persons wuhing 1o draw and wse snderground water s
deugnated areas munt receive permisnoe {rom prefectaral
governors. city mayors, or olber poblic alicials

Ak Ouafty

Tae Atr Pollution Control Law seu maximem perman-
ble Lmits for moter vehicle cxbawsis aad older emusnoes
20d regulates industnal soot and srooke emesuioes Regulat-
ed emunoas include sullar axida. admium, chionse. by-
droges Buoride, lead parucslite mane. carbon mononde.
and bydrecarbons produced by comdasion. synthems, me-
cancal processes. o resolvuon However, the v is ant
applcable to air pollstios cassed by raGoactive matenals.

Emumoe standards for facilities emuming soot Iad sooke
are set by the Prime Misister's OfSce, while the matirnem
peroanible Limits oo motor velucle eminsions are estad-
Lided by the director-gevera) of e Ernrcament Agency.
who may 330 recommend emittioe susdards for indwstrial
faclities b prefectural goversors Prdectural goverson
are respomible for. measuring the coacentration of motor
vehxie axtaust gasies is areas wild beavy trafic, far
penodically monitoriag the geperal level of air poligtion,
and for publicly sancuncing the exient of air pollvtics e
heir prefectares. Covernors are abo empowered W enact
Twasures whes secessary in order L reduce alr polutice
when buman bealth is endangered

Busipenses and indomiries are required 10 provide compes
sauoe fer damage 10 bumas bealdh 13 3 result of thetr
ermustonat, and the aw abso provides for fines or knprisos-
meat for violators.

Unpleasamt odors prodoced by ndustnial or bativens ta-
alies are subject W0 regulalioc ¥y e Off ennre Odor

ol A Gy ped Apporuee e
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agticslteral product of which bas been found W0 contale
::uu evrbh dunn!dumphhm.
arnraic. and thar composad) o “ygricelaral had soll
peliviion pnliry areas.” Covernors thes Sernglate plass fer
theme arcas whach 'rvnﬁ.lﬂ’ -mugm
arwction of. or modibcilens W dnmage er brysues
faciliics 18 order 1o prevealon sal comtaminstion, asd

The Apnculiural Chemiceols Reguiction Law o)
lishes a registration sysiem, asd reguisies the sale 20d wae
of agrockemicals (isclsding satsral eoamics wad far pest
“‘Oﬁd&lmm for the amounts of active ingrediests
and harmiul ingredicois are set by the Mister of Agricul
tare. Forestry, aod Fudenes The Niaister abe grasts regts-
trations 1o agrochermucal manafactsrers and knporters (-
cleding foreign mioufactarers who export b Japas) whe
may bot sell manclaciured, imporued, o precessed chemi-
als in Japap withoul reQustrauon. Proper ladeling is alse
required for sale . .

The governmest may also mu.;‘w as
thase which Lend 10 350w residual propartees in sofl o crope,
or which contarmindtle waler supplies. The govermment may
jnstityte certain  coalrels  over agrochemicals  bws
designated. ) )

Thus lax does pot apply o a0y agrochemicals which are
manufaciured. processed. or 30l¢ fer the purpase of export

waste Disposal

The disposal of both domestic and ipdcsunial wasies s Lhe
province of e Waste Duposal and Refuse Collecrion
Law.

The lav requires bumvetses and isdwsry W0 correcuy
dispose of the industrial wasie geverated in thair oper-
auons, as well a3 to recycle their waniex W (he gredtent
extent possible in order 18 reduce (he toxal amoust They
must 2130 endeavor to see that the sutsequent dispasal of tde
duciréed products of- conainers wed v masclacionag
processing and sales saall pol presem them wilh endoe
dificulues. Moncipahiing may dispose of wdannal vasies
when (hose waters are of 3 Kind which mas be dispased of
with somestic waster Prefectural governors are respoasible
for planruag industnal waste dispomal

The Law specibes that municipal goveraments are respoo-
sible for collectung and duspasing of dodestuc waAsies ia Bar
Areat, And also oullines e procedures fer establidung and
operaung éomesuc wasie dposal plasu. 23 well a3 pivaie
waste disposal Lank cleimsg busibesses.

Noise and Vibeation

The Noue Regulation Low ses manmam perminsidle
Jevels for motor vebhicle soise, 28d regulates the ooue
geverated by industrial 20d constrecuon sites

Asreas subject to industrial naise kevel contrals are desig-
nated by prefectaral governors afler coasulliag wilh aty,
town. and village mayors in Ove arvas coocerned. Soch areas
are those with, for example, schools, bospialy er densely
popalated residential districts. Govarsors Wea cstablish reg-
slatory sundards, with respect 10 cerlaia bours and mones,
for the busesses and mdwsinics {dctamioed by Cabuwet
ocder) bocated in these arext

In the event that levels of pouse ba 3 desigrated area are
found 10 be smatisfactary with rapect @ Ohe regulatory
rtandsrds prefectura] governars are empoweared o recom-
mend Lo revements te areliorite sooc, and.  Ouese rec

Stara g § Arv- ceges Bmprver

Mu-mulhnvdﬂuhcwwd
Lirne, lnswe a8 €3 eCUtive order requinag the smplcncats e

b : levels for metar vehacke actee are

vibration from ledustrial facilities and comstruction sites.
1f Sevels of vibration in 3 designated ares are found Lo be
sxsatisiactory with respect o the regulniery standarde
prefectanal goversars are empowerwd @ recvamend -
prevemesnts ts amelorate vibration, sod ¥ Bhese recon
roendations are oot followed, isswe as erder rquiriag the
implementation of such tmprovernestt. -

Uf moaltoring resalts todicate that road trafic vibratias
Ars exceeded the Limits set by an ocdisance of the Prime
MGnister's Office, prefectaral governors are empovered W
ask the road adminmirater er the Prefectxral Pudlic safety
Commistion to take appropriste remedial acuon.

