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FINDING OF NO SIGNIFICANT IMPACT
NDA 19-726, S-018
Zoladex 3.6mg
Goserelin acetate implant

Subcutaneous implant

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 supplemental new drug application for Zoladex - 3.6mg, which was
submitted to add a new indication as an endometrial thinning agent prior to endometrial
ablation, Zeneca Limited has conducted a number of environmental studies and prepared an
environmental assessment in accordance with 21 CFR 25.31a (attached) which evaluates
the potential environmental impacts of the manufacture, use and disposal of the product.

The drug substance and drug product will be manufactured by Zeneca Pharmaceuticals in
Macclesfieid, England. The finished drug product will be used in hospitals, clinics and
physicians’ offices.

Goserelin acetate, a peptide LHRH analog, is a biodegradable drug substance and is
metabolized in vivo through the normal metabolic pathways. Any excreted metabolites will
enter public water and Sewage treatment facilities. Any manufacturing wastes will be
discharged, after treatment at the manufacturing site, into public water treatment facilities.
Disposal of the drug may result from out-of-specification lots, discarding of unused or
expired product, and user disposal of empty or partly used product and packaging.
Rejected, expired or returned drug product will be disposed of at a licensed incineration
facility. At U.S. hospitals and clinics, eémpty or partially empty packages will be disposed
according to hospital/clinic regulations.

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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SECTION 1. DATE:

May 1996



SECTION 2: APPLICANT

ZENECA Limited,
Macclesfield, Cheshire, England

ZENECA Inc. is the authorised US agent for ZENECA Limited for the subject NDA



SECTION 3. ADDRESSES: Administrative Headquarters.

ZENECA Pharmaceuticals Group
1800 Concord Pike
Wilmington, Delaware 19897

ZENECA Limited
Alderley Park
Macclesfield Cheshire
SK10 4TF England

Site for Formulation of Drug Product

ZENECA Limited
Macclesfield Cheshire
SK10 2NA England

US Distribution Centre
ZENECA Pharmaceuticals Group

1800 Concord Pike
Wilmington, Delaware 19897.



SECTION 4.  DESCRIPTION OF THE PROPOSED ACTION
4.1 Describe the requested action

ZENECA Pharmaceuticals Group is filing an NDA suppliment for approval to market Zoladex 3.6mg
as an endomerrial thinning agent prior to endomerrial ablation.

4.2 Describe the need for the proposed action

ZENECA is filing an NDA suppliment in which it is providing clinical data to support the use of
Zoladex as an endomerrial thinning agent prior to endomerrial ablation.

This will be the fourth indication/efficacy claim for Zoladex: Zoladex 3.6 mg depot is currently
approved in the US for the trearment of advagced prostate cancer (NDA 19-726 approved December
29, 1989) and the reatment of endometriosis (NDA 19-726/S-005 approved on February 2, 1993) and
for the treatment of advanced breast cancer in pre and perimenopausal women (NDA 20-515 approved
on December 18, 1995.)

Zoladex is a potent synthetic decapeptide agonist analogue of the nawrally occurring hormone known
as luteinizing hormone releasing hormone (LHRH). The compound differs from the nawurally
occurring hormone by virtue of substitutions made at positions 6 and 10 of the pepride chain: the
chemical name for Zoladex is [D-Ser (Bur)® Azgly) LHRH.

In women, pretreatment with Zoladex 3.6 mg lowers estrogen levels and thins the endomerrium prior
to endomerrial ablation, benefiting both the patient and surgeon.

4.3 Locations where the product is to be :

(1) Produced

The active drug substance will be formulated at the ZEN ECA manufacturing site at Macclesfield
The address of the facility is:-
ZENECA Limited

Charter Way, Hurdsfield Industrial Estate
Macclesfield, Cheshire, SK10 2NA. England



(2) Packed
Final packing will take place at Newark, Delaware in the USA.
The address of the Newark facility is :

ZENECA Pharmaceuticals Group
587 Old Baltimore Pike
Newark, Delaware 19711

The latter facility will be the distribution centre for the USA
(3) Used

Zoladex is used in hospitals, clinics and physicians® offices. Zoladex is administered by and disposed
of by health care professionals.

(4) Disposed

Zoladex is administered in the form of an injectable depot. The packaging would be disposed of by the
normal methods used for disposing of the packaging of medicinal products.

Any rejected, returned or time expired product will be disposed of by high temperature incineration in
facilities approved by the relevant local authoriries.

4.4 Types of location in which the manufacturing sites detailed in 4.3 (1) above are located.
4.4.1 Manufacture of the Drug Product

The ZENECA Pharmaceuticals site at Macclesfield is located in an area designated as an industrial
zone. It is adjacent to other industrial properties and is bounded on one side by a residential area and
on the other by farmland.

The site stands to the west of a range of hills on the edge of open country. The prevailing wind
direction is from the south west.

The site itself is 82 acres of land which slopes form east to west . The site is located near
the eastern edge of the Cheshire Basin. The Cheshire Basin contains Triassic sediments
(approximately 225 - 190 million years old) which were deposited by very large north
flowing braided rivers systems which flowed within fault controlled basins such as the
Cheshire Graben during the Triassic Period. The Cheshire Basin was a subsiding
Structure which allowed the accumulation of several 1,000 metres of Triassic sediments.
The gradual erosion and burial of the upland ‘sediment source’ areas during Triassic times
led to a progressive change in the type of sedimentation. Early peidmont delta deposits
gave way to water-lain sands and eventually to marls deposited in standing water. Thus.
in general, deposits of progressively finer grain were laid down as the Triassic period
continued.



Approximately 1 km to the east of the ZENECA site is located the north-south trending Red Rock
Fault, which represented the former edge of the Triassic depositional basin. To the east of this fault lie
the high grounds of the Peak District which comprise Carboniferous strata, notably the Millstone Grit
Series in the vicinity of Macclesfield.

The Cheshire Basin Triassic Sandstone lithologic sequence comprise the Bunter and Keuper
Formations. The Bunter Formation attains a thickness of nearly 1,000m and characteristically
comprises soft red and mottled sandstone. The three sub-divisions of the Bunter are:

- Upper Mottled Sandstone;
- Bunter Pebbie Beds:
- Lower Mottled Sandstone.

All are heavily stained with fetric oxide giving them their brick red coloration. The Bunter pebble
Beds which are characteristically more indurated and coarser grained than the Mottled Sandstones are
particularly thick in the Cheshire Basin.

The Keuper Formation overlies the Bunter and in most areas the basal Keuper is sharply differentiated
from the underlying formation, being a hard, coarse grained sandstone. The Keuper Formation is over
1,250m thick in the Cheshire Basin and is made up of a three-fold division: :

- Keuper Marl;
- Waterstone:
- Keuper Sandstone (bottom).

All three groups merge into one another becoming progressively finer in grain until the clay of the
Keuper Marl, with its evaporitic beds, overspread the other Triassic rocks. In the Alderley Edge area,
the Keuper Sandstone basal beds are noted as being coarse grained and conglomeratic. The
Waterstones are an alternating series of thin bedded marly brown sandstones and soft sandy marls and

‘variegated shales. They represent a transitional depositional phase between the underlying Keuper

Sandstone and the overlying Keuper Marl. In the Cheshire Basin the Keuper Marl atains its fullest
development in Britain. The Keuper Marl comprises a relatively homogeneous sequence silty red clay
(Marl) with thin intercalations of dolomitic substance.

In the vicinity of the ZENECA Macclesfield site the Triassic Sandstone lithologies comprise Upper
Morttled Sandstone and Bunter Pebble Beds of the Bunter Formation, and no impermeable Keuper
lithologies are present.

Overlying the Triassic Sandstone Formations are a sedimentary succession of Pleistocene and recent
deposits, which are 50-60m in thickness in the vicinity of the ZENECA Macclesfield facility. These
drift deposits are generally differentiated as boulder clay or sands and gravels. This is somewhat
misleading as they are characreristically intricately intercalated with both vertical and lateral gradation
and discontinuity.

The site has been developed over the last 20 years to provide a comprehensive facility for the
development, manufacture, formulation and distribution of pharmaceuticals together with associated
laboratories and administration areas. The buildings are of modern design and construction.
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4.4.2 Final packing and Distribution

Geographically the ZENECA Pharmaceuticals Group facility is on the Delaware Peninsula where the
weather is moderated by both the Chesapeake Bay to the west and the Delaware River and Bay and
Atlantic Ocean to the east. The area of the plant site is a plain just south of hills which extend from
northern Delaware into Pennsylvania.

The environment of the site itself is 87 acres of relatively flat second growth woodlands. The soils are
a thin layer of organic soils over heavy clay and occasional sand or glacial till. The sedimentary rock
beneath the soils is deeply buried at the plant site and nearby area. Development of the site is about
405.000 square feet of buildings which supports the pharmaceuticals business, substantial grass lawn
areas and decorative plantings, paved walkways, paved and unpaved access roads, and paved parking
lots. The buildings are of modern conswructiqn, designs and materials and have been built specifically
for pharmaceuticals production since 1971. Site drainage improvements have been made by installing
a pond to slow rainwater run-off from buildings and paved areas.

The environment adjacent to the site is to the north, US interstate 95; to the west a casement for an
interchange to US interstate 95: to the south, Old Baltimore kae and a residential area; and to the east,
Salem Church Road and a residential area. -

The potable water is supplied by and the waste water from the site is
treated in the New Castle County Mumcxpal Sewer System at the Wilmington Treatment Facility.

1"



3.0 IDENTIFICATION OF CHEMICALS SUBSTANCES THAT ARE SUBJECT OF
THE PROPOSED ACTION

The following is information relating to:

5.1 Nomenclature and description including strucrural formula for goserelin acetate
5.2 Description of the synthetic route
Confidential
5.3 Impurities arising from the synthesis of goserelin acetate by Macclesfield
Confidential -

A complete disclosure of the manufacturing process was previously reported in the applicants
approved NDA for Zoladex, No 19-726, submitted on August 14, 1987 and was approved by the
agency on December 29, 1989. The information was updated in the 1994-5 Annual Report.

10
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Active Constituents - Scientific Data

tn
»
[

5.1.1 Nomenclature

British Approved Name :  Goserelin (base)

International Non-Proprietary Name ¢ Goserelin (base)

U.S Adopted Name :  Goserelin (base)

Laboratory Code Name = ICI118.630 acetate

Chemical Name (base) :  L-pyroglutamyl-L-histidy}-L-
tryprophyl-L—seryl-L—tyrosyl-D-
(O~tent-butyl)seryl-L-leucyl-L-arginyl
~L-prolvi-azaglycine amide

Abbreviated Chemical Name :  L-Glp-L-His-L-Trp-L-Ser~L~Tyr-D-

(base) Ser(Bu®)~L-Leu-L-Arg-L-Pro-
A2GlyNH;.

Proprietary Name : ‘Zoladex’

Other Names i 6-D—(0—tent—butyl)serine-10-

azaglycine amide-LH-RH, acetate sait.

(LH-RH is luteinizing hormone-releasing hormone)

5.1.2 Description

Physical form : A white 10 off-white powder
Molecular formula ¢ CsgHgeN15014 (base)
Molecular weight : 1269 (base)

kdala st -7 73
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Structural formula (base) :

g Y- g
[2 I ] N N ™~ UwoO
B-0-B-8-8-5-87
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SECTION 6. INTRODUCTION OF SUBSTANCES INTO THE ENVIRONMENT
6.1 From Production of Zoladex

The statements in Section 6.1 through 6.4.2 refer to the facilities in the UK which produce both the
active agent and the drug product. Section 6.5 refers to the final packing facility which is located in the
US as stated in Section 4 3 2.

All production of active pharmaceuticals on the Macclesfield Site is authorised by Her Majesty's
Inspectorate of Pollution (HMIP) under the terms and conditions of the Environmental Protection Act
and Integrated Pollution Control (IPC). This requires that the site, as well as meeting all current
operating consents and conditions, to employ the Best Available Techniques Not Entailing Excessive
Costs (BATNEEC) to minimise all discharges to the environment. It is also required to utilise the Best
Practical Environmental Option (BPEO) in minimising and disposing of wastes.

The Authorisation is numbered AK 4079 and the site's performance is continuously monitored by
HMIP. Permission for the site to be allowed to continue to operate is dependant on continuing
compliance with all the terms of the Authorisation

6.1.1 Aqueous Arisings from Manufacture of Zoladex

Aqueous Layers from the production of the formulated product are combined in the sites effluent
collection/ rearment system. The total effluent from the site is settled to remove solids and the pH
adjusted to between 6.0 - 9.5 before being discharged to a sewage treatment facility owned and
operated by the

All discharges to this facility are made under an agreement between ZENECA and the North West
Water Authority, who were the predecessors to dated 24th September 1975.

6.1.2 Major Requirements of the Agreement

Flow 1.2 million gallons/day up to a maximum of 7 million gallons
/week.

CcoD 88,200 Ibs / week

Total Solids  500mg/lice

pH 6.0-9.5

6.1.3 Emissions of Zoladex

[t is estimated that less than 10g/year will be emitted to wastewater systems as a result of production
of the formulated material.
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6.2 Air Emissions
6.2.1 Control of Air Emissions

All air emissions from the manufacturing facilities are in compliance with local and national
legislation .

Emissions from "ZOLADEX" production are discharged in such a manner as to comply with local
legislation. Where appropriate emissions are discharged through scrubbers or high efficiency filters.

Moniroring to ensure compliance is carried out where appropriate.

6.3  Non-aqueous Liquid Wastes

6.3.1 Treatment of Non-aqueous Liquid Wastes from the Production of Zoladex.

Non-aqueous liquid wastes are segregated where possible into separate components. These
components are transported to specialised operators for recovery for non-pharmaceutical use. Where
segregation and recovery is not feasibie the streams are collected together in a common site system for
high temperature incineration in a licensed facility off-site. ‘

In this facility a destruction efficiency of >99.99% is assumed for all organic species. The flue gasses
are treated to remove pollutants prior to discharge to atmosphere. The treatment consists of rapid
quenching of the stream to minimise secondary reactions followed by wet scrubbing and particulare
removal.

