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Continuation of 2.1

As reproductive findings are a trigger for reporting preliminary toxicity findings, the following data is being reported.

Abstract:

In a subacute dog study (feeding) conducted with BAJ 2740 (dose levels: 0, 400, 2,000, and 10,000 ppm), the testes
from males dosed at 2,000 ppm and above revealed bilateral minimal vacuolation of the Leydig cells (0/0/2/2). In one
high-dose animal, this finding was combined with a hypertrophy/activation of the Leydig cells. Furthermore, the
germinal epithelium of both testes and the prostate of this animal were considered to be slightly immature. The
epididymides showed a massive oligo-/aspermia and slight spermatic debris.

In both this study and a 13-week subchronic dog study (reported separately), the leydig cell alterations were considered
to most probably be the result of impaired testosterone synthesis or metabolism. Degeneration of the germinal
epithelium, oligo-/aspermia of the epididymides, and immaturity of the prostates were regarded as secondary to the
Leydig cell vacuolation and its possible testosterone imbalances.
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Results of an orientating subacute feedin
6060776) (4 weeks)

g study 1n dogs (T

'|Dose. | BW/EC |Clin. .|Clinical chemistry/ | Organ o . |Histology
((ppm)"| "=~ Isigns’ hematology weights - -}
400 - - |ECOD (M) (m) - -
2000 - - [ALT (M (m/f) Liver (rel): I | Adrenal cortex: cytoplasm.
CYT/ODE/NDE 1 (mv/f) vacuolation
ECOD I (mv/f) Jejunum.: vacuolation of
superficial mucosal epithel.
cells
Testes: vacuolation of
L=ydig cells
10000 - - |AST/ALT/AP/GLDH ! |Liver (rel): 1 | Adrenal cortex: Cytoplasm,
(m/f), vacuolation
CYT/ODE/NDE 1 (m/f) Jejunum. vacuolation of
ECOD/ALD 1t (m/f) su[r;erﬁcial mucosal epithel.
GLU-T 1 (m) celis , _
Cholariglyc. U (), i,;zsgzsz:?ﬁigal single cell
T4 U (w/f)

Testes: vacuolation of
Leydig cells, 1 animal:
hypertrophy/activation of
Leydig cells, testes and
prostate slightly immature

n= 2/do§e/sex

Dose proposal for subchronic study:

0 - 200 - 630 - 2000 ppm