Nature Pratection

The Nature Conservauon Low states the sbligauons of
e naLoaal goverament, Jocal goveraments bunness and
indusiry, and the citizens in comerving te nataral eoviroe-
ment 38d axtablishes 3 Natare Conservatan Coundl in the
Esviroament Agency. The council discusses aad condecu
Stedres oo matters related o e provisians of o Law asd
oers coocerped with wildlife protection (see “Asxiliary
Orgass” @ the section oo the Eavuonmeni Agexcyl

The law prowides for the designalicn of wildorsess arexs
by e duector-geseral of e Environovestal Agency. asd
coeservation plans (or these areas are csububed epon
corssllauons with prefectnral govervors and U Natsre
Conservaucn Council All éevelopmest musaa) exploits-
Loa. caplunag e collecton of wildlife we of powersd
vetucies. 304 other such acuvities are prohibuted

The Girecror-general may atso designate asture cocserve-
Dow Jreas @ pars of the counlry thst sre B aced o
prasavation dee o Lerr special o smugque qualitis A
cvaservaton plag for each such ared is formnalated by the
Duvcior Ceneral and certan development acuvities are
produtnted withia the areas

s 34divon te Whese areas the director-gaaera! b empow-
red W o “wildlife protecuos disuncu” asd “special
manse arexs” for reasocs of conservauce These dstricy
and areas o are subject 10 certaia restricuons ea develop-
ment and otber activiies.

The parpose of the Naturel Parks Lew b the protection
of places of scenic beawly, and the procmotion of their wse,
Wereby coatribotiog 10 the bealth recreation, and cultenal
education of the cltizens Natural parks Inclede satiosal
parts, quati-citjooal parics, and prefectaral aationa) paria
National paris and quasi-aaticaal parks are designated by
e O direclor-geveral of the Environmest Agency aher
cooziUutons o specibed by ths Liw. Prefectara] sational
paris are designated by (he repective prefectanl govers
meats Marine part treas cay abo be designiled by Ow
Grector general The Lrw provides for the protection. malm-
treance and ilinzton of aatera] parks, &3 vell 13 wwcrid
o TS ACUVILS wilkim park boundarer

[ ARR N BBV o o R )
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INTROOUCTION

The parpases of e Wil{/s Protaction ond Nunting
urmuwﬁmmdmm
aad 0 provide agriceltare, ferwtry, sad sberias by imple-
mentiag prejects for Oc protactio of wildiife, providiag for
apprepriate husting, asd contreling “barwmafel widlife”

Prefectaral goversars arv o exsblish plans for wildlife
pretection projects, is sccardiace wild standards set by the
directer-genersl of the Eaviroument Agency, which provide
ler prepagation, husting. habital surveys, aad Lhe costrel of
Sarmis) wildlife The he abe mslm far the

the Regulation of Tyentfer of Special Birds. “Special
birds™ and their ez Lo, birds s danger of atinction in
either Japan or ather coustriex. asd designated as sech by
the Prime Minister’s Ofice, may set be Importiad, exported,
ot olberwise transierred waless permission has bees grasted
by the director-general of the Exvircament Agency e, in
the case of imnporis, wmiess 2 cerifcate grasting permission
bas been esdlained from the government of the exportiag

country.

The Law for the Regulaiion, ete, of the Trungfer of
Endangered Specias of Wid Fauna and Flore was
creaied 25 8 domestic aw 1o work in cvajunclico with the
Convestioa oa Internativoa] Trade is Endaagerd Species of
Flora a0d Faona (CTTES). and prokibits the purchase. sale,
or other transfer of rare species of Sora and faena, octud-
Ing their eggs. seeds. a0d denvatives, as defined by Cabinet
order. The Law provides for several ezcepuioas 1o thus pron-
sion. a3 when lor example. e director-general of the

Land Use and Development

The Public Weaters Landfll Low makes provisiem for
sbuiaing 8 Beense frem the prdoctural goverser is eréer 4o
andEll or etherwise recizim s part of & river, We s or 2
lake (Le, “petlic watery® or those in Che potsemsion of Ot
sational governmest) fer compensation whes the haadiklnl
operation prevents efective wse of the concerned a1 of
water, and for the procedwrs ©0 be observed b the
operation

The Rordor Law stipslates that crestion of & barbar
should aot degrade the smTounding enviroament, 2ad Bat
the residestia] envircarment of people Uving in the viciury
shogld be preserved. or degradation kept Lo a qunimam The
baw provides that (e developer may be required 0 pay part
of the expenses incurTed ia WD envircamental praervation
See the secuios on Ue Erviroamental Impact Assessment
Syrtem. .

