ANNEX 111 a

STUDY DESIGN AND SCHEDULE OF ASSESSMENTS

TREATMENT A B C
PERIOD
Bl B2 C1 Cc2
Test Drug/ Test Drug/
Investigational Investigational
Product A Product A
5mg 10 mg 5mg 10 mg
Run-in
Test Drug/ Test Drug/
Investigational Investigational
Product B Product B
5mg 10 mg 5mg 10 mg
Weeks -2(-3) 0 3 9 12
Visit 1 2 3 5 6
Exercise test 24 h x? X X X
Medical history X
Physical examination X X
ECG X X
Lab. invest. X X
Adverse events X X X X

1 = 14-20 days after visit 1
2 = 1-7 days after the first exercise test




STUDY DESIGN AND SCHEDULE OF ASSESSMENTS

ANNEX II1'b

Double-blind
placebo
Single-blind Dose 1 |
Screening placebo run-in
1 2 3 4 R | | | 11
visit | | | | |
(7d) (7d) (7d) (7d) Dose 2 14 d
| 1 1 10
IDose Ci |
(7d) (7d) (7d) (7d)

6 7 8 9
Assessment Screening  Run-in Baseline Treatment Follow-up
Study Week -2 -1 1 2 3 4 5 6
Informed Consent X
History X
Physical Exam. X
Effectiveness:
primary variable X X X X X X X X
secondary variable X X X X X
Safety:
Adverse events X X X X X X X X
Lab. tests X X X X X
Body weight X X






