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SUMMARY 
 

 

 
The systemic toxic potential of the test substance, CHF 4227.01 under development for the treatment 

of osteoporosis and Raloxifene (a SERM [Selective Estrogen Receptor Modulator] also for use in the 

treatment of osteoporosis), to female Crl:CD
®
 (SD)IGS BR rats by oral administration was assessed 

over a period of 4 weeks.  One group of ten female rats received CHF 4227.01 and a further group of 
ten female rats received Raloxifene by oral gavage both at a dosage of 30 mg/kg/day for 4 weeks. A 

similarly constituted Control group received the vehicle (0.5% Methylcellulose and 0.25% Tween 80) 

at the same volume-dosage. 
 

During the study, clinical condition, bodyweight, organ weight, macroscopic and microscopic 

pathology investigations were undertaken. 

 
Principal findings are summarised below: 

 

Results 

The following treatment-related changes were observed following oral gavage administration of either 

30 mg/kg/day CHF 4227.01 or 30 mg/kg/day Raloxifene for 4 weeks. 

 
No clinical signs were observed which would indicate a reaction to treatment. 

 

Bodyweight gain over the four weeks of treatment was similar to controls in the animals receiving 

CHF 4227.01. A lower, although not statistically significantly different, bodyweight gain was 
observed in animals treated with Raloxifene. 

 

Group mean adjusted and unadjusted uterus weights were significantly lower in animals receiving 
CHF 4227.01 or Raloxifene in comparison with control animals. Animals receiving CHF 4227.01 had 

a slightly lower group mean uterus weight than that of the animals treated with Raloxifene. Ovary 

weights in both treated groups were noted to be significantly increased, again a slightly more 
pronounced reaction being evident in animals receiving CHF4227.01, these animals showing a higher 

terminal ovarian weight than those receiving Raloxifene. Additionally, adrenal glands in animals 

treated with CHF 4227.01, or, to a lower degree, with Raloxifene were noted to be smaller than those 

seen in control animals.  
 

In addition to the enlargement seen in treated group ovaries it was also noted that 10/10 animals 

receiving CHF 4227.01 and 7/10 animals treated with Raloxifene had developed cysts upon the 
ovaries. Dark follicles were also noted in 1/10 CHF 4227.01 treated animals and 3/10 animals 

receiving Raloxifene. Adrenal glands in 1/10 animals receiving CHF 4227.01 were noted to be 

darkened. Similar changes were not observed in the control animals.  

 
In the ovaries of treated females, follicular cysts were found in all animals receiving 30 mg/kg/day 

CHF 4227.01, and in several animals receiving 30 mg/kg/day Raloxifene, with a slightly higher 

degree in animals treated with CHF 4227.01. Luteal cysts were noted in both of the treatment groups, 
with a higher incidence and degree in the animals treated with 30 mg/kg/day Raloxifene. These 

findings are in agreement with both the significantly increased ovary weights in both treatment 

groups, and that the CHF 4227.01 group showed a higher group mean terminal ovarian weight 
compared with the Raloxifene treatment group. 

 



CHS 136/032278 

 

 :   8   :

In the uterine cervix and in the vagina epithelial mucification was observed in all animals receiving 
either 30 mg/kg/day CHF 4227.01 or 30 mg/kg/day Raloxifene, with a slightly greater degree in 

animals receiving CHF 4227.01. 

 
In the mammary area, minimal or slight ductal/acinar hypertrophy/vacuolation was observed only in a 

few animals of the 30 mg/kg/day CHF 4227.01 treatment group. 

 

These changes, with the exception of luteal cysts, were slightly more pronounced in animals receiving 
CHF 4227.01 than in those receiving Raloxifene at the same dose level. 

 




