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LAWY DEPARTMENT

QEHR-125L- 05785

- o Phes XX - 566000044
<s o Information Menege Division
 ofrice of Toxlc Sstances (TS-793) ~ ¥9-110000047
-7 U,S. Environmental Protaction Agency
- 40L-M-Street, S.W. Room 201 East Tower

Re: TSCA Section 8(e) Submission on Acetyl Ferrocene, EPA Document
Control Number 8EHQ-1285-0578.

“On December 13, 1985 Syntex Corporation submitted to the Administrator of
the U.S. Envirormental Protection Agency (“USEPA") under Section 8(e) of the
Toxic Substances Control Act (“TSCA®) preliminary toxicity tests completed on
laboratory rats and rabbits using the chemical acetyl ferrocene, which is

- currently being manufactired at one of our facilities. The notification was
sent to the U.S. EPA by the Syntex Corporation Toxic Risk Evaluation Committee.

-Syntex informed the USEPA that the initial tests of acetyl ferrocene,

which included two acute oral toxicity studies in rats, and an eye irritation

approximateiy 5 or less. These results appeared to indicate that while

acetyl ferrocene is extremely toxic to laboratory rats and rabbits, the

absence of any reported adverse health effects asong Syntex esployees

:hugested that humens may be significantly less sensitive to this chemical
rodents.

In response to the U.S.EPA's inquiry of Jenuary 16,1986, aaditional data
pertaining to these studies were submitted to the USEPA on February 13, 1986.

Since those submissions, Syntex has conducted additional testing of
acetyl ferrocene on morkeys, to further interpret this chemical's toxic
potential and to determine if there is a sensitivity dgifferonce to acetyl
ferrocene between higher animals and rodents.

Preliminary results were obtained from acute oral toxicity tests

rformed on the cynomolgus monkeys. Four groups, each composed of 1 male and
Tfmle were treated with a single oral dose of 6, 1.0, 10.0 or 100.0 mg/kg
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of acetyl ferrocene. The results indicats that the acute lethal oral dose of
acetyl ferrocene for the monkey is at least greater than 10 mg/kg and probably
in excess of 100 mg/kg. The results of this study, taken in conjunction with
Syntex' prior studies, suggests that higher animal species are significantly
less sensitive to this chemical substance, as hypothesized in the December 13,
1985 notification.

Based upon the new data, Syntex believes that, had the rriginal
toxicology study of acetyl ferrocene been performed on mon .ys instead of rats
and rabbits, no Section 8(e) substantial risk notification to the U.S. EPA
wo.ld have been required.

Acetyl ferrucene has been manufactured for the last fifteen years at one
oi our faciiities with no reported adverse health effects. The lack of
observed adverse heath effects, in combination with the subsequent study of
this chemical in monkeys, has resulted in Syntex' decision not to further
investigate acetyl ferrocene's toxic potential.

we are hereby submitting complete copies of the final report from the
acute in vivo study of acatyl fterrocene. This report outlines the
experimental procedures and results from the studies.

Should you have any questions on this subject, please do not hesitate to
contact us.

Very truly yours,
i /7 ,/': \ [ -
- /i"’r»v-: L v
Dennis Paustenbach
7 jirperson
.oxic Risk Evaluation Committee
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ACUTE _URAL__TOXICITY OF RS-96526-000 (ACETYL FERROCENE)
STED In MONKEY

In earlier studies on the acute oral toxicity of acetyl
ferrocene in the rat, and eye irriation studies in the
rabbit, the acutely toxic dose of the compound was
approximately S5 mg. kg or less. The present study was to
deterwmine if there is a substantial species difference
between rodent and non-rodant species.

RS-96526-000 = Acetyl ferrocene

The raw data and report for this study are maintained in
Syntex Research Archives located 2. 3401 Hillview Avenue,
Palo Alto, California.

A1l procedures were conducted according to the Standard
Operating Procedures for the Institute of Toxicologic
Sciences, Syntex Research.

SUMMARY
The acute oral toxicity of acetyl ferrocene in nonrodent species was
ewvaluated usine 24 tynomo igus monkey as the test species. Four groups,
each composed of 1 male and 1 female were used. The animals were given
single oral doses of 0 (vehicle control), 1.0, 0.0, or 100.0 mg/kg of
acetyl ferrocene. Dosing was followed by a 2-week observation period.

8oth monkeys given the 100 mg/kg dose of acetyl ferrocene vomited. The
male vomited approximately 1-1/2 hours after dosing and the female sometime
during the niaht after dos'ng. The male given the 100 mg/ka dose was found
dead the day after dosing. The cause of death was considered to have been
pneumonopathy resulting from aspiration of vomitus. No other changes
related to treatment were seen during the 2-week observation period.

Significantly alevated glutamic  pyruvic and glutamic  oxalacetic
transaminase serum levels were seen on the day after dosing for the
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c"“‘ Mo dose Srow (the male diod vithin 24 howrs of

Two weeks after dosing the slutamic oxalacetic tramsaminase value

us\dthhm ormal range while the glstamtc pyrwvic transaminase value

us:tﬂ‘sli.tﬂs elevated. Wo other meaningful changes were seen in the

" The acutely lethal oral dose of acetyl ferrecene for the cynomolgus monkey
s grester tham 100 mp/Rg. The results of this Study taken i conjunction
. with our earlfer studies fadicates that mearedents (wonkeys) are less
sensitive to the toxfc effects of acety ferrecens than are redemts (rats or
rabbits).

'1 * m.' s'- i ' “‘. %, .
Oirector, Toxicology S

Study Sirector
Siplomate, A.0.T.

~ W0 unforesesn circumstances were ®oted which weuld have affectad the

) W »3-‘3[‘ grw 7 {;
. Shott, § Sate

Oirector, Pathology -

Siplomate, A.C.V.P.
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XPERIMENTAL PROCEDURES AND s

¥ Article F 13t

Acety! ferrocene (RS-96526-000, Batch # 187-120) was supplied by the
Institute of Organic Chemistry, Syntex Researc’i. A summary of the
amalytical resylts will be maintained with the Environmental HMealth and
Safety Group, rather than being presented in this report. Test
‘ormmlations were prepared just pricr to dosing. Planters peanut oil was
the vehicle. The density of peanut ofl is 0.92 g¢/m1. The method of mixing
follows.

Mg ..-Dose 400's

A 1.50 g sample of acetyl ferrocene were placed in an Erlenmeyer flask.
Planters peanut oil was added to the flask for an overall content weight of
30 3. The contents were wmixed for 30 seconds using a polytron
homogenizer. The resulting concentration was approximately 50 mg/ml.

Wid-Dose Group (300's)

A 3 ml aliquot of the high dose concentration (50 mg/m1) was placed in an
Erienmeyer flask and diluted with Planters peanut oil to a itotal volume of
30 ml. The contents were mixed for 30 seconds wusing a polytron
homogenizer. The resulting concentration was 5 mg/ml.

Low-Bose Sroup (200's)

A 3 ml aliquot of the mid dose concentrati-n (5 mg/ml) was placed in an
Erlenmeyer flask and diluted with Planters peanut oil to a total volume of

30 ml. The contents were mixed for 30 seconds using a polytron

homogenizer. The resulting concentration was 0.5 mg/ml.

1M1 /T0NR
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o mm m nce!intiud to laboratery conditions for at least 7 days
- er-were used to-Tdentify the cage 1n vhich the antmal was howsed.

mmmm housed 1n cages in an eaviremmentally centrelled roem.
- Foud- (Purima Cortified - Primate Chn®) supplemented with fruit and pesmets
mﬂMnMﬂMMh. Watar was provided
ad Yibitun. The cages were cloaned daftly and antmals were trensferved inte
sanitized tnu_\mtly.
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- One male amd \hnhmnsimuuelﬂ‘thlm Treatant
mM le‘ 13 shewm below:
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tach animal was adwinistered a single o0-al dose via nasal catheter and was
observed for 14 days.

Gservations

The gemeral condition and behavior of each monkey were record~d daiiy.
Sody weights were recorded on study days 1, 2, 7 and 14.

Resylts

The nature of clinical signs and their incidence among various dose groups
a~e presented in In-Life Table 1. Individual clinical observations are
presented in In-Life Table 2. Emesis occurred in animal #401 approximately
1.5 hours postdosing. All other study animals remained normal throughout
the rest of this day (study day 1). Upon condvcting animal observations
the following morning, (study day 2) animal #4071 was found dead and
swbmitted for necropsy examination (see Pathology section). Animal #400
had vomited, but appearad normal as did all of the other study animals
during the remaining study period. On study day 10, animai #201 developed
wild edematous swelling about his forehead and eyes. This was determined
te bde unrelated to treatment.

Sody weight data are presented irn In-Life Table 3. No meaningful changes
were noted in the body weights of animals for the duration of the study.