Caor~u L Y909 oy Thu Gurviw of Moonm 4wy tag
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DIRECTORY OF AGENCIES
Admisistering Agencies Kastional Land Ageacy (Rekude-che)
Japanese govermment misistries, ageacies, snd of- -3 Kasumigtseti J-chame
“m;hmw.“”.m.m. g,ﬁ.ht‘”"
eavircamental sdmintralion, but the majer governal g op0ge (83) 3-3311

bodies are as felloes

Enviroament Ageacy (Kankyo-che)

Ne. § Joist Covernment Balldiag (1914 to T284 Floors)
1-2-1 Kasumigaseki, Chiyods-in, Tukye 100
Telepbooe (93) $31-3238

Ministry of Internations! Trade and industry (Tsushosan-
gyo-sho or Tsussa-sha)

2-1 Kasumigaseki 1<chome
Chiyeda-ku, Tokye 1M
Telepbooc (03) $91-1311
Industrial Locslios and Eovircomental Protection Be-
reaw. Industris] Locatics Guidasce Division, Indusirial Wa-
ter Division, Safety Division, Chemical Prodacts Safety
Divisioa, Machinery sad laformstion lodostries Baress,
-Consumer Coods Iadestnes Bureas.

Ministry of Health and Wellare (Kosei-sho)

1.2 Kasumigaset] ichome
Chiyoda-kw. Tekye 100
Telephooe (83) $03-1711

Food Sasitatics Division, Eovircomental Bealth Barean,
Veterivary Sanitatios Division, Food Cdemistry Divisian,
Water Sapply asd Envircamental Saaitatics
Waste Managemest Division, Pharmacesticals and Qhemi-
cals Safety Division, Pharmacevticals Afairs Beress.

Ministry of Agncutire, Forestry, and Figsheries (Nocinswul-
san-sho)

2-1 Kasumigaseki I-chome
Chiyoda-ka, Tekre 100
Telepbone (03) sa2-8111

Regioaa! Plasaing Division, Plasaing Depariment, Agri-
cultural Suvciare kmprovement Bareaw, Crop Prodecuce
Division, Agricshwal Prodoctios Baresw, Plaat Pretectios
Divinoen. Procuisg ladustry Division. Feod and Marketing
Burean

Ministry of Construction (Kensetsy-sho)

1-3 Kasumigaseki 3-chrome
Chiyoda-ku, Tokye 100
Telepbooe {03) 504311

Baildisg Lasd Development Division, Ecovomic Affairs
Boresw, Qty Plaing Division, Gty Bureaw, Parks asd
Greens Division, Sewerage s0d Sewage Puribcatios Divi-
sion, River-Basia Sewerage Division, Public Sewerage Divi-
sion, Water Admisistration Dirtica, River Bareau (this
burean adminisiers andfll operaticas) Development Divl-
tion, Road Admisiutratios Diviciea, Road Baresw.

Juy om0 Copyngpa 1 Y909 by The Buresy of Matpasl Allginy, Sug
n

Laad Use Plassiag and Costrel Division, Land Bareas,
Water Resoercs g Divisisa, Water Resources De-

parument, Reginal Development Baress, Urtas Area De
velopment Division.

Prime Manister's Ofice (Sorite

1-6-1 Nagatache
Qhiyoda-kn, Tekye 100
Telepbone (83) $51-1361

National ka Sslety Commisgion (Nationsl Pobice
Agency) (Keisstsuocho) .

1-2 Kasumigaseld 3-chorne
Qriyoda-tu, Tekys 100
Telepbooe (83) S81-0111

Pollatios Cootrel Division. Safety Deparument, Criminal
lavestigation Bareaw (Wis agency i responsible for the
enforcement of regulations according 10 the Basx Law for
Eaviroamestal Pellstica Contrell

Environmentsl Disputes Coorvingtion Commission (Ko~
gai-to Chosei nkal)

141 Nagata-che

Qriyoda-ty, Tekye 180

Telephooe (63) $31-2301 -
General Affairs Division, Iavesugaticas.

Forestry Agency (Runys-cho)

2-1 Kasumigaseki | -chome
Quiyoda-ke, Tekys 100
Telepbone (83) 3423113
Plansung Division, Privaze Forest Department, Svicul-
‘D'i“' Divisies, Ferert Road Divisca. Forest Protection
visiea.

Fisheries Agency (Suisan-cho)

2-1 Kasumigaseld | chocne
Quiyoda-ke, Tetye 100 .
Td}:pbac m s .

ishiag dag Divisicn, Fisding Port
Fusting Plansiag ing Deparunent,
Preservation Divisian,

Science snd Technology Agency (Kagekug§utsv-cho)

3-2-1 Kasamigaseld
Quiyoda-ks, Tokye 100
Telepbone (13) $31-5I11

Respoasible for radficactive wastes (the Esvircament
Agency b sat coanecied tn any way with radoaclive waste
masagemen) -

494770093 « 39
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: JAPAN
LIST OF SELECTED LAWS AND REGULATIONS

Major Laws, Orders, Enforcoment Rutes

Alr Polution snd Oders
Air Polution Coutrd Lew (Law Na 97 of 196L last
mu-q.

