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Table 1-1 Items investigated and units on haematology, biochemistry,
urinalysis, urine concentration test and faecal occult blood
Investigations Units Method
Haematology
Packed cell volume (PCV) %
Haemoglobin (Hb) g% Hemalog 8/90
Red cell count (RBC) mill /mm®

Reticulocyte count (Retics)

Mean corpuscular haemoglobin concentration

% red cells

BCB and NMB*

(MCHC) =Hbx100+-PVC %
Mean cell volume (MCV)=PCV x10+-RBC cubic microns
Mean cell haemoglobin (MCH) =Hbx10+-RBC KUE
Total white cell count (WBC) 10° /mm® Hemalog 8/90
Neutrophils (N) 10° /mm®
Lymphocytes (L) 10° /mm’
Eosinophils (E) 10" /mm® Microscopy
Basophils (B) 10° /mm’
Monocytes (M) 10® /mm?
Platelet count 10® /mm® Hemalog 8/90
Activated partial thromboplastin time
(Act. PTT) seconds Proctor. P.R., RapaporT, S.I.**
Prothrombin time (PT) seconds Quick's one stage method (using Simplastin)
Biochemisiry
Blood urea nitrogen mg % Technicon SMA 12/60
Plasma glucose mg % UCC*** (using Roche Diagnostics Test Kit)
Total serum proteins g% Technicon SMA 12/60
Albumin g%
a globulin g%
a ; globulin g% Millipore phoroslides
£ globulin g%
7 globulin g%
A/G ratio
Serum alkaline phosphatase (SAP) mU/ml UCC*** (using Smith Kline Instruments Test Kit)
Serum g?u.tam‘ate pyruvate transaminase (SGPT) mU/m! }UCC‘N (using Roche Diagnostics Test Kit)
Serum bilirubin mg %
Sodium (Na*) mEq/!
Potassium (K*) mEq/l Technicon SMA 12/60
Chloride (CI-) mEq/l
Urinalysis
Colour
Volume ml Visual assessment
pH pH meter
Specific gravity (SG) refractometer or pycnometer
Protein mg % Multistix
Total reducing substances ‘ Clinitest
Glucose
Ketones
Bile pigments Multistix

Urobilinogen

Haemoglobin

*  brilliant cresyl blue and new methylene blue

** Am.J.Clin.Path 1961, 36, 212
*** Union Carbide Centrifichem
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Items investigated and units on haematology, biochemistry,

urinalysis, urine concentration test and faecal occult blood (continued)

Investigations

Units

Method

Urinalysis (continued)
Microscopy of spun deposit :

Epithelial cells (E)
Polymorphonuclear leucocytes (P)
Mononuclear leucocytes (M)
Red blood cells (R)
Organisms (O)
Casts (C)
Abnormal constituents (A)

Urine Concentration Test
Volume

Osmolality

m.osm. /kg

Knauer osmometer

Faecal Occult Blood
Occult blood

+ve or —ve

Hughes & Hughes (Okokit) Test Kit

* Brilliant cresyl blue and new methylene blue

** Am.J.Clin.Path 1961, 36, 212
*** Union Carbide Centrifichem
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Table 4a Urinalysis—BRL14151K
(Mean+S.D.)
Dose . Microscopy /
mg/kg/) Week | Colour/ (Vol]/ume) pH SG Protein / 1-113‘:’.]0/ Py
da)’ ml/rat globin E|P|M|R|O Cc A
3 Pre- | V.P.S. | 1.8+1.10| 7.0+0.57 | 1,018+8.6| 0 0 oflofol1
Health dose
check
2 V.P.S. 1.4+1.04 | 6.5+-0.23 | 1,021+7.8 0 0 0l0|0|O0O|1]0]| O
Health
check
Control 7.7+0.29 | 1,012+3.0 0 0 0/0(0|0|1]|0] 1sp
10 7.94+0.28 | 1,010+1.0 0 0 0/]0]0]|0|1]0]1sp
20 7.9£0.16 | 1,011+1.7 0 0 0(0[0|0]|1|0]1sp
50 7.7£0.27 {1,011=2.9 0 0 0[0|0|O0Of1]|0]1sp
400 7.9+0.32 | 1,011+3.6 0 0 0[{0|O0f[O0O[1]|0]1sp
Control 7.740.30 | 1,011+2.2| 0 o |ofolojol1lo] o
10 7;§i0.23 1,012+4.9 0 0 0|0|0]jO0O|1]|0}f O
20 8.010.32 | 1,012+2.9 0 0 o(0jO0|0Of|1]0 0
50 Z;QZO.ZZ 1,011+1.6 0 0 0(0|0|O0O|1]0O 0
400 8.1+0.25 | 1,013+3.9 0 0 0/0|J0]|0f|1]0O 0
Control 13 CL 10.84:2.34| 7.3+0.18 | 1,006+2.3 0 0 1{0[0]0]1|0] 1sp
10 CL 9.9+2.68 7.1i0.27 1.00§i1.9 0 0 00|00 1]0]1sp
20 Y V.P.S 10;31‘2 12 7;2‘*_'0.20 1,092"_'2.9 0 0 0[0|0[O0([1]0]1sp
50 CL 7.3+3.37 7,..110.23 1,0}2:’2.5 0 0 0]0|0|0(1]O0]1sp
400 V.P.S 8.842.40| 7.7+0.36 | 1,009+3.1 0 0 0|]0|0|0|1]O0]1sp
Control V.P.S 4.9+1.24| 7.7+0.33 | 1,012:4.0 0 0 0|0{0|0]|1]0 0
10 V.P.S 5.7+1.65| 7.8+0.24 | 1,011+4.0 0 0 0j0|0Of|O0]|1]O 0
20 ¥ V.P.S 6.0+1.89| 7.6+0.35 l,019iﬁ3.6 0 0 0j0{0|0}|1]0 0
50 V.P.S 5.9+1.43| 7.6+0.29 1,00§i3.8 0 0 ojojo|O0}1]O 0
400 V.P.S 5.2+0.88| 7.7=0.31 | 1,008+2.5 0 0 0(0|j0j0|1]0 0
Control 24 E.P.S. 9.6+4.10| 7.3+0.24 | 1,010+4.0 0 + 1{0[0]1(1|0] Isp
10 CL 11.0+2.85| 7.24+0.20 | 1,008%2.2 0 + 1[{0[0[1]1][O0]1Isp
20 Y E.P.S 8.6+2.32 7.ﬁi0.23 1,010+3.4 0 0 0(0|0|O0|1]|0]1sp
50 E.P.S 9.6+2.70 | 7.5+0.14 | 1,009%+2.5 0 0 0(0|0|O0(|1]0] 1sp
400 E.P.S. [10.8+2.67 | 7.4+£0.30 | 1,008+2.4 0 0‘ 0|0|0|0(1]0] 1sp
Control E.P.S 5.1+2.74 | 7.8+0.22 | 1,010+2.0 0 0 0|0f0]j0}j1|0] O
10 E.P.S 6.0+1.63| 7.8+0.28 | 1,012+3.8 0 0 0oj0|0|O|1|0O]| O
20 ¥ E.P.S 5.6+2.77| 7.7+0.23 | 1,011%2.5 0 0 ojfojojof1(0] O
50 E.P.S 4.5+1.90| 7.7£0.39 | 1,013+4.2 0 0 0/]0j0|0|1]0 0
400 E.P.S 5.2+2.35| 7.5+0.35 | 1,011+4.7 0 0 0j0j0]0]|1]0 0
Control 30 E.P.S. | 13.7+4.32| 7.4%0.16 | 1,009+4.0 0 0 0/{0[0[0|1]|0] 2sp
400 end of E.P.S. | 10.5+6.44 | 7.5+0.46 | 1,014+12.1 0 0 0{0[0[0]1][O0] 3sp
............... ,'th‘ [ (g (g S R SRR SRR (R [ ceeem
Control  |goaval | E.P.S. | 5.941.68| 7.5+0.34 [1,007+1.6| 0 o |1]|ofofol1lo] 0
400 period EP.S 6.5+6.08 | 7.5+0.32 | 1,007*+2.2 0 + 0j1/0j0(|1]0 0