The facility meets all relevant operating and discharge permits

All contractors are regularly audited by ZENECA.

6.4  Solid Waste

6.4.1 Treatment of Solid Waste Arisings from Production of "ZOLADEX"

All solid wastes are collected as part of a site-wide system and stored temporally, in apprépriatc
conuainers, in a specially designated area. The storage and treatment of the wastes are controlled by a

licence from the local waste disposal authority.

All organic wastes are transported, by licensed carriers. to an off-site facility for high temperature
Incineration.

In this facility a destruction efficiency of >99.99% is assumed for all organic species. the flue gasses
are treated to remove pollutants prior to discharge to atmosphere. The treatment consists of rapid
quenching of the stream to minimise secondary reactions followed by wet scrubbing and particulate
removal. The facility meets all relevant operating and discharge permits.

All contractors are regularly audited by ZENECA.
12
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6.4.3 Permits for the Production Site

A Site Authorisation AK 4079

B Waste Disposal Licence 60909

c Trade Effluent Discharge Agreement

Compliance Statement by ZENECA Pharmaceuticals

17



HER MAJESTY?S INSPECTORATE OF POLLUTION

ENVIRONMENTAL PROTECTION ACT 1990

Authorisation
and
Introductory Note

Zeneca Pharmaceuyticals

Hurdsfield Industrial Estate
Macclesfield

Authorisation Number AK4079
(Established Products)

Autharisation AK4079

17 March 1994
page i of iii
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INTRODUCTORY NOTE

IN1, MdeosmfammoftbeAM

owmg designated &
Spaannncum?lm@emal!{ydmgmnm aad No.2

mghﬁ:ﬁm&mww«mb&;pwmhm@
mxhphna.ingmquiranm

Authorisation AK4079 17 Marzh 1994

page ii of iij
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No.l Building Crudes Area - hmmm&mchym
No.l Building Crudes Ares = ® remove acid gases
Special Reactions Plant - 1o remove acid gases
Bulk Corrosive Sworage Ares - 1O remove acid gases

1 minimise loss of VOC 1o azmasphere.
m@gdm&mm@kmwsmmmmmm
filters 1o azmosphere to minimise dust rejease.

The following cperazions which are relasted 10 the *pilc” piant process and this
Process are cansidered m«mmmwmw«

- discharge 10 sewer. MCmmhddNWmenﬁmdmu
WIWSM@MMZGMN“NNWIW&

Authorisztion AK4079 17 March 1994

page iii of iii
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HER MAJESTY'S INSPECTORATE OF POLLUTION
ENVIRONMENTAL FROTECTION ACT 1990

wbje:mmemdiﬁmhmkw

mw«mmmﬁmumm1m

DrKWMuruy
(Ambaindbipmhehalfcfh&idhpwd

/A

Authorisstion AK4079 : ) 17 March 1994
pagel of 21
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FER MATESTY'S DNSPECTORATE OF POLLLITION
PART 1

OPERATION OF PROCESS

11

mwmsban.ubjean&mﬁﬁmof&k%u
mmm&mﬂh&m&ﬁdhh icati

1.2 momgmmnmmmmmwm
uﬁmmummmnmm

13 mmmmuwuwwmmmm
mym@w.mmwhm«u&ﬁsnu
wammummdum

14 mwmmummmhu&mumm
mmm&wmamﬁmb&mmdm
Auwhorised Process. .

LS Anypemmingduﬁewm:mcmyuweaadbyummmhm
Amhoﬁnﬁmmnhnmmm;eopyofﬁsdcamen:bguwm
10 the place where he carries out those duties.

1.6 m;mwnmmuwmmmhwm
hm.muﬁquadewﬁdhrxbkl.lndmmdmm
Chief Iaspector.

TABLE 1.1
SUBRSTANCE SAMPLING FREQUENCY OF METHOD OF
LOCATION SAMPLING SAMPLING
Hyérogm Quloride Raiesss point somnbers € monchly Mahod 1 be agresd with
gy} A.A3mdAd-m e Qhief Inspecior
Siven in Tabie 2.1 :

Oxides of Sulpinr Raiesss Poim txznbers 6 morchly Mathod 10 be agrend with

(ccremad sty AlmdAl-mgiv in the Chief Jmpacior

diaxide) Tabie 2.1

ag/w’

Ammania Raelewse point manber € monehly Mathad 10 be sgread with

gz’ Al - @ given in Table . e Chief lampucor

BEX]
Animle Ralssss poist munber Al Mathed © by agresd wich
kg AS - @ given in Tabie the Chisf aacior
21

Particuime Raiame point AS - = Azl Machad 10 be agresd with

ogpr’ given in Table 2.1 the Chief knspector

Active Iagrediens Ralease poioes A6 aad 6 monchly Method 10 be agresd with

ngies A7 - = given in Table the Chief Enpactor

21
Authorisizion AX4079 17 March 1994

pge 2of 21
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107

1.8

L9

mmmnwmm

Aﬂfemumofmﬁlubemviddbnmpﬁngndmmm
uquindbylheChiefIw.

The Operator shall, mﬁnm&em«mkm.nhnﬁuplg

RECORDS

110

L1

1.12

mopwmmamummu.mmm.m.
Mmm,mmdmwysukmaarﬁduumwwml.l
('Mdm‘)mammmhmvﬁml&

TheOp::wr:hnmakgmihblefwimpa!mbymeChiefImpuaumy
reascnabie time -

() specified records;

(b)nymheopmﬁmﬂnardsmﬁebyﬁe%wh&emof
mmmm('mmm

Specified records and Operational recards shall:-
(@) be legible;
®) bemdeumsmablymﬁable;
(c) ifmmdd.bem:ddinanhauynwmh,vhmpndable.
rerieval of the original recerd:

fmmthedimvbathcmrdsmmwintbeeueofop:mimﬂ
Mfwapuicddmyun&mhmm&uw&mm

NOTIFICATIONS

1.13

momummmmm-
() dﬁedﬂaﬁmof&edﬁmd&ymm&m:ﬂy
ukmﬁmhwmhmhmhﬁmmmmnm
Axnhm‘ﬂn‘m-

Authorisation AX4079 . 17 March 1994

page 3 of 21
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LIS If 2 release Mentioned in condition 1
Omﬂnn,n'thmldq, Ghohfom&Nﬁdeim
ulugainmagmqmephmem&f

telephone directory.,

Authorisarion AK4079

page 4 of 21

published in the

.B(dor(b)isimomnednmm
Authority of the
Btir:‘sk‘l‘elmleal

17 March 1994
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MER MATESTY'S DEPECTORATE OF FOLLUTION
PART 2

RELEASES INTO AIR

2.1 Ardmeﬁm&emhmm&e&ﬁunmmmh
Tamellﬁannﬁsm!yﬁmﬁemfw&nmmhurabu.

TABLE 2.1
Release Point Source
Number

Al No.1 Building - Crudes Ares - Ammonia Scrubber

A2 No.1 Building - Crudes Area - Acid Scrubber

A3 Special Reactions Plant - Scrubber

Ad Bulk Corrosive Storage Ares - Scrubber

AS Outlers from leminar flow booths associsted with raw material
solids handling
product releases, including the milling aress. .o

A7 Air Extraction from No.1 Building - Pures Area

A8 No.1 Building - Pures Ares and Crudes Ares - vents associated
with emission of anisole.

A9 Regimﬁv.c.c.m.ahe&mthcummw
teleaepain:mmbeM.ﬂmNo.lMdh;.Spea‘andm
Plun.Qunia!Hydxvgm:ﬁmﬂ:mndNo.ZPmiﬁaﬁca
Plane,

2.2 AM&M&MMM&&M:MMM&E
T%&Mmuad&eﬁmﬁfwtzrﬂm:peﬁnhmnnym
specified in that Table.

Authorisation AK4079 17 March 1994
page S of 21



TABLE 2.2
Ralesse Point
- Al A2 Al Ad AS Ab A7 AS A9
Hydrogen Chionide 10 10 10
mg/ar
Oxides of Sulpine 300 J00
(el
sulpixer Gaxide)
oy’
Ammonis 15
mg/m?
®Actve ingredieess | 0.15 a1s 018 see see
og/m Prts | P s
Pariculue e
ag/m’ Pt 8
Vaolatile Orpmic 260
Compounds
(exprumad o
wivene)
onbey/ year
Anisole o4
toznet/yesr

"mwu'nmwh-mnmdnun-ﬁuhuw
ms«mum-m

2.3 %admmﬂmﬁﬁtkpﬁﬁdh?ﬁhAdMB.arﬂm
ﬁmtheAu&oﬁsdPrmm&eﬁrMna.hmym.mdmm

Authorisation AK4079 ; 17 March 1994
page 6 of 21
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HER MAJESTY'S INSPECTORATY OF PFOLLITTION
PART 3
RELEASES INTO CONTROLLED WATERS

.1 AnlugﬁomtheAmisadﬁmhmmuedm:ﬁmamlu;epoim
Spedﬁediahblellshaﬂu'mmlyfnn:bemqadﬁedhmdmuu
mﬂsadmxyhmmerauﬁvingmmhmnbh.

TAEBLE 3.1
Release Source Receiving Wasers
Point
Number
w1 Surface water - diverter - Shoresciough Brook

TABLE 3.2

Parameter Release Point
No. W1

None

3.3 nmshnbemrdemmwewMimomndvmof
any subsuace prescribed formforwﬁchmﬁmhhspeﬁ.ﬁdhhblelz
mhamﬁmvﬁdhmmmw concentration.

Authorisadon AX4079 17 March 1994
page 7 of 21



MER MAJESTY'S DNSPECTORATE OF FOLLUTION

PART 4
RELEASES INTO SEWER
4.1 AwaskmﬁeAW&mhxotpubﬁcmﬁmuﬁum

Mdh?ﬁkd.l&ﬂn&dyﬁm&m:pedﬁedinnd:hﬂlh
tﬂaadmlyinmtbemspedﬁdinthn'l‘able. .

TABLE 4.1
Release Point Source Public Sewer
Number
S1 On site effluent trearment plant "~ North West Water

any parameter specified in that Table,
TABLE 4.2
Paramezer Release Poim
No. S1
Cadmium mg/l 1
Mercury mg/l 1
Hexachloroeyclohexane Fi77)] 1

Authorisarien AK4079 - 17 March 1994
page 8 of 21
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mmmncpm

PART S
RELEASES INTO ON-SITE EFFLUENT-TREATMENT PLANT

Authorisation AK4079 17 1994
page 9 of 21
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6.1

6.2

6.3

‘.4

MER MATESTY'S INSPECTORATE OF POLLUTION
PART 6

OTHER RELEASES FROM THE PROCESS

ThOp:thneawrinmmmvﬁd:hmdm
mmmmu&.mmﬂmmmmm
plazt or any public sewer (“relevant relesses*) -

@) specifies the means by which compliance ith the general condition
implied by section 7(4) of the 1990 Act is ackieved:

(b)mm&cenlussmhndhd.mnddispu-ddhﬁe
oS Ippropriate-manner and that comaminarion of land is avoided: and

(c)spadﬁsthemmbyvhidmdcfﬁemofmﬂaﬁmm
Sworage of any wastes on the site is achieved and includes the rowes snd
timetable for dispasal of wastes.

mommnuﬁnmmmwhms.xmmm
results of the review in writing -

@mmmmanmmmmm

w)hwu.wmmmyﬁnmhmpdddmm
The Operator shall in respect of all relevant reieases, record - _

mhmﬁﬁm,mnw.&daﬁpdmdﬁem:

(b) the best estimate of the quarsity of the release: and

(c) whether the release was recycied, disposed of or sald.
mmmmymmus&m:ﬁsMMmyw

mhod;edhnAm.mndybemﬁm&eiuinmbaﬁmad
manner described in the Application.

Autheristion AK4079 ' 17 Macch 1994

page 10 of 21
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7. 1

7.2

7'3

7.4

HER MATESTY'S DESPECTORATE OF FOLLUTION
PART 7

REPORTING REQUIREMENTS

| mwm,amammmmmmh

Table A in Schedule 2, report the results of such samples and analyses,
calibextions, eaminations, measurements, tests and surveys as are takes and
Wthmml.s.MdunMh
accordance with condition 1.9.

The reports mentioned in condition 7.1 shall -
whm&faﬁem&n‘pidsndmufum@n’ﬁdhﬁn
Table; and -

m)hmmmmdwnmnmmmzsm
of the end of the reporting pericd 10 which the results refer.

MOWMbymmmnlmyhu:hm-

wwummdmwmammmﬁd
hT&hAhSche&deBwhichmamﬂyrﬂMduﬁngmeMng
year; and

&)mmmummwn&WMm
Forms S3/AR/1 set owt in Schedule 3.

mwwmlywu,MWu&edeﬁm
demdandwimcmchuzeawpydmyspadﬁedcrmﬁcultau&umy
be required.

Authorisation AK4079 - 17 March 1994

pagellof 1
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HER MAJESTY'S DSPECTORATE OF POLLITTION
PART 8

IMPROVEMENT PROGRAMME

mwwmla&enqmwﬁdinhbk&lbywdmm
hmwmmmhmdm.nmmm.dhma

s ———
TABLE 8.1
8.1 m_wnymwn&mdlmhﬂﬁn:kd 30 Sept
.o m&‘umnmhm&gw 1954

given in Table 1.1,

8.2 MCmymnmymammqndymmﬁng 31 March
meniﬁmdmle&mrﬁmemmbenbm 1995
mw«mwmmm«m
Mymd'isﬁndhpmn&mbminedmmmdm.

8.3 mwmmux&mmmmg 31 March
mmqvocmmmmmuu 1995
wmmenqtﬁmofﬁecﬁdlmsﬁtﬁdmNom.
mmm&mmumwuw
Inspeczor.