¢
C
[]
[
a
’
8
~

tion Control Law (Law Na X29 of 1962, last amended
Cabinet Order No. 1Q of 1963

Enforcement Regulation of the Air Pollxtion Control
Law (Minstry of Bealth znd Wellase aad Miaistry of Inter
aatioas] Trade and Iadustry Ordicance Ne ? of Jone 23,
1971 last smended dy Prime Misisters OSce Ordlsance
Ne. 53 of 1987}

Off ensive Odor Coutral Law (Lxw Na 91 of 1971
Eavireament Agency, Muistry of Agricultere, Ferosury, and
Fisheries)

Cotinet Order and Ordinance of the Prime Minister’s
Ofice for the Ofensive Odor Comtrol Lax (Cabinet
Order Neo. 307 of 197L amended by Ordinance of Prime
Minister's Ofice No. 0 of 17

Ennronmental Quakiny Swondsrds Reparding Air
Pollution (Eavircomenl Ageacy Nodfcation Ne. 25, May &,
1973; amended by Notibcatos Ne. €7 of 1981}

Enviroamental Quality Stondard for Nitrogen Diox-
wde (Eaviroarvent Agency Notthcatios Na. 32, 1978,

Noise and Vidratioa

Regulatory Standords fer Noise Emined from Speci-
fed Facones (Moldcauce Ne. | of November 17, 1963,
from tae Nisusury of Beahtd and Welfare, Minisiry of Agni-
culivre, Foresuy asd Fidena Mimary of loternaticoal
Trade and Indusiry, asd Miassiry of Trampart amended by
Eavironment Agency Netibcaucs Ne 11 of 1986

Stondards for Neise from Special Cowstruction
\Corks (Mimusiry of Bealh asd Wellare asd AGnnry of
Constructive NouScatiea Re. | of November 17, 1961
amended by Eavireamest Ageacy Netibcruos Na 13 of
1987)

Ennroamenial Qualisy Swoadsrds for Noue (Cabinet
Decision of May 28, 1981}

Eavironmental Quality Swonderds for Sinkonsen
Superezpress Raiway Noise (Eaviroament Agency Nod-
ficatuon Na 46 of Juiy 29, 1975)

Enviroamental Quality Swondards for Aircraft Noise
(Enviroament Agency Nocification Na. 134 of December 17,
1975

Noise Regulation Low (Lavw No. 11 of 192 last amend-
ed by Law Na 81 of T Exviooment Agexy, Natiooal
Police Ageocy, Mialstry of

Cabinet Order for Implementation of the Noise Regu-
lotion Lax (Cabiset Order N X2 of 1362 ant amended by
Cadinet Order No. 2 of 1736}

Virration Regulation Lav (Law No. ¢4 of 197¢; Eovi-
roamemt Ageocy. Matioma] Polce Agency)

oy THQ

Cabiset Order for the Implementiation of the Viry.
tion Regulation Law (Cibinet Ordar Na 300 of teg
amended by Cabinet Ordar Mo I3 of 1906)

Regulatory Siandants for Vidration Emintad frem
Specifed Facteries (Eavireament Ageacy Netifcatios Ne.
90 of Novenbar 14, 17K smended by Exvireamest Ageacy
NotScation Ne. L3 of 1006
Standards fer Vibration Emitted from Specifed
Construction Werks Olisistry of Bealts sad Wellare, and
Ministry of Coastrection Netification Na. | of November 17,
19468, amended by Exviremment Ageacy Netifications Na. | of
1596)

Water Polistion

Water Pollution Coutrol Low (Law No. 138 «f 1I7% lamt
amended by Law No 90 of 133X Envircomest Agescy.
Misnistry of Trasspery)

Cabinet Order for Im on of Ohe Waier Poie
lution Control Law (Cabiset Order Na. 188 of UL lant
amended by Cabinet Order No. 89 of 1937}

Water Pollution Coutrol Law Esforcemnext Repnds.
tions (Order No. 3 of June 19, 1971 of the Priroe Mazsier'y
Office, and the AGaistry of Internationa! Trace asd Iadunry.
last amended by Prune Misister's Ofice Order No €7 of
1988)

Law Concerning Special Neaswres for the Preserce.-
tios of Lake Waiter Quality (Law Mo, §) of 193¢ amended
by Law No €9 of 1988 commoaly koown as te Cleas
Lakes Law™ Eaviroament Agescy, Minstry of Transpory)

Enforcement Order of the Law Cencerumg Special
Measures for the Preservcuon of Loke Wourr Quahry
(Cabinet Order Mo. 37 of March 24, 1918 last amended by
Cabdioet Order Na 314 of 1927}

Esactment Regulations of the Law Concerxing Spe
cial Measures for the Preservation ¢f Loke Waier
Quality (Prime Minister's Offce Order No. 7 of Murch 28,
::lsgamadedbyhinenm.ﬂ.u‘loﬁa&i«h« of

13)

Law Concerning Specic! Neasures for Consercation
of the Eaviroament af the Se1o faland Sea (Law Na. 110
of October 2, 1973 last amended by Law No. 63 of June 13,
1970, Esviroament Agency. Ministry of Transperq -
Sod Contaminstion, Agricuftural Chemicals

Agnicultural Laad Sou Pollstiom Preventica Low
{Law No. 139 of 1970 lant atrended by Law Na 17 of 1918,

Enviroament Agency. Nisinry of Agricaltere, Feresry. and
sherves).

b=

Catinet Order for Implem emuation of the Agnculiur.
al Lond Sod Polluiion Prevention Law (Cabiset Order
:::N o 1971 last amended by Cabinet Order Ne. 103 of

)

Agnicultural Chemicols Regulation Law (Lav Ne 2
of 1945; last amended by Law Na. 3 of 190¢; Eavircament
Agm.mmndlwua“'dhnlﬂﬂmydw#
cultere, Forestry, and Fuberies, Maisry of aternational
Trade and Industry)

Cabinet Order for Implementation of the Agricultur.
al Chemicals Regulation Law (Cabinet Order No 56 of
1971: Last amended by Cabioet Order No. 60 of 1917)

Ground Sutsidence
Law Coacerning the Regulation of PumpngUp of
Underground Water for Use in Buiddings (Laiv Na 108

