Characteristics of Patients with Cystic Fibrosis Using Twice vs Once Daily Dornase Alfa Regimens

Michael S. Broder,” Eunice Chang,'! Sheila R. Reddy,’ Karina Raimundo4 Michael Holden?
' Partnership for Health Analytic Research, LLC, Beverly Hills, CA;? Genentech, Inc., South San Francisco, CA.

INTRODUCTIO RESULTS |

» Dornase alfa reduces the risk of respiratory infections and Patient Demographics Figure 1. Patient Identification Exacerbations
improves pulmonary function in patients with cystic fibrosis » We identified 170 new 6,815 patients with a diagnosis - * Atbaseline, exacerbation rates were 69.4% (BID) ana
(CF). BID and 175 of CF in ID period dlﬁi;"gﬂ:ﬁfﬁgn‘;;'('a'r?;d 61.7% (QD, P=0.133), and the mean (SD) number of
| | .
» The recommended dosage is once-daily (QD), although continuous QD users (1/1/2009 — 10/31/2011) exacerbations was 2'.4 (3.5) and 1.4 (1.7, P<0.001) for
certain CF patients may benefit from a twice-daily (BID) (Figure 1). T — BID and (D, respectively (Table 2).

. . . o/ .
consistent with dosing recommended on the package (SD) age 24 (14.1) vs. /\ decreafeq to 62.4 /0. 1 .the new BID users and increased
insert. 15.5 years (11.5, 71 dormace a2 BID 005 doracs e OB to 66.9% in the continuing QD group (P=0.382),

+ Little is known about how patients treated with QD vs. BID P<.001) for QD users user sser * The mea(r; ?limg)eg (I);_e(;(g(;?b.at'g%s was 2-_|2_ (SI-2)3|” BID
regimens differ. (Table 1). 001 had o BID n the users and 1.4 (1.6, P=0.021) in QD users (Table 3).
» The objective of this analysis was to examine the » (Gender and ! year post-index period Table 2. Respiratory Exacerbations? in Baseline _ -
T : : : geog raphic region 231 were continuously v New BID Continuous QD
characteristics of patients who use twice versus once daily wooAr L enrolled in 3m pre- anc 506 were continuous Users Users
dOSing. d|3tr|bUt|On Were Slmllar 1y post-index periods enrO”ed in 3m pre_ and N - 170 N - 175 P Value
between groups. 1y post-index periods Any respiratory exacerbations?, 118 (69.4) 108 (61.7) 0.133
| - n (%)
METHODS 170 were new BID users 175 were continuous QD No. of respiratory 2.4 (3.5) 1.4 (1.7) < 001
Studv Desi (no BID in 3m pre-index users (QD use in 3m pre- exacerbations, mean (SD)
u y eSlgn period) index period) 8 Any medical claim for: inpatient hospitalization or ED visit with primary diagnosis of CF, hemoptysis,
° ' Nt ' _l 1fi pneumothorax, acute asthma, acute respiratory infection, pneumonia and influenza, acute respiratory failure
RetrOSpe?tW.e deSCI‘Iptlve .analySIS Of de Identlfled BID: twice-daily; QD: once-daily. or pulmonary insufficiency, or bronchospasm, or any pharmacy claim for oral antibiotics (except oral
azithromycin), or IV antibiotics.
commercial .msurance cla|m§ data. | | Table 1. Patient Demographics and Comorbidities - _ _ __
» Study examined characteristics of patients with CF (ICD-9- Continuous QD Table 3. Respiratory Exacerbations? in First 3 Months of Follow-up |
CM: 277.0x) on BID vs. QD dornase alfa in the identification NeWNB"i;JOSGfS NUSG;r;s v Nﬁ‘é"e'f;[) C°“t'l;‘s”;';5 QD
| = = dalue
(ID) period (1/172009 — 10/31/2011). Age, mean years (SD) 24.0 (14.1) 15.5 (11.5) <.001 N =170 N =175 P Value
Patient Identification Ag<eé %/ear, n (%) o1 476 138 (789 <.001 Ar(lg// )respiratory exacerbations?, 106 (62.4) 117 (66.9) 0.382
: : : : ni{/o
 We compared patients starting BID use to those with 21+ 89 (52.4) 37 (21.1) No. of respiratory 22(4.2) 1.4 (16) 0.021
continuous use of QD dornase alfa. The first fill of either (F;m?'e’ N C(%) o D) 18; 247 ;3) 18: E‘1195-)7) 2281 exacerbations, mean (SD)
' : L : ; ; arison Lomorpidity InGex, mean : 2 Any medical claim for: inpatient hospitalization or ED visit with primary diagnosis of CF, hemoptysis,
BID or QD use in the identification (ID) perIOd was defined Comorbidities associated with CF, n (%) 159 (93.9) 167 (95.4) 0.439 pneumothorax, acute asthma, acute respiratory infection, pneumonia and influenza, acute respiratory failure
as the index date_ Pancreatic insufficiency 121 (71.2) 160 (91.4) <001 or pulmonary insufficiency, or bronchospasm, or any pharmacy claim for oral antibiotics (except oral
» Patients not continuously enrolled for 3 months before . aeruginosa® 94 (99.9) 08 (389)  0.002 e ool
hasel : tar (ol the index dat Chronic sinusitis 55 (32.4) 21 (12.0) <.001 Treatment Exposure
daselline) or 1 year alter (1olow-u e Inadex aale were i i ' .
( jor 1y ( P) Diabetes melltus 29 (17.1) 12 (69) 0.0 » Annual mean (SD) days supply filled was 132.5 (109.9) for
excluded. Gastroesophageal (GE) reflux 24 (14.1) 9 (10.9) 0.359
. N £ - m i ] £ that Malnutrition or failure to thrive 6 (9.4) 13 (7.4) 0.507 BID and 286.6 (91.3) for QD (P<0.001).
e\{v USET'S O d reg|m.en WEre those witn no eviaence of tha Allergic bronchopulmonary aspergillosis (ABPA) 8 (4.7) 1 (0.6) 0.018° L . S
regimen during baseline. Osteoporosis 3 (1.8) 2 (1.1) 0.681" Findings were generally similar for the subgroup = 21 years
BID: twice-daily; QD: once-daily; CF: Cystic Fibrosis. Old (n=126) reSU|tS rOt ShOWﬂ.
Study Measures aPseudomonas aeruginosa infection or treatment with aminoglycoside or quinolone. ’