8.4 mc«:puyahaanoum' ing to establish the 31 March
nmofpmmmmmmum 1995
&maﬁnwmmm

numbers AS and A7. If the results demonstraze that the

mmﬁmhmwmyn’mdhm
w:::m:ﬁmiszbmeo.lswm’.ﬁec:npuy
Mm&wmmmdw.nmh
8.5 mwwmwnmm&w 31 March
of the analytical method being wtilised to messure the 1995
mﬁmdhmﬁmdohmhbmxeb
p@ﬁcmndrzponinﬁnﬁngbﬁe@i&lm.

8.6 mCmpuyﬁananyanapromdmm‘ﬂa 31 March
mwdwmdubmbmw 1995
w&mﬂmm&mhhmu
report its findings 10 the Chief Inspector.

8.7 umwmmmmmwm 30 June
mnmmmmhmum 1995
wmam«mmb
pubﬁcmmwnﬁmﬂyabanﬂjm.mm
Mmmnduningmmenmuﬁrnh

drainage system.
Authorisation AK4079 ' 17 March 1994
page 12cof 21

32



8.8 mwmmm&mh&‘mmbh.l 30 April
amu-mms:ubbamuswmmm 1995
Scrubber.

'8.9  |The Company shall insull flow meters and low flow alarms in 30 April
the circulating fluid lines of the No.1 Building Acid and 1995
Corrosive Storage Ares Scrubber.

8.10 |The Company shall install fan failure alarms for No.1 Building 30 April
Acid aad Ammonia Scrubbers and Special Reactions Plant 1995
Scrubber, - 1

Autherisation AK4079 - 17 Marck 1994

page 13 of 21
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9.1

9.2

9.3

JER MAJESTY'S DEPECTURATE OF FOLLUTION

PART 9
INTERPRETATION

o them,

“the Application® means the Applicsticn by the Operator dated 15 Oczober 1993
mwmnmymmwwlnuxmmum
additional information supplied by the Operator in writing.

"background concentration® has the same mesning as in Regulation 4(7) of the
memmswwm
(S.L1991/472). _
'wmdwm'mm&mnaﬁngui;z?mm&ﬁevmu
Rescurces Azt 1991;

"public sewer® has the same meaning as in the Water Indusry At 1991;

“release point® preceded by the lener A, W, E or S means respectively a point
shown ca 2 m2p or plan forming part of the Application for the release from the
Authorised Process into the air, into controlled waters, into an cn-site effluent
treaznent plant or into a public sewer.

. "Reporting Address® means the address, from time to time aotified 1o the

Operazor, for that purpose by the Chief Inspector in writing: and for the purpose
of this suthorisation the first such actification is: HMIP, Unit 2, Kings Court,
Maner Park, Runcorn, Cheshire WAZ7 1HR.

'V.O.C.'mVohﬂeOmnichpomds.whid:manorpnic
compounds reiezsed to air in the gas phase, expressed as wluene.

‘year® meins calendar year,

References in any condition to & relesse not exceeding a8 Heit shall, in relstion 1 2
limit expressed w0 be 2 minimm, mexa that the relexse shall aot be less than that

Limit,

Nomﬁﬁmhﬁs%ﬁsﬁmmﬁsncbnﬂlmwmgﬁem
di:paslbydepoa’tinamhndcfmﬂdmmwiﬁnﬁewhgdhnn
of the Eavironmental Protection Act 1990.

Authorisation AK4079 17 March 1994
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9.‘

9.5

HER MAJESTY'S DNSPECTORATE OF FOLLUTION

ummm,rammmucfm&mm
air mean -
(dhrdﬁmwmbuﬁmpm.mmh&yﬁrua%d
mx.uamoflmﬁkhmdvizhmmmofB%dryfq
Hquidandpmuﬁn!s,é%dsyfarnﬁdﬁnk.

(b)inulnionwmmhmms.temﬁmunmpuﬁedm
Kmdnamofml.m.ﬁhmm{ermnmm

AnynfmathemﬁﬁuﬁquinfMQafamawinMZor
3mybemdem;formahmnﬁaﬂytotbel&aeﬁeauﬁefemufcndb.

Autherisation AK4079 | 17 Marsh 1994

page 15 of 21
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HER MAJESTY"S INSPECTORATE OF POLLUTION
SCHEDULE 1

NOTIFICATIONS IN ACCORDANCE WITH CONDITION 1.13

Fart A

Name of Operator.

Location of Process.

Names] of the prescribed substance{s] or other substance(s] which might cause barm.
Time, date and location of the release.

Best estimate of the quantity of the substance{s] released or the rate of release and the

Environmental medium imo which the release wok place.
Measures taken, or intended 1o be taken, o Stop the reiese.

PartB

Any more accurste informstion on the notification in Part A
ankm.winmdedbbenkm.bmamdﬁeim’dm

anlu.orhmdgdbbenhn.mnﬁfynymmwwﬁchm
been or may be caused by the release.

mm«mmmmmmmmmmhmz
years.

NOTE

() If any informatien supplied is considered confidentisl, 3 gatement of which
wmﬁa&m&sbmum‘m;mb«:ﬁﬁd.

(b) Units used in Part A and Part B shall be the same a3 those specified for similar
releases in this Awhorisation. .

Authorisation AK4079 ) 17 March 1994
page 16 of 21
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HER MASESTY'S INSPFECTORATE OF POLLUTION

SCHEDULE 2

REPORTING OF MONITORING DATA

Parameters for which dats shall be reported, in accordance with Part 7.1 of this
Autharisation, are lined below.

The data should be subminad em forms included with this Schedule,

TABLE A .
PARAMETER RELEASE REPORTING FORM
POINT PERIOD NUMBER
Hydrogen Chleride A2, A3, M 12 moaths . SAA3
Oxides of Sulphur A2, A3 12 months SUA3
(expressed as sulphur . )
dioxide)
Ammonia Al 12 menths SUA3
Particulaze AS' 12 months S2/AS3
Active Ingredients AS, A7 12 months SYAS3
Anisole A8 12 momths SUAS3
Volazile Orgmic A9 12 months SUA3
Compounds (expressed
as wluene)
Cadmium S1 12 mcaths SUWwi2
Mercury S1 12 months SAUWIR
Hexachiorocyclohexane S1 F12 months SUWIR
Authorisation AK4079 ) 17 March 1954
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BE

opﬂ"." ssasebasscectssonnteces

-

HER MAJESTY'S INSPECT ~ A1n Op POLLUTION

SCHEDULE 2

RELEASES INTO AIR - Refease Summary for

uﬂl"ﬂ .ouuuu-oonc.oco.-uoouuocuuo

Authorisation Number AK4079

TABLE 7.A.3
b !&nmueu
Date Release '
point(s)
: Date.... Signed... (Table 2.2 Compliance)
Authorisation AK4079 17 March 1994

page 18 of 21
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6€

HER MASESTY'S INSPECT “TE OF rOLLUTION

opm'ﬁl' 00600000000000000000000

SCHMEDULE 2
RELEASES INTO WATER - Release Summary for

Authorisation Number AK4079

TABDLE 7.8.2
Paramelers
Date Relense '
i polnt(s) ]
]
R
11T S «Slgned, (Twble 3.2 Compliance)
[] 1 .
Authorissilon AK4079 17 March 1994

pege 19 of 21
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MER MATESTY'S INSFECTORATE OF POLLITION
SCHEDULE 3

LIST OF SUBSTANCES FOR WHICH ANNUAL MASS RELEASES ARE

REQUIRED

Authorisxtion Number AK 4079
Gn accordance with Part 7.3 of this Authoriszrion)
mmmummmwﬁﬁm

TABLE A
SUBSTANCE RELEASE POINT | RELEASED TO | ANNUAL MASS
NUMBER RELEASE
LIMIT/(toan
{where zpplicable)
Hydrogen Chloride A2, A3, A4 AIR .
Oxides of Sulphur A2, A3 AIR -
(expressed s suiphur
dicxide) .
Ammania Al AIR -
Particuiste AS AIR -
Aniscle A8 AIR 4
Volatlle Organic A9 AIR 260
Compounds
(expressed as toluene)
Process efflyent Bulk incinerztion OFF SITE .
vessels INCINERATION
OR USE AS
SUPPORT FUEL
Process effluent Segregated TREATMENT -
- Receiver AND DISPOSAL
OFF SITE
Ot of Specification Waste Disposal INCINERATION -
Intermediste snd Compound OFF STTE
Crude Bulk Drug
Authorisation AK4079 17 March 1954

page 20 of 21



HER MAJESTY'S DEPECTORATE OF FOLLUTION

ANNUAL RELEASES INVENTORY

Releases for Year.....oe..

Operator Anthorisation Ninnber AKW?9

Loation
SUBSTANCE RELEASE ACTUAL ANNUAL
POINT No. RELEASE ar
&g o)

NOTE. If some of the information supplied is considered to be confidential, 2
mdwﬁdﬁmﬁmﬁswﬁandhmmmh

specified.
Date.
Signed
Authorisation AK4079 17 March 1994

page 21 of 21
S3/AR/1
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C CheShire ' Environmental Planning

County Council Commerce Houss
’ Hunter Street
WASTE DISPOSAL LICENCE Chester CH1 2QwW .
NOTICE OF MODIFICATION ian Gilfoyie e mes errmmes
Comtrel of Petintion Act 1974 County Manning Officer
Section 7 Petar C Groifenberg ees svam
Chief Waste Aesguistion Officar

Telephone (0244) 602424

Waste Disposal Licence No. —~ 60509

Name and address of licence holder Imperial Chemical Industries Plc
ICI Pharmaceuticals
Alderiey House, Alderley Park
Macclesfield
Cheshire SK10 4TF

Location of waste facility 1CT Pharmaceuticals
Hurdsfield Industrial Ecate
Macclesfield, Cheshire, SK10 2NA.

NGR 8] 925 755
In pursuance of its powers under the above Ax. ammawywwymmm

the conditions relating 10 the above Waste Disposal Licence issued on 13¢h July 1989 are o be
modified (in acsordance with your applicatios of 19th November 1991) as follows:

Conditions | = 35 shall now read as shown o= the antached sheers.

Such modificarion shall wake place on 12 Mxc:a 1992 x 12.00 hours.

N.B. This licence only confers permission urizr Pant | of the Control of Pollution A= 1974 and
it is the responsibility of the liceace bolder 1o mply with the provisions of other legisiation
including the Tuwn and Country Placning A=:. Health and Safety at Work, exc. At 1974 asd the
Radicactive Substances Act 1960, where app-iable.

12 March 1992
Datad .

Signed -~ ” N KG
County Manning Olficer

See overieat for Statement of Rights of Aopes .nder Section 10 of the Control a4 Pollution Act 1974
23 amended Dy the Coltection and Disposal of ..a3te Reguianions 1988 (S.1. 1988 No 819)
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@ Cheshire

WASTE DISPO$AL LICENCE

FOR ITEMISED DESCRIPTIONS OF
ATTACHED LIST APPENDIX IZI.

~ovem

-%Z VARIQUS EFFLUENT STREAMS SEE THE

County Council
. Continuation Sheet
60909 12th March 1992
Licence No. ......... Date
APPENDIX 1
YASTE TYPE CODE EHYSICAL FORM MAXIMUM
QUANTITY
1. Aqueous Process Effluent x93 Liquid 200 Tonnes
2. Solvent Process Effluent x94 Liquid 140 Tonnes
3. Solvent Process EfZluent X84 Liquid 60 Tonnes
( For Resale )
4. Process Waste In Drums %10 Solid/semi-Solid 20 Tonnes
5. Process Waste In Drums X94 Liquid 14 Tonnes
6. Process Waste In Bulk %10 Solid/Semi-Solid 8 Tonnes
Containers
7. Packed Sales Stock T Selid/Liquid S5 Tonnes
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@ Cheshire WASTE DISPOSAL LICENCE

County Council
. Continuation Sheet
60909 12¢h March 1992
Licence NO. ce.ee e, @O ...t
1 The area which is the subject of this site licence is shown outlined in
blue on the attached drawing No M/01/B10S1G FEB 89.
2 Storage and processing of special waste materials shall only take place
within the areas outlined in red on the attached drawing No M/01/B1051G
FEB B89.
3 The types and maximum quantities of special wastes permitted for

storage are shown in the attached Appendix I and are itemised in the
attached Appendix III. Only special wastes arising on the producers
premises, as outlined in blué€™bn the attached drawing No M/01/B1051G
FES 89, may be stored on-site.

4 Subject to the site licence conditions, the site shall be operated in
accordance with the Working Plan attached to this licence as Appendix
II and II(a).

SITE PREPARATION

S Site control cffices shall ke located as detailed in the Working Plan
Appendix IX sectioa ii) (¢).

6 All tanks used to store special waste shall be located in areas
constructed with impermeable bSases and bund walls. The capacity of the
bunded areas shall be sufficient to contain, at all times, at least
110% of the volume of the largest tank situated within them,

7 Special waste storage areas for drums and/or bulk containers which
contain semi-solids or liguids shall be constructed with inmpermeable
bases and bunds as detailed in the attached drawing No M/02/E150168.

8 Boundary fencing, gates and access at the site shall be as cetailed in
the Working Plan Appendix IZ sections ii) (a) and (b).

WASTZ STORAGE - OPSRATICN

9 The minimum levels of illunination within the special waste storage
areas shall be maintained above:-

(i) 400 lux, measured at the instrument eor control, where pecsonnel
are required to read or operate instruments or centrols.

{ii) 200 lux, measured at g-ound level, where personnel are required
to carry-out manual cperations.