Coorpe | 1909 by The Burtin of Mt onm 4%y g, b3 ]
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of 19¢% last amended by Law Na 8 of 1971 Eavireament
Agency. Miainry of iatersatonal Trade aod Lodusry)

Cabinet Oricr[oruhmdnu-
Ceosacersing the Regulation of w# Under
ground Water for Use ia Buidings (Cabinst Order Neo.
333 of 1962 last amended by Cabinet Ordar o 3Q of 1974)

Industrial Weter Law (Law Na 14 of 195K last 3rmesd-
ed by Law Ne. 88 of 1972, Esvireament Agency, Ministry of
Internationa! Trade and ladusiryy

Cabinet Order for the Implemeniation of e Indus-
trnal Water Law (Cabiset Order Na 183 of 1937, Lamt
Mnmmmudm

Wastes and Marine Pollution

Waste Disposal end Refuse Calection Law (Law Na
137 of 197¢; last amended by Law Na. 87 of 1967, Eaviroe-
ment Agoncy, Mmistry of Health asd Wellare) -

Cabinet Order for Implementation f the Wasie Dis-
posal and Refuse Colection Law (Cabinet Order No. 300
of Septerober 23, 1971; last amesded by Cabinet Order Ne.
292 of 1987

Low Rdoting w0 the Prevention of Maniae Pollution
ond Mantime Disaster (Law Na 13§ of 197¢; last amend-
ed by Law No. 40 f 1387, Eavircament Agency, Mnistry of
Transport. Mariime Safety Ageacy)

Cabinet Order for Implementotion ¢f the Low Relos-
ing 10 the Prevention of Manise Pollution end Moni-
time Disaster (Cabinet Order Na 201 of June 22, 1971; last
amended by Cabioet Order No. 115 of 1987)

Chamics! Substances.

Law Concerning the Screeniag end Regnulation of the
Aanufocture of Chemical Subniances (Law No. 117 o
October 16, 1973 Last amended by Law Ne. 4 of 138¢
Enviroamnent Ageacy. Misisry of Heahd and Welfare, Min-
wiry of Agriculture. Feresury, and Fubenet, Ministry of
1nternational Trade and lndusiry)

Cabinet Order for the Implementation ¢f the Law
Concerning the Screening and Regulotion of the Mans-
focture of Chemical Subntances (Cabinet Order No. 202 of
June 1. 1973; lant amended by Cabinet Order Na. 49 of 1987}

Food Sanitation Low (Law Be. 233 of Decernber 3¢
1947. last amended ds Law Na 180 of 1972 Minustry of

Health and Welfarel

Compensation, Serdement of Disputes

Pollution-Reloied Health Domapge Compensatiom
Law (Law Na. 111 of Octoder & 157X lamt amended by
Cabtunel Order No. 368 of Noveader ¢ 1987; Eavircament
Ageocy, Minisury of Interastiona) Trade and

Eaforcernent Order of the Pollstion-Redsted Health
Damage Compensation Low (Qbiaet Order No 298 of
Awguost 20, 197¢ last amended by Cadinas Order No. 361 of
19 N

Polution Disputes Serlemens Lo (Law No. 108 of
Jone 1. 1970; last amended by Law No. 90 of 1913. Eavirce-
mental Disputes Coordioation Commitsion).

Costs and Assistance
Polution Control Public Works Cost Allocution Law

(Law No. 133 of Decemnber 23, 197€ amended by Law No. (3

Ne. 214 of 1908)

Nature Conservetien

Natxre Conscrootion Law (Law Mo & of 1972 Lax
amended by Law Na 33 of 1987, Exvirsarnent Agency).

Naturel Poris Law (Law Ne. 101 of 1962, last amended
by Law Na. 07 of 19TR Exvircament

Wildlife Protection end Hunting (Law Ke. 3 of
April ¢ 1918 last ameaded by Law No 8 of 198X Exvires-
ment

Cabiact Jor the Implementation ¢f the Wadlife
Protection snd Bynting Low (Cabset Order No. 234 of
Asgust 31, 1953 last amended by Cabinet Order Nea. 106 o
April 14, 1979}

Enforcement Regulation for the Wildlife Protection
and Hunting Law (Ordinaoce of he Ministry of Agrices-
tare and Forestry Ne. 108 of Seplember 30, 1950, lant
arnended by Ordinsoce of the Prime Miaister's Ofice Na. @3
of 1983}

Law Relating to the Regulstion of Tronsfer of Spe.
cal Birds (Law Na (3 of 1372 amended by Law No. 63 of
197Y; Eovircament Ageacy).

Order for the Implementarion of the Law Relating w»
the Regulanon ef Tronsfer of Specal Birds (Cabinet
Order Na. 488}

Umplementation Ordinance for Lax Relating 10 the
Regulation of Tronsfer of Speaal Birds (Ordinance of
Prime Minister's Ofice No. 71 of November 17, 1372 ant
amended dy Ordinance of e Prime Misisier's OfSee No. Q
of 198%)

Law for the Regulstion, etc. of the Tronsfer of Ea-
dangered Species of Wild Fauna and Flora (Law Ne. 33
of June 2, 1987, Environment Agency)

Implementation Ordinance for the Law for the Repw-
latwn, etc. of the Transfer of Endangered Specves of
Wild Fauna and Florg {(Cabinet Order No. 373 of Noven-
ber €, 1947)

Enforcement Regulations for the Law for the Rege-
latwos, e, of the Transfer of Endanpered Species of
Wid Fauna and Flera (Ordinance of the Prime Miarsters
Ofice No. 5S of December 1, 1987)

Basic Policy on Comservation of the Natural Exnros-
ment (Prime Misister's Offce NotiScation No. 0 of Me-
vember € 1973)

Land Use and Urbas Planning .

