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e Discriminating ability (Figure 2): ANOVAs demonstrated that the
ABSTRACT R ES U LTS DFFS was able to distinguish between subgroups of patients
_ rated as less or more ill on the CGI-S and normal or with sexual
OBJECTIVES: Patient-reported outcomes (PROs) are necessary Table 1. Patient Characteristics dysfunction on the ASEX.

to assess disease impacts from the patient’s perspective. In line Baseline Month 2

with the Food and Drug Administration’s (F_DAs) guidance on Characteristic (n = 478) (n =433) Figure 2. Discriminating Ability: Average DFFS Total Scores
PROs, the Depression and Family Functioning Scale (DFFS) was Across Known Groups
developed to assess the impact of major depressive disorder Age (years), mean (SD) 43.8 (12.4) | 43.5(12.5) P
(MDD) on family functioning. Psychometric anal ® 0 0

on family functioning. Psychometric analyses were _ . _ Less il Normal
Conducted to establish the re||ab|||ty, Va||d|ty, and Med|an, minimum-maximum 44, 18-65 44, 18-65 25 Il Vore ill M Dysfunctional
responsiveness of the DFFS according to the FDA PRO guidance. Sex, n (%) 309

30 30.0

METHODS: Data from PERFORM, a longitudinal multicenter, Male 142 (29.7) 126 (29.1) )55
prospective, 2-year observational study in the United Kingdom S a5 _248 23.8 '
(UK) and Spain, were analyzed (NBaseline = 478, NMonth2 = Female 336 (70.3) | 307 (70.9) 3 s
433).The 15 DFFS items use a 5-point rating scale to assess Marital status, n (%) ;g 204 179
partner and family interactions and quality of relationships; ) 0
higher scores indicate greater (worse) impacts. Test-retest Single 107 (22.4) | 102 (23.6) 5
reliability (mtraclgss cc_)rre_lat_lons_), construct validity (correl_atlons Married or living as a couple? 280 (58.6) | 227 (52.4) 10 -
and factor analysis), discriminating ability (analyses of variance),
and responsiveness (effect size estimates) were evaluated. Divorced/separated 78 (16.3) 57 (13.2) 6
RESULTS: Factor analyses resulted in a single factor, confirmed Widowed 13 (2.7) 6(1.4) ; | |
by highly satisfactory Cronbach’s alphas (0.85 at baseline, 0.89 at - AT Baseline Month 2 Baseline Month 2
month 2). The DFFS demonstrated satisfactory test-retest mlér;nb(esrg)f children [iving in household, 1.0 (1.1) 0.9 (1.1) _ . oo ASI.EX. _
reliability (intraclass correlation = 0.75). Hypothesized _ — _ yi?ft:r'eﬁ't' U‘Diag g;‘;ferences between known groups are statistically signficantly
correlations with other measures provided evidence of validity. Median, minimum-maximum 1,0-6 1,0-5 -

For example, the correlation of the DFFS with the SF-12 mental

Empl t status, n (9
component scores was -0.35 (baseline) and —0.49 (month 2), mployment status, n (%)

* Responsiveness

and with SF-12 physical component scores, —0.05 (baseline) and Full-time paid employment or 228 (47.7) 182 (42.0) — The standardized effect size estimate for the DFFS total score was

-0.31 (month 2). Hypothesis tests were generally in the self-employed ' ' moderate (-0.44).

predicted direction, and many were statistically significant, Part-ti : — The standardized effect size estimate for the DFFS total score

. R - : art-time paid employment or

supstantlatmg the dls_,crlmlnatlng ability of the DFFS. Effect_S|ze self-employed 81 (16.9) 68 (15.7) using the PHQ-9 responder definition (= 5 points improvement)

estimates of responsiveness were 0.44 to 0.84, demonstrating was large (-0.84).

that the items were capable of detecting change. Unemployed 99 (20.7) 87 (20.1) e DFFS responder threshold

CONCLUSIONS: The psychometric analyses strongly support the Student 9 (1.9) 9 (2.1) — Anchor-based thresholds

reliability, validity, anq respo_nsiveness of the DF_FS and its_ Nonworking spouse 29 (6.1) 23 (5.3) e Mean DFFS change = 5.17 for patients (n = 23) with a 5-point

usefulness for assessing the impacts of depression on family improvement on the PHQ-9 (baseline to month 2); r = 0.49

functioning. It has the potential to provide important information Retired 27 (5.6) 15 (3.5) between DFFS change and PHQ-9 change

not traditionally captured in clinical practice or research and will Disability pension 8 (1.7) 1 (2.5) e Mean DFFS change = 4.14 for patients (n = 28) with a 1-point

facilitate a more comprehensive evaluation of treatments of MDD. improvement on the SDS family life/home rating (baseline to
This is the patient’s first depressive 208 (43.5) 181 (41.8) month 2); r = 0.51 between DFFS change and change in SDS
episode, n (%) ' ' family life/home scores