SUBHMITTED ANO REPORTED BY:

—

gﬂlgﬁ)/bwér /7 -:fémar/a’é

£lys# Ouvnnahoo, B.S. Date
Toxicology Biclogist
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“Blo0d and urine samples for clinical laboratory amslyses were collected
- during the predess period, 24 heurs after dosing, and amain during the
7 second wesk prier to study terminatien. Im Clinfcal Authelegy tables these

7 testing intervals are tdentified as P, Bay 1, and 2, respectively.

" Sloed collectsd in COTA was used for the evalmtion of hematologic
“ umnrnl serum from bleed collected withewt asticeagelant was used
for chemistry assays. OUrine samples were cellected ia mstado'ic cage waits.

m conplets dleod count performnd included the mmh&:

< homoglebin concontration
= homatecrit
count

= total leskocyte cocmt
= platelet count

- mean corpuscular velume (WCV)

- oon corpuscular hameglobin (RCN)

- ¢itfarential levkecyte comnt

Erythrocyte morphology was owe'vated during the performance of the
- qitferential loukecyte count.

" The fellowing chemistry tests were performed:

- glucese o

« urea hitrogen (BN) , ,

~ glutamic sxalatetic transaminaze (GOTZAST)
- glutamic pyruvic transamimase (GPT7ALY)

= alkaline phosphatase

- sodiwm

- potassiwm

- chloride

- caleimm

~ phospherus

VNV /70N
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PA Y EVALUATION (continued

-~ total protein

- albumin

- albumin-globulin ratio (A/€)
- cholesterol

- trigliycerides

Ttz following observations and measurements were performed on urine
specimens:

- color

- appearance

- specific gravity
- reaction (pH)

- protein

- glucose

- ketones

- bilirudin

- blood

- wrobilinogen

- wicroscopic examiration of sediment

s -
Methodologies and reporting units for clinical pathology measurements are
presented in Clinical Pathology Table I.

Results

Animal number 407 was found dead after dosing and no blood samples were
obtained for analysis. The erythrocyte count, hemoglobin, and hematocrit
measurements for animals #200, 300, and 400 were slightly lower at the Day
1 and 2W intervals when compared with those obtained at predose.

Significantly elevated GPT and GOT levels were observed for animal #400 on

Day 1. The 60T returned to normal range by the end of the observation
period but the GPT remained elevated.

TAEY L IS




n. ‘mms of Al cltatcal pathology misuremnts are presemted in

itb m weasuremnts are msumi in Cliateal Pathology Table IA.

fdz""‘/ Y s re

. Kvars U Tamam, VA, ate

Supervisor
Clinical Pathology Laboratery
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PATHOLOSY

Animal M0} was found dead on day 2 of the study and submitted for necropsy
examination. The animal had a complete post-mortem examination in that all
body cavities and associated tissues and organs were examined grossly.
Tissuves found to have been altered were preserved in neutral buffered
10X formiin solution for possible future examination. No histologic
examination wes performed at this time.

Gross pathologic changes were seen in the lungs and skin. Those in the
Tung fieids were described as diffuse discoloration (red/purple) of the
right lobes and apical and widdle left 1lobes. These chances were
considered due to exposure of the lung parenchyma to RS-96526; the reasun
for exposure could not be determined. Since the animal did not show signs
iwmediately after dosing, malintubation most probably did not occur.
Emesis was seen in this and the companion female (#400), and the
possibility exists <that aspiration following vomiting had occurred.
Fibrous (m2iure) adhesions between the lungs and pericardium can be seen in
the monkey as the result of intercurrent changes and those seen in this
monkey were considered not to have been related to the experimental regimen.

The Skin around the nares, scrotin, and inguinal region was stained brown.
This most probably was associated with the vomiting of the rust-colored
formulation experienced by the animal. Also, the skin of the left index
finger had an erosion/ulcerous lesion that was incidental to the study.

TRAY. FINYO




umﬁrifwwﬂiyitmﬁtﬂﬁth -~ exposure of 'the Tung
‘parenchyms 1o RS-96526 was given with the possibility of aspiration
Vowing vomiting. -

e uthor Qﬁi—l was subnitted for necropy.

Leonave .. 9 WeVallag VI
. bivector, Pathology
“"“.. ‘Qc.'.’-
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IN-LIFE TABLES
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REPORT #836-XF-86-96526-000-PO-TXE

TABLE 3
BODY WEIGHTS (G)

STUDY DAY

PREDOSE WEEK 1
3195 3255
3720 3945

3075 3135
3285 3600

2380 2465
3415 3580

3130 3210
3805 D

- VEHICLE CONTROL

- 1 MG/KG ACETYL FERROCENE
- 10 MG/KG ACETYL FERROCENE
- 100 MG/KG ACETYL FERROCENE







v ‘OO0ALS3IA ‘SINIWNYLSNI OHANO “WIZATYNY ADOTIOLVHIH €-113 WWND/VIN 00018 1NNOD 173D 00076 a3
‘YW ‘GOOALSIA ‘SINIWNUASNT OHANO ‘¥IZATYNY ADOTIOLYWIH 8-173 EWW/P#+0) 00018 ANNDD 13734Y7d
. S2LA08HLEI OINIVLS 20 TVSIVEdAY TWNSIA DMOOI /08 Q0018 088 031VYINONN

$3LA00WN371 GINIVLS OOt 40 TVSIVAdAY I¥NSIA iN30¥3d (0078 STIHJOULNIN

SILAJ0UHLYI GINIVLS 40 WWSIvEddY IWNSIA Q008 (08Yd) ADDIOHIYONW

S3LA00MN2T GINIVLAS 004 40 TVSIVUAAY TYNSIA IN3O¥3d G008 SILADONON

"YW "OOOALSIA ‘SINIWNMAISNI OHLNO ‘NIZATYNY ADOI0LVMIH 8-173 NEDIN N2 Q008 ANNTOA YYINISNIN0D NY3INW
‘UM ‘QOOALSIA ‘SINIWNASNI OHANO ‘BIZATYNY ADDTIOLVWIM €113 4 00078 NIS0TO0N3IH °“dY0D NVIN
‘YW ‘OUOALSIA “SINIWNELISNT OHINO ‘NIZATYNY ADOTI0LVMIH 8-113 /9 00018 ONOD N1BOTDOKIH d¥DD NVIMW
$3LA00MNIT OINIVAS 001 40 TVSIVHAAY TWISIA AN3IOY¥3d 00019 SILADOHIWAY

‘UM ‘“O00ALSIA ‘SININNUASNI OHINO0 ‘HIZATYNY ADCIOLVHIH 0-173 wWwnd ¥34 00078 ANNGD 31A00MNIT
‘YW ‘O00ALSIA ‘SANINNULISNI OH/ 80 ‘BIZATYVNY ADOIOLYNIH 9-113 W00 /D 00018 N18071D90N3IH
‘YW ‘OOOALSIA ‘SININNUASNI OH %O ‘NIZATYNY ADOI0LVNIH €-113 iNID¥3d 00018 L1420LVYMIH
AVG/ N3N avao onNo 3

$31A00MN3T GINIVLS 001 40 IVSIVHLIY TVNSIA iN3OH34 00078 STIHIONISO3

S$ILAO0MNIT GINIVLS OUF 40 TVSIVHdIY TYASIA AN3O¥34 00018 - S$T7IH40SVYE

S$ILA0MNIT OINIVLS 001 40 TWSIVEddY TINSIA  IN3IDN3I4 00018 STIHJOBLININ ONYE

£:534 ADOVOLYNIH

2ON3N 430 s1INn ‘AZuBEY u313nvavd
e ————mon e .

(NOJTAVANISSO SHIBA T HLIA AVO INO 304 ($)I50C YN0 FTONIS)
000-5Z998 SU NIAID SADINON. SINVINDIOSYA "M NOJ SLIND DMILNOEIN ONV $I1007000H1 IN ANOLVEORYT IYIINITD
INL-0d-000-9LS96-98- 41)-9E8 #LU04IN

- . -

1 TIGvL




L .3-'-1; ‘I D1vesvd

no-‘-gibuu..- ‘l-u»i TVONSLEANDD INDNDD : TN |
‘PN GV AV D1vESVd

$SOINDIIINN-0NLODTD. *BEZA WY . WENSTUANED ININED TV
‘UIAINOLENd BIVYS ANDAVEOEVY NBELY
‘PN CEVIIANIVE BV DIVESVd

Qu-s-.-gho-..ﬁ “HEZAVIY WONSINANDD INDNID 1 YHRIN
! *UDABNGAGHS NIV ANDAVESEVY NOIAY
‘PN ‘GIIMIVY AV DIVESVe

au-s-s-'hvu.- ‘UBZAYVWY §;-§ NS £ 1NN

WLV WS IA

‘0N @VIIANIVA * BV DIVSEVL

ao-‘-gu‘s..- .l-n.:! 184S0 ENDNDD ! TIviNewn
‘PN CEVEIINNS ‘DAY DIVEEVE

oviughus- ‘SaZA YW WHISIEANED ININDD | TV
F'N "0V AV DIVESV

.U-!-sn'huso .I.N)i WORITNINGD ININDD * 1NNV
.‘g =n.- NILBNS (BINDNDILIO AR

au..._..ﬁl.ls:- ...-u:s.h ﬁuﬁﬁ“s j!c .. 2 o
. , ‘eMiMIve *’ ~
, WORIININGED SN0NID 3:-!.,
‘GINIMNIVE * DAV JIVSSVe
-o.....-ﬂi.!.o-s ‘UBZAYN TWENSIEINDD SNENDD TWENM
‘PN ‘GVIEANIVE * "BV JIVESVd
,vo..s...ul.l»o-ﬂ ‘UBZAWIY WORILEINED SNINID ° W
‘ONIMIVE AV DIVSSV