Level of significance using STupent’s ‘t’ test:

* 1> <0.05
** 2 <0.01

in comparison with control value
in comparison with control value

*x#% |7 <0.001 in comparison with control value

/ Most frequent observation
CL Colourless
V.P.S. Very pale straw

E.P.S. Extremely pale straw

sp Sperm

Qualitative tests were performed for total reducing substances, glucose, ketones, bile pigments and urobilinogen and

all results were negative.
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Table 5a-1 6 hour urine concentration test-BRL14151K

(Mean £ S.D.)
Dose Week Volume Osmolality
(mg/ke/day) (ml/rat) (m.osm/kg)
3 Pre-dose | 0.25+0.10 | 1,550%285.9
Health
check
2 0.4240.35 | 1,727+234.8
Health
check
Control 4 1.50+1.21 | 1,746+593.9
10 1.3740.92 | 1,644%500.4
20 3 0.86+0.51 | 2,080%241.4
50 0.93+0.59 | 2,288+398.7
400 0.57+0.42 | 2,480+219.5
Control 0.56+0.56 | 1,857+526.9
10 0.94+0.59 | 1,711+344.0
20 0.78+0.42 | 1,827+476.6
50 2 0.53+0.45 | 1,823+625.7
400 0.26+0.15 | 2,474%391.4
Control 13 0.76+0.65 | 1,708+639.7
10 0.78+0.45 | 1,891%660.0
20 3 0.64+0.22 | 1,685%+771.7
50 0.49+0.50 | 2,026+638.8
400 0.37+0.28 | 2,091%331.2
Control 0.2740.19 | 2,093+351.6
10 0.33£0.21 | 2,131+470.4
20 2 0.36+0.17 | 2,342+264.7
50 0.27+0.17 | 1,880+439.4
400 0.12+0.08 | 2,320+587.9

Level of significance using STubenT’s ‘t’ test :
* P<0.05 in comparison with control value
** P<0.01 in comparison with control value
*** P<0.001 in comparison with control value

mg/kg /BB EBEDO HEHETIIEM L 7o BRL25000 D[R
BEBEO M T ARERIR R L I

ARRD F O DB EROE KT REE L ITA%
Tho1o

5 REHE

Ttk L L5 BIE T 5 REIED ORI - 10

6. MKFHBRE, MKEILFHRE RRERIOE

¥ M2

1) MmE#¥HtEE (Table 2)

BEE 24 BOBRETUTORMRER R LRI,

BRL14151K o 400 mg/kg/B#58 o it & BRL
25000 > 1,200 mg/kg/ B ESRHOHET, *BR & L
LTHMERE:, v v BREOHEmMIHRShic, EELE
DrryvEs S5 2F vER (APTT) & BRL14151K o
400 mg/kg/H ¥ X 0° BRL25000 @ 1,200 mg/kg/H#
SEOBTRBRIC B L TR Lo ThbOZ
REIRIR TRACIZERD bR isd » 1o

Table 5a-2 6 hour urine concentration test-BRL14151K
(continued) (Mean % S.D.)

Dose Week Volume Osmolality
(mg/kg/day) (ml/rat) (m.osm/kg)
Control 25 2.05+0.94 1,150+504.7
10 2.21+1.65 | 1.177+540.1

20 3 1.2120.94 | 1,319=506.1

50 0.97+0.65 | 1,343+690.0
400 0°50+0.34 | 2,330+343.1
Contro! 1.09+1.31 | 1,660=1135.7
10 0.82+0.54 | 1,426%+463.6

20 ol 0.61+0.36 | 1,920£508.2

50 0.48+0.27 | 2,337+646.6
400 0.49=0.56 | 2,940£704.2
Control 30, | 0.67-0.21 | 2,2714334.1
400 end of 0.65=0.42 | 1,827+1000.1

seememe-e-o withdrawal f----eceeeeeiia e

Control period 2 0.27+0.15 2,170+270.9
400 0.40+0.36 | 2,102+298.3

Level of significance using Stupent’s ‘t’ test :
* P<0.05 in comparison with control value
*** P<0.001 in comparison with control value

At week 25, statistical analysis of male and female urine
volumes by ‘t’ test was not valid due to a significant
BARTLETT's test, KRUSkAL-WaLLIS method was used.

7= ka v vERL BRL25000 Off » £# 55T
FBBEL NTHER Lchd, AEEBREI e -1

2) Mi¥EA{biE (Table 3)

542 T BRL25000 0 1,200 mg/kg/ &5 FHD
s L OBELEL S O 0 150 mg/keg/ B H 5RO U,
HWBRELENRTTA 7 3 vEORIZ DR ICHRER
BRI b ik & bhieh »h, BRL25000 O
1,200 mg/kg/ BI¥ 58 O i TINBREE L LN THRED
BEETALT I VEBOBANLELRIS, WThLEFR
HEPTh - 1o iR BRL14151K © 400 mg/kg/H
B EBOHRE S L UOBEIZES DD 50 mg/kg/BE S
BOMCREABREOBIEES 717 L vEORB YD
Zbhtc, BEHE 12 B MEEDOR IR BEIC LA
T BRL14151K ¢ 400 %5 X O° 50 mg/kg/B#5H D
B b, £ 24 BXEEOMEMIL 400 mg/keg/H
BEFEOHED T I bitz, BRL25000 TILEE 12 BiT
BB A TIEED KD 25 1, 200 mg/kg/ A5 5
D, # 24 B RAREHOM TR bR, REY
RS# T Esiciz, BRL25000 o 1,200 mg/kg/HHEHD
Haw SR L T, MEEOBRER DL LRI,
FOMOBEHOREMITARE L, BARNKENBHE
TIRIERZETH > 7

3) REFER LORERERAE (Table 4, 5)