Urban Planning Law (Law No. 100 of June 13, 1968, tast
amended by Law Na 66 of 1982, Nationa! Land Agency.
Misistry of Transport, Ministry of Coestructioa)

Public Waters LandfT Low (Law No. 37 of 1921; last
amnended by Law Ne. S of 1579},

Harbor Law (Law No. 218 of Nay 31, 1950, amended by
Law Ma £7 of 1387)

% ¢mSLONS (amarorveerd Aapores
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ATTACHMENT 15-2
Statement of General Environmental Compliance for Abbott Laboratories,

North Chicago Operations from the Director of Abbotts’
North Chicago Operations, Pharmaceutical Products Division
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ABBOTT

Chemical and Agricultural Products Division -

Abbott Laboratories
1401 Sheridan Road
North Chicago, Illinois 60064-4000

ABBOTT LABORATORIES
CHEMICAL AND AGRICULTURAL PRODUCTS DIVISION
NORTH CHICAGO, ILLINOIS

GENERAL ENVIRONMENTAL COMPLIANCE STATEMENT

Abbott Laboratories states that it is in material compliance with. or on an internal or entorceable
schedule to be in compliance with. all applicable emission requirements set forth in permits.
consent decrees and administrative orders relating to the production of Leuprolide Acetate bulk
drug at its facilities in North Chicago. Illinois. as well as applicable emission requirements set
forth in federal. state and local statutes and regulations relating to such production.

Daniel J. Wozniak - dated
Senior Environmental Coordinator

Chemical and Agricultural Products Division
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ABBOTT LABORATORIES

PHARMACEUTICAL PRODUCTS DIVISION

NORTH CHICAGO OPERATIONS
1401 SHERIDAN ROAD
NORTH CHICAGO, ILLINOIS  60064-4000

PHARMACEUTICAL PRODUCTS DIVISION

GENERAL ENVIRONMENTAL COMPLIANCE STATEMENT

ABBOTT LABORATORIES states that it is in material compliance
with, or on an enforceable schedule to be in compliance with,
applicable emission requirements set forth in permits, consent
decrees and administrative orders relating to the production of
LUPRON DEPOT, at its facilities in North Chicago, lllinois, as well
as applicable emission requirements set forth in federal, state
and local statutes and regulations, relating to the production

of LUPRON DEPOT. :

Wedwed  J e abin V2 [17
MICHAEL J. WARMUTH, Director, 'Date
North Chicago Operations

Pharmaceutical Products Division
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ATTACHMENT 15-3

Certificate of Environmental Compliance for the Manufacture of Bulk Drug,
Leuprolide Acetate, at Hikari Plant of Takeda Chemical Industries, Ltd. From
the Director of Environmental Protection Division, Environmental Protection and
Public Health Department, Yamaguchi Perfectural Government, Japan
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Environmental Assescment

Tomnltmayccm:
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ATTACHMENT 15-4

Certificate of Environmental Compliance from Plant General Manager of
Hikari Plant for the Manufacture of Bulk Drug Leuprolide Acetate

057




Environmental Assessment
=lonmental Assessment
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Environmental Assessment

To whom it may concemn @

This is to confirm that the Hikar] plant of TAKXEDA Chemical
Industries, Lid. is mamudactring Leuprolide Acetate bulk in Compliance
with all applicable Yamaguchl Prefectural and Japanese national
environmemal regulations.

Date 28 9=€= tzzvc
Sumed by Teleil LBk

Tetsulf Shikama

General Manager
Hikari . plant
TAKEDA Chemical Industries, Lid.

20, Mirisul, Hikari-city, Yamaguchi,
Prefecture, Japan

059



ATTACHMENT 15-5

Certificate Environmental Compliance for the Manufacture of Drug Product and
Vehicle (Lupron Depot® - 3 Month, 11.25 mg), at Osaka Plant of Takeda
Chemical Industries, Ltd. From the Managers of Environmental Pollution

Control, Water Quality Control and Industrial Waste Guidance Departments,
Osaka City Government, Japan ’
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Environmental Assegssment

To wvhos it may ceacers :

This is to affira that facilifies !o; Lupros Depot (drug produc: and
diluent) sanufacturing in Osaka Plast of TAKEDA Cheamical ladu:::igs. L:d.
(17-85, Jusoborsachi 2-chome,,Yodogava-ku, Osaka, Japaa) comply with a1l
laws and regulsations os the os alr pollution costrol which were

establisbed by loca! Osaka Prefecture and Japanese satiosal! governaest,

Date MAY. /1. 7398
Sigaed bij“’M?‘M i

lwvao Okayama

Manager
Eaviroameatal Pollation Coatrol Dept.
Eavironment Divisios
Esviroaseat aad Public Health Bureau

Osaka Clty Goveramest
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Eavirosmenta] Assessaent

To whos It may ceacers :

This is to affirs that wazte water costrol facilifies fer Lupron
Depot (drug product apsd diluyeat) manufacturiag is Osaka Plant of TéKEDA

Chemical ladustries. Ltd, (12-85, Juschoamachi.2-chome, Yodogava-ku,

Osaka, Jspas) comply witk all laws and regulatioas oz the water

pollution coutrﬁl which wvere establiszshed by local Osaka City aad

Japanese aztiena! goverasent,

e S988 14

el ttibgp Febech

Masaskazu Fukuchli

Nasager

Tater Quillty Coatrol Departasst
- l’v M2cageseat Divisjion

Sevage Yorks Bureaun

Oszaka éltr Goverament
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Esvironmenta! Assegsment

To whoa it mzy cosncers :

This is to affirs that disposal -gthodx-ol indostrial wastes geaerated
la the Lupros Depot (drug product 25d diluest) mamufacturisg ia Osgka
Plast of TAKEDA Chemical ladustries, Ltd, (17-85, Jusobosaachi 2-chome,
Yodogawa-ku, Osaka, Japan) coaply with zl! laws sad regulations on the

tadutrial vastes disposal which were established by local Osaka City aad

Japanese eations] goveramest.