/"o
m
e,
[

) *SRZAWNY WENIININGD SNINID SISO BOSHAN

3 ‘GNRIMNIVS “ IV JIVESVd 90
, ”g-sgghgd- ‘u3ZA YW is-g ‘e ndi

\o..-

O:NIN0NLIN VI

9:$201890AW 1ML
wniaos

D:N12100¢

ANISSVLIOd
01 SNU0HISOHG |

SISAIONMH
0 'SNVEL D1ANEAL AW
0! 'SANVEL JILBVIVNO ‘ LNW

9 3$00N 0
8:N1 800
$44M00

90821801060

91 05 NOWD

9:0N10W0

9: JSVLVHIOHE INITVNTY
o:nianay

9:014v8 NINEOWD/NINNETY

IS 9:d-NWw
e
s

oW
o8/

i—au- ANISINDID WIINIVD

| .\ LTS.- s es

L4

- - -

¥ .!-cli SHIIN T HLIA AVG INO NO4 (S)IS08 WS B!.-!
| 8?-88 au ..!3 SARNEN a-l..l-u!: ‘% N0 SLINA SNILN0 i\l SIIO00NHL N ANSLYESOVY WIINITD

- -~




NOLLVHIMVED J140IS0NI(IN $T13) 0007 I
#O)AVNINVY] 21402508D(M i $113) Welds
Wo1LVRIWNVYD J14025083 (W min $1137 80079 42
H01IVNIWVE] 314035083(IM ‘ $1133 Wimtii43

SINNM0D
WO11VHINVED D140I508D1IM mim INIIOIS SNOHSNOMY

”.-!-: M “STINOAVEREVY STVIN ‘HBISEALE SNV ‘S4IVAS LNIOVI min HI90M1 1180w
AWVINND °°M0 ‘SITNNLVESEVY SIVIN ‘NDISIAIE SV ‘SA1NIS 16DV mim ALTIAVYS 21413348
‘LewNa * 31 ‘SIINOLVEEVY SITIM ‘HBISIAIE SV ‘S4INLS LNdeVIR i () woli1dvae

‘LOVNN2 M1 SIIUSIVESEVY STTIN ‘NOISIALG STV °‘SJIBLS LWV MW 131004
‘Lavnnd *°Jul *S3E0LVESEYI SIVIN ‘HOISIATG SNV ‘S4INIS 1NIWVIe minm 01N
‘LN - 2M1 STIN0LVESEVY SITIN ‘NISIAIG SV SITNAS JNIVIE »im 0N
LEVNNT ° M1 ‘SIUBAVESEVY STV ‘WliSIAIG STV ‘STNIS LUIIVID nim 0001
‘1evNNd ‘20 ‘SIINOAVESEVY STVIN ‘HBISIALG STV ‘S4INIS LNIWVIE min nisiie

WSIVEAY WASIA 1) 0100
WSIVE4AY WRSIA i IMVEVIaY

SASIL SISATVNINN
2m3u2 4l S1INN D34S #31MVuvd

e - 0 . e " D A S A Al e e

(MOILVANISN0 $3%A & HiIn Avo M0 804 (()3800 WNO 3IDNIS) )
000-9Z496 S4 NIAID SANNON SI5YINDLIEVY M ¥O4 SLINN ONILNOLIE GNY $2IDOTO00HLIN ANOLVNOEYY TWIINITD
M4-04-000-9L290-90- IN-1C8 7180438

1 aavl




L
-
~
-

.xa;a..;..<¢.ax
SVIHOULNIN VD
$11H408VS
$1iHaONISe? |
$31A00M0W m

SILA0MNAY

$VIHI0UANDN

ANNOY 32A0NDY

N0 NINOONEH 800 WYIN

338-.--3
[ 2 ]
> g .
Q@
eag
t3 33133318 15
‘.i
@
2RCelo00e

o8
- §119

(3 L]
L™ .
91 24144
23"
1
-
232

$7739 000 O3
NS 1193 G0N OB

STV - OV BWND4 SATINGN SIOVWOIINYY ‘W

:
ote

>~ * ‘a:
*Oe

L)
.
-~

[ ]

ANRDD ADVIIVYY

Seeee

48

[ I [
o o
L -]
b o
0 L 4
” L ]
] | (o

ANNDD 3442000
00 NISOIBENIM 80D VIR

.
M3eR
ow

LY
faeR

T}
L]
wel '
1331111 I
i,

<I82ER

8
(N1
gee__=°
- & *
e 28ERERT w0l
L 1 ] bt X1 ]

-

SV - IOV DWW SADNNGN SIWWWDINS 'Y

PRSP P PP T P PP Y Y LYY T P 2 Y X Y T A

SN sS4 §i2 ]
~»'e ,

- Prrr Y YT P YT Yy P Y 22 2

-srA£1227923¢1j7§!¢aﬁ‘vnxpni
S !us |




INOO! /oM ©:$301830A70141L
‘W00t /98 ©:70431S370HD
D:011Y8 NI NBOID/NINNGTY

004 /9 9:N17N8B0179
W00} /O O:NINNG Y
001 /9 N1310Ud
004 /D ©:N13108d
W00} /oW 0 : SNEOHJISOHd
W00 /0N 9:WNIDIVO
/03 30130HD
1/03IM wNissSvi0d
1/03n W i0os
W00t /oM ©:(Wi0L) NIBNYINIG
W01 ISYNINOHISOHd ININLLYIHND
I/SLINN D ISYNINOHISOHd INTAVIUD
I/S1IND 0:ISYIYHISOHd INTTIVIWY
1/SLINN 0:"SNYEL JIANUAd © 1N
1/SLINN O "SNVML D1233VIVXO “L1NTD
W003 /on ’ 8:3S02N10
e'0 , : W00+ /Oon ININILYIND
s W00} /oM 0:M30CULIN VIBN

e 3
30.
[-X R 4
- 4 -— e
[ X, ]
-
S ee
-e
o2

®0e0*=00000

~
b &

X A4 XX}
LX)

©
Coseneo

8".'“
oM raAM

O—Hg.ﬂhh

t 3
. p—oqxzq

-
co-n

i o
";l’ﬂ!‘.(ﬁ's'l‘

2.2
rHe- -
LN R K-

$

- &
~0w

~

~Ne

- 30V 27YM34 SATNOK STUVINOIOSYS 'MW

B L e L P L L L P b e et et dot i

oM Lodl A0 018
AN 86

e o A e e e A W e D D AP S D D D P A D D R D D S B - 4

SATINOM SINVIDIISYS ‘W LNAV NI SINTVA AS0T0LWIH
ONV AMASINIHO NNN3S IINIVIAIY ISNOH-NI

UL-04~000~9T596~98-dX-9€0 # IHOIAM
vi 3TV




L9
-3! o Avo
..:n AVG 3ND 994 ($)

8 3:3 a%ii. 2!.!23& ‘N 804

-~

90/10/80

o M s-a su SRAYIOW) 10N SPOVESAY : JAON

” 14 L 909 1090
” . 000-SCE08 SN 9N/8N 000 008 ~-~v

T . $o8 1020
, ,8?.882!.\!89!::

o o 6T 4L'9 1000
. 000-9C808 $§ ON/08 000" ¢ ----
e ” ”e 5’9 1040
| WNINDD SVIIHIA ----

NeIIN RO 58-! WO0/9 wwd/ 1w ow
A , oo Wi

WO FWOMIS)
(5WMS39 A0 MWLM

s AN04D0




98/L0/S0

‘dNOUD NI SIVWINY G NYHL $S$37 41 GILYINDIVD LON SIDVHIAY 310N

114 o

LS o

(.14 o

10v0

o 9
000-9ZS96 S¥ 9X/9W 000 004 ----

10EC

} o)
000-9Z$96 S¥ DH/OW 000 OF ----

o (4 1020

000-9Z598 SY 9N/DW 000 4 - - -~

6t o
AVG/RIIA  CWN/¥ 4O} ANIOU3Id
a4 1214 SoMvE
$37VW  a¢ Ava

(NOLLYAISEO SHam £ 1i1n AYQ 3NO 804 ($)3500 1980 319NIS)
000-9L898 S NIATD SADINON SIVINDIOSYS ‘W w04 $471$38 ADO0LYNIH

) INL-04-000-9TS99-99- 4%-9E9 # 190434
ONW1iINDD - 1 1w

8 1040
...nchzcum._onxm>|unn

IN30¥3d  1M3D83d ON
osve N1SO3 TYRINY

(o]