BRL25000 D4 4 B REHRBRICE W THED v v 7
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Table 5b 6 hour urine concentration test-BRL25000

(Mean = S.D.)
Dose Week Volume Osmolality
(mg/kg/day) ee (ml/rat) (m.osm/kg)
3 Pre-dose | 0.4810.30 842+212.0
Health
check
k) 0.21+0.08 918+364.0
Health
check
Control 4 1.39+1.14 | 1,671£679.9
30 0.460.19 | 1,969%644.1
60 2 1.10+1.58 | 1,423+863.8
150 0.85+0.51 | 1,760+619.9
1,200 0.40%0.16 | 2,212+411.5
Control 6 0.19+0.15 | 2,452%350.9
30 0.43%0.46 | 2,348+420.9
60 2 0.36+0.21 | 2,206+391.5
150 0.3140.17 | 2,197+347.8
1,200 0.24+0.21 | 2,333+256.0
Control 13 1.71+0.66 947+446.8
30 1.04:£0.68 | 1,409+393.5
60 3 1.60+0.72 | 1,2484472.2
150 1.0940.56 | 1,447+308.9
1,200 0.90+0.83 | 1,822+234.5
Control 0.35+0.19 | 1,660%218.0
30 0.41+0.46 | 1,418%575.8
60 £ 0.65+0.76 | 1,629%470.7
150 0.46+0.35 | 1,570%506.4
1,200 0.25+0.18 | 1,995+240.4
Control 25 1.80+0.60 | 1,315%654.2
30 0.53+0.39 | 1,313%559.2
60 3 1.7241.31 | 1,560%575.9
150 1.00+0.44 | 1,831£293.1
1,200 0°57+0.28 | 2,465+101.8
Control 0.5240.46 | 2,117+812.9
30 0.44+0.33 | 2,045%557.2
60 % 0.45%0.35 | 2,143+192.4
150 0.81+0.57 | 1,445+351.2
1,200 0.1+0.06 | 2,494%+316.9
Control 30 g | 0-60%0.27 | 2,469:274.6
______ 1,200 | end of | 0.95+0.82 | 1,642+1063.2
Control | withdrawal | 0 93+0.16 | 1,387+469.1
1,200 | Peried ¥ | g23+0.12 | 2,245+216.9

Level of significance using STUDENT's ‘t’ test:

* P<0.05 in comparison with control value
** P<0.01 in comparison with control value
*** P<(.001 in comparison with control value

Statistical analysis of male urine volumes in week 4 and
female urine volumes in week 13 by ‘t’ test was not
valid due to significant Bartierr’s test, Kruska-WaLLis
indicated no significant intergroup differences.

At week 25, statistical analysis of male and female urine
volumes and male osmolality values by ‘t’ test on abso-
lute data was not valid due to a significant Barrierr's
test. Log transformed data was used for analysing uri-
nary volume data and Knruskau-WaLuis  for male osmo-
lality values.

LN EDRFENTE 5 Totctd, #H6BRERE L,

54 3% X0 25 38ic BRL14151K o 400 mg/kg/R#
EROBCBE L MK L TRBEDCEME & REOR D
BHE bR, BEZEVRROBEESRAESEOMS X
V¢ 50 mg/kg/ AR GFHOMERETAH O IcA, 50 mg/kg/
BB T BEZEILeh - 72, BRL 25000
T3 1,200 mg/kg/AHBEHTE 13 5 LU 25 B Ak
DEBHZ BT, KEMRK TR, BRL 25000 o
1,200 mg/kg/ AR EREDOHTRBEED AR X b h o
AT, ERRELEARELNBROBCERkEX
Fdbhich o7

FOMORBREFEL T, MRAREVABHLBLH
DBEBETIIFRAETH > o

4) ¥HhEhkE

Tk s LS BET A RIED bhiah » 1,

7. HRF L OREBEESFIRE

1) BHRE
Tkt & LB BEET AT RILED bhich -1,
2) ARAR

BERBOBREI R EHKTRCER Lic BRLI41SIK O
400 mg/kg/H ¥ X 0t BRL25000 & 1,200 mg/kg/H#
EBEDIR LA X DR BRI, KREHRKR TR
EENP 0/ NS

BB » £3E »% BRL14151K @ 400 mg/kg/H ¥ L T
BRL25000 > 1,200 mg/kg/Hi¥58 © 3~ T Ol
z, %7- BRL25000 ® 150 mg/kg/ BHEEHDIRLAL
z, X5 BRL14151K ® 50 % X U¢ 20 mg/kg/B#
EBOWPICH bR, T DR RILRIIARME TR
TR ELADRIE) - T

FOMOBBETITERTNEFTRIA LD,

3) [#BERE (Table6, 7)

FIRAARE T Bsic BRL14151K o 400 mg/kg/H¥s X
0% BRL25000 o 1,200 mg/kg/BHER T I WTHE
BEORM M & b ht, T, BEEOHMA BRL
14151K 0 400 mg/kg/ B $ 5O jHRESs X U BRL25000
D 1,200 mg/kg/BESHOREE, FiBEEOHMA
BRL14151K o 400 mg/kg/H #5-8 0 ek X V¢ BRL
25000 © 1,200 mg/kg/BHEREOMET R DRI,

PREEHARAMR T Bz ik BRL14151K o 400 mg/kg/H#&
EREOHER X 00 BRL25000 0 1,200 mg/kg/BHEHO
HeTCB | XX FEEOMM M & bh, i BRL25000
® 1,200 mg/kg/ B R G HOKECEER O HMBHLR
oo

4) BEMEETR (Table 8)