P £ /8

Date

Sigaed by /é"“‘.p M

Kunio Takemura

Masager

Indastrial Vaste Guidance Department
'chvlct Divigioa
Eavircomental Managemest Bureaun

Osaka C]t} Governsent
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ATTACHMENT 15-6

Certificate of Environmental Compliance from Plant General Manager of Osaka
Plant for the Manufacture of Drug Product, and Vehicle
(Lupron Depot® - 3 Month, 11.25 mg)
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PRODUCTION DIVISION
CONFIDENTIAL DOCUMENT PHARMACEUTICAL GROUP
TAKEDA PROPERTY TAKEDA CHEMICAL INDUSTRIES, LTD.

Environmentg! Agssessment

To vhoa [t may coacers :

This is to conlirm that Maaulacturiang of Luproa Depot {drug oroduct
and diluent) complies with al! applicable local Osaka Prefecture and

Japanese ngticaz! eavironmeastal regulations,

Dat?

May A EEE
v

. . .
Signed by \/@é/u;?u/'.‘ &/;Au-ﬂ—-v'

Toshiyuki Okuseo

General Manager
Osaka plant

TAKADA Chemical! ladutries, L&d.A

17-85 Jusohosmachi 2-choame.

Yodogava-~-ku, Ozaka, Japaa
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ATTACHMENT 15-7

Certificate of Environmental Compliance from the Mayor of Fujisawa City for
the Manufacture of Drug Product and Vehicle
(Lupron Depot® - 3 Month, 11.25 mg)
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To whos it may concern:

This is to affirm that Shonan Plant of Takeda Chmical_lndustries.
LTD. of vwhich facilities are to manufacture Lupron Depot 3 Nonth
11.25 mg (drug product and vehicle), complies with applicable local

Kanagawva Prefecture and Japanese national environsental regulations

. on air and water pollution control.

Date Nov . 2—‘,- 177\3_

Signed by

Mo Sy

Shun Ha;f(a

Hayor of Fu):isau City
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ATTACHMENT 15-8

Certificate of Environmental Compliance from the Director of Shonan Plant,
: Fujisawa City, Japan
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@ TAKEDA CHEMICAL INDUSTRIES. LTD.

HEAD OFFICE

EBT400LI8NER 19
-»Cosreaarte s
Faa:

104)204-2244
lems.
16400

1OKYO OFACE . tanbmsi Cumw-dv lokye TAKIDA 143404

O S A K A
34 Deshomachi 2chane Chue-be

Environmental Assessment

To whom it may concern:

This is to confirm that manufacturing of Lupron Depot 3 Month 11.23mg
( drug product and vehicle ) complies with all applicable local Kanagawa

Prefecture and Japanese national environmental reguliatlons.

Date

Dovendec >7 99

Signed by . . - ‘
%;%/ %‘——_-
Shin-ichiro Hiral

.Director of Shonan Plant
Takeda Chemical Industries.-Ltd.

2-26-) Muraoka Higashl, Fujisawa Clty,
Kanagawa, Japan
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APPENDIX A

Material Safety Data Sheets
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MATERIAL SAFETY DATA SHEET

a3aaaaaaaaaa ABBOTT LABORATORIES
a CBEMICAL & AGRICULTURAL PRODUCTS DIVISION

aaaaaaaaa a NORTH CHICAGO, ILLINOIS 60064
a a EMERGENCY TELEPHONE 1-708-937-6100

a ABBOTT a CHEMTREC 1-800-424-9300
aaaaaaaaaaaa

ISSUE DATE:08/19/94 TSCA STATUS:Exempt APPROVAL:

LIST/CODE:5375.5508,3626/41450,
41558, 41559

- PRODUCT NAME: ‘Leuprolide Acetate

CHEMICAL NAME: 6-p-Leucine-9-(m-ethyl-L-prolinsmide)-10-
deglycinsmideluteinizing hormone-relessing factor monoacetate; CEINBEN1601(

DOT CLASSIFICATION: wmot megulated
. BAZARDOUS INGREDIENTS/IDENTITY INFORMATION

OSHA ACGIH ABBOTT
NAME (CAS NO.) PEL TLV LIMIT L
Leuprolide Acetater(74381-53-6) . "L Ry e

*eNazardous per OSNA criteria —_ —

** e Internal OGuideline 0.01 mcg/m) ($~-hr
TWA) . In the event that the exposure 11-1‘:
cannot be demonstrated by air monitoring,
biological msonitoring to assess exposure

(specific program designed and

administered through Cotporate Erployes
Health) should be used.