: , 98/L0/80
STIINV & MWL $537 45 CIVINDOIWD LON SPOVEIAY :DLON

. o ” O E8'S 1000
" 000-9C896 U OW/OW 000" 04 -=-»

L. ” ” CEs 089 4080
o 000-92998 S5 ON/ON 000§ ===
ea e o ¢ 1040

]
” Y WNIN0D STIIHBA -~ =

S NN ND  1NBIB4 W00/ I/ 1IN oN
- A 191 - o8BS  YWINY

I's ave ﬁ ; :

) 804 3.8! w0 3WNIS)
4 "% 804 SLINEDY AOSN0LINIM




91/L0/%0

“dNOYD NI STYMINY S NYHL $S37 41 03LVYINDIVO LON SIDYHIAVY 31N

[4-3 o

o] 3 10EO

000-9TS96 SY DHX/9W 000 )b ----

[ 3] o

o} < 10zZ0

000-9ZS96 SY 9N/9W 000 ¢ =----

9t 0

AVG/%NIIM EWN/ POl IN3O¥Id
a4 1074 SONVE

$3vn (AL ]

(NOTLVANISEO $X23A T MLIA AVO INO ND4 (S)3ISO0 TYMD 3ITONIS)
000-9Z698 S¥ NIAID SAINNOW SIUVINDIOSYS "W 804 S1INSIY ADOTOLYWIH

INL-04-000-9LE96-9()- 4%-9ES # 18043V

OMWNIANOD - 11 3evL

o e 1010
JOULINGD ITDIHAA ----

AN3O¥3d 1N3J¥3d - oN
osve N1SO3 TYRINY




G . - Ay AN 200 o | M0 4N

! "/ 10/9%0
‘it-hd‘i!inibniﬁa“ e,vi§0§ﬁ§l=(;§

+'oC " eh L2 o O’ e +0Co

o 0008
: O00-9Z598 SN PN/ 0000t -~~~

oM
L : " oo L YeeN z'oe pos ”» 44 ve 3 +0C0
| , P ! ODO-SLESS SU DN/DW 0004 -or~

LA e e i« o e ’ o L c» " 94t re'p 1010
R ,ﬂ - B , ONIN0D DWIHIA ----

I e’ !Soat ANEONDG INIRO B4 INOOH /W | 0/9 ..mu NEDIM N9 ANEDNBE  WOO4 /D WWND/ 1IN o

A A ™ coss Y

 saWwm AL MO

RN i!% !au_. £ MLIA AVO IND 804 ﬁ,w!o 1wE PWNIS)
L GuO-SDBES S§ MBATD SADNNON SSIOVWIIOEYS ‘W 104 SN ADOWLMEIN
. , L . ,

o 31-04-000-9C898-58- 51-9:8 # L8040
SIWIINeD - 1 e



98/L0/80
"dNOUD NI STYWINY S NYHL SS37 41 0ILYWIOIVD LON SIDVH3AY :ILON

[ 4] o ] 4 10€0
000-9T¢96 Sd DN/9% OVO 03 ----

€9 0 ' T 1070
000-9T&9c S¥ 9A/oW 0004 ----

1010

LE [¢] S
TOYANOD FIDIHIA ----

AYQ/NIIM  EMN/ Y0} AN3IOY3d IN3D¥3d IN3ID¥3Id [s ]
04 12 SONYE usve NISG3 TYNINY

$37YW AT Ava

(NGLLYANISNO SHIIA T HLIM AVO IND 804 (S)ISDA Va0 I9N1S)
-3LE9E SN NIAID SATWNOM S1MVINIIOSYS ‘W 804 $1NS3n AD010L VWIH

INL-04-000-9LSO8-90- 4%-9(3 # L8043N
03NN ANDD - 11 vy




| 99/40/0
“dNOWD NI SIMINY § WML $537 41 OBLYIIWD 0N SIOVEIAY (3

10
) +000
ﬂ 000-9C896 $4 ON/OW 000 008 --=-

m, o (AVO/NDIN  CHN/9o0V  ANINDS  ANBOWDS  ANIIWDY
ﬂ i ‘ i

on
| g8 @ O Sowe osve NISOR  Tvwiny

| N S3WW SN #3

| (MOSAVANISED SHDZA T MLIA AVO IND ($)2500 W80 270MIS)
070-9C808 <N NIAID SADNEN SIUVWOIISVS ‘W 804 SLWIEIN ADOIOLWNIM
W, O e )9 4n-98 # L804I
s




98/L0/S0

“dNOY¥D NI SIVWINY S NYHL $S31 41 QILYINDIVD LON SIOVHIAY °ILION

0L 6 8! oL €S (A8 21 ES 'L 00Y0
000-92596 SY¥ DA/OW 000 004 ----

1 €L 9°LT oLy (-] [44 S 4l TL'9 00€0
000-9T596 SY¥ 9N/OW 000 Ot ----

LL or TLT T9 L9 Ly 6T oL 000
000-92596 SY¥ 9%/9% 000" 4 ----

oL v oorL [ A8 17 L9 29 6€ [ 56°S 0010
TFOULINDD ITNDIHIA -~~~

AN2ONAd ANIONAd INIONDd WWND ¥I4 IMOOI /D 109/9 NYDIN 0D AN3IDON3d NO0L /D WD/ 1IN ON
OoNOW HaNAY 103N WA 10NN Hd¥On OHON AN 104 aH zouy TYNINY

$3IYN34  0d AVO

(NOTAYANISEO SH23M € HLIIA AVO INO 804 ($]/3S00 TVH0 ITONIS)
000-92896 S NIAID SADINON SINVINDIIOSYS ‘W 104 SLINSIY ADOIOLVWIH

IXL-04-000-92G98- 98- 4))-9€8 # LUOAIY
OINNTAINGD - 11 9L




99/40/90
‘SN0 N ng‘i S WML S557 45 OIATYIRIWD LON SIOVEIAY :3L0M

e ¢ 0090
§§ S8 ON/BN 000° 004 ==~

o o s 00e0
000-9L498 4 ON/00 000°'04 -~~~

14 o 0 € 00C0
O000-9C906 SU OH/ONW 000' 4 -~

L4 o o L4 0010
WUINDD FIMIA -~~~

\j g‘ CHN/PeOt  ANBIEDd  MBDER4  ANBDNRM on
F g sowe osve NISOD  TwmInY

ssWNs o4 bcn,
i!.p% % w HALR Ave 209 ¥9) a )3500 'We0 3WNIS)

Lo 8?-8! 8 i:- SABNNEN SISVIDIOSYS ‘i 894 SLI0538 ASOIDLVIIM

P 2K1-84-000-9C808-98-4%-9C8 # LUOSDS
-.!-lu..,:u-l- ,




: 98/L0/S0
.&:0&02—ma<8—2<m2<thmm._hunﬁh(._:u..<uh°2mw0<¢u>< ..mhgs

[ 2 14 R'8i L9 Ly [ 14 86°'9 00Y0
000-92596 S¥ 9)3/9M 000 004 ----

89 s LT L9t 9 9€ 8'6 98°'S 00£0
000-92596 SY¥ 93/OW 000 OF ----

29 o€ LT . $9 (14 v €EE’'9 o0z0
000-92596 S¥ 9%/OW 000"t ----

9 (1] 0008 €0 : 99 -1 8 04 i18'S 0010
VOUAINDD FTIOIHIA ----

ANIDNId ANIDYId ANIOUId WNND B34 OMOOI /DY /9 NYOIN ND JUEBLED] WNOOL /9 WaND/TIN ON
ONON HdNAY 4NN o TONN HISON OHON AN 104 aH Toay TYNINY

$3TYNiJ $ AvO

(NOLLYANZSRO SM3IA T HLIA AVO 3NO 303 (S)3900 TY¥O 3ITONIS)
000-9LSHS S¥ NIAID SAINNOW SINVINOIOSYS ‘W 8O SLNSIA ADOTOLVMIM

3X1-0d-000-9Z696- 98- -IES # L804I
OINNTINDY - 1" N




98/L0/90
' SNOWD %. SININY S MWL SSDT 41 OBAVINIIVD 10N SIOVEIAY *Di0M

cr 00r0
§§ su on/on g.s- "o

ot o o L 00c0
D00-9Z898 $¥ DN/O8 000°0 -~~~

L o L4 ' oozo
, 000-9T898 SU 0%/08 000 ¢ ----

4 o ° 0040
0ULNOD o.-o-xg cwne

; )(B\lu‘ CHN/Pe08 NI  ANIDND4  INDDEDM on
! o4 AN Sawe osve NiSO3 Yminv

- SEYwed4 ,f

.8:-38! SHIIN T HAIA AYO Lvu. ($)2500 WO 3WNIS)