BRL14151K @ 400 mg/kg/H % X 0% BRL25000 ®
1, 200mg/kg/ R REHD T » bizkbhi- RS BEEL
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Table 4b  Urinalysis—BRL25000
(Mean%S.D.)
Dose ; Mi 7
ma/ke/) | Wesk | Colour ol | pH SG | Proteins | Haemo Lrosony
day globin/ |\ g ipInM|{R[O|C| A
3 Pre- | V.P.S. | 2.5+0.88| 8.24+0.18 | 1,014+4.2 0 0 ofoj1{o0| O
Health dose
check
2 V.P.S. | 2.6+£0.93| 8.2+0.21 | 1,012+3.1 0 0 0({o0j0jO0|1]|0] O
Health
check
Control 4 CL 6.11.78 7.§(i0‘24 1,010+2.1 0 0 0|]0[0[0]|1]O0] 1sp
30 CL 5.811.69 7;gi0.24 1,009+1.7 0 0 0[0[0]0O|1]0]1sp
60 3 CL 5.9%£2.02| 7.9%£0.31 | 1,012+4.1 0 0 0(0[0]O0O|1]0]1sp
150 CL 4.91+1.60 7;21013 1,010+2.4 0 0 0(0[0]|0]|1]0]1sp
1,200 L.S 4.811.68| 8.0+0.34 | 1,011£3.9 0 0 0[0[0|0]1]0] 1sp
Control CL | 3.1+0.80| 7.7+0.38 | 1,009+1.9| 0 o fofofofof1]o]| o
30 LS. | 2.91.46| 7.70.52 [1,01022.6 | 0 o |ofojofo|1]|of 0
60 $ | LS. | 3.021.20( 7.950.25 | 1,007+2.1| 0 o |ofojofol1]|of 0
150 LS. | 3.5+1.64| 7.6+0.25 | 1,010£3.5| 0 o |ofojofoj1]|of| 0
1,200 LS. | 3.5:0.87| 7.9£0.25 [ 1,008+2.9| 0 o |ofojofoj1]|0f 0
Control 13 L.S 12.4+2.76 | 7.6+0.22 | 1,010+2.6 0 0 1/0[{0[0]|1]0] Isp
30 L.S 12.0+2.84| 7.6+0.22 | 1,010+2.6 0 0 0[{0l0{0[1]0] 2sp
60 3 L.S 12.4+2.70| 7.7£0.25 | 1,009+2.3 0 0 00100 |1]O0]| 1sp
150 L.S. 12.2i2.63 7.§i0.25 1,010£2.1 0 0 1({0]0;0]|1|0] 1sp
1,200 L.S. 9.7£1.95| 7.8%+0.21 | 1,009+2.3 0 0 0(0(0]0|1]0]| 1sp
Control LS. | 4.6+0.71| 7.7+0.26 [ 1,000£2.0 0 o |ojofofo|1]0]| 0
30 LS. | 3.6+1.62| 7.6+0.55 | 1,01626.9| 0 o |ojofofo|1]o]| 0
60 £ L.S 5.2+2.31| 7.8+0.34 | 1,012+2.7 0 0 o(o0fj0]0O]1]0O0 0
150 L.S 4.0+1.63| 7.7+0.45 | 1,012+3.0 0 0 ojojojof1|0f| O
1,200 L.S 4,5+1.73| 7.5+0.37 | 1,009+6.0 0 0 o(0|j0]j0O|1]0O0 0
Control | 24 CL  |10.08+3.86 | 7.5-0.32 | 1,010=3.3| 0 o |ojo|ofo|1]o| 0
30 V.P.S. [10.2022.71| 7.6+0.24 | 1,009=1.1| 0 0 |1|ofofo|1]0]2s
60 ) CL 10.26%2.16 | 7.94+0.21 | 1,010+1.9 0 0 1/0/0[0[1]0]1sp
150 CL 7.41£4.19 | 7.7£0.58 | 1,009+2.0 0 0 0{0}10j0;1}|0]1sp
1,200 V.P.S. |10.87%3.93 | 7.7+0.40 | 1,009x1.8 0 0 1/{0{0;0!1]0] 1sp
Control CL | 5.90%1.24 8.0£0.22 | 1,010=1.4| 0 o |o|ojo of1]o] 0
30 CL 5.00+2.49 | 7.940.26 | 1,010%2.7 0 0 1|10(0l0f1]0]| O
60 2 CL 6.62+2.01| 8.0%+0.29 | 1,009=2.2 0 0 ojfofo'ol1|0]| O
150 CL 5.80+1.45| 7.8x0.31 | 1,009=1.7 0 0 0|00 ; 0j1]0 0
1,200 V.P.S. | 6.31£1.45| 7.6:-0.34 | 1,009=2.0 0 0 110(0j0]1]0 0
Control 30 E.P.S. [14.5+4.91| 7.4=0.15 | 1,008+1.8 0 0 1{0flo'o 11 0| 1sp
1,200 end of E.P.S. |10.2+3.25| 7.5+0.22 | 1,010£3.8 0 0 1(0(0, 01170/ Isp
"""""""" L e Rt SR et SRS Al RERRE Rl IRRRARSER ] Rhiid Sl Rl Rl Rl i S
Control | graval CL | 8,0%2.52| 7.520.40 |1,007£2.2| 0 0 1{ojo 1l1]0] 0
Xk
1,200 | period E.P.S. | 3.7£1.35| 8.1+0.19 | 1,011+2.1 0 0 110]0 “ 0j1]0]| O

Level of significance using STupENT’s ‘t’ test:
*P<0.05 in comparison with control value
*+ P<0.01 in comparison with control value

f Most frequent observation

LS. Ligh

t straw

CL Colourless
V.P.S. Very pale straw

E.P.S. ‘Extremely pale straw
sp Sperm

Qualitative tests were performed for total reducing substances, glucose, ketones, bile pigments and urobilinogen and
all results were negative.
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Table6a Organ weights (g) —BRL14151K
Males (Mean+S.D.)
?;Zjﬁ; das) Control 10 20 50 400 Control* 400%
Bodyweight | 532+61.7 | 554+68.7 | 558+53.7 | 533+£72.6 | 471+45.3 | 549+33.3 | 5244578
Brain 2.040.12 | 2.14£0.11 | 2.04£0.12 | 2.04£0.10 | 2.04£0.10 | 2.140.23 | 2.0+0.05
Pituitary (mg) | 13£2.1 14+3.0 14+1.9 15+3.0 14+3.2 13£2.2 14+2.2
Heart 1.440.18 | 1.5+0.20 | 1.4+0.14 | 1.4+0.25 | 1.3+0.15 | 1.740.15 | 1.4+0.25
Lungs 1.6£0.19 | 1.8+£0.29 | 1.6+0.16 | 1.5+£0.21 | 1.5£0.13 | 1.740.22 | 1.7+0.13
Liver 15.141.99 | 17.4+4.39 | 16.6+2.45 | 16.5+3.10 | 19.8+4.19 | 16.0+1.50 | 19.7+2.97
Spleen 0.6+0.19 | 0.740.12 | 0.74£0.15 | 0.7+0.13 | 0.7+0.08 | 0.8+0.08 | 0.8+0.11
Kidney 3.040.42 | 3.4+0.73 | 3.3£0.45 | 3.240.48 | 3.1+0.37 | 3.040.57 | 2.7+0.51
Thyroid (mg) | 24+5.0 26+6.2 2745.3 2546.5 25+5.8 2447.3 26+4.4
Adrenals (mg) | 53+12.6 | 54+11.1 | 56+11.0- | 54+9.2 58+£9.6 55+8.0 61172
Gonads 4.740.49 | 4.8+0.58 | 4.6+0.85 | 4.4+£0.66 | 4.3+£0.50 | 5.0+0.38 | 4.8+0.44
Thymus 0.246£0.090 | 0.260+0.064 | 0.263+0.077 | 0.2452:0.090 | 0.2612:0.054 | 0.174::0.062 | 0.202+0.094
Prostate 0.735+0.257 | 0.483+0.131 | 0.568+0.194 | 0.459+0.137 | 0.4334-0.205 | 0.473--0.200 | 0.704+0.232
* Rats killed at the end of the withdrawal period
Females (MeantS.D.)
?:zjf; Jdas) Control 10 20 50 400 Control® 400%
Bodyw eight 314+43.7 | 316+34.8 | 3224242 | 339+466.5 | 295+22.1 | 266+34.4 | 305+43.2
Brain 1.940.08 | 1.940.07 | 1.940.10 | 1.9+0.11 | 1.940.10 | 1.820.19 | 1.8+0.10
Pititary (mg) | 1854.0 | 1745.5 19+3.1 1743.3 16+3.7 17+2.9 14+3.4
Heart 1.04£0.10 | 1.0+£0.16 | 1.040.15 | 1.0+0.15 | 0.9+0.13 | 1.0£0.08 | 1.0+0.13
Lungs 1.3£0.13 | 1.2+0.13 | 1.3+1.5 | 1.240.13 | 1.240.12 | 1.240.13 | 1.2+0.16
Liver 9.8+1.64 | 9.3+1.49 | 9.8+1.25 | 9.7+1.43 | 10.9+1.43 | 8.8+:1.19 | 9.9+2.00
Spleen 0.5£0.06 | 0.440.06 | 0.4+0.6 | 0.5+0.08 | 0.5+0.09 | 0.5+0.04 | 0.6+0.15
Uterus 0.7£0.14 | 0.7+0.17 | 0.820.30 | 0.8+0.19 | 0.7+0.22 | 0.840.07 | 0.7+0.09
Kidney 2.0£0.31 | 2.0£0.29 | 2.1£0.18 | 2.120.20 | 2.140.32 | 1.8+0.24 | 2.0+0.47
Thyroid (mg) | 2146.0 2043.5 21+6.4 20+4.5 20+4.3 17+4.7 20+6. 44
Adrenals (mg) | 71£10.8 | 65+11.8 | 70+8.3 73£14.3 | 70£13.8 | 50+8.0 65+17.5
Gonads (mg) | 68+21.98 | 68+21.08 | 61+19.51 | 69.t21.31 | 74+18.90 | 67+22.50 | 74+17.36
Thymus 0.153+0.026 | 0.195+0.059 | 0.194+0.072 | 0.168+0.034 | 0.168+0.048 | 0.149-+0.020 | 0.156+0.076

