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Reference

1) COPD " &= (2012 7HA): A ZHHZF7183], COPD JNEAH /N8 ALF]
2) Twenty-three separate RCTs studying roflumilast (nine trials, 9211 patients) or cilomilast (fourteen
trials, 6457 patients) met the inclusion criteria. None of the trials exceeded a year in duration.

3) Primary outcomes: Changes in lung function from baseline including forced expiratory volume
in 1 second (FEV1), forced vital capacity (FVC), or peak expiratory flow rate (PEF)

- Quality of life (e.g. total score on St George's Respiratory Questionnaire (SGRQ)

4) Chong ] et al. Phosphodiesterase 4 inhibitors for chronic obstructive pulmonary disease. Cochran
e Database Syst Rev. 2011 May 11;(5)

5) DATA AND ANALYSES: Analysis 2.2. Comparison 2 Quality of life, Outcome 2 SGRQ total

score (by mean COPD severity).

6) In two placebo—controlled, double-blind, multicentre trials (M2-124 and M2-125) with identical

design that were done in two different populations in an outpatient setting. (52weeks)

¥ M2-124: Roflumilast(n=763) vs Placebo(n=758), M2-125: Roflumilast (n=772) vs Placebo(n=796),

7) Primary outcomes: the change in prebronchodilator FEV1 during treatment, the rate of COPD

exacerbations

8) Exacerbations

Moderate or severe(mean rate, per patient per vear [95% CI]) RR 0-83(0-75 to 0-92); p=0-0003,

Severe(mean rate, per patient per vear [95% CII) RR 0-82(0-63 to 1-06); p=0-1334

9) Calverley PM et al, Roflumilast in symptomatic chronic obstructive pulmonary disease: two

randomised clinical trials. Lancet. 2009 Aug 29;374(9691):685-94.

10) severe-to-very-severe COPD, confirmed by a postbronchodilator forced expiratory volume in

1 s (FEV1)/forced vital capacity ratio <0.70 and a post-bronchodilator FEV1 <50% predicted

11) Bateman ED et al, Roflumilast with long-acting B2 agonists for COPD: influence of

exacerbation historvEur Respir J. 2011 Sep:38(3):553-60. Epub 2011 Jul 7.

12) randomized, placebo-controlled, double-blind, parallel-group trial for 1 year.

13) The primary efficacy variables were the change from baseline to endpoint in

post-bronchodilator FEV1 and the number of moderate or severe exacerbations per patient per

year. The change from baseline in St. George's Respiratory Questionnaire (SGRQ) total score

was the main secondary variable.

14) Peter M. A. Calverley, et al. Effect of 1-Year Treatment with Roflumilast in Severe Chronic

Obstructive Pulmonary Disease. Am ] Respir Crit Care Med Vol 176. pp 154 - 161, 2007.

15) forced expiratory volume in 1 s (FEV1)

16) salmeterol+Al @ E AF(RAHZFT n=466, T n=467, ANHEL Y hH] prebronchodilator

FEV: 49ml 7§, p<0-0001), tiotropium+2178F A(AH F n=371, ¥ n=372, AHEFL

H] prebronchodilator FEV; 80ml 7}41, p<0-0001)
17) Exacerbations: Mild, moderate, or severe (mean rate, per patient per year [95% CII)

Salmeterol+roflumilast vs salmeterol+placebo RR 0-79 (0-58 to 1-08); p=0-1408
Tiotropium+roflumilast vs tiotropium-+placebo RR 0-84 (0-57 to 1-23); p=0-3573

18) In general, the beneficial effect of roflumilast on some patient-reported outcomes (eg, TDI,
SOBQ, use of rescue medication) was more pronounced in the tiotropium plus roflumilast trial
than in the salmeterol plus roflumilast trial.

19) In both trials, the probability of treatment discontinuation was greater in patients treated with
roflumilast.

20) Fabbri LM et al. Roflumilast in moderate-to—severe chronic obstructive pulmonary disease

treated with long acting bronchodilators: two randomised clinical trials. Lancet. 2009 Aug
29;374(9691):695-703.
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