- 000-92896 ! .B».o SADNEN SISV DL

‘% 804 SAMEIN ADC DL




[+

JUtR P
ONOW

9€/L0/%0
‘dNOYD NI STIVWINY & NYH! $S37 41 03LVIND.¥VO LON SIOVHIAV :ILON

es e LT : 63 14 - 2 A1 €9°'9 00v0
000-92696 S¥ DN/DW 000 004 ----

oL .6 o8z ’ 19 LE v O} 0’9 00E0
000-9TS96 S¥ 9%/9W 000 0F ----

ze ot 0084 . . - ey oo wv.w oo«o
000-9ZG96 SY 9X/9W 000" 8 ----

11 o [+ 14 ] 99 : s9 [ [ 901 8L’S 0010
IOYANOD FTOIMIA ----

INIOUId  INTONI4 WD N34 OMOOI /DM 19/9 NEJIN ND  INZDO¥3Ad  TWOOL/D  WWND/TIN ON
HeWAY AN o 10NN Hduon IHON A 10H aH To8Y  TYWINY

$2IYwI4  AZ AVD

(NO1LVANISEO SHIIM £ HAIA AVO INO 804 (S)ISOC IVHO ITONIS)
000-9C898 S¥ NIALIO SAIWNON SINVINIIOSYS (1 804 SLTINSIY ADOVCLVHIH

%1 -04-000-9LS98-98 4%-9€C # L¥OJIY
GINIANOD - 11 3wl




i 99/L0/90
_.Sol... A,,f:.:.a -......3::2533.3.!-2;5

. o ’ L 0090
, 000-9CH98 U ON/ON 000004 -~~~

o o 0 | J
, 000-9CE98 S ON/ON 000 04,

$ ] ooto
gg“:!\!g.—nn\\

" o € L4 0040
YOUINDD FIDIHIA ~~-~

?\.a! CUN/9008  ANDINRE  INIONRE  ANEINE4 Ot
S 64 12w sows osve NISO3  TWIMY

" L]

SIWes A AV

, , , ,,
R L RSO RTURR TR (NOILVANDISE0 SHEDN T MLIA »8!-.{7 ($)2500 ‘WO 3WN1S)
CHL L ouo-SE808 SU NIAID SADNON SIOVWOIIIYS ‘N ¥04 SLMNEI ABDI0LWNIM

o-onsen o saoarm




98/L0/S0
‘dNOY¥Y NI SIVHIINY § NVHL SS37 41 QILVINDIVD LON S3IDVHIAY ‘ILON

0ss v08 €t 64 ve 1! 1090
' 000-9Z696 S¥ L.{/9W 000 004 ----

eri 655 113 (X4 ‘L St LOE0
000-9Z596 SY¥ DN/9W 000 O ----

67S v LT ve 4 1020
000-97596 S¥ 9A/9W 000§ ----

9L 6's 1333 s oSt [44% 114 ot oL 94 1040
FOUINOD IIDIHAA ~----

004 /9 .Jg—\g ‘W00t /N /03 1/03m /03I /611NN 1/SLIND I/SLINN INO0S /O TNOOL /9N OoN
0: 1084 ' 90d 9:¥d 9:1 » YN OIg-NWY 9:149 9:109 9:0N719 9:NNE TYNINY

$37YW  Od AVO

(MOTAVANISHO SMIIM T MAIA AYO 3INO 804 (S)3SO0 VN0 ITONIS)
000-9Z806 S¥ NIAID SAIWNON SINYINIIOSYS ‘W NMO4 SLINSIN AMASINIHO TVIINITD

3%1-04-000-9L896-98- 4(-9C8 # L¥OJTN
111 378v4




L O00-9C808 S8
g I
- !

.3:-!3! s¥amm ¢

| | . e
I - GINNTAND -

s

= cmranie

15 v

0 AVO

lg N1 STVNINY S WML $S37 45 ODAVIDYD LOM SIOVEIAY :DLION

98/10/90

cc eL {2 00’y 1000
000-9C806 $¥ 09/0N 000°'00) -~~~

(14 14 c's oL'e oo
000-9Z898 U ON/OW 00004 ~~-~

o8 ies L] o8¢ 1020
000-9C998 S¥ ON/OW 000'S ~~~-

” 004 s oe'e 1010
FOUINDD BVIIHIA ~~-~

WOO4 /91 WOO0s /oN W00 /0 oM
o:91 0D o:0/v 0:007  MMiINY

N0 ¥04 ($)3500 WO 3MWNIS)
4 N 804 SLWNEIN AULASINDMD WIENITD

- 2%-9C0 # LNOSBN



98/L0/50
- 4NOND M1 STYWINY S NYHL $S37 41 Q3LVINOIVD LON SIDVYUIAY :ILON

961 L9S €l [44 L9 [ 13 10E0
D00-9TS96 SY¥ 9%/DW 000 04 ~----

esi L9% L [ 1/ -7} ‘e 1020
000-92596 S¥ 9XW/OW 000"} ~---

€ii t's 1411 e (X4 L LS G 1040
T0YINOD ITIIHIA ----

MO0 /9 ‘W00 /0N “W0O0! /O /0 1/0m /030 V/SLIND 1/SLINA V/SLIND  INOOL/OW  WWOOL /oW ON
"

0: 1044 0:90d 9:90 9:10 it 9:id-NW 9:1d9 9:109 9:0N19 9:MNNE TYNINY
$3IVN I Ava

(NDILYANISEO SHIIA T HLIA AVT INO (104 ($S)3500 VB0 319NIS)
O00-0Z898 S NIALID SAINNON STEVINDIOSYS (N 8O4 SLINSIW ANLSINIHD TWIINITD

%4 +04-000-9TSHB-98- I1-9CS ¢ L¥O4IN
AWIANDD - 155 WL




90/L0/80

"ANOUD N1 SINIAY & ML s-a 1 ahgb AGN SIDVEIAY : BL0N

hud‘  AvQ

;;S!t;—t;:*!-u-
!—.!i

SIVWOI8VS M 04 hb
!§|
—-u ﬁ'u

1 {34 or'e 000

8.?3-! S0 9N/ 000°04 ----

”°cs o0°'s 1OL0
gggg\_‘s‘ o

0 o _or's 1010
WUINDD FIIIMIA ----

W00 /9 o
9:00 Wi

|
.h,
2

W00 /0N W00 /88

..ih 904 ‘“,'\t

.-t' SWNIS)
', Eﬂ-“ s-'-dn

tg




98/L0/80
TANOND NI SIVMINY € NVHL $S37 41 G31VINDIVD 10M SIDYNIAY : 310N

s'e L' [ ] (1] t's e (x4 ] o e ts [ 1} 100
000-9T998 SN DY/OW 000 08 - --
‘¢ (] »0 (] ¢ ¥ o9 s tt (7] L ]} 100
, 000-9T498 S¥ DN/OW 000§ ----

( M ] Lo 0°0) Y] rs 1 1) 20t st ot s s 1010
: . 3..5832:32--

V/SLINN  WOOI /DN ‘WOOI /oW oN
™ Bid-wwy o: 140 0: 4100 8:M0 B:NND  TYMINY

YN AL avo

. (NOLLVANISEO SHIIA £ Migp AVG INO 804 (3)2300 w0 3wwNis)
000-9CE98 S8 NIALD $A2von SIOVMOIISYY ‘W 804 S1WSDI ANLSINIMD WIINETD

IN1-04-000-5E890-90- 4-98 | L8Oe
oMW ND) - i v

WOGH/® W00 /8N WOO4 /on /0 /0 oM /siien  /ss1mn
D! i0Nd : 904 o:y) ”» »




0/1L0/80
HNOND NS GYWEINY & MWL SSBY 4 ORIV YD JON azttU)!;b!

w 0 0 oty +O0CO
000-9LEPS SN ON/OW 000 O «~~ s

o 44 1020

'3 oy %
000-9LSS8 ¥ ON/BN 000 4 ---n

: v L oC's 1010
JOWANDD DIDIHIA ~ -~

WO04 /D0 W00 /O WO0 /0 Oon
Qi 204 004D oe/y B 80  Twiny

$IWm  AC A0

| (NBILYAUDSED SNIIN T HLIA AVO WD N4 (5)500 WNO 3IONIS)
|000-SC008 S5 NIAID SADNNDN SISVIWOIOSYS '8 D)4 SLISIN ANASININD IWIINETD

N1-84-000-9C898- 90~ 3%-9C8 # LNOGBS

.t!:lu - 11 v




968/L0/59
"dNOY¥D NI STYWINY § NYHL $S$37 41 J3LYINDTYD LION SIDVHEIAY :3L10H

1 4) azi 1€ ve 59 [44 ooro
000-92596 S¥ 9N/DW 000 004 ----

ari o] ]} 6€ 114 oL ve 00E0
000-9Z596 54 OI/9W 000 Of ----

L ] . [ 14 .14 4 s ‘€ LE} 5t 00T0
000-9Z596 SY 9%/9W 000 4 ----

[ 3 ] [ 4 [ 1} [ 2 Lyt ‘i [44 S LE -14 0010
TOUINCD FIDIHIA ----

W00 /0 INOO0I /DN W00} /Dl 1/03m T/03IW I/SLINN V/SLIND T/SLING MO0 /9 TNO0: /9N ON
»