* Rats killed at the end of the withdrawal period




vOL. 31 s—2 CHEMOTHERAPY 193
Table6b Organ weights (g) —BRL25000
Males (Mean+S.D.)
?.:?}ieg Jday) Control 30 60 150 1,200 Control * 1,200*
Bodyweight 588+69.9 563+49.8 569+1.0 543+-80.1 502:+39.5 574+46.7 474+57.3
Brain 2.240.08 2.140.12 2.0+0.10 2.1+0.09 2.140.09 2.1+0.08 2.140.10
Pituitary (mg) | 18£3.5 1742.7 15+2.9 15+3.3 15+3.0 13+2.2 14+3.1
Heart 1.5+0.26 1.540.18 1.54:0.7 1.440.31 1.4+0.18 1.4+0.11 1.3+0.19
Lungs 1.740.21 1.7+0.13 1.740.15 1.740.22 1.740.17 1.8+0.08 1.6+0.23
Liver 17.943.27 | 16.4+2.49 | 16.9+1.58 | 17.0+3.35 | 23.14+2.74 | 13.7+0.88 | 13.8+2.53
Spleen 0.840.12 0.740.10 0.7+0.11 0.7+0.11 0.840.14 0.840.10 0.7+0.09
Kidney 3.340.47 3.3+0.32 3.2+0.43 3.3+0.43 3.340.42 2.8+0.21 3.0£0.57
Thyroid (mg) 32+6.0 27+7.5 29+4.7 30+7.7 26+5.9 28+4.7 26+10.2
Adrenals (mg) | 62+11.1 60+10.5 56--7.0 58+12.1 59+5.2 63+8.8 52+11.0
Gonads 4.7+0.81 5.040.44 4.6+0.68 4.7+0.40 4.7+0.84 4.9+0.40 4.440.66
Thymus 0.225+0.076 | 0.23920.075 | 0.268+0.069 | 0.2260.053 | 0.2480.074 | 0.21840.074 | 0.213+0.127
Prostate 0.664+0.255 | 0.8560.242 | 0.6930.175 | 0.6100.215 | 0.596+0.160 | 0.608+0.167 | 0.432+0.143
* Rats killed at the end of the withdrawal period
Females (Mean+S.D.)
]();Zjﬁz Jday) Control 30 60 150 1,200 Control* 1,200%
Bodyweight 300+26.5 303£22.2 314+29.1 315+36.5 296+23.8 318+38.6 261421.1
Brain 1.940.13 1.940.13 1.940.08 1.9+0.07 1.940.08 1.940.00 2.0+0.08
Pitvitary (mg) | 19+4.8 19+4.3 19+3.9 18+3.2 18+3.8 16:+1.5 14+3.1
Heart 1.040.14 1.0+0.10 1.0+0.09 1.0+0.11 0.9+0.10 1.14+0.46 0.8+0.11
Lungs 1.340.13 1.3+0.11 1.2+40.12 1.2+0.18 1.2+0.13 1.2+0.07 1.2+0.08
Liver 9.6+1.20 10.4+1.86 | 10.0+0.99 | 10.1+1.85 | 12.1+1.85 | 7.5:-0.90 7.7+0.96
Spleen 0.4+0.08 0.5+0.07 0.5+0.06 0.5+0.07 0.5+0.08 0.5+0.11 0.6+0.05
Kidney 2.0£0.21 2.1+0.28 2.140.21 2.1+0.23 2.1+0.26 1.8+0.19 1.840.22
Uterus 0.840.20 0.840.19 0.8+0.22 0.8+0.24 0.8+0.14 0.7+0.15 0.9+0.22
Thyroid (mg) 21+5.2 24457 2247.1 2246.2 20£6.0 24£10.7 21+6.1
Adrenals (mg) | 72+9.4 75+12.8 70+11.5 75411.5 69-+17.8 64+11.2 67 +11.0
Gonads (mg) 76+29.12 86-25.79 81421.80 724+24.33 79435.33 59.-22.33 71+28.91
Thymus 0.164--0.051 | 0.166-0.048 | 0.160 +-0.046 | 0.1651-:0.054 | 0.155+0.053 | 0.167+0.044 | 0.157::0.035

* Rats killed at the end of the withdrawal period
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Table7a Statistical analysis of organ weight data—BRL14151K