10 Subject to condition 9 the site may be operated 24 hours per day, 7
days per week.

11 Special wastes shall not be nixed or bulked in such a manner so as to
give rise to uncontrolled Teactions or the emission to atmospnere of
noxious fumes or odours.

12 Special waste shall only te stored in containers of a construction and
design suitable for the materials they contain.

12 The site shall be manned and sdpervised as detailed in the Working Plan
Appendix II section iv) (d).



@ Cheshire WASTE DISPOSAL LICENCE

County Council
) Continuation Sheet
60909 12th March 1992

Licence NO. .o Date....................... creenteetesrrs s aaeseees

14 The boundary fencing and entrance gates shall be inspected daily with
defects being beins repaired within 24 hours.

15 The bases and bunds of the drum, tank and bulk container storage areas
shall be checked daily with any defects being repaired wizhin 3 days.
E_TANK

16 All spillages within the storage tank bunded areas shall be removed
forthwith. —

17 Each storage tank shall have the following :-

(i) A contents gauge maintained in full working order

(ii) A clearly macked identification number as detailed in the Working
Plan Appendix II section ii) (d).

Gl
L
1Y)

PE W,

18 Incompatible wastes shall not be stored in the same storage bay.
fach special waste stcrage bay shall be demarcated by:=-
(1) An impermeable bund wall, a minimum of 0.15 metres high or

(ii) When all drus=s containing special waste are stored on pallets, a
0.01 metze wide line of contrasting colour, marked oa the base.

19 Drums containing special waste shall cnly be stacked in a secure
manner.

20 All spillages witiin the drum Storage area shall be removed fer:zhwith.

21 All drums, within 2 storzge bay, containing corrosive waszes shall be

stored on pallets.

22 All drums containing special waste shall be sealed and stored in such
a4 manner that the drum coadition, identification markings and contents
can be readily checxked.

<3 The special waste drum storage area shall be inspected at leas: daily
to identify any leaking or damaged containers. Any such conzainers
shall be removed anZ repackaged immecdiately.

243 Drums or bulk cecazainers which contain special wastes which reac:c
adversely with water shail be stored under cover.

23 Drums containing mcre ta2n 50 litres of waste material shall only be
handled by mechanical eguipment designed to handle such containers.

6 Special waste cecntzained in drums shall not be stored cn site for
periods in excess cZ § mzatas.

27 All drums contain:in s;eciai waste shall be labelled with an
identification mark so zh2z the waste type and the date of enizv into
storage may be cetarmineZz.



@ Cheshire WASTE DISPOSAL LICENCE

County Council
Continuation Sheet
60909 12th March 1992
LiCACE NO. ..ot Date .ttt
S OF SPF W, ™
28 Special waste shall eizher be stored in enclosed skips or covered open

topped containers.

MONO MUNCHER

29 The mono muncher shall be constructed as shown in drawing No.
MO2/E/196776 and shall enly bewcperated as detailed in appendix II(a).

30 Only liquid waste with a flash point greater than 30% and any solid
waste, shall be treated in the mono muncher.

RECORDS
31 A written record s:kall be nade of the type and quaatity ( in scnnes )

of all special was:ze, placed into or removed from storage, in each 24
hour perieod.

32 A summary of all special waste removed from storage shall be made
annually. This =cecord shall be forwacded to the wWaste Disposal
Authority, to arcrive not later than by the l4th January cf£ the
subsequent year.

TTT OPTRAMY
33 The terms and condis=ions of this site licence shall be made k=own o

any person who is given responsibilizy for the managemen:z or coansrol of
the special waste storage facility.

34 A copy of this site licence shall be kept available in site offices as
detailed in the Working Plan Appendix :iI section ii) (ey).

35 This site licence shall remain in force until 13 July 1994 e uacsil
this licence is surrendered to the Waste Disposal Authoricy.



@ Cheshire WASTE DISPOSAL LICENCE

County Council
Continuation Sheet
60909 12&¢h March 1992
Licence NO. ... DB e
APPENDIX I
YASTE TYPE SORE BHYSICAL TFORM MA XTI MUM
QUANTITY
1. Aquecus Process Effluea: x93 Liquid 200 Tcnnes
2. Solvent Process Effluent  x94 Liquid 140 Tonnes
3. Solvent Process Effluent x84 Liguid 60 Toznes
( For Resale ) .
4. Process Waste In Drurs N10 Solid/semi-Solid 20 Tonnes
5. Process Waste In Druas X94 Liqui 14 Tonres
6. Process Waste In Bulk ulo Solid/semi-solid 8 Toanes
Containers
7. Packed Sales Stock N1l Solid/Liquid 55 Tonnes

FOR ITEMISED DESCRIPTICNS CF <xz VARIOUS EFFLUENT STREAMS SEEZ THE
ATTACHED LIST APPENDIX Iz,
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C14HO65M/S3E2

Mono Pumps Ltd Muncher Division

7.5/11.0 KW 1440 rpa

Fitted vith either 10 mm or 15 zm mesh

The Mono Muncher is ficted with a dust extraction sSystem
which is incterlocked with the starter. A covered roller
counveyor is used to transfer waste from the Quarantine
Area and fire doors protect both areas from
conflagration caused by tunnel effect. The Mono Muncher
cannot be operated while the collection cabinet doors
are open.

The Mono Muncher is used to destroy the identicy and
integrity of sales packs and dosage forms. It will
accept whole boxes without the need to unpack individual
items. All solid formulations can be handled. Only
liquid formulations having a flash point greater than
30°C are permitted to be passed through the Mono
Muncher.

The maximum size of box which the machine can
accommodate is 275 x 275 x 500 mm.

The Waste Disposal Area occupies a position on the
eastside of the Macclesfield Site. It is located on two
levels and is bounded by Site Roads R12 and R3. The
Mono Muncher is located at the lover level adjacenc ro
Road R12, while the upper level includes both irzernal
and external Quarantine Areas.

The Waste Disposal Area is serviced by drains which
discharge into the Macclesfield Site trade effluenc
System. Spillages if not retrieved at source are

‘contained in the trade effluent balancing tanks. The

Shift Effluent Operator may be readily contacted by
radio. Following treacment and/or discussion with North
West Vater Trade Effluenc Inspectorate the contencs

of the balancing tanks may be discharged in a concrolled
way to the North West Water Effluent Treatment Works at
Prestbury,

Trade Effluent discharge from the Macclesfield -Site is
controlled by a legally bincing agreezent with Norsh
Vest Water.

All wascte arisings delivered to the Waste Disposal Area
Tequiring prectreatment through the Mono Muncher are held
in cthe intermal Quarantine Area at the upper level of
the Waste Disposal Area. The product from the Mcno
Muncher is collected in lined fibreboard kegs or druss
and stored adjacent to the Mono Muncher at the lower
level of the Wasce Disposal Area (adjacent to Road R12)
until an economic load has been accuxulated.



Aqueous Precess Effluyent

E;' Solvent Process Effluent

v

Trichloroethane
N-Butanol

N-Butyl Acetate
N-Hexane

Acetone
Acetonitrile
Chloroforn
Cyclohexane
Dimethyl forzamide
Ethyl Acetate
Ethyl beazene
Isoburanol
gethlethylketone
Methylt-buctylecher
Methylene Chloride
Monochlorobenzene
Petroleum Zther 60-80
Sec Butanol
Solvent 20

Solvent 30

Solvent 60
Tetrahydrofuran
Toluene

White Spirit
Xylene

Ethanol

INS

Isopropanol
Methanol
2-Methoxyecthanol

Solvent Process Effluent
For Resale

.

APPENDIX ITT

-1 -

The effluent will contain 1-3% acetone, 2-12%
mechanol, 1-5X ethanol and 0-5Z ocher solvents
such as n-propanol, isopropancl, n-butanol,
isobutanol, and similar non-halogenated solveats
eg trace oftoluene, the balance being vater.
Neutralised acetic acid and formic acid will be
present. Dissolved solids will be sodium
chloride, sodium sulphate, pharmaceutical by-
products and the sodium salt of p-toluene
sulphonic acid.

The effluent composition will vary depending on
the manufacturing activity but che following
solvents could be present in the effluent
stream.

The effluent will consist of aqueous INS
containing up to 60% INMS.
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Process Waste in Drums
“Categorv 2"

"Cazegoty 3~

-2 -

The waste will consist of solids, tablets,
capsules, spheroids and povders adn will contain
one or more of the followving excipients and one
or more of the following basic chemical
ingredients.

The waste will consist of fluid medicinal dosage
forms, creams, ointments, gels and liquids and
will contain one or more of the following
excipients and one or more of the following
basic ingredients.

——

Categorv 2 Basic Chemical Ingredicn:s

Alprenolol Hydrochloride BP (I
Antasil (Stuare)

*aAatcycide! Chloride, Quinapyr
'antcycide’ Methyl Sulphate, Q
‘atromid®' S Clofibrate
*Avloclor' Chlorogquine Phospha
tAvlosulfon' Dapsone BP
Avlothane Disp Powder
Bacitracin Zinec BP
Bendrofluazide BP

Benzocaine Ph Eur

‘Cecavlion®' Cetrimide Ph Eur
Chloroquine Sulphate BP
Chlorthalidone BP

Clioquinol BP (Chinoform)
Dapsone BP Powder

Dialose Capsules

Dialose Pluse

Diethyl Toluamide

Dihydro Streptomycin Sulphate
Fluocinolone Acetonide BP ('Sy
Fluocinonide (Metosyn)
*Fulcin®' Griseofulvin

Gamma Benzene Hexachloride BP
Gibberellic Acid

Gitberellins A4/A7

Gum Tragacanth

'HibZtane' chlorhexidine Aceta
C=lorhexidine Hydrochloride BP
'Zzperacin' Oxytetracycline
'Inderal' Propanclol Hydrochlo

njection grade)

anine Chloride B Ver C
uinapyramine Sulphate B Vet C

te BP

BP (Ver)
nalar')

te BPC

ride B?

Isocthipendyl Hydrochloride 3PC (Nilergex, Andantol)

‘Zazudrine' Chlorproguanil Eyd
Levaniscle Eydrochloride
Lcuse Powder

“e-robamate (Mepavlon)

rochloride BP
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Myso.:ine Primidone BP

Neomyvein Sulphate Ph Eur

Oxyclozanide B Ver C

Oxyte:zracycline Calcium salt
Oxytetracycline Dibydrate Ph Zur
Oxyte:racycline Eydrochloride Ph Eur
'Paludrine' Proguanil Hydrochloride BP
Penicillin G Procaine

Penicillin V Potassium BP (Phenoxymethly penicillin BP)
Phenothiazine

Phenytoin Sodium BP

Polymyixin B Sulphate Ph Eur

Povidone BPC ~
Povidone - Iodine USP

Prizaquine Phosphate BP

Razoxim Razoxane

Sodium Nitrice

Spartakon

Streptomycin Sulphate Ph Eur
Sulphaguanidine BPC

*Sulphamezathine' sulphadimidine Ph Eur
*Tenorxzin' Artenolol

"Tetz0501' Monosulfiram

Tetzamisole Hydrochloride B Ver C
*vivalan' Viloxazine Hydrockloride

Excioients Include:

Acacia

Alginic Acid

Aluzinium Hydroxide dried Gel MSP
Antifoan

Beeswax

*Biostok® Urea Mineral
Brilliant Blue FCF Aluminiun Lake
Calcium Carbonate

Calcium Carboxmethylcellulose
Calcium Chloride

Calcium Phospbate BPC
Cacphorguinone

Cazbopol 940

Carzine No 1

Carnauvba Wax Yellow

Cezo Stearyl Alcholol

China Clay

Colophony BP

Disodium Edetate

Dispersed Dyes (various)
Zdicol Dyes (various)
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Ezpilans

Ethyl Cellulose Grade NSO
Eucalyprus 0ii Ph Eur
Gelactin BP

Celatin Byco C
Gluconolactone

Glucose

Glycerol

Glycol Dimethacrylate

Ground Limestone
Hydroquinone AR .
Hydroxypropylmethly Cellulose

Iron Oxide —

Kaolin

Lactose

Lissamine Fast Yellow
Magnesium Carbonate

Magnesium Hydroxide

Magnesium Stearate

Maize Mineral, Vitamin Supplement
Maize Starch

Mal:zia 10

Malecrin 100

Magaitol

Menthcl BP

Methanol

Methylated Spirtits

Methyl Cellulose
Microcrystalline Cellulose 3PC (Avicel)
Cpalux

Opacode, Inks (various)
Opaspray

Patent Blue V

Pharmacoat

Povidone BPC )

Powdered Vegetable Stearine
Primojel

Saccharin sodiuam BP

Shellac

Sodium Carbonate

Sodium carboxymethyl cellulcse
Sodium Ethyl Hydroxybenzcate BP
Sodium Hydroxide

Sodium Lauryl Sulphate (Empicel LZV)
Scdium metabisulphite

Sodium Propyl Hydroxybenzoate
Sodium Sulphirte

Soflor Fresh Air Perfume
Sorbitan Monostearate (Span 60)
'*Sorbitrate’' Sorbide NitvTate
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Starch

Stearic Acid BPC
SucrTose

Sugar, Confectioners
Synperonic

Tale

Tactaric Acid Ph Eur
Tartrazine

Thyazel

Tizanium Dioxide BPC
Topanol OC

Tragacanth -

Vanillin Red Bond
Vinyl Silane
Vinyl Uzethane

"Categorv 3 Basic Chemical Ingredients

Antasil
Atromid S

'Avloclor' Chloroquine Phosphate BP
Bacitracin Zinc BP

Benzoin Tincture Compound BPC
‘Cetavlion’ Cetrimide BP

Chinoform (Clioquinol)
Diethyl Toluamide

imethyl Phthalate
Diothyl

'Epodyl' Ethoglucid

Fluocinolone Acetonide BP ('Synalar')
Fluscinolone ('Metosyn')