O: 10ud U:v0d 0:v0 W™ Did-MY 9:1d9 0:109 9:0M9 NN TNINY
$37vel4 Gd AvVQ

(NOLLVANISEO0 SHIIM T HLIIM AVO INO 804 (5)3500 IVHO ITONIS)
O000-9T698 S8 NIAID SAINNOW SIEYINOIISYS ‘W HO4 SLINSIH ANLSINIMD IVIINITD

INL-04-000 -9LSS-98- 4%1-5ED # LHO4IH
QAL INOD - 111 e




. 99/40/80
.ic.-jll-a!--.a:lgic!!;i

Poves P 7] e or'y  00vo
WW | 000-9C008 $8 9N/08 000'004 ----

P v o't or'y 0000
000-9C808 S8 ON%/8N 000°0% ----

P o 9 08°C 0080
©00-9C508 S4 ON/8K 0004 ----

o o ’ os'c 0040
WD FVIWIA ----

W00 /8 WO /0N W00t /9 o
L »:0s 2700 o:8/y 9:80%  WNiW

, (NDILVAUSSED SNIIA § HAIA AVG ND UB4 (()2600 WuD FINIS)
00-95606 S5 KHIATS SARGEN SIIVIOIONA N 884 SLMEN AMSINBO WINIT

b UL-84-000-9C008-98--9C8 4 LN04D8
!_I-.,:.!!




oy

ore

oy

‘W00 /0
o:0

98/1.0/%0
‘NOUD NI STIVMINY 8 NVHL $S37 41 GILVIDTIVO LON SIOVHEIAVY :IIO0N

$'€C L'e : 4 1 el 08 EC oset or L 1] 00Y0
000-9Z698 S¥ 9X/O% OGO 004 ----

't c's : o9 (11} or 14 [¥3 €l 00€0
’ 000-9Z£98 S¥ ©X/6W 000°0f ----

c's te (1] : 19 114 (44 ” tL 1} 00t0
000-92596 SN DN/OM 000§ ---~

L [ 4 1°0 L 1Y ‘ ’ 194 1) 1] (1] | 1] (X4 0010
TOUINGD ITDTHIA ~---

W00 /B W00S /00 W00 /BN /0m /oM /030 V/S4INN C I/SLINA 1/SLING WOO!/OW WO} /O ON
0! 1084 °: 004 »:vd o: 12 » ™ BidW D:1d0 D:100  D:ONTD o:NNE  TYRINY

(Rl T { AVO

(NOSAVASISSO SHIA T HIIA AVO N0 ¥O4 ($)3100 VN0 3TONIS)
000-SLE96 SN NIAID SADNNON S1UVINIIOEYS ‘N N04 SLINSN ANLSINIHO WIINITD

X1-04-000-9L496-98- -1C8 # LU043M
OMWNE ANDD - 11 wvi



"4NOWD NI SIWNINY § MWL $53Y 41 OMYVOW) LOW SIOVEIAY :DI0M

"

. saves -»L

bi;' 4 ) /) ND S)I500 WD IWNIS)
.s......“.r asns zs..i. JLin ira o ves (5)

2X4-04-000-90808-98- s4-S¢C ¢ 140428
.l!ilo. 18 2w o

99/4L0/9%0
i ocy 0090
§ : Os\'gs.nnt\

e Ll o8’y 0020
000-SL898 3§ DHN/ON 000 OF ----

o4 04°C ooto
gna! S8 ON/OW 000 ~onm

| 4 o't 0010
IONANDD DIDEHIA ---o

W00+ /9 o
Di9/y 9:00%  ‘YWwinw

SAWSI0. AUASININD WIINIYD




98/L0/%0
‘NOND NI SIVHINY 8 NVHL $S3) 41 0ILVINDTIVD AON SIDVEIAY :ILON

os'¢c e : : (17 s - 08 (4114 90€ i€ L 1 oorG
000-9ZS98 $¥ DY/OW 000° 00 ---~

oI'c e ’ (41} c's 4 1] vid te te 9 €4 00€0
. O00-9ZE98 S¥ »N/ON 000 04 ----

os'c e : : "0} M 4 . Ly (24 S04 " 00zo
000-9T6E98 S8 BN/DM 000 ) ----

oL'e 'L L't L'e (1Y) s R - 1) ot £ 44 € &8 (2] 0010
p T0ULNGD FIDIHIA ----

WO /9 WI00I /O W00 /8N W00 /9% 1/0m 7/0M 0 V/SiINn /SLIND V/SLIND W00 /0N WOO) /ON oN
»

W™ ieuWY 9! 440 0:100 °:0n O:NNE  TYNINY
SIS AZ AVO

(NOLLYANISE0 SHIBA © MATA AYO 2D ¥C4 (S))SO0 TVE0 3BNIS)
000-SLH06 SH.NIATO SADNNON STUVINDIIISYS ‘N N0 S NS ABISINIMD IWOINITD

14-04-000-9C898-90- 45%-9C8 # L8043
O ANGD - 11 M

oWy 0: 1084 0:v0d 8:vd o: M




i SN 8?.8! 56 NIATD SATNES SIOVIROIOVS

|
98/10/90
' anows i. STINY § MWL $527 45 GDAVINOIVD LON SIOVEIAY 310N

L e 000
gna... L 3\‘ g 00 ~owm

“n oc's 00co
; S8 ON/0N 000’0 =~~~

” o o8 00C0
g Sy on/on g b woon

% s [ oL’y 0040
WOUINDD BVIMBA -~~~

008 /80 W00 /9N W00+ /0 oN
owam 0:0L  9:I0MD 0:0/V D00 TWRIW

‘l.:sis.‘ SHBIR T HLIA AVD !i! ($)3500 W30 3WNIS)

U04 SLINSN AISINDO WIINIT)
:-Io - 113 Feve




98/L0/%0
‘dNOUD NI GIVWINY 6 NVYHL SS3T 41 03LVINOIVO LON SIDVHE3AY :ILON

AHDLIT  JALLVOIN 3JALLVOIN IATLVOIN 3JALLYDIN  JALTLVOIN NIV AZVH MOTII3A S10°} 10v0
000-92596 SY¥ DN/OW 000 004 ----~

AAVIH  IATLVOIN 3ALLVOIN 3IALLVOIN IALLVOIN  JALILVOIN  INITVINTY AQNOTD LI RREF SI0° 4 100
000-97696 SY¥ 9)/9% 000 04 ----

LHOIT  IALLVOIN +) +€  JALLVOIN IovuL TVULNIN AZVH MOTIIA 0oTo" ¢ 1020
000-9Z596 SY¥ 9A/OW 000"} --~--

FALAVOIN JATLVOIN 3IALLVOIN IJALLVDIN J0VaL INTIYNTY AZYH MOTIT3IA oro's 1010
JOMANOD ITDIHIA ----

ON
NOL3IN onw uddy #0700 9-dS$ TYRINY

S37vm ad AVG

(NOIAVANISEHO $HIIM T HAIA AVO INO 804 (S)3ISO0 VN0 IT1ONIS)
000-9T996 S¥ NIALID SAINNOW SIESVINDIOSYS 'W 804 SLINSIY SISATYNIUN

%X1-04-000-9TSH8-9()- #N-9E # L804IV
Al 3VL




90/18/80

- aRuD W5 SR § (N 953 45 CRAYIADWD SEN SIOVERAY DAEN

we 0 200 1000
. 080-92008 S8 ON/9N 000’008 ~---
™o +°0 . 230 1080
G80-90008 SU ON/8N 000°08 ~---

w0 0 - Sewe Ve 1000
: G00-05008 $Y SW/SN 000’ ) ----

we 0 220 200 1010
, WHNED DIINBA ~---

TRL/BEN I

aies Hiled Wl




98/L0/%0
“dNOUD NI SIVWINY & NYHL $S37 31 03LVINDIVO LON SIDVEIAY :ILON

INIWIG3S IVINILOVE AAVIH 'ININIG3IS INITIVASAND ILVHIQOW- Od AVO $0Y0
000-92596 SY¥ 9N/DW 000 004 ----

IVASAYD 3.VHISOHd TYNOISYIO0- Od AVO 10€0
000-92598 S¥ 9N/O9W 000 Of ---~

SIVISAYND IAVIVXO WNIDIVD At YW- Od AVO tos0
JOUINDD FTDIHIA ~~--

ON
"n0J TYRINY

$3TYW ad AvVOD

(NOIAVANISEO $HI3A T HLIM AVO 3NO ¥04 ($)3500 V80 ITIONIS)
000-9L496 $¥ NIAID SASNON SIBYINDIOSYS "W 04 SLINSIY SISATVNIEN

INL~04-000-9C896-98- H-DES # LUOdIY
0NN ANOD - Al eV




: !f‘! ! r.