Males
?ﬂ‘::‘}ﬁ; Jday) Control 10 20 50 400 Control* | 400°
Bodyweight 531.9 554.5 557.7 533.4 471.3 549.4 524.2
Brain (A) 1.98(1.98) |2.05(2.06) |[2.02(2.03) |2.01(2.01) |2.05(2.02) |2.06 2.04
Pituitary (mg) 13.2 14.5 14.1 15.1 14.5 12.6 13.8
Heart (A) 1.36(1.37) | 1.40(1.46) |1.37(1.43) |1.42(1.43) |1.43(1.30) |1.63(1.68) |1.47*(1.42)
Lungs (A) 1.60(1.61) |1.76(1.79) |1.61(1.65) |1.53(1.54) |1.62(1.53) |1.72 1.68
Liver (A) 14.99(15.08) | 16.41(17.41) | 15.42(16.56) | 16.37(16.52) | 22.20**(19.82) | 15.61(16.04) | 20.17(19.74)
Spleen (A) 0.62(0.62) |0.67(0.69) |0.64(0.67) |0.66(0.66) |0.74*(0.67) |0.76(0.78) |0.80(0.78)
Kidney (A) 2.97(2.98) |3.26(3.39) 3.13(3.29) 3.18(3.21) [3.39**(3.06) | 2.95(3.04) |2.77(2.68)
Thyroid (mg)(A) | 23.8(23.9) |24.9(25.8) [26.4(27.3) |25.1(24.8) |[26.7(24.9) |24.2 25.8
Adrenals (mg)(A)| 53.1(53.3) 52.2(54.3) 54.0(56.3) 53.8(54.1) 62.5*(57.5) |55.2 60.8
Gonads (A) 4.74(4.75) 4.71(4.83) 4.46(4.60) 4.40(4.42) 4.55(4.26) 5.02 4.82
Thymus (A) 0.2454 (0.2465) | 0.2477(0.2601) | 0.2486 (0.2627)| 0.2435(0.2454)| 0.2899(0.2605)| 0.1740 0.2024
Prostate 0.7353 0.4828** 0.5681** 0.4591** 0.4334** 0.4730 0.7038
Females
Dosage )

(mg/kg/day) Control 10 20 50 400 Control* 400*
Bodyweight (L) | 5.74(314.1) |5.75(315.9) |5.77(321.7) |5.81(338.6) |5.69(295.4) |266.2 304.8
Brain (A) 1.90(1.90) 1.87(1.87) 1.88(1.88) 1.83(1.85) 1.90(1.88) 1.84 1.80
Pituitary(mg)(A)| 17.7(17.7) 16.8(16.7) 18.4(18.5) 16.8(17.4) 16.8(16.3) 16.6 14.2
Heart(A) 0.98(0.98) |0.98(0.98) [0.99(0.99) |0.94(0.96) |0.96(0.93) |1.06(1.02) |0.94*(0.98)
L.ungs(A) 1.28(1.28) 1.24(1.24) 1.29(1.29) 1.17(1.19) 1.22(1.20) 1.18 1.22
Liver(A) 9.85(9.78) |9.30(9.28) [9.72(9.83) |9.15(9.66) |11.43**(10.92) |9.33(8.84) |9.41(9.90)
Spleen(A) 0.46(0.46) 0.44(0.44) 0.44(0.45) 0.44(0.45) 0.53** (0.52) | 0.56(0.52) 0.54(0.58)
Uterus 0.70 0.71 0.84 0.76 0.71 0.80 0.74
Kidney (A) 1.98(1.96) |2.05(2.05) |2.09(2.11) |1.98(2.06) |2.21*(2.13) |1.99(1.84) |1.81(1.96)
Thyroid (mg) 20.9 20.1 20.9 20.2 19.6 17.2 20.4
Adrenals (mg) 70.7 64.6 70.1 73.0 69.7 59.4 65.4
Gonads 67.7 68.6 61.4 69.3 74.2 66.8 4.0
Thymus (L) 0.1420(0.1528)| 0.1768 (0.1947)| 0.1754(0.1938 )| 0.1551(0.1682 )| 0.1546 (0.1681)| 0.1494 0.1564

Where the adjusted organ weights have been analysed (A), the unadjusted group mean values are given in parentheses.
Level of significance using WiLLiams’ test: *P<0.05 in comparison with control value, **P <0.01 in comparison

with control” value

(L) Logarithmic transformation performed on this parameter. Untransformed, unadjusted values are given in parentheses.
# Rats killed at the end of the withdrawal period.
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Table7b Statistical analysis of organ weight data—BRL25000

Males

?;:Z;ﬁ;/day) Control 30 60 150 1,200 Control® 1,200*

Bodyweight 588.0 563.1 568.6 543.4 501.5 573.6 473.8

Brain(A) 2.15(2.16) | 2.09(2.09) |2.04(2.05) |2.08(2.07) |2.14(2.11) |2.08 2.10

Pituitary(mg)(A)| 17.8(18.1) | 16.8(16.9) | 14.8*(14.9) |15.4(15.3) |15.2*(14.6) |13.4 14.0

Heart (A) 1.40(1.50) | 1.43(1.46) |1.44(1.49) |1.42(1.39) |1.51(1.37) |1.22(1.36) |1.48** (1.34)

Lungs (A) 1.66(1.73) | 1.67(1.69) |1.67(1.170) |1.75(1.73) |[1.76(1.65) |1.68(1.78) |1.66(1.56)

Liver (A) 16.73(17.93) | 16.08(16.44) | 16.37(16.91) | 17.35(17.03) | 24.90**(23.15) | 13.66 13.83

Spleen(A) 0.74(0.77) | 0.66(0.67) |0.70(0.71) |0.73(0.72) |0.82(0.79) |0.80 0.74

Kidney (A) 3.19(3.34) |3.23(3.28) |3.16(3.23) |3.34(3.30) |3.54**(3.31)|2.45(2.76) |3.31*(3.00)

Thyroid(mg)(A) | 30.8(31.7) |26.6(26.8) |28.6(29.0) |30.0(29.8) |27.5(26.2) |27.8 25.6

Adrenals (mg) 62.1 60.2 56.0 57.8 58.7 63.4 51.8

Gonads 4.70 4.99 4,63 4.69 4.72 4.94 4.40

Thymus (A) 0.2129(0.2249) | 0.2359(0.2394)| 0. 2629(0.2683) | 0.2295 (0.2263) | 0.2652(0.2477)| 0.2176 0.2130

Prostate (A) 0.6382(0.6643) | 0.8484 (0.8561) | 0.6810(0.6927) | 0.6172(0.6103) | 0.6344 (0.5965) | 0.6080 0.4324

Females

e iae) Control 30 60 150 1,200 Control 1,200*

Bodyw eight 300.1 303.5 314.1 315.3 295.8 318.4 261.2

Brain 1.90 1.88 1.92 1.89 1.91 1.90 1.98

Pituitary(mg)(A)| 19.6(19.5) |18.8(18.8) |18.5(18.8) |17.3(17.6) |18.4(18.1) |15.6 14.4

Heart (A) 0.96(0.95) |1.01(1.01) |0.97(0.98) |0.97(0.98) |0.93(0.91) |1.08 0.84

Lungs(A) 1.29(1.28) [1.29(1.28) |1.22(1.24) [1.23(1.25) |1.25(1.23) |1.20 1.18

Liver (A) 9.81(9.58) | 10.48(10.39) | 9.70(10.04) |9.75(10.15) |12.52**(12.11) |6.85(7.50) |8.39*(7.74)

Spleen(A) 0.44(0.44) |0.48(0.48) |0.50(0.51) |0.45(0.46) |0.54**(0.53) |0.54 0.56