PHYSICAL PROPERTIES

Appearance: white, flocculsnt powder

SOIUbility: Completely soluble in vater

Boiling Point: a/a Melting Point: w/p
PH: wsa ) Vapor Pressure: a/a
Vapor Density: s/a - Density: n/a

Viscosity:asa
FIRE AND EXPLOSION DATA

Flash Point: a/a
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PAGE: 2

PRODUCT NAME:Leuprolide Acetate

FIRE AND EXPLOSION DATA (cont)

Extinguishing Media: uvae eppropriste medie for underlying cause of fire

Special Fire Fighting Procedures: wear protective clothing and self-

contained breathing apparatus

Unusual Fire and Explosion Hazards: s/o

REACTIVITY

Incompatibility: " wypochlorite solutions

Hazardous Decomposition or By-products: a/»o

Conditions to Avoid: s/»
HEALTH HAZARD DATA

Routes of Entry: Inhalation - YES Skin - Yes Ingestion - Yes

Oral Toxicity: s/p. orsl administration has produced pharmacologic
responses 1in sen &t & dose of 10 ag

Dermal Toxicity: s/o. 1dso > 100 mg/kg (SC} 1n rats and mice. Skin

application has produced pharmacelogical responses in humans end anissls.

Inhalation Toxicity: =/p. 1actcenssal application has produced
pharsacologic responses in men and vomen at doses of 50 acg or more )

Corrosiveness: a/o
Dermal Irritation: /o

‘Ocular Irritation: s/ _
Dermal Sensitization: s/p

Special Target Organ EffectsS: 1a clinical use, subcutaneous doses of .
1 ag/day sct ss potent, but revetrsible, :nhibitors of GnRH secretion by the piltuitsry
tesulting 1n inhibition of ovarian and testicular function. 1In conttast, doses as
lov as 0.6 mscg orf mote stimulate gonadotropin rfeleass. In rebbits, subcutsneous
dossges ss lov as 0.1 mcg/kg/day produced embryolethslaity wvhile dosages of 10

8c9/kqg/day produced fetal resorptions 1o rets. Materials similer to leuprolide have

the potential to exert a contraceptive effect 1n ptegnant women 1f sdministetrad 5-8

days after the LH surgs.

Carcinogenicity: NTP - NL IARC - NL OSHA - NL ACGIHR - NL
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PAGE: 3

PRODUCT NAME:Leuprolide Acetate

HEALTH HARZARD DATA (cont)

Penign pituitary hyperplasia and tumors wvere found in

Carcinogenicity (cont):
A study in mace at dosages up to

catcinogenicity studies in rats (0.8-4 ag/kg/day).
60 ng/kg/day vas negative and nocomparsble effect has been found in man at doses up

to 10 ag/day

In clinical use, the initial
PSK and male and female sex

Signs and Symptoms of Exposure: s/o.

response teo .leuprolide acetate is 80 i1ncrease in LN,
Contipued use leads to reductions in

Oother adverse reactions
baone pain, veskness.

hormones (e.g. testosterons and estrogens).
these hormones to castrate Of post-sencpsusal levels.

ioclude hot flashes, edema. 0l upset, dizziness, heasdache,

Medical Conditions Aggravated by Exposure: =/o. oate suggest

ptesxisting pituitary, ovarian or testicular dysfuanctien. Metastatlic vertebral

lesions and/or urinary tract obstruction

Emergency and First Aid Procedures: nemove froa soucce of exposurs.

If skin or eye contact occurs flush with copious amounts of water. If irratatjion

persists or sigas of toxicity occur, seek medical sttention. Bo known antidote.

Provide syaptomatic/supportive care, EONItOoring hortmone/sexual function, ss necessary

SPECIAL PROTECTION INFORMATION

Ventilation: use inside hood or glovebdox
Respirator: supplied air respirstor

Gloves: wear 2 psir; Latex inside,
thicker outside

Eye Protection: rull tsce respirator

Other Protection: wea: fullbody tyvek coverings with hood and shoe

covers

SPECIAL HANDLING AND STORAGE

Special Precautions: wasn thotoughly after handling this cospound.
Keep latex gloves on until all potentially contsminated personal protective equipment

is removed

Splll or Release Procedures: wet material before clsanup to prevent
dust generation. Utilize ventilation and personal protective equipment during Clesnup.
Avoid dust. Place in appropriate container for dispossl. Ventilate and wash apill

Waste Dlsposal: Dispose of materisl 1in sccordance vith applicsble
federal, state, and local requlations

Other Handling: =xs»p
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PAGE: {4

PRODUCT NAME:Leuprolide Acetate

Legend

N/A NOT APPLICABLE
N/D NOT DETERMINED
NL = Not Listed
L = Listed
C = Ceiling
S = Short Term
(R) = A registered trademark of Abbott Laboratories

(TM) = A registered trademark of Abbott Laboratories

jThe 1nformation and recommendations contained hetein are based upon tests believed to be

Nowever, Abbott Laboratories doss not guarantee theit accuracy or completaness

jreliable.
WHETHER EXPRESSED OR IMPLIED, AS

|

|

| HOR SHALL ANY OF THIS INPORNATION CONSTITUTE A WARRANTY, |
|TO THMX SAPETY OF TME Q0O00ODS, THNE MERCHANTABILITY OF THE GOODS, OR THE PITNESS OF THEZ GOODS |
[POR A PARTICULAR PURPOSE. Adjustment to confora with actual conditions of usage may be |
|

}

|

]

Abbott Laboratories assumas no responsibility for results obtained or for

|required.
No freedoa from

|incidental or consequential damages arising from the use of these data.
jinfrangement of any patent, copyright or tradesark 1s to be inferred.
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