, gab‘! n’-h‘!

_ 3—-

 noL3n

99/40/80

‘4NOND NI SHVNINY S MWL SSTY 41 OBAVIIDWD LON STOVEIAY BL0N

BASLVOIN
ALLVOIN
oL . JAILVOIN

nw
ST A

b INLIWHW. AGNOY MAOT1IRA

2§04 1020

§s§ S8 ON/0N 000°'04 <~~~

” a..-.ﬂ! AT AOVBA

+  MIWNW AZW . ADTIBA

3504 1000

000-92896 S8 ON/ON 0004 »o-=

810° 4 1010

WONAN0D FIDIMBA ~--~

o sy = 80MD

-!bc‘i § £ MAIA AVE 2NO 04 | avg Wweo 3WIS)
; s i-‘ nbi SIWINOIISVY

804 S1WI0 SISATINIEN
-n-9c8 # 190438

o
9-48 IWIW




99/10/80

‘4NOUS NI SIVIINY 8 MVML SS3V 41 GILVINIIVD 10N SIOVEIAV 210N

T 04

000-9T498 S¥ ON/DN 000 04 ----

T3 04

Juve Juve 1000

000-97.696 SN ON/OW 000"} ----

M 4O
TEOOT/F41IN0 IDI'TENS
ASDONI’IIE0N0

172l ) AvVO

(MOIAVAEISEO SHIDA £ M1IA AVO 30 804 ($)3800 WNO JWNIS)
G00-SEA08 S8 NIAIS SADINMIN SINVINOIOEYS ‘0 864 SLMNEDE SISATVNIGN

X1-84-000-82008-90- 4%-000 ¢ 180430
SRAN1 4000 - YRS ]

Ve 1040
FONINDGD IWDIHIA ---~

JdH/ 20/ oN
Wedes Hildd TymINv




| NS STNINY & WL $537 41 OELYINOWD SON SIOVNDAY 310N

98/L0/90

V30 ONND4- 4 AVO 1000
000-9C806 S¥ ©/0W 000 004 -~

SWISAED SAVHES0Md ADJ- | AVO 1020
000-9C898 S 9N/BN 0000} ---»

WISABD BLVgSOME INOISYID0- | AVO 1000
000-9CE08 $¥ DN/ 0004 -~~-

O
oo Ywwiny

b AVO

804 (S)2508 WNO IWNIS)
VIR Y n-!-n- SISAYWINN




98/L0/%0
TdNOYY NI STYWINY S NVHL §$37 41 03LVINDIVD LON SIDVYIAY :ILION

AiVY3ICON  IAZLVDIN IATLYDIN IATLVDIN IALLYOEN 3DVEL INIIYNIY AGNO1D AVY¥LS oTo"} 1 0EO
000-9LG96 SY 9H/9W 000 OF ~---

AAYVIH JATLVOIN 3IATLYDIN +  IALLVOIN 3ovaL INIIYNY AGNOTD nYYs s 0z0" ) 10%0
000- 1ZS96 S¥ 9N/9W 000 4 ~---

AAVIH  JALAVOIN IALLYDIN IATLVOIN IALLYDIN 30Vl INIIYATY AGNDYD nY34S oro' s 1040
TIYINOD ITFDIHIA ----

ON
1110 NOLIN oo ov3y ¥0700 9-dS TYNINY
$3IYW Az Jva

(NOTLYANISSO SNIIA ¢ MLIA AVO 3N0 804 (S)3500 Tvio 3T9NIS)
000-9THSE SN NIALD $AIWNON SIOYINDIOSYS "W BO4 SLINSIW SISAIYNINN

3X4-04-000-9LS98-18- 41-9E9 # L80d3Y
GINNEANGD - Al VL




00/ 100
4ROUD M8 SV © G S5DY oF GINITRINWD J0N SEPNNINY | MEN

i SOSPRPRVE Pt

»e e
S00-0000 S5 SN/AN 0004 -

i
e e i
WIS PPN -

....ll-.“ﬂ.u.!s:._l. i!n.nﬂ.!:?

!i:!!l
L




/L0O/S0O
"dNOND NI STYNINY G NVYHL SS3T 41 0IivINTIVD LON SIDVHIAY - FLON

1020

ININTAIS INITIYASAND SHOLT :IVISAND JLVHASOMd TYNOISYIDO- AZ Ava
DOD-9TSYE SH UH/DW DDD' L ----

STIVLSAED FAVIVXG WAIDIYD MI4- AT AVO 1010
TOMINGD ITITHIA ----

(2]
L i TYRINY
$31Ym AT AvO

(NOTIVABISHO SHIIA T HLIA AVO IND 804 (5)ISOC VB0 3T19NIS)
000-9LE98 S8 NIAID SAINNON STNVINIIDSYS W BOJ S NSIN SISATYNINN

INL-04-000-9LUIS-99- I-9E4 # 1MO438
AL iNgD - AL VL




99/00/90
"ANOUD NI SISV § NS $557 41 ODLVVIOWD LON SIDVEIAY  DLON

BALLYOIN BALLAVOIN DALLYOIN BALLYOIN g:—a’ miwrw AZWM Leddid L $40° 4 00ro
, . ! 000-SC498 54 9N/80 000 004 ~--

g-b,‘! BALLVOIN BALLVOIN DJALLVEIN JALLVOIN DMLY AZW AOTIIA o0’ 4 00¢0
/ 000-9C896 SN PN/ON 000’0t ~«a-

IAVEIN  BALLYONN ,g-.—‘! BALAVOIN  BALIVOIN  WHININ Mo AL 3o+ ooro
, OC0-9CS98 $4 PN/B0 000 ) ~=ax

BALLVOEN BALLVOIN o€ BALLVEIN BASIVEOIN  WasON AZWH  MOVYIA OCO' 0040
, o WUINDD DIIIHIA ----

3 : ow
aoow 1M woidw nw 1004 e seev 30D o-e5  IMIm
, SIS G AVO |

, (NDL1vANISE0 u...!. € MAIR AVO 3ND 804 j.!oc WD IWMNIS)
, 8?3-. S8 NIAl® !!ll SIIVINOIISVS "% 104 SLNEDN STSAWNIEN

, !:6;.8?88?3.;:8 4 LU0
CIMI 1N - Al WV |




99/.0/90
‘4N0WD M) SITNINY ¢ NVHL 33537 4 1Y NIWIY 10 SIOVEIAY :350M

I 20 290 00»0
000-9z09e sy 0}/9% 00U 008 ---.

I 10 920  oogo
000-9299¢ Su o%/om 000 05 - -

I 0 nas D0Lo
000-9Z898 Sy 2y /0y 000§ ...

. 0 %0 0010
08180 IOMIA -

%001 /82300 DITeny 41/ JdM/ o
. NEONITI 80w R348 HLIAD Yoy

($)2%00 weo eNig)
‘N 904 S1Wngae $18ATYNIen

1X4-04-000-9¢800-9¢- 4x- ¢
LTI A 2w

e

. ,
.
" ,




T - $2WNs  0e avo
(SCILYANISRD $332 ¢ 1isA 4v0 ) w0,
S8 NIAID Simem !!:aﬂr;

W 8/40/80
ONaND NS SIMINY & Wit 8537 44 OUNDII 40N SIOVNIAY 3400
ANDRIONS TVINIAIVE 101 : inpmsgas WITWISAND 3LvuDooN- 0g Avg

ooro

000-32898 Sy DN/ow 000°008 «xnu
inmions WIYWitAw) JLVUBaOW- g Avg 00¢0
§\.§ t 7 ] g\: §.°9 L

WASAND 2ivmesong INOISYID0- g AVQ o000
TONINDD DIDIHBA -u..

0D  Yemiwy

($)3500 weo Mewis)
‘N 404 S4B SISAYYMINN

W 3X4-04-000-9¢1108-98- 1%-9¢8 + Le0a2
. eaMIigD - ,



98/L0/50
"dNOYD NI SIYWINY S NYHL Ss37 4] 03LYINDIYD 10N SIOVHIAY :3ioN

IALLYDIN +} IATLYDIN +4 TvuinaN 4v3 LURREV) S04 (e o] {o]
000-9¢596 Sy 9A/9M 000 004 ----

+€  IAIivOIN IALLYDIN ++ INIIYHIY AZYH MOT734 0104 00£0
000-9z596 Sy 9%/9M 000°04 ----

IlivoIn + 3A11Y93N *hOINLIWIY A0n01D mo77as S10°} 00z0
000-92596 S¥ 9%/9W 000§ - ..