Uterus 0.82 0.77 0.81 0.81 0.81 0.74 0.88

Kidney (A) 2.02(1.99) |[2.08(2.07) [2.02(2.06) |2.05(2.09) |2.17*(2.12) |1.78 1.80

Thyroid (mg) 21.5 23.8 22.4 21.9 19.6 23.6 20.8

Adrenals(mg)(A)| 72.4(71.7) | 75.6(75.3) |68.8(69.9) [74.0(75.2) |69.9(68.7) |56.4(64.3) |74.6*(67.4)

Gonads 75.9 85.9 80.9 71.9 78.9 58.8 71.2

Thymus (A ) 0.1661(0.1637)| 0.1675(0.1660)| 0.1551 (0.1595)| 0.1601(0.1651)| 0.1605(0.1548)| 0.1670 0.1566

Where the adjusted organ weights have been analysed (A), the unadjusted group mean values are given in parentheses.
Level of significance using WiLLiaMs’ test :*P <0.05 in comparison with control value, ** P <0.01 in comparison

with control value
Analysis of variance unsuitable for brain of fsmales killed at the end of the withdrawal period as a result of zero

variance in the control group.

* Rats

killed at the end of the withdrawal period.
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Table 8a Microscopic findings in liver, kidneys, stomach and caecum- BRL14151K

Tissues

Microscopic findings

The number of rats observed

Dose (mg/kg/day)

Control

10

20

50

400

Control*

400*

3

2

3

F

3

?

9

3

Fy

Foci of chronic inflammatory cell
infiltration in the parenchyma/portal
tracts

10

10

11

11

Bile duct proliferation

Enlargement of hepatocytes (centri-
lobular or mid-zonal)

15

No fat deposition

11

Liver

Fat deposition (predominantly in
periportal regions)

10

12

11

Glycogen distribution within normal
limits

Reduction of glycogen (predominantly
in periportal regions)

15

12

11

13

12

13

Small infarct in one lobe

Vacuolated hepatocytes (parenchymal)

Distended tubules containing
eosinophilic material

Tubules characterised by basophilic
staining of epithelial cells

Kidney

Chronic inflammatory cell infiltration
in the cortex

Cortical cyst

Foci of dystrophic mineralisation at
cortico-medullary junction

Distended glands in the mucosa

Stomach

Hyperplasia of the non-glandular
epithelium in the region of the limiting
ridge

10

13

Keratin cyst in the mucosa

Caecum

Distension of lumen

*: Rats

killed at the end of the withdrawal period
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Table 8b Microscopic findings in liver, kidnecys, stomach and caecum-BR L25000

The number cf rats observed
Dose (mg/kg/day)
Control 30 60 150 1,200 |Contre'”| 1,200
S 1% |8 |% |8 ||| 2|8 |2 ]|%

Tissues Microscopic findings

Foci of chronic inflammatory ccll
infiltration in the parenchyma/portal 15| 8 7
tracts

1006|8896 |F|5]3]5

(3]

No fat deposition 6 |11 |7 |11|5 |11]| 6 8 | 4 1 1 1

Fat deposition (predominantly in
periportal regions)

Glycogen distribution within normal
limits

Liver Reduction of glycogen (predominantly
in periportal regions)

Enlargement of hepatocytes (centri-
lobular, parenchymal or midzonal)

Vacuolated hepatocytes (parenchymal
or centrilobular)

Encapsulated infarct 1

Bile duct proliferation 1

Foci of chronic inflammatory cell
infiltration in the cortex

Distended tubules containing
eosinophilic material

Tubules characterised by basophi-
lic staining of epithelial cells

Kidney
Foci of dystrophic mineralisation
at cortico-medullary junction

Purulent exudate in lumen of 1
renal pelvis

Fat deposition in tubular 1 1
epithelium of cortex

Hyperplasia of the non-glandular
epithelium in the region of the 2 1 1 1 11| 8 3 1 1 1
limiting ridge

Chronic inflammatory cell
Stomach | infiltration and oedema in 1
the submucosa of the glandular

region

Small diverticulum adjacent to
the pylorus

Distension of lumen 1 1 7 3 8 | 4

Caecum

Congestion in the submucosa 1 2 4 3 3

¥ Rats killed at the end of the withdrawal period
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Photo.1 Rat 143 (Control),

Liver (H and E Xx250)

Photomicrograph showing normal appearance
of centrilobular hepatocytes

Photo. 2

Rat 808 (400 mg/kg/day BRL14151K), Liver
(H and E x250)
Photomicrograph

of centrilobular region

showing enlarged hepatocytes

LB ARRTREDOEESVTHS

(a) Wik e LD 2P & e — TR EA
PFER/NERLIE 35 X O PRI Z B & b Ak
(Photo. 1, Photo. 2), BRL14151K ¢ 400 mg/kg/H #%
SBOMO RGO BEERE OB 2 DT,

(b) Tk & b HElED — e B DEEREG D IR R
DB A B tc (Photo. 3, Photo. 4),

() Witk b BIBEOIE R DR, &
DFF R4 BRL14151K @ 50 % X O 20 mg/kg/H#4
HEORGIDF » bicd bRl (Photo. 5),

TREEHEME T AT 350 T b & b feME— D 7 B IF 4T

ROBADHZTHD, zZhit BRLI4151K © 400 mg/
kg /AR SEFEORED £ & D 2 Hlds X 08 BRL25000 D
1,200 mg/kg/H X GREDHED 2B H Bz,
III. # %=

Wit > Sprague-Dawley 5 . +% i\ T BRL14151
K 3 X0 BRL25000 Dt RBa 1T~ T B
DL EE BRL14151K o\t 10, 20, 50, 400 mg/
kg/H, BRL25000 iz>\»Tit 30, 60, 150, 1,200 mg/
kg/H & U 26 BEREGERHED#5 Ui, BRLI41S]
K 3 X0 BRL25000 o RE#H S L OSBRI OWT
4 B D REE L S 5 T,
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Photo.3 Rat 143 (Control), Stomach (H and E Xx260)
Photomicrograph
limiting ridge

Photo. 4

of normal appearance at

Rat 775 (1,200 mg/kg/day BRL25000), Stomach
(H and E x250)

Photomicrograph showing mild hyperplasia of
the non-glandular epithelium in the region of

the limiting ridge

Bk & 4, BRL14151K 35 X 0t BRL25000 o %5
REBFETHUTH DRI, - T, —HBER E LT, BRL
14161K @ 400 mg/kg/H % L 0 BRL25000 © 1,200
mg/kg/ AHERD T, MCBRSEBROWEL. & bhic
#, Ziut BRLI4ISIK ii3 &A% 0, BRLI4ISIK
B XV BRL25000 BB T FOTE L A5
TS R ST e 2 Uic b @ & Bbhie, TREER
o EBcr SR Y, BABRTLRELRICNY
KLt
BRL14151K o 400 mg/kg/H# 5%, BRL25000 O