'Fulcin' Griseofulvin Ph Eur
Camma Benzene Hexachloride BP
'Hibitane' Chlorhexidine Acetate BPC
Chlorhexidine Hydrochloride BP
Chlorhexidine Gluconate

*Inderal' Propanolol Hydrochloride BP
Iodophor Av (Iodine/Antarox)
Lapudrine Hydrochloride

Levamisole Eydrochloride

Levamisole Hydrochloride

'Mysoline' Primidone BP

Naseptin

Neoamycin Sulphate Ph Eur
Oxyclozanide BP (Ver)
Oxytetracycline Calcium Salt
*Peptavion’ Pentagastrin B?
Stezibath .
'*Sviphamezathine' Sulphadizidine Ph Eur
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'Sulphamezathine' Sodium
‘Tetmosol' Monosulfiram BP
Tetramisole Hydrochloride B3P (Ver)
‘Yivalan' Viloxazine Hydrechloride

Ixcioients Include
=22 0nts lnc-ude

Acetone
Alcohol 95X B?
Amerchol CAB
Apinoxid WS 35
Anmonia (N/1)
Ammonyx LO
Aniseed 011
Arachis 011 BP (Groundnur 011)
Arcton II (Trichlroflucromechane BPC)
Barium Sulphate
Benzyl Alcohol BP
Benzyl Benzoate BP
" Borax Ph Eur
n-Butanol AR
Butylated Hydroxytoluene BP (Topanol 0C)
Calciuvm Chloride
Carbdopol 940
Caster 011
Cetostearyl Alcohol BP
Citoic Acid Ph Eur
Citronella 0il BpC
Crepopher RH 40
Deodoriser Liguid
Discdium Edetate BP
{spersal 0G
Edicol Dyes (Various)
Empilan CDE
Enythrosine
Escalypeus 011
Flavour (various)
Fornaldehyde Solurion
d-Gluconolactone
Clycerol Ph Eur
Herbacol
1:2:6 Hexanetriol
Eydroxypropyl Cellulose (RKlucel HF)
Isopropanocl
Kaolin
'Keltrol' Gum
Lanclin
Linalyl Acetate
Lissamines (éyes various)
Loramige



Lubrol

Menthol BP

Methlyated Spirits

Methyl Hydroxybenzoate Ph Eur (Nipagin M)
Miraaol

Natrosol

'Nipasept' (Methyl Ethyl Propyl Hydroxybenzoate)
Paraffin (liquid)

Perfumes (various)

Petroleum Jelly

Piperonyl Butoxide

Pluronic

Polyethlene Glycol

Polysorbates (Tveens)

Povidone BPC

Propylene Carbonate

Propylene Glycol Ph Eur

Propyl Bydroxybenzoated Ph Eur

Rhodamine B

Saccharine Sodium

Silicone 0il (Dimethicone BPC 1000) Simethicone USNF
Sodium Acetate BP

Sodium Alginate (Manucol)

Sedium Carboxymethly Cellulose

Sodium Chloride

Sodium Citrate Ph Eur

Sodium Cyclamate

Sodium Echyl Hydroxybenzoate

Sodium Hydroxide

Sodium Lauryl Sulphate

Sodium Hetabisulphite

Sodium Methyl Hydroxybenzoate BP (Nipagin M Sodium)
Sodium Propyl Hydroxybenzoare 37 (Nipasol M Sodium)
Sodiva Sulphite BPC

Sortitans (Spans)

Sorbizel

Spike Lavender 011

Stearic Acid BPC

Stearyl Alcohol

Synperonic

Talc

Terpineol BP

Terzinoclene

Thiomersal BP

Tragacanth

Triethonolamine

Vanillin BPC

Beegum HV

Waxcline (dyes various)

White soft paraffin BP
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Process Waste in Druas

Process Waste in Skips

Ceneral Wasze in Skips

Packed Sales Stock

IQ and Out of Shelf-Life

-8 -

The vaste consists of a mixrture of liquid
effluents arising from the Laboratories Block
and from Development Plants not linked to bhe
Bulk Effluent Collection System. Composition is
similar to stream 2.

The vaste will consist of the following:

a) the residue from a mono muncher and will
contain fragmented plastic, aluaminium,
glass, cardboard and other packaging
materials and will include category 2 and
category 3 excipients and basic chemical
ingredients.

b) laboratory waste such as filter paper,
broken glass, quantities of chemicals and
excipients arising from experimental or
analytical work but excluding cyanides,
known carcinogens heavy metals and
radiocactive wvasrtes.

e¢) Category 2 and category 3 excipients and
basic chemical ingredients.

d) Carbon and filrration media

e) Airfilters containing traces of
pharmaceutical products.

The waste will consist of salvage, cardboard,
plastic and package components, which include;
outers, cartons, sachet foil, divisioas,
collapsible tubas overwrap, instruction cazds,
uncentamcinated glass and plastic bottles.

The waste will consist of solid/liquid dosage

forms and will contain category 2 and 3 basic
chemical ingredients and exciplents.
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SKi0 4TF - Chemical -

Teleorone Alderiey Ecge (0625) 532528 r Or Industries

Telex 5/2095/569388 — Limited
Pharmaceuticals
Division

Mr W H Crackle .

Assistant Director, Legal Services

North Yest Water Authority

Dawson Eouse

Great Saniey

Warrington

wAS5 3LW.

Your ret Qur ret Tel ex?‘ Date

MJO'B/MJB/SMT 9 March 1977

Dear Mr Cracile,

TRADE ITTLUINT AGEENT DATED 24 SEPTRBER 19

I should be gratefnl if you would accept this letter as ICI's notice to
you that we wish to use the pethod of direct reimbursement provided for
by Clause 4(c) (1) for Phase III of the agreed extension progracme.

I should be grateful if you would acimnowledge receipt by signing and
returning the enclosed copy of this letter.

Yours sincerely,

M J 0'Brien
Division Secretary

AGREED AS ABOVE

Wt Crackls. . Aasbant, Dissckor., Lagnl Sorvicas

e s oevnssacsessesTesogdo e ¥R oo

For and on behalf of North West Water Authbority

pLYY q77.

Date ..J!.... Rt = A S AL cesevas
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Alderiey =cuse Alderniey Park :
Maccte:ne?: sC:.‘:esr'.ute Y Impen_al
SK10 477 Chemical
Telephcre Alceriey Edge (0936 § 2828 Industries
Telex 652505/ 669388 (ICIPharm Aldtey) Limited
Telegrama Aviont:x Macclestield
Pharmaceuticals
Division
Mr.V.5.Crackle, .
Assis=ant Director, Legzl Services,
North 7est “ater Authority,
Dawson House, .
Great Sankey,
Warrington, WAS LY.
Your ref Our ret Tel ext ~— . Date
MJO'B/IJH/ALS 20th September, 1976.

Dear ir.Crackle,
TRADE EFFLUSNT AGRETISIT DATED 24TH STPTEWM 1975

Clause 6(1)(d) of the above Agreement provides Ifor a review
of the factors in Clauses 6(1)(a) and (b). This review has taxen
place and I would accczdingly propose that our Agreement is amended
as frca 24th Septempber 1676 by replacing exdisting Clauses 6(1)(a)

and (b) by the following:=-
#6., (1) As to strength

(a) 63,420 1bs. C.0.D. per week (ilonday 9 a.m. to lMenday
9 a.m.) subject to peak load of 9,966 lbs. C.0.D. per
day in any one day in e defined week until tke said
extensions are completed and thereafter

(b) 95,130 1lbs. CO.D. per week (ifonday S a.a;. to londay
9 a.m.) subject to a peak load of 14,949 lbs. C.C.D.
per day in any one day in the defined week."

As the review has not taken place entirely strictly within
the tize scales prescrited by existing Clause 6(1)(d), I propose
that this Clause should now read as follows:—

nICT and the Authority undertaie to review the factor in the
above foroula at two year intervals from 24th Zeptember 1976.
e C.0.D. loadings in (a) and (b) above will be modified as
required by the formula using the mutually agreed factor.”

If these proposals are acceptable to you would you please
sign ard return the enclosed codY of this letter.

Yours siﬁc-zel ’
\_L))Q /_1‘ [

Divisicn Secretary

. [ BNV 2 LI- ~—— ]_S‘OGEL“. ﬂ}b.é TWE CLEBNS AwaRD
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-Q)MH,. day of

One-thausa.nd nine bunired ard sevexsy-five

AN AGREEMENT oade the E
BETWELEN NORTH WEST WATER AUTIHORITY whose prizsizal
office is at Dawson House Creat Sankey Warringtoa in the County

of Cheshire and their suczessors (hereinafter called "the

- Awtkority®) by WILLINM HUSH CRACKLY. ies Solicitor and duly

authorised ageat of the cne part and DIMPERIAL CHEMICAL
DIDCSTRIES LIMITED vhose registered office is situaze at

. Inperial Chezical House Millbank in the City of Westzinster

" (Bercizafter called "I.C.I.") by MICE.ZL JOSIFR O'IZID

their duly authorised agent of the other part
YVREREALS
(1) I.C.I. are the owners of a factory site and precises on the
Rurdsfield Industrial Estate Macclesfield (hereinafter called
¥the Works®) as is shown edged red on the plan atticied hereto
2) I.VC.I. discharge fro= the Works trade effluent azd pollutzaed

surface vater being the surface vater run off froz an izpervious

. area of the Works (hereinafter together referred to as "the

Effluent") into the tuthoricy!s sewers

"(3) The terms and condirions upon which the Authorisy's

- predecessors in title and the Authority have previously accepted

the discharge of the Effluent from the Works were cantained :.n

.ln Agreement eatered into wnder the powgrs cogtaized in Sectioz 7

. of the Public Health (Drainage of Trade Premises) Act 1937 as
-modified by the Puilic Eealth Act 1961 (hcreizafrer called "the

;. Acts") and cade between the Mayor Alderzmen and Burgesses of the

Borough of Macclesfield and I.C.I. which is dated the Fifteeath

:day of Octcber One thousaznd nine hucdred and sixty-three

(4) The Authority are desirous of carrying out extensions to

" their Scwage Trcatzent Works at Butley Lane Prestiusy (hercin-

after callcd "the Treatzent Works") and have agreed with I.C.I.

‘t0 allow in such extensions for an increased treat=eat capacity

L e o  ——_ . T AT LfR.tLa . .. . .-
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3.

in crder to receive an increased volime and strengih of the

Efflucat from the Vgrks tpon the teras and conditicns hereinafter
appearing
VHEREBY IT IS HERESY AGRESD as follows:-
THE Authority in exer:i:se ot; their powers wnier the Acts
and all other powers. erablins them to do so hereby agree with
I.C.I. .that during the ciwzTercy of this agree=zent I.C.I. may
dischz;'ge into the Authcority's sewers at :h‘e poi=ts of discharge
marked A and-B on the plan attached hereto (kereirmafzer called |
the said plan) all the horeinafter recited Efflueat not exceeding
the quantities set out in Clause 6 hereof
THIS _.Aérecnent skall replace t‘.-.g aforeceaticred Agreezent
dated the Fifteecth day of Cctober One thousand nize kundred and
sixtyethree and shall coze into force on the signing of this
Agreezent and shall coztinue in force wntil determination in
accordance with (.:huse 3 hereof i
THIS Agreepent shall not be terminable by eitzher party
wotil such time as the capital referred to in Clause 4(a) and
4(c) bercof has been repaid and thereafter may be deterained by
six months! wvrittea notice by either party provided however that
such notice of te:::.i:.a.r;.on zay not be given unless sutually -
acccptable alternative arrangements have beez zade for the
reception and treatseant of the Effluent
I.C.I. will pay to the Autkority as follows:~
(a) Loan charges half yearly on the Thirtiech day ~
of Septezber ard the Thirty-first day of March
each year in respect of i~
(1) the proporziom of the total desiga flow
of fifty-eight million gallons pe> day
attributable to the reservation of oze
point two million galloms per day fcr -
I.C.I. applicd to the balance of ke

‘capital expended by the Authority's

T - .- .- L * -
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(b) The Au;heéity bereby undertake in consideratica of

(e)

(2)

(3)

- - cocne « o s .

px-edccessox_'s in laving the sewer from
Beech Bridge to the Treatzent Works

the balarce of tie capital expended by
the Authority's jredecessors together
vith any capital yet to be expended by
the Autherity on the Oge thousand nine
hundred and fifty-six and One thousand
nine hundred and sithoxfe extentions

to the Treatzent Works referred to in

the ;;ove recited Agreement dated the
Fiftcenth day of October Cne thousand
pine hundred and sixty-three in the
proportion as is izcluded in the Schedule
datced the Secord- day ot Sovember One
thousand nine hundred and seventp-two
prepared by Messrs. Mander Raikes and
¥arshall a copy of which is annexed hereto
In this clause loan charges means equal
balf yearly instalsents of prizcipal
together with interest at the Authority's
average rate and canagezent expenses
apportioned on the outstandine debt iz
le;ordax:ce vith and as defined in the model
Institute of Public Fizance u:d Accouxtarcy

- Copsolidated Loarns Fuxd seh:u

the paymcat of the izstalments referred to in

Clause 4(a)(1) to reserve one point twe millica

gallons per day capacity in their main drainage

systez for the recepticn of the Efflucnt frem bt &

In respect of the capital to be incurred on the

proposcd extension to the Treatment Works that

proportion as is included in the aforcmentioncd
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Schedule 2ated the Sceend day of .\;c\'ezber
Oge thousand nire hundred and seventy-two
prepared by Messrs. Mander Raikes and Marshall
; either:=