IALLvOIN INLLYDIN IALLYOIN ©INLIYMTIY AONOTD LUAREY) SI10° 4 0010
TOYINOD 31DIHIA ----

on
Q00e 11e NOL3IN Ny #0700 9-dS TYNINY

tF R EY i Avo

(NO1LVANISEO Sxaam ¢ HLIA AYO 380 w04 (s)3S00 V80 319N1S)
000-92898 S¥ N3AID $AMvON SINYINDIDSY) ‘W woy S1INS34 SISATYNINN

uxso°t|§uonn:¢..-ux:0n. Y LM0dI8
03NNTINDD - AV e




: 98/10/e0
,.’llui.l-:stgtlgin!!‘ Sad
| " o

R : : nu.-l! s Ave
.........u...u....."... ......ﬁ...aq:.h..ﬁ..u....“......




98/L0/%0
‘dNO¥D NI SIVMINY S NYHi SS371 341 031vIndiv) 10N SIOVHIAY 310N

IN3INIQ3IS vIv3sDve 1H917- i AvO O0ED
000-9T596 S¥ DH/OW 000 04 ----

AN3INIO3S vI¥3idve 14911 ‘SIViSAyD JLVHAISOHD ANYN- | Avg 0oTo
000-92596 S¥ 9x/DW 000" -w---

ININIO3S vivaiove 1HOI Y- t AvQ 0010
TOUINOD IIDIHIA - -eo

ON
oo IYMINY

$31YM34 '} Ava

(NOTLVANISHO SH3Im T HLIM AYO 3N0 ¥O4 (S)3%00 VH0 319N1S)
000-9L998 Sy NIATD SAIWNON S1WYINDIDSYY ‘W 404 $4INSIY SISATYNIEN

X1-04-000-92096-98- s%-908 # 140439
a3 iNDD - Al 3avy




98/00/80
"NOND NI SIWIINY § NWML $5D1 41 SRSYINOWD AON SIOVEIAY 310N

BALLVOIN DASAYOIN JALLYOIN 2ALivOdw | JALLYOIN  INTWNW AZwM AYBIS  OLO'4 0090
, . , ! 000-9C806 $¥ ON/ONW 000 004 ----

i)-b‘! BAIAVOIN BALAVEIN JATLVODN | SALLYOIN  WuindM ANV AVELS oo’ 00¢0
; o b : 000-9L896 $§ ©%/08 0000 ----

MAILVOIN JATAVEIN BALIVOIN JALLVDIN | BALIYBIN WIWNW  AGNOT  Awmis $10°s 0020
o , 000-9C998 $¥ O4/0N 000" 4 ~---

BATAVOIN DALAVEIN DALIVEIN JALLYOIN  BAILVOIN MWW  AGnO1) NS OO’ 0040
W P , , WNINOS DIVIHIA -~n-

”, W,, : on
. @00  1Ms  mosmw e o8 ovaw seey 2000 o-45  miny
- S A i

. (MDIAVANISSO SX3IN T Wil AYG WO I.AT ($)7500 Weo 3wwis)

| 000-0806 SN NIAID SATWNN SIEVWDIOSYS ‘% NOS S4 RN BrEAIONINN

o : | 3%1-04-000-5C808-)8- 4%-9C8 4 14043w
GINNLINDD - AT WV
o




$8/10/%0
‘ANOND M1 STIVRINY & MVHL $S31 41 GILYWNIDIWD 10N SIOVNIAV :IiON

HI 0 320 00r0
0009596 $¥ DN/OW 000 004 ----

2 4°0 L] 00e0
O00-9Z696 SN B%/9W 000N} ----

I 1°0 uve ooto
000-9ZS96 S¥ DN/ON 000§ ----

T3 40 A4 0010
TONINDD FTIDIHIA ----

T9001/611M0 ROITENS 4dH/ re L [ ]
AWWORITIE0WN Huds HLI4d IVNiINY.

sS4 AT AVO

(NOSAVANDSEO SHDBA € HAIA AVO 3MO ¥O4 ($)2100 TWNO 30MIS)
C00-SZH56 Su NBAID SADNNON SINVINOIOSYS "N 8OH SLWSIN SISATIVMIEN

M 4-04-000-9L896-90- 44-(C0 ¢ 18043M
ONNIING) - Al Nevi




SWASAND JAYWNS WRIIWD M- AC A¥0 00O
: , ” : ; 000-9C888 S¥ 9N/8N 000004 ----
o , , | | ,
Sl et wisssove uesd 1ANINIEDS BNITWISAND )5 1WISAD DsvIvNe mnWD WNISVI00- AL AYG  00LO
LR KT A o j , 000-9C808 $¥ ON/BN 000'Of ----
| wasawd sswwee wnsows WNIISVII0- AL AVE  00CO
. , r : 000-9C888 S4 9)/8m 000" ¢
L NSNS BNETWITAD AN 'SWISAND DAVIVEG BMOWD Mews- AC Ave 0010
R : WUINGD SVIIMIA ----

o’
o0 Yl

$)2500 ‘WE9 IWNSS)
594 SL530 SiSAMNIN

9928 ¢ LUDSY

r” , ;l-»—s-ll gln:ﬂ ,n.e-: AVS 29 w04
LU O00-S5808 SN NBALS SARWNEN SISVIROIOSYS -

- SMNINSO - a5 vews

-




APPENDICES




OF  RS-96526-000
WMEN TESTES IN Twe mONREY

I earlfer studfes on the scute oral toxicity of

1 ferrecone in the ret, amd e {rrfation

:.. % in the rabbit, gto Q‘c'usly toxice lm‘ of
Conpound was apprex y NAY or less.

The presemt Stady 13 to determine if there 13 a
—— substamtial species €ifference between rodent and

. Unless Othmu stated, all precedures will e
done according to Standard Qperatt Precodures for
the muw"-f Texicologic Seilut:.s. .

Acety! ferroceme wil) be released for w3e by the Institute of
Organic Chemistry (10C), Symtex Research. A lmary of their
malytical results will be fachuted with she sococs oo ot ey,

On receipt, the test article will de stered at 4 degrees C. The

elapsed time detween release of article by 10C ang testing 1a ITS

Shall net exceed 90 days. If the clapsed time shewld oxceed

0 ‘l{l N aliquet of the test article will be returned to 10C for
- roanalysts., o :

Test formulations wil) be prepared just befere dosing.

a) Nigh dose ronp:
Welgh ont hOugh acety) ferrecene
the study. Add suffictent
concentration will e 80 pa)l. Rix for
Polytren hemogenizer.

Wid dose qrowp:
0ilute an aliquot of the Migh dose formulatics 1 to 10 with

vegetadle ofl. nmix for 30 secomds with Polytron homogenizer.
Yields concentration of § g/Mml.

-_-—“r—




$ sintex

~KF-96-

8. Test icle ontinued

€) Low dose group:
Silute an aliquot of the mid dose formulation 1 to 10 with
vegetable oil. Mix for 30 seconds with Polytron homogenizer.

Yields concentration of 0.5 mg/ml.

8. Animels

1. Mealthy animals, not subject to any previous experimental
procedures, will be used.

2. Obtain enough monkeys so that 4 males and 4 females will be
avatladle for th*s study. The monkey (cynomolgus) was selected as
the test species for this study to evaluate the toxicity in a
non-rodent which is phylogenetically closer to man.

Strain: Macaca fascicularis (cynomolgus)
Source: Primate Imports, Port Washington, N.Y.
Age: unspecified

ght: unspecified

Upon arrival at the Syntex facility, the monkeys will be
quarantined as per State of California Regulations. Each monkey
will be identified by a unique number tattooed into the skin of the
chest. The animals will be acclimatized for at least one week .

Food (Purina Certified Primate Chow supplemented with fruit and
peanuts) will be offered on standard husbandry schedule. Water
wiil De avaifadbie ad Tibitum.

During the acclimati:ation period determine the health status of
the animals. Do not accept any animal for this study that has a
condition which would interfere with the purpose or conduct of the
study.

When monkeys are assigned to the study they are to be individually
identified. The serial number, test number and the study number
are to be used to identify the cage in which the monkey is housed.
Use a raniomization procedure approved Y IRDM to assign the
animals to study position.

Test Procedures

1. Assign the monkeys to 4 groups, each composed of 1 male and 1
female.
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2. Plasma or Serum Chemistry (Samples after an overnight fast.)

sodium
potassium

chloride

calcium

phospharus

albumin

total protein
aldumin/globulin (A/8) ratio
chalesterol

triglycerides

glucose

wres ait

slutamic oxalacetic transaminase
elutamic pyruvi: transaminase
aTkaline phosphatase

Urinalysis (urine samples collected in wetabolic cage units on day
other than the day bHlood samples are taken)

calor
Ppesrance
reaction (pM)
protein

3lucose
specific gravity
wicroscopic elements
Retones

bilirubin

gvaad

urabilinogen

E. Pathalagy Procedures
1. &ross Pathology

a) Necrapsy - Conduct complete examination on each animal that
dies during the study.

Tissue Preservation - The following tissyes or organs from each
anima! that is necropsied are to he sampled and preserved in
neutral buffered 10% formalin,

Altared Tissues: From any tissue or organ

Wistologic Examination - Prepare appropriate hémtoxyﬁn/eosin
statned sections From each tissye preserved,
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