1,200 mg/kg/H ¥ L OHED 150 mg/kg/ B G CHE
Mmoo shich, BERIEE S GERET
B oo RIEMRIES BRL25000 @ 1,200 mg/kg/H #
LERCiE, Z OHEER A FE W 7chd, BRLI4ISIK o
400 mg/kg /AR ERETITRINER 2 & bhic, MAR
THBRIZOEEMMOMENY, TEOKREREES
IOMBEOETIADRS X 5 ek B0 BERIC L %
Lo EEbhlc, Ty, BRLI4ISIK ¥ LU¥ BRL
25000 DEAEHTHEBOILENAABRTEY, TOF
BORINAENEXBRE LT v PCZBEEARDRD
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Photo.5 Rat 803 (400 mg/kg/day BRL14151K), Caecum

(H and E X65)

Photomicrograph showing distended appearance
of lumen with thin mucosa and muscular wall

LOTHY, BRMEEOEIC LS00 LRI 5,
ZORBOEIHRBRO KRENHK TRCER LIS
y MR LRIgh 5T, BB/ RERTHZD L 57
AR, REMIKIP i 135 BRL25000 0 EARED
BABEOBELHEMOFER & b E 2 bh b, LK
BRL14151K @ 400 mg/kg/H % L 0> 50 mg/kg/H
B2 BRL25000 Ot 1,200 % L U8 150 mg/kg/
ARGBEOT7L 7 vEEBEABEROB LGRS
OB LD RFHED L DTk EE 2 bRt
¥ 72, BRL14151K @ 400 ¥ X O 50 mg/kg/HTHb
RAMEEOET b S bR R fE S b D Tikioh s
LBl

FDMMORETHR CHIAFNEEEDH B L DN KR
Shich, WThIBERERCEELLDLIE LR
o tce

BRL14151K © 400 mg/kg/H % X U® BRL25000 »
1,200 mg/kg/ B 5O KA T & b hicH OBERE
DIERR L DR EE DMLY, BIE IS mE
T5, EBRRNLIGEE L bR, WBREDKRIELR
BTROICEWTZOFRNR L b lahsicl &
b, TOREREBEMT TR EELBRI,

FE S MHE ) $\-C BRL14151IK @ 400 mg/
kg/H 3% X v° BRL25000 @ 1,200 mg/kg/H#HE5HD 5
v FOJFCIFMBOIERK o2 N EROME i, Eieihbh
Too T OZELITHEX VHEICBRICED bR, £ DOHT
FhRE O FF MR D AR £ - T Foo PREEHARIR T i
Xz o%4kix, BRL14151K © 400 mg/kg/A 5T
VEMEREiz, BRL25000 o 1,200 mg/kg/ A #¥5-5 Tidik
DHEZRED O, FFAfAEXEFEREDBHERTA

b, REBREDOEELBbhic, L Likhb, MK
ELFERAE TR B LY R T 5 R4 00
P, I ORBASRENOREC VTR LM BRE
FRERED LRI Z &k, FFHRERIEHTENT
HEAHMRLIEL DRI o1,
FREERLFENIRT RO 8 L OR O £HE © &R,
BRL14151K @ 400 mg/kg/H ¥ X ' BRL25000 ©
1,200 mg/kg/B 5P Lo R 5 BIE L & Bk
2 tens, BRL14151K o 50 mg/kg/H 3 X U BRL
25000 o 150 mg/kg/H &5 H TR AR R BIEFEOELL
FEBLRT, ThOOBREEFPRAEFRARLELD
iz
X it
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CHRONIC TOXICITY STUDIES OF BRL25000 AND
BRL14151K IN THE RAT

Owen P. Green, Brian Hunter, Rarepn Hevywoop,
Avren E.Street and Davip E.PrentIicE

Huntingdon Research Centre

Terry L. HarpY

Beecham Pharmaceuticals Research Division

Yosuinosu KosHiMa
Beecham Yakuhin K. K.

BRL25000 and BRL14151K were administered by daily oral gavage to Sprague-Dawley rats for 26
weeks, the dosage levels in terms of pure free acid being 30, 60,150 and 1,200 mg/kg/day BRL25000
and 10,20,50 and 400 mg/kg/day BRL14151K. Some rats from the high dose level and control groups
on both studies were retained for a further 4 weeks without further dosing before they were
killed. The following were considered to be attributable to the test compounds :

(1) Excessive salivation immediately following dosing at the high dose level with both compounds.

(2) Reduced rate of bodyweight gain in rats receiving 1,200 mg/kg/day BRL25000 or 400 mg/kg/day
BRL14151K, and in males receiving 150 mg/kg/day BRL25000. Food consumption was not affected but
water consumption was increased in rats receiving 1,200 mg/kg/day BRL25000 and reduced in females
receiving 400 mg/kg/day BRL14151K. The effects persisted throughout the withdrawal period in the
BRL25000 treated rats, however, rats previously treated with 400 mg/kg/day BRL14151K showed
improved bodyweight gain during the withdrawal period.

(3) Blood and urine examination revealed an increase in the number of circulating lymphocytes
in males receiving 1,200 mg/kg/day BRL25000 and in rats receiving 400 mg/kg/day BRL14151K, and a
reduction in the activated partial thromboplastin time in males receiving 1,200 mg/kg/day BRL25000 or
400 mg/kg/day BRL14151K. These changes were not apparent at the end of the withdrawal period.

The concentration of albumin was reduced in males receiving 1,200 mg/kg/day BRL25000 and, to
a lesser extent in those receiving 150 mg/kg/day BRL25000. A similar effect, including decreased total
protein levels was recorded for rats receiving 400 mg/kg/day BRL14151K and to a lesser extent females
receiving 50 mg/kg/day BRL14151K. These differences did not persist during the withdrawal period.

However, at the end of the dosing period the concentration of proteins was reduced in females
receiving 1,200 mg/kg/day BRL25000, mainly due to a reduction in albumin and this difference
persisted throughout the withdrawal period.

A trend towards smaller volumes and high osmolality of the urine voided by rats recieving
400 mg/kg/day BRL14151K was noted, although such a trend was not apparent at the end of the
withdrawal period.

(4) Post mortem examination revealed an increase in liver weight in rats receiving 1,200 mg/kg/day
BRL25000 or 400 mg/kg/day BRL14151K, throughout the withdrawal period in females previously treated
with 1,200 mg/kg/day BRL25000 and males previously treated with 400 mg/kg/day BRL14151K.

Microscopic examination showed the following changes in rats that had received 1,200 mg/kg/day
BRL25000 or 400 mg/kg/day BRL14151K.

(a) hepatocyte enlargement in males and females;

(b) hyperplasia of the non-glandular epithelium of the stomach in the region of the limiting ridge
in males and females, and

(c) distension of the lumen of the caecum.
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The only one of these changes to persist throughout the withdrawal peroid was enlargement of
hepatocytes particularly in male rats on both studies.

(5) It is concluded that maximum no effect level in these studies for BRL25000 and BRL14151K
was 150 mg/kg/day and 50 mg/kg/day respectively.