(1) direet reizbursescn: payzent being zade
" as erpendi:ire is inci=red by the
. ] Authority and instalments being paid
‘ \;i:.‘\in Tweanty days of receipi of a
certified zccount froa the Director

of Finazce for the tize being of the
Authority eor .- i
(2) ) eqx‘:al‘l'nl.’ yearly instalzents on the
Thirtieth day of September ard the Thirty-
first Jday of March each year of pri=cipal
and interest together wvith managesesnt
expenses or.a. period of twventy-five ycars
fromn the end of t!'.e financial year in whick
the final capital payment is made the )
interest rate bteing the average rate of -
i.n'teres: charged by the Xational Loans Furd
for loans of Twenty-five yoars over the
pericd of construction provided that diring
comstruction interest only at the average
rate vill be chargeable and the Authority
shall provide I.C.I., with the test est:’.n;te
; " of progress of the said extensions at
resonable intervals and with a buigeting
‘prograzme on a quarterly basis

(d) (1) Quarterly charges to cover the reception and

treatment cOStS ca.lcuhteq on the cwrent

fermula as set out in Clause 4(d)(2)

— v Sm————

(excluding fro= the calculation thercof any

loan charges incleded in the calculation

W V. EIR.L 3C.
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of Clause 4(a) and 4(c)) of the Effluent
actwally discharged by I.C.I. froa the Works
to the Treatzeat Works

(2) The aforesaid :urrcxi: forzula is as follows:-
(Tep™ - Tep’®)  (ss®eS - 55T
g + ¢ -
(top*® - 1op*®) (S5 - s5°F)
Vhere:= x = total charge per Onc thousand

x=a+b

gallons in perce
a = prelicinary trcatment cost per
One thousand gallons of sewage
received in penc'e
b = bioclogical purificatien cost per )
* Ome thousand gallons of average
strength settled sewage in pernce
¢ = sludge disposal costs per One
-thousand ;a?lam of average strenzth
.‘seva.;e in pence
TOD = Total Oxygen Dezand in wme/1
SS = Suspended Solids in mg/l1
te = Trade effluent
fe = Final effluent
_ tes = Trade effluent (shaken)
us = Mixed sevage
ss = Settled sevage
(e) Quarterly charges to cover the conveyance of the
Effluent from the Works through the Authority's
sewers to the 'rreataa.cm Works calculated as detailed
belov on the actual cost of maintaining the égvgrs
during the fimanecial ycar ended Thirty firss da; of
March The actual cost shallbe the ascertaincd gross
expcnditire for _fhe year on or in comncction vith
the repair and maintemance of such sewers togcther

wvith capital charges rates and taxes on thosc sewers
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i coaveying the Effluent and a reasonable vrovortion

. -—

of the central adzinistrative px—crses after

! deducting all income specifically azpertaining
to such sewers but other than charges for the

» \ .
conveyance of trade efflusnt as certified by the

said Dircctor of Finance The total flow Passing
through aI.L. severs shall be the 2otal for the yeas

as received and recorded at the Treatsezt Works

by the Cfficer appointed for that pwrose by the

Authority (hereirafter called'the Cfficer”) The

» calculation of the said charge in pence per one
- thousand gallons of the Efflue=t conveyed shall be

as follows:-
@+ ’
v - — x 160 pence
( Q)
Ve Chu-:e- in perce per Ozc thousazd galloas
discharged .

L = The total loan charges in poumds sterlirg for
those sewers vhich carry the Efflucnt LBS
all loan charges relating to the Beech Bridse

. Outfall Sewer

¥ = The revenue cost in pounds sterling of sewers
carrying the Effluent to the Treatscnt Works
including repair and saintenamce rates zaxes
and insurance and a reasonable ;roportion of
central adninistrative expenses less all
income except that arising froax charges for
reception of trade efriuent

Q = The total flowv received at the Treatzeat Works

- in thousaeds of gallons per year as certifiecd
by the Officer

(f) The provisions of Appendix A to The Asressent shall

apply for the purposes of calculating tic charges te
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be made iz pursuance of Clausc 4(d) ard i(e)
bereef
I¥ respect of the pay=ents to be made by I.C.I. under
Clause 2(d) and 4(e) herecf the Authority will notify I.C.I. as

. soon as possitle after the firs: day of April in eack rear the

estizated charge for convevance Teception and treat=ent of the

Efflvant for the casuing year and will render an acceimt to

1.C.I. as paysepts on account at the end of each quarzer of the
suz due in respect of the said conmveyance recepricn and
treatzent during that quarter and such sw shall Be payatle by
1.C.I. wvithin Sixty days of the accownt b.eir.g rendered As soon
as pessible after the Thirey-Tirst day of March a recenciliaticn
account shall be sent to I.C.I. tased on the aczual cost and )
tte appropriate adjustsent to payments alrcaéy pail on account
shall be made
THE load upon the Treatment Works in respect of the
Bfflvent shall mot exceed .
(1) As o strengta
(a) 58,300 1bs. C.0.D. per veek (Monday 9 a.a:.
<o Mopday © a.3.) subject to peak lsad of
9,240 1bs. C.0.D. per day in any ore day in
‘the defined week until tke said exzeasices
are cozpleted aed the;.'elfter
(v) 83,200 Ibs. C.0.D. per week (Menday @ a.a.
to Monday 9 a.m.) subject to a peak load of
13,860 1bs. C.0.D. per day in any cne day in
the defired week
(¢c) For the purposes of this Clause tae caleculation
of the Cheaical Oxygen Demand (C.c.2.) skall
be excopt as modificd by agreemcnt stween
the Authority and I.C.I. as follows:-
€.0.0. (in me/1) = B.0.D. (in &z/1) x 1.4

(d) I.C.T. and the Authority wndertaks to roeview
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the facsor in. ths above fermuly wiztiin nice
- * montks of tke Agree:ént ce=inz ints ferece and
at further Tvo year]:y intervals The C.0.D.
loadirg in (a) a.nd (b) atove will ¢ zcdified
as required by the forzula using the updated
sutzally agreed factor
.. (2) As to volize .
(a) 4.9 =illien gallens per week (Meziay 9 a.z.
. : " to Monday O a.3.) subject to a peai load of
0.84 =illion .‘a.nons per day ia azy ome day
in the defined week tatil the sail memio:;s
- are cozmpleted and thercafter
(b) 7°'=illien galloss per week (Momlay 9 a.2. to
MozZay 9 a.n.) subject to a peak {low of
. 1.2 =illion gallons per day cn any one day in
the defined week
7. THE foregoing figwre of vslumerric load afler the
completion of the said extcasions shall e sutject o 2 zaxiac
discharge of 62,580 gallons in onme howr in a=y cne day provide

always that I.C.I. shall use their best emdeavarss ta limit th

rate of discharge to a total pericd of ops kalf howr in any or

day

8. (1) For the pwrpose of this Agree=est the date of

) cemplezion of the said extensionms shall bte construec

as the date from vhich the Auvthoricr cer:i.‘.‘iés to

I1.C.I. that the Treatment Works as extended are

c.apa.hle of accepting the Efflueat specified in

Clause 6(1)(b) and Clause §(2)(t)

’ - (2) During the period from the date berecs wncil the
date of cecpletion of the said extensions I.C.I. ma

cre discharge quantities of the Effluczt in excess of

the quantities set out in Clauses 6(1)(a) and 6(2)(

in accordance wiih the availability ¢f insreascd
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9 capacity in the Treatzent Works as certified by

the Officer

9.

(5.) The composition and tesperature of the Effluent

passing through the drains marked "C" on the said

. * ' plan shall coemply with -the following conditicns:-

)
(11)

9 - (4i1)

(iv)

..

L\

)

(1)

o

% Fend

(viii)

——

the tesperatwre shall not exceed 43. 5%
the pH valuc shall nmot be less than 6.0

nor more than 9.5

the Effluent shall not contain (a)'calcim
carbide a.;:% degreasirg solvcnt_ of the acno

& or trichlorscthylene type anfs sroduct
wvhich prodoces under the éonditior_xs
appertaining in the sewers inflarmadle vagour
sxch as petrolew= spi:'i': a.n’y( other wvolatile
petrolew= product ar-‘a'ny infla=matls solveng
nor (b) yeast ‘ :

the total selid§ in suspension incluling grease
and oil shall not exceed Five hunired
willigrammes per litre .
hydrocyanic acid and all compowmds viich

produce hydrocyanic acid onm acidification
(expressed as ACX) shall not exceed Cne
milligrazme per litre

sulphides hydrosulpaides and/or pelyszlzhides
(expressed as S) shall not exceed Cre

. milligra=me per litre

vater izmisciblc grease and oil shall not exceed

_ Fifty milligrames per litre daily average

concentration and shall not in ary event cxceed
Ooe hundred millisrarmes per litte in any anc
sazple - . e

carbohydrates in the solution (cxprossed as

glucosc) shall not excesd Onc thousan
. .. 67
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(®)

(c)

. milligraszes per litre

{ix) copper mickel zinc tia bari= cirezic ard
lead (each expressed .a.s :he. zetal) shall not
exceed .‘l'wcncy ailligrar=as per litre
individumlly or in total

(x) cad=imm and cerciry shall not exceed Oze
milligramme per litre 'indi\idua.lly '

(xd) total phenol {as rhenol) shall rot exceed Qza
hu=dred =illirracses per litre '

(xii) all solvent layers shall be rezoved

g_x:.i.ii) the content of free u:d sali=c 2—ecnia

(expressed as N) shall not excesd One hurired
and £ifty milligrases per Litre
(xiv) sulpkates (cxpressed as SO ‘) shall not exceed
Ope thousand five hundred millisra=es per
litre daily average
V¥ithout prejudice to the provisions of Clause 9(2) the
Effluent shall mot coatain any substances of 3 manTe
or qm.l.ity_ likely to injt;:-c the Authoricy's sewess or
interfere with the free flow of their cozteats or to
injure the Authority's Treatment Werks or any
machinery or equipzent installed thereat ar to
interfere with any of the pr'ocesses of pwificatiaz
1.C.I. shall zaintain at the Works balizcing tarks of
at least 50,000 gallons capacity for the Sflusat and
shall maintain the normal flow fr;z the Vorks within
the agrecd limits pertaining at the daze hercof or
such other flow as may be agreed frea =iz to tise
with the Officer or the Dircctor of Operatioms for
the time being of the Authority

" 10. I.C.I. will dwzing the ciwrrency of this Agreement mainszal:

Y

an inspection chamber at the point marked ™CF cn the said plax

at which s.a:.';lcs of the ﬁ:’lucht. flowing into the Authority's
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_ sewers can e taken I.C.I. will install and =maiatain such
continuous sc=pling and flow recording apparatus as zay bte agreed
vith the Authority for taking samples in accordance with
Appendix TA'! and measuring the volume of the Efflucnt at the
point zmarked "C" on the said plan Duly authorised represent-
atives of the Authority shall be entitled at all times and
vithout givirg prior notice to mpéct the Works and to inspect
exazine and test apparatus installed therein in purswmance herecf
and to take saxples of the Effluent and to ceasult I.C.i.'s
records of the sazples volumes and rates of flow of the EXflucnt

T.CoX. agrees with the Authority as follows:-

(2) Kot to discharge inta the Authority's sewerage

systen cffluent vhich at the points marked "A"
apd "B" on the said plan does not conforz to> the
conditions set'out in Clause ©

(b) To give the Authority any rcasonable information

about the natize’ cozposition teamperature and
Yolmme of the Efflucnt discharged from ths Works
from time to tizme into the Authority's sewcrs ard
at as early a  time as practicable potice of
cessation of d:‘.schn-ie

SHOULD the flow of Effluent discharged through the sewer

shovn marked "AY on the said plan re;;:la.rly exceed Forty-two

thousand g:.lI‘or.s in any cne howr I.C.I. will arrange for tke
excess of E€fluent to be discharged through the sewer shown
parked "B" on the said plan and for the purposes of this clause

a discharge into tke said sewer shown marked "A? in excess of

rarq-.two thousand gallons in any one howr occizrins on average

once a weck over a ten weck period shall be regarded as 2 regular
excess dizchzarze For the purposes of this clause I.C.I. shall
install to the satisfaction of the Authority a connccting scwer
between the sever marked "A" on the said plan and thc scwer

marked "B" on the said plar within twelve months froa the
. 69
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Q)

)

signing of this Agrce=snt .

13. I.C.i.. shall i=de=zify the Autbority against any clai=s -
costs charges or other si=s to which the Authorizy z:ay (saving
thei= own negligezzc or the ncgligence of one or zore of their
e=ployses or contractars) become legally liable by reason of azy
breach by I.C.I. of tte linmitations as to their e flgent
containsd in this Agreexment or in ary subsejuent :c&f:‘.éaﬁ.nn
bereof . ) '

14, IN the event of 2 breach of anmy of the ccrditions coztaipec
in this Agree=ent I.C.I. shall fortiwith collaborate with the
luthority and their Officers to elizinate the said breach

15. m'ﬂ;'; pacty cay by six months! writtes notice to the otke
expiricg not earlicr than two years from che cecpletion of the
extensions as certifisd by the Authority er freca the effective

Lot "é 77N -
<4 '\‘E'V /date; of the last review (as the case may be) reauire reviev of

2 .
any provisions in the Agreezent excupt those relating to-the
serviecirg of capital and reservation of capacity in the Treat=e:
Works for the Efflucxnt '

16. ANY variation agreed under Clause 15 shail zake effcct on
the First day of Azril next following the service of notice and
if na a:re:aent-is reached the matter skall be referred @ .
arbitration

17. ANY dispute under this Agreement shall e referred to 2
single agreed arbitrator or in default to a single u'!?i.':rater
nominated by the President for the time being of the Institute
Vater Pollution Cortrol stch nominee to act as an expert and t
proper 'charges of such nominee shall be in tke avard of the
pozince

AS VITXESS the hands of the parties hereto the
.. ..day and year fisst before written
. AFPENDIX At
. Trade efflucnt strength shall be measured by the Total Cxrgen

Decazd (T.0.D.) =illigra=es per litre vhich is defined as the
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./

N/

L em e me eBBesdace 0 BTN . - ..

