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Summary The use of megestrol acetate in the treatment of weight loss in gastrointestinal cancer patients has been disappointing. The aim of
the present study was to compare the combination of megestrol acetate and placebo with megestrol acetate and ibuprofen in the treatment of
weight loss in such patients. At baseline, 4–6 weeks and 12 weeks, patients underwent measurements of anthropometry, concentrations of
albumin and C-reactive protein and assessment of appetite, performance status and quality of life using EuroQol-EQ-5D and EORTC QLQ-
C30. Thirty-eight and 35 patients (median weight loss 18%) were randomized to megestrol acetate/placebo or megestrol acetate/ibuprofen,
respectively, for 12 weeks. Forty-six (63%) of patients failed to complete the 12-week assessment. Of those evaluable at 12 weeks, there was
a decrease in weight (median 2.8 kg) in the megestrol acetate/placebo group compared with an increase (median 2.3 kg) in the megestrol
acetate/ibuprofen group (P < 0.001). There was also an improvement in the EuroQol-EQ-5D quality of life scores of the latter group (P < 0.05).
The combination of megestrol acetate/ibuprofen appeared to reverse weight loss and appeared to improve quality of life in patients with
advanced gastrointestinal cancer. Further trials of this novel regimen in weight-losing patients with hormone-insensitive cancers are warranted.
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Table 1 Baseline characteristics of weight-losing gastrointestinal cancer patients

Megestrol acetate Megestrol acetate P-value
and placebo and ibuprofen

(n = 38) (n = 35)

Sex (F/M) 17/21 13/22 NS
Age (years)a 72 (50–90) 69 (52–88) NS
Body mass indexa 18.7 (12.0–27.7) 20.6 (14.8–26.9) NS
Weight loss (%)a 18 (5–33) 18 (5–34) NS
Appetite score (scale 0–10)a 3.0 (0.0–10.0) 4.0 (0.3–9.1) NS

Biceps skinfold thickness (mm)a 4.4 (1.8–13.0) 4.8 (2.0–13.0) NS
Triceps skinfold thickness (mm)a 7.5 (2.0–23.2) 8.0 (3.0–15.7) NS
Mid-upper arm circumference (cm)a 23.7 (16.0–30.2) 24.1 (17.5–29.1) NS
Total body water (l)a 28.0 (18.7–45.3) 29.5 (21.4–37.1) NS

Albumin (g l–1)a 35 (20–46) 35 (28–50) NS
C-reactive protein (mg l–1)a 29 (<6–160) 24 (<6–253) NS

Cancer site
Colorectal (n) 3 4 NS
Oesophageal (n) 2 2 NS
Gastric (n) 6 5 NS
Pancreatic (n) 25 24 NS
Cholangiocarcinoma (n) 1 0 NS

aValues are median (range).
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Table 2 Baseline quality of life of weight-losing gastrointestinal cancer patients

Megestrol acetate Megestrol acetate P-value
and placebo and ibuprofen

(n = 38) (n = 35)

Median (range) Median (range)

KPSa 60 (50–90) 60 (50–90) NS

EuroQol-EQ-5D 0.630 (–0.095–1.000) 0.689 (–0.261–1.000) NS

EORTC QLQ-C30
Physical functioning 50 (0–100) 60 (0–100) NS
Role functioning 83.3 (66.7–100) 83.3 (66.7–100) NS
Emotional functioning 66.7 (0–100) 75.0 (25.0–100) NS
Cognitive functioning 66.7 (0–100) 83.3 (0–100) NS
Social functioning 66.7 (0–100) 66.7 (0–100) NS
Quality of life 33.3 (0–91.7) 33.3 (0–83.3) NS
Fatigue 55.5 (0–100) 50.0 (11.1–100) NS
Nausea and vomiting 33.3 (0–100) 0 (0–100) <0.05
Pain 33.3 (0–83.3) 33.3 (0–83.3) NS
Dyspnoea 0 (0–100) 0 (0–100) NS
Sleep disturbance 33.3 (0–100) 33.3 (0–100) NS
Appetite loss 66.7 (0–100) 66.7 (0–100) NS
Constipation 0 (0–100) 0 (0–100) NS
Diarrhoea 0 (0–100) 0 (0–100) NS
Financial difficulty 0 (0–100) 0 (0–100) NS

aKarnofsky performance status.

Table 3 Change in patient characteristics and anthropometry over initial 4–6 weeks

Megestrol acetate Megestrol acetate P-value
and placebo and ibuprofen

(n = 19) (n = 22)

Median (range) Median (range)

Change in appetite score 3.0 (–2.0–9)* 2.0 (–5.0–8.9)* NS

Weight gain (kg) –1.5 (–6.0–4.5) 1.0 (–3.7–6.5)* <0.01
Change in biceps skinfold thickness 0 (–2.4–2.0) 0 (–3.7–0.9) NS

(mm)
Change in triceps skinfold thickness –0.1 (–5.0–2.6) 0 (–2.8–1.7) NS

(mm)
Change in mid-upper arm –0.6 (–5.7–0.6)* 0.1 (–2.5–3.1) <0.01

circumference (cm)

Change in albumin (g l–1 1 (–6–6) –1 (–6–6) NS

*P < 0.05 compared with baseline values.
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Table 4 Change in patient characteristics and anthropometry over 12 weeks

Megestrol acetate Megestrol acetate P-value
and placebo and ibuprofen

(n = 11) (n = 16)

Median (range) Median (range)

Change in appetite score 1.0 (–3.0–9.2) 1.0 (–5.0–8.1) NS

Weight gain (kg) –2.8 (–7.0–2.2)* 2.3 (–2.0–12.4)* <0.001
Change in biceps skinfold thickness –0.5 (–3.3–0) –0.2 (–4.4–3.0) NS

(mm)
Change in triceps skinfold thickness 0 (–4.8–1.8) 0.1 (–0.6–6.0)* NS

(mm)
Change in mid-upper arm –1.0 (–5.7–0.4)* 0 (–5.4–3.0) <0.05

circumference (cm)

Change in albumin (g l–1 0 (–8–3) –2 (–5–1)* NS

*P < 0.05 compared with baseline values.
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Figure 1 Weight change after 6 weeks in gastrointestinal cancer patients
randomized to receive treatment with megestrol acetate/placebo (n = 19) or
megestrol acetate/ibuprofen (n = 22) combination

Figure 2 Weight change after 12 weeks in gastrointestinal cancer patients
randomized to receive treatment with megestrol acetate/ placebo (n = 11) or
megestrol acetate/ibuprofen (n = 16) combination
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







        
 
      

           

       
       
a









         


  







          



         


        
   
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