b Fisher’s exact Chi-square test

Presence of Comofbidity CONCLUSION

 Patient demographics and baseline comorbidities, as

meaSJreld by ﬂ;e Charlson fomorﬁ”dr[y Iln?‘e'l)l( (CCI) (Ie'ld oy BIDusershada CCl of 1.8 (1.8) vs. 1.1 (1.5) for QD users (P<0.001) (Table 1).  * Atbaseline, BID dornase alfa users were older than QD
]?:rTg: ?n%nussuerar:rc]:zajgir; s d(;\t/ae)r?ﬁ wz\r/ee c(c))rTI1;aerSeZ \;)ael[wae:n + BID users had statistically significant higher rates of pseudomonas infection, gzehris EQSrr;?edshc;?hzggdhjﬂzzgfzwgﬁifglnlunsditei;( as well
study groups. chronic sinusitis, diabetes, and ABPA, but a statistically significantly lower rate p J P ’ I
| | | of pancreatic insufficiency (Table 1: Figure 2). labetes, and ABPA. They had a lower rate of pancreatic
 Respiratory exacerbations were reported for the baseline insufficiency.
period and the first 3 months of fO”OW-Up. Figure 2. Baseline Comorbidities ° Between_group differences exacerbation rates were not
 Exacerbations were defined as CF-related (claims with a I.4%" statistically significant, however, new BID users did have a
primary diagnosis of CF) hospitalizations, ED visits, or numerical drop in exacerbation rate after initiating therapy,
use of V/oral antibiotics. 71.2% while QD users had an increase. Rates were not adjusted
* Treatment exposure was measured in the follow-up period. 5 20, " gg) for baseline between-group differences. |
Statistical Analysis * QOverall exposure to QD treatment was ab.out.twme as long
» Means and standard deviations (SD) were reported for O 4 as BID treatment. The reason for this finding is unclear
. . 4% » Sample size was too small for definitive conclusions about
continuous variables, and counts and percentages for the > 21 year old populatior
categorical variables. 0 00 17.1% 14. 1%10 v o 40/ - B |
* Allmeasures V\{ere repor[t)ed with stratification by new BID I sl I | T A% 4;%0.6% ) 1.8% 119 1.e éreer?e(:r?’;ch, Inc. “Highlights of Prescribing Information for Pulmozyme (dornase
U.SGI'S and ConFInUOUS . User.S- - - Pancreatic P Chronic  Diabetes  GE reflux Malnutrltlon ABPA OSWSiS 2. aGlfearz’en%g;:.Inc. “Highlights of Prescribing Information for Pulmozyme (dornase
» Since BID dosing may be required in older patients, insufficiency ~ aeruginosa  sinusitis alfa) " 2014,
analyses were repeated for the subset = 21 years old . GE: Gastroesophageal: ABPA: Allergic bronchopuimonary aspergiloss. 3. Deyo RA, etal. J Clin Epidemiol. 1992;45(6):613-619
* P<0.05.
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