. Che=ical Oxyger Demarnd (C.3.2.) pilligra=zcs per litre plus
(4,57 x Total Nitrogen) miiligrarmes per litre The C.0.D. skall
be determined by the methed set out in the Departzent of the
- Environzsent Publication 'Analysis of Raw Potable and Waste Waters
:. 1972 vith suitable sodifications agreed betwcen the Autherity
: ard T.C.I. Suspended solids water irmiscible grease amd oil
: (vater immiscible grease and oil as determined by a aut:ally
" agreed method) and other determinations shall be carried out in
accordance with-;he mctheds set out in the above pubtlication
Sazples of the Effluent shall be taken at Point "C" on the
attached plan and shall be in accordance \fith the following
prograzae:~
1., ° T.CoTe will collect half hourly samples each of
. Two tamdred mls and using such continuous sazpler
as may be agreed in the pursuance of Clause 10
of the Agreezext
3. Each day L.C.I. vill prepare a bulk sazple of
the previous day's Effluent using such presor:ional
sappler as is agreed vith the Authority
3¢ T.CoIe will determine each day the T.0.D. (as
defined above) ard suspended sclids comte=t af
" the bulk sacples by analysis in accordance vith
. the pethod contained in the Department of the
Environcent Publication Analysis of Raw Potatle
i and Waste Vaters 1972 edition or as may be agreed
othervise betveen the parties berets
4o For the purpose of calculating the gquarterly
charge all figures of the daily amalysis m‘;

recorded volimes of Effluent discharged e the

TR T WYHS XN SN

sewer shall be forwarded to the Officer it :.‘uc. end

of cach month .

AR

§, A1l half-hourly samples collccted by the continuous

..

! sazpler and the daily average bulk sasple vill be

"



@

Cd e s 1St b . D -

-

6.

7.

8.

retained bty I.C.I. for Tweaty~four heurs afzer

« being colleccted 'n-.e Offi:cer_ or any pesson
au:hori.sed by hiz may a.: his discretisn collect
any or all of thkese .sazples o enable hiz %o
check the a:.;lysis provided by I.C.I. Lizited
A proportioen of all such sa.:plc's shall e left
with I.C.X. for check analysis
The O..'Iice:' or any person authorised >y hiz may
at his discretion take sacples zan:ally froz the
Efflucnt d:‘.s:hu’-g-ed and analyse these as a fuzrth 3
check on the acciracy of botk I.C.I. aralyses and
ti;c continuous s;aler A pomon of all such

Tsazples sill be left with L.C.I. for cieck analysis
If the analysis of T.0.D. §m:.-.vt$ er of Suspended
Solids content by I.C.X. differ frea these of the

_ Officer by -sore than Five per cent of the latter )

" the partics hereto will ir—ediately carry out the
nocessary investigations to determine thecause of
difference and I.C.I. should such differcnce reflect
upou the efficiency of the continuous samplirg will
take izm=cdiate steps to rectify suck deficiency
'If the recerding or other apparatus ccascs to
function satisfactorily then the Cfficer shall be
s$o0 infor=sd and the Authority rescrve the right to -
make estiz=ates of the volume and 'cczg.:osi:io.n of tke
trade }:'.'ﬂu:-nt b;sed upon inforzatieon previously )
knowvn to the Authority wmtil such tize as the
said apraratus is operating to the satisfaction

of the Autherity

-
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SICNED by the said ; QJ/ .
WILLIAM KUCH CRACIZZE
in the presence of :- WW
. . ———
T-J-M
Mwu&
No‘(h S
“3
Solicter

SICNED by the said ) IPERIALCYL  ._.OUSTRIES 11D,
MICEAZL SCSZZ¥ O'ZRIZY ) PHAZNACUIICALS DIVISION.
in the presence of:~ ) '\ y

i (iasve YT A S -

gt J&C_“‘,./ M ) m sicamaey
ﬁ(‘ma.—éﬂ-—/f Ereaaem
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ZENECA

TO WHOM IT MAY CONCERN

ZENECA Pharmaceuticals

. Algenev Mouse
! Algensv Par
© dlacciesiiz.c

Cnesrire SX10 STF

" Ergang

Teiszrore 0625 262222

- Teiex 669085/553322 157 1=z 3
¢ Fax- Mam 0623 235022/522332

Fav- Desar~en: 0628

Direct Fax: 0625 585618

Your Ref Our Ref Direct Line Tel ext
JRM415/mh 062S 513095 3095
58/-

- CERTIFICATE STATEMENT

This is to centify that we, ZENECA Limited of Macclesfield, Cheshire,

Date
19 October 1994

England, being

the manufacturers of *Zoladex’ in the UK comply or will comply with all applicable
United Kingdom regulations and by-laws governing the emissions resulting from the

manufacturing process for the “Zoladex'.

Yours faithfully
For and on behalf of
ZENECA Limited

Approved as 10

—

L Biggins

Assistant Secretarv

Zeneca Pharmaceuticals
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6.4.4 Effect of Approval on Compliance with Current Limits at the Production Site

The production of "ZOLADEX" will have no impact on compliance with current environmental
legislation and permits.

Production of the Zoladex drug product will be controlled so as to ensure the site continues to meet all
the relevant Agreements, Authorisations and Permits. There will be a2 minimal increase in the amount
of materials discharged from the site which will be controlled using existing systems. The nature and
amounts of these materials is such that they will be accommodated within the terms of the existing
permits and authorisations.

14
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6.5 Emission of Substances from Packing Facility

The only emissions from the final packing facility will arise from cleaning operations and the disposal
of small amounts of off-specification material and returned product. These emissions will be treated as
detailed below.

6.5.1 Aqueous Wastes

All waste water from the site is treated in the New Castle County Municipal Sewer System at the
Wilmington Treatment Facility. All discharges meet the relevant permits.

6.5.2 Solid Wastes

Solid wastes are collected and segregated. All.wastes which have been in contact with active material
are incinerated in an approved facility.

6.5.3 Site Environmental Permits

6.5.4 Permits

Waste Water Permit

Departmental of Public Works of New Castle County Number #WDP-76-025.

Hazardous waste generator permit

United States Environmental Protection Agency. | Number DED(Q3547431909
Air permits

Departmental of Natural Resources and Environmental Resources of the State of Delaware and are as
follows:

Permit # Name

80-0863 Steam Boiler #1

80-0864 Steam Boiler #2

80-0872 Sorbitrate Dust Collector
81-0049 Pilot Plant Granulator
81-1017 Sorbitrate Granulator
82-0961 Nolvadex Dus: Collector
82-0962 Nolvadex Granulator
82-0963 Nolvadex Vacuum System
82-0964 Tenormin Vacuum System
82-0965 Tenormin Granulator .
82-0966 Tenormin Dust Collector
28-0010 Steam Boiler #3



89-0110
89-0123
89-0155
Collector
90-0015
91-0596

Pilot Plant Dying Oven Exhaust
Pilot Plant Coating Pan Exhaust
Liquid Manufacruring Dust

Packaging Dust Collector
Pilot Plant Dust Collector

16
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6.5.4 Effect of Approval on Compliance with Current Limits at the Production Site

The packing of the Zoladex drug product will be controlled so as to ensure the site continues to meet
all the relevant Agreements, Authorisations and Permits. There will be a minimal increase in the
amount of materials discharged from the site which will be controlled using existing systems. The
nature and amounts of these materials is such that they will be accommodated within the terms of the
existing permits and authorisations.

17
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6.5.5 Effect of Approval on Compliance with Current Limits at the Production Site

The packing of the Zoladex drug product will be controlled so as to ensure the site continues to meet
all the relevant Agreements, Authorisations and Permits. There will be a minimal increase in the
amount of materials discharged from the site which will be controlled using existing systems. The
nature and amounts of these materials is such that they will be accommodated within the terms of the
existing permits and authorisations.
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6.6 Estimate of Maximum Yearly Market Volume

Confidential

APPEARS THIS WAY
ON ORIGINAL

19

81



SECTION 7. FATE OF EMITTED SUBSTANCES IN THE ENVIRONMENT

Both Goserelin Acetate and the Copolymer are rapidly metabolised as described in the new drug
application for "Zoladex". The products of the breakdown are largely naturally occurring substances.

The material is rapidl‘y degraded under both aerobic and anaerobic conditions.

=" TARS THIS WAY
7 ORIGINAL

20
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ZENECA

BLSIT37/B Copyno &

ZOLADEX: Determination of Ready
Biodegradability by OECD test guideline 301F

; Brizham

Environmerrtal Laberato
Freshwater Quarry
Brizham

Devon TQS 224

Teieohone (03C3. 882882

. Telex 42812(1C12.A8 G

Fax (0803) 882¢73

The biodegradability of Zoladex (supplied by ZENECA Pharmacewicals, idsntified as
U9000674 Goserelin acetate (NQ) CPD, Bawch ref 257GAP, and received on 12 May 1994)

was tested in this labaratory during the period 2 to 30 June 1994,

The substance was tested by the OECD t&st guideline 301F for ready biodegradability (OECD
Guidelines for the Testing of Chemicals, Paris, 1992). In outline this procedure invoived
sﬁngmumﬁmoflmmsowdmemmbmmehm:qmmdimwkh
- 30 mg/l of activated sludge for a period of 28 days. During this 28-day period the
biocheuﬁcdoxygendemd(BOD)wasmma:hemdoﬁheupedmmelevd
oforganicczrbonmmininginmeaqueousphmwsalsowsured. The test was

Procedure Bl14 version 13.

Pmcon:poundanatysiswaspuformedonthedzycnocksomﬁamandmmebome
contents on day 28. The HPLC method used was specified in Brixham Environmental
hmmsmomgwmoomnoamd&mmﬁmm.

mm.expressedontbebaisofmcnﬁoufmeBODmtheWoxygmdmmd
(COD), are summarised in Table 1, together with the corresponding results for sodium acetate.
the positive control used in the experiment. The results in Table 2 show the ultimate
biodcgndaxioncalaﬂmdcnmebzsisoftheorganicwbonmzininginmeaqueousphue.
Table 3 shows parent compound analytical results.

RcsulsshowthaxZohduismdﬂybiodegndabkmdcrﬁct:stcondiﬁmused
szhademikmybeobmined&mtheBﬁxhamEnﬁmmmhbuwybyquodngtbe

Swdy Number AA0379/C. .

. ko i T SMoas MP/
ox W"- QL,, E:‘-:‘ ai =1 3 Q‘\_?‘ ‘qq¢ 3 e&&w \Q\‘f
M Latham P A Johnson D S Moris NR Gorz
Principal Principal Study Business
Investigator Investigator Director Manager
Biodegradation Analysis .

CIRCULATION

Copy number

1 W C Alcom ZENECA Pharmaceuticals, Alderley Park

2 (unbound) W C Alcom ZENECA Pharmaceuticals, Alderiey Park

3 D S Morris Brixham Enviroamental Laboratory )

46 Reports Centre Brixham Egvironmental Laboratory § b ghinpsrerpraiicmatel

Reguieren = Engiond Ne ” 10048

Asgrowes Cue
TENECA Lmusve
V& beenens Love Lamgae WV GAN 83



ZENECA Erirommareal Laborae

Fresnwater Quarry
Brixnam

Deven TQS 8BA
BLS1738/B Copyno ¢
Telecmone (0803; 382382

. . Telex 22812ICILAB G
ZOLADEX: Determination of anaerobic biodegradability Fon :‘c 553 28297
The anaerobic biodegradability of Zoladex (supplied by ZENECA Pharmaceuricals, identified

as U9000674 Goserelin acetate (NQ) CPD, Batch ref 257GAP, and received on 12 May 1954)
was tested in this laboratory during the period 28 June to 23 August 1994,

The test procedure was based on that described by ISO Draft Method ISO/CD11734 as
speci.ﬁedosinmeBxith Environmental Laboratory Standard Operating Procedure BI9S
version Ua.

Teacbcmicalminmbuedﬁthdig&eddudgemdermbicmdiﬁonsforaﬁday
period. Percentage biodegradation was calculated from the total carbon formed (as gas plus
dissolved inorganic carbon) and the known amount of carbon added as test chemical.
PEG 400 was used as a reference chemical (>60% biodegradability expected).

Pareat compound analysis was performed using an HPLC method defined by Brixham
Environmeatal Laboratory Standard Operating procedures AL200, version 03 and AL301,
version 01. The stock solution was analysed on day 0, as well as representative test bottles:
blank control, test boule and an abiotic contral bottle containing Zoladex at the test
concentration but without anacrobic digested sludge.  Representative test bottles were
analysed at the end of the study. Abiotic control bottles provided a check for anaerobic
bioelimination.

A degree of anaerobic biodegradability was exhibited by Zoladex over the test period and the
pareat compound analytical resuits show that Zoladex was totally bioeliminated under the test
conditions. The mean level of biodegradability of the reference material (63%) showed the
digested sludge to be active. The summarised biodegradation results are given in Tabie 1 and
the parent compound analytical results are given in Table 2.

