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arthritis, diagnosis of concomitant diseases, use of 
aspirin/glucocorticoids/NSAIDs and history of GI 
system disease as independent variables. The four 
parameters that remained in the analysis were history 
of GI system disease, use of NSAIDs, indication for 
bisphosphonate prescription and diagnosis of concomi-
tant diseases. These discriminanting variables used 
together were able to correctly predict the presence 
of an AE in 63.5% of the cases.

Discussion

A non-selected population of 849 patients with 
metabolic bone diseases treated with oral bisphos-
phonates on an outpatient basis over a period of 1916 
person-years were studied in an attempt to record and 
compare the complete AEs profile while on either 

alendronate, etidronate or risedronate treatment.

This study had all the disadvantages of a retrospec-
tive trial: it was not specifically designed to compare 
AEs of bisphosphonates and the patients were not 
randomly assigned to the three treatment groups. On 
the other hand, the study reflects everyday clinical 
practice as it includes non-selected patients in need 
of treatment with bisphosphonates and followed over 
a long period of time in the same center.

The three treatment groups were comparable in 
age, sex and indication for bisphosphonate prescrip-
tion. There was no apparent explanation for the higher 
prevalence of malignancy in the past or in the family 
history of the risedronate group; this was probably a 
random effect. Patients of the etidronate group had 
higher prevalence of history of GI system disease; this 
was a result of the prescription attitude, as since 1997 
there has been evidence that etidronate has a mild 
AE profile.8 There were no differences among groups 
in concurrent medications. Patients on alendronate 
were receiving bisphosphonates for longer periods 
of time; this probably stemmed from two causes: 
longer availability of alendronate as compared to 
risedronate and transition of patients from etidronate 
to alendronate, as there was accumulated evidence 
that the latter was more efficacious than the former 
in terms of bone mineral density improvement.

The main finding in our study was that the preva-
lence of AEs was lower in the etidronate group fol-
lowed by risedronate and alendronate. We consider 
this as probably true difference. Although the patients 
in the various treatment groups were not randomly 
distributed, the main epidemiologic characteristics 
were comparable. In addition, the etidronate-treated 
patients had a higher percentage of NSAID use, a 
parameter that could increase the AE rate. An ex-
planation for the difference detected could be the 
intermittent way of etidronate administration. This 
speculation is further supported by the excellent AE 
profile, similar to that of placebo, of the once weekly 
formulas of alendronate 70 mg and risedronate 35 
mg.6,17

Our findings are in agreement with those of other 
studies reporting no increased risk of GI system 
AEs with cyclical etidronate8,9,18 and no significant 
difference in the AE rate between risedronate and 
etidronate.3,13,19,20

As also reported by other studies,7,21,22 we found 

Table 6. Adverse effects in patients receiving concurrent medica-
tion.

Alendronate
N(%)

Etidronate
N(%)

Risedronate
N(%)

Number of patients 
treated

710 181 130

Concurrent therapy
	 glucocorticoids
		  per os 52 (7.3) 9 (5.0) 12 (9.2)
		  inhaled 30 (4.2) 7 (3.8) 9 (6.9)
		  none 628 (88.5) 165 (91.2) 109 (83.9)
	 NSAIDs
		  yes 288 (40.6)  81 (44.8) 48 (36.9)
		  no 422 (59.4) 100 (55.2) 82 (63.1)
	 aspirin
		  yes 56 (7.9) 13 (7.2) 16 (12.3)
		  no 654 (92.1) 168 (92.8) 114 (87.7)
AEs 179 20 27 
	 glucocorticoids
		  per os 13 (7.3) 2 (10.0) 1 (3.7)
		  inhaled 12 (6.7) 1 (5.0) 5 (18.5)
		  none 154 (86.0) 17 (85.0) 21 (77.8)
	 NSAIDs
		  yes 96 (53.6) 8 (40.0) 14 (51.9)
		  no 83 (46.4) 12 (60.0) 13 (48.1)
	 aspirin
		  yes 17 (9.5) 1 (5.0) 5 (18.5)
		  no 162 (90.5) 19 (95.0) 22 (81.5)
AEs: adverse effects, GI: gastro-intestinal, NSAIDs: non-ster-
oidal anti-inflammatory drugs. Data are presented as absolute 
values (percentage).