Further details may be obuined from the Brixham Eavironmental Laberatory by quoting the

study gumber AAQ379/B.
. oA — P Tl SSsMoas F#p/
2x Yty 1% . 23 Vopr 1Ay 3 oldwr Nah
M Latham P A Jobnson ISD msd Morris g R Gore
Principal Principal y usiness
Investigator Investigator Director Manager
Biodegradation Analysis
CIRCULATION
Copy aumber
1 W C Alcomn ZENECA Pharmaceuticals, Alderiey Park
2 (unbound) W C Alcom ZENECA Pbarmaceuticals, Alderiey Park
3 D S Morris Brixham Eaviroamental Laboratory
4-6 Reports Centre Brixham Environmental Laboratery
BRI £ aywonmeniss | 3008007 0
ek 3230 3¢ TENECA | >ten

» fogiong Na 2710844
Aeguenes Do
84

TAWEC S . mroe



BLS1738/B page 3 of 3
APPENDIX 1
CALCULATION AND EXPRESSION OF RESULTS
Calculation of gas production
Forachvessd.thcwmlg:siﬁcdmbon.cf(mg).isgivenby:
G = G+Qmg
where G, = carbom in the headspace (mg), and
and C = inorganic carbon in the liquid phase (mg),
ignoring the relatively small amount of
methane in solution.

mmbcofmohsdcmgguhmhmdkmlmmd&mmemhws

a = dPpV,
RT
where n = g.moles of gas
P = pressure difference betwe=n initial and final readings (arm.) (When

intermediate measurements are made and excess gas is released to
together to give the toral increase in pressure. No release to
amosphere is performed when negative pressure readings are

observed).
beadspace volume (litres ie. 0.06)

Vi =
T = temperamre (*Kelvin ie. 308)
and R = the gas constant (0.08205 litres azm moles™ degree™)

Sioce 1 g-mole of CH, and 1 g-mole of CO, each contain 12g C, the beadspace C is given
> G = (12xax10)mg
The inorganic carbon in the liquid phase is givea by

G = (DICxV)mg

where V, = volume of digesting liquor (litres ie 0.1)
and DIC = concentration of dissolved inorganic carbea in the Liquor (mglitre)

Thus G = (I2xnx10°) + DICx V) mg.
Extent of biodegradation
The percentage biodegradation is givea by:

% biodegradation = C,_ - x 100
test chemical added (mg C)
where Cppp, = tonal gasified carbon, mean of
replicates for test chemical (mg)
and Cyieoreny = toul gasified carbon, mean of

replicates for coatrols (mg)
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SECTION 8. ENVIRONMENTAL EFFECTS OF RELEASED SUBSTANCES

The materials which are finally released to the environment are largely naturally occurring. As they are
released in small quantities there will be no significant environmental effect from the production and
use of "Zoladex". Goserelin acetate is manufactured in quantities not expected to exceed 20kg per
year. As a result the amount of waste to be weated by the appropriate emission control devices is also
very low. State of the art waste water treatment processes and waste incineration procedures are used
in the goserelin acetate manufacturing process. It is unlikely to have any significant effect on the
environment. No adverse effects can reasonably be anticipated from substances produced as a result of
the proposed use of goserelin acetate.
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SECTION 10. MITIGATION MEASURES

The measures for controlling emissions from the manufacturing process are described in section 6

10.1 Emergency and Spillage Procedures

There is an emergency plan covering all aspects of the sites’ activities. Plans are in place to contain and
remove any spillages or other loss of containment. The manufacture of Zoladex will be covered by
these arrangements.

10.2 Control of Workplace Exposure

10.2.1 Control Procedures

————

Primary control is by containment within the manufacturing plants. This is supplemented, where
appropriate, by local exhaust ventilation. Where necessary personal protective equipment is used to0
prevent workplace exposure.

10.2.2 Monitoring

Monitoring programmes are in place to ensure that the controls remain effective. These programmes
include monitoring both the performance of equipment and sampling the atmosphere in the workplace.

10.2.3 Information and Training
Safety Data Sheets are available for all materials used in the manufacture of ZOLADEX

All operators are fully trained to understand the hazards of the materials and the procedures in place t0
prevent emissions to the environment.

10.3 Waste Minimisation
ZENECA Pharmaceuticals has a policy of minimising waste and developing routes of manufacture

which have the minimum impact to the environment. The Company's management have programmes
in place to ensure these policies are progressed.

23
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SECTION 11. ALTERNATIVES TO PROPOSED ACTION
There are no alternatives to the proposed action.

The actions taken in controlling emissions and disposing of waste materials will ensure that there are
no adverse effects on the environment.

However not approving this application could jeopardise the supply of the beneficial drug product
Zoladex in the United States. Given the absence of any significant environmental impact that would
result from the proposed manufacture and use of goserelin acetate is environmenally safe in every
respect.

24
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12. PREPARERS

ment was prepared by Martin Rackham, Occupational Hygiene and Environmental Affairs
it ZENECA PHARMACEUTICALS. He has a Bachelors Degree in Chemistry and
and a Masters Degree in Occupational Hygiene.

NAZLYIHL NOIlDAS
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SECTION 13. CERTIFICATION

The undersigned official centifies that the information presented is true, accurate and complete to the
best of the knowledge of the firm or agency responsible for the preparation of the environmenzal
assessment.

Martin Rackham MSc BSc MIoH

Occupational Hygiene and Environmental Affairs Manager
International Safety, Health and Environment Department
ZENECA Pharmaceuticals
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REFERENCES

:ssary by the agency the applicant will provide additional appropriate references.
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SECTION 15 APPENDICES

Safety Data Sheet
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ZEN ECA Pharmaceuticals

5 5SAFETY4DATA SHEET - . . .

1. IDENIIFICATION OF THE SUBSTANCE/PREPARATION

Name: GOSERELIN ACETATE

Alternative Names

ICI 118,630

Zoladex —
3-(5-0xo-L-propyl-L-histidyl-L-tryptophyl-L-seryl-L-tyrosyl-(3-0O-tert-b
utyl)-D-seryl-L-leucyl-L-arginyl-L-prolyl)carbazamide acetate

2. COMPOSITION/INFORMATION ON INGREDIENTS

CAS No. : 145781-92-6

EEC No. : None assigned

Use : tumour inhibitor

HAZARDOUS INGREDIENT(S) CAS No. Symbol R Phrases
Goserelin acetate 145781-92-6 T R60

3. HAZARDS IDENTIFICATION

May cause reproductive effects in males and females.
May impair fertility.

Health Hazard Category : A

4. FIRST-AID MEASURES

Inhalation : Remove patient from exposure, keep warm and at rest.
Obtain medical attention.

Skin Contact : Remove contaminated clothing. Wash skin with water.

Eye Contact : Irrigate with eyewash solution or clean water, holding
the eyelids apart, for at least 10 minutes. Obtain
medical attention.

Ingestion : Wash out mouth with water. Obtain medical attention.

Further Medical Treatment
Symptomatic treatment and supportive therapy as indicated.

(Revision: 05 Date: 0895) ZENECA LIMITED PHS07/6
(UKO0O Date: 0895) (Page: 1-continued)
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ZEN ECA Pharmaceuticals

it
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5. FIRE-FIGETING MEASURES

Combustible.
Extinguishing Media : water spray, foam, dry powder or
co2.

6. ACCIDENTAL RELEASE MEASURES

Ensure suitable perscnal protection (including respiratory protectionm)
during removal of spillages.
Moisten spillages with water. Wash the spillage area with water.

7. HANDLING AND STORAGE

7.1 HANDLING

Do not breathe dust. Avoid contact with skin and eyes.
Atmospheric levels should be controlled in compliance with the
occupational exposure limit.

Avoid exposure. Obtain special instructions before use. Female
employees should be restricted from areas where exposure above the OEL
for short periods is likely.

7.2 STORAGE ,

Keep container tightly closed. Protect from light. Keep away from
moisture.

Storage Life : 2 year(s)

8. EXPOSURE CONTROLS/PERSONAL PROTECTION

Wear suitable respiratory protective equipment if exposure to levels
above the occupational exposure limit is likely.

Wear suitable protective clothing.

Occupational Exposure Limits

LTEL 8hr TWA STEL
HAZARDOUS INGREDIENT(S) rpm  mg/m3 PP ag/a3
Goserelin Acetate - 0.0025 - - CoM
(Revision: 05 Date: 089S5) ZENECA LIMITED PHS07/6

(UKo0OQ Date: 0895) (Page: 2-continued)
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ZEN ECA Pharmaceuticals
AFETY:DATASSHEET -

Name: GOSERELIN ACETAIE

9. PHYSICAL AND CHEMICAL PROPERTIES

Form powder
Colour white to almost white
pH (Value) No data.

Melting Point (Deg C)
Flash Point (Deg €)
Flarmable Limits

decomposes on heating
Not applicable.
Not applicable.

Auto Ignition Temperature (Deg C) : No data.
Vapour Pressure (am Hg) No data.
Solubility (Water) soluble

Solubility (Other) soluble in: DMSO and DMF
practically insoluble in: acetone
chloroform ether

Specific Gravity : No data.

Vapour Density (Air= 1) : No data.

Dissociation constant: 6.2

10. STABILITY AND REACTIVITY
Hazardous Reactions : None known.

Hazardous Decomposition Product(s) : None known.

1l. TOXICOLOGICAL INFORMATION

Inhalation : High atmospheric concentrations in excess of the
occupational exposure limit may lead to similar
effects in women as those described under long

term.

Skin Contact : Unlikely to be hazardous by skin absorption. No
evidence of irritant effects from normal handling
and use.

No evidence of irritant effects from normal
handling and use.

Eye Contact

May cause adverse effects as described under long
term.

Ingestion

..

Long Term Exposure : May cause reproductive effects in males and females.
May impair fertility.
Repeated exposure to levels well above the
occupational exposure limit produces adverse effects
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on the menstrual cycle in women causing suppression
of ovulation and hot flushes, and in men a reduction
in fertility and suppression of libido. These
effects are reversible after cessation of dosing.
None of these effects are likely to occur in humans,
provided exposure is maintained at or below the
occupational exposure limit.

12. ECOLOGICAL INFORMATION

Toxicity
No information available.

13. DISPOSAL CONSIDERATIONS

Disposal should be in accordance with local, state or national
legislation.

14. TRANSPORT INFORMATION

Not Classified as Dangerous for Transport.

15. REGULATORY INFORMATION

Users should ensure that they comply with any relevant local, state or
national legislation.

EEC Classification : TOXIC

Hazard Symbol : T
Risk Phrases : R60: May impair fertility.
Safety Phrases : 853: Avoid exposure. Obtain special instructions

before use.
§22: Do not breathe dust.
S§36: Wear suitable protective clothing.
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This data sheet was prepared in accordance with Directive 91/155/EEC
(93/112/EC).

The following sections contain revisions or new statements: 2,3,7,11,15

GLOSSARY

OES

Occupational Exposure Standard (UK HSE EH&4O)

MEL : Maximum Exposure Limit (UK HSE EH40)

COM : The company aims to control exposure in its workplace to this limit

TLV : The company aims to control exposure in its workplace to the ACGIH
limit

TLV-C: The company aims to control exposure in its workplace to the ACGIH
Ceiling limit

MAK : The company aims to control exposure in its workplace to the German
limit

Sk : Can be absorbed through skin

Sen : Capable of causing respiratory sensitisation
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1. IYDENTIFICATION OF THE SUBSTANCE/PREPARATION

Nase: LACTIDE/GLYCOLIDE COPOLYMER (S0:50)

Alternative Names
Lactic/Glycolic acid copolymer
Zoladex copolymer

v

2. COMPOSITION/INFORMATION ON INGREDIENTS

CAS No. : None assigned

EEC No. ¢ None assigned

Use : excipient

BAZARDOUS INGREDIENT(S) CAS No. Symbol R Phrases

Contains no Hazardous Ingredients 91/1S5/EEC (93/112/EC)

3. HAZARDS IDENTIFICATION

Unlikely to cause harmful effects under normal conditions of handling
and use.

Health Hazard Category : D

4. FIRST-AID MEASURES

Inhalation : Remove patient from exposure.

Skin Contact : Remove contaminated clothing. Wash skin with socap and
water.

Eye Contact : Irrigate with eyewash solution or clean water, holding
the eyelids apart, for at least 10 minutes. Obtain
medical attention.

Ingestion : Wash out mouth with water. Obtain medical attention if
ill effects occur.

Further Medical Treatsment
Symptomatic treatment and supportive therapy as indicated.
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Name: LACTIDE/GLYCOLIDE COPOLYMER (50:50)

5. FIRE-FIGHTING MEASURES

Conbustible. Burns with flames.

Extinguishing Media : water spray, foam, dry powder or
coz.
6. ACCIDENTAL RELEASE MEASOURES -~

Clear up spillages. Wash the spillage area with water.
Transfer to a container for disposal.

7. HANDLING AND STORAGE

7.1 HANDLING
Do not breathe dust. Use extraction and ventilation arrangemeats.

7.2 STORAGE
Keep container tightly closed.

8. EXPOSURE CONTROLS/PERSONAL PROTECTION

Wear gloves, eye protection and an approved dust mask if dust is
generated during handling.

Occupational Exposure Limits
LIEL 8hr TWA STEL
HAZARDOUS INGREDIENT(S) PPR  sg/a3 ppm  mg/m3

No Occupational Exposure Limit Assigned

9. PHYSICAL AND CHEMICAL PROPERTIES

Form : cerystalline powder

Colour ¢ white / pale brown

Minimum Ignition Energy (aJ) : >100
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Name: LACTIDE/GLYCOLIDE COPOLYMER (50:50)

10. STABILITY AND REACTIVITY

Hazardous Reactions ) : No information availsble.

11. TOXICOLOGICAL INFORMATION

Inhalation : Unlikely to be hazardous by inhalation.
Skin Contact : No evidence of irritant effects from normal

handling and use.

Eye Contact : No evidence of irritant effects from normal
handling and usa.

Ingestion : Unlikely to be hazardous if swallowed.

‘Long Term Exposure : No information available.

12. ECOLOGICAL INFORMATION

Toxicity
No information available.

13. DISPOSAL CONSIDERATIONS

Disposal sbould be in accordance with local, state or national
legislation.

14. TRANSPORT INFORMATION

Not Classified as Dangerous for Transpert.
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Name: LACTIDE/GLICOLIDE COPOLYMER (50:50)

15. REGULATORY INFORMATION
Not Classified as Dangerous for Supply/Use.

Users should ensure that they comply with any relevant local, state or
national legislation.

16. OTHER INFORMATION -

This data sheet was prepared in accordance with Directive 91/155/EEC
(93/112/EC).

The following sections contain revisions or new statements: 1,5,9
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