BAC KG RO U N D This patient has been hospitalized for 14 (2.9) 12 (2.8) — Distribution-based thresholds: half-SD = 5.25; SEM = 5.04; RCl = 7.12

depression, n (%)

e Depression is the leading cause of disability, and the literature

indicates that depression negatively impacts family This patient has attempted suicide, n (%) 36 (7.5) 6 (1.4) DISCU SS I O N
functioning. _ ) -

e PROs are necessary to assess disease impacts from the Other comorbid mental disorders, n (%) 27 (5.6) 21 (4.8) The DFFS was developed as a measure of partner relationship and
patient perspective, but there is lack of PROs that measure the family functioning' according to methods and standards outlined in
impact of depression on the family.  Factor analysis: PCA strongly suggested the DFFS was the EMA's reflection paper (2005)? and the FDA's PRO guidance

unidimensional, so EFAs extracted one factor at baseline and (2009).3The present study evaluated the psychometric properties of

Depression and Family Functioning Scale month 2. the DFFS and found them to be highly satisfactory and to support

e The DFFS was developed to understand and assess the the use of the DFFS in patients with MDD.

impact of depression on family functioning from patient and — This supports the scoring of the DFFS as a unidimensional total or

partner perspectives.' overall score. * Factor analyses indicated that the correlations among the 15
' _ _ o — The 15 DFFS item scores were summed to create a DFFS total score DFFS ltems were best explalnec_i t_’V d S|_ngle factor, supporting
* The DFFS was developed using a rigorous qualitative ranging from 0 to 60, with lower scores reflecting better partner the scoring of the DFFS as a unidimensional score.
methodology in line with recommendations in the European relationship and family functioning. — Summing the 15 DFFS item scores yields a DFFS total score that

Medicines Agency’s (EMA's) reflection paper on the use of

: . , — Figure 1 displays the items of the patient DFFS and item-total theoretically ranges from 0 to 60, with lower scores reflecting
heg(;th-relguted quality of life measures® and the FDA's PRO correlations. better partner relationship and family functioning.
uidance. : : L :

0 _ e Both internal consistency and test-retest reliability of the 15-item
- Concep;tsdfor_the DIFiﬁ and rc\:o_ntgnt Iﬁr_ etach of the |_’E{(:\ms;{verf Figure 1. DFFS Item Correlations With DFFS Total Score (Month 2) DFFS total score were strong.

generated primarily through in-depth interviews with patients _ _ . _

with MDD and their partners, supplemented with expert 1. Did you avoid talking about specific topics with your partner because of 074 * Solid eVId_ence of construct validity was estab!lshed—the _pa}ttern

opinion and a targeted literature review. your depression? ' f;: C(I)DrEEIS&]EcIOtnIS supports the convergent and divergent validity of

. : : e otal score.

— A comprehensive set of items was drafted and then tested in 2. Did you avoid communicating (in general) with your partner because of your 07 _

two iterative rounds of cognitive debriefing interviews with depression? : e Known-groups ANOVAs comparing average DFFS total scores

patients with MDD and partners of patients with MDD. (5. DR you and your parier agae (T o across vari_oug subgroups den_wonstrated_ t_hat the DF_FS is capable
— The DFFS consists of 15 items, each scored from 0 to 4, with ' ' : of distinguishing between patients classified according to

low scores indicating better famlly funCtioning. ’4. Were you and your partner able to resolve disagreements or disputes clinician-rated disease Severity and levels of sexual funCtioning.

between the two of you? )= °
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Responsiveness effect size estimates were moderate to large,
O BJ E CTIVE S 5. Did your partner interrupt (intervene in) arguments between you and other | showing that the DFFS is sensitive to change.

famli1ly mem%ers n ordetr to qbeifend gr B EEET (e NS Possible responder definitions for the DFFS were empirically
such as children, parents, siblings) _ _
b g) explored, and although the establishment of a final responder
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* Ier}?agﬁ;f;t\l/\;?igif t;[/hznpcﬁzzgt;t;%rgzz E)Of fﬁ’: Ig:’;[izm?/ersion 6. gid your pa?ftner appear stressed, angry, sad, or frustrated because of your | definition occurs as a process over multiple assessments and
’ /4 L epreSS|0n. ) 1 1 H 1 1
of the DFFS, as well as to determine its threshold for clinically _ , I , across a wide range of studl_es:, a prellmlqary working value fgr
meaninaful change (7. Did you avoid spending time with your partner because of your depression? the responder threshold defining a meaningful DFFS change is
9 _ ge. _ _ _ 8 Did y0u ajoy T Tm you spert wih your parner (aiher a5 2 couple oras between 4.1 and 7.1 points on the 0 to 60 DFFS total score scale.
* The_; _evaluatlon was gllgneq with the FDA's PRO gu_ldar)cg to | a family)? 0.9 A limitation of this study is that the majority of the psychometric
facilitate future consideration of the DFFS for use in clinical , ‘ analyses were conducted using a sample of patients that included
trials of patients with MDD to assess treatment impact. 9. Eﬁeﬁg,%gs)eggér;%;gngfv)\//glt]roéggggggz?members (such as children, | 5= individuals who were single, divorced, separated, or widowed:
) , I . however, the DFFS was developed in a population of patients with
IVI ETH O DS 10. }/Ve(? you Wt’)thdr,f’W”’ even when spending time with your partner or other MDD who were monogamous and residing with their partners. It is
amry members: / noteworthy that the DFFS performed well in this broader
: 1. Were you irritable or impatient with your partner or other family ] population with less formally recognized couple relationships.
Study Design | members because of your depression? 1
e Data from PERFORM,* a multicenter, prospective, 2-year .
. i ' ! N 12. Did you feel ted t tner?
longitudinal observational study conducted in five European [ e ] CO N CLU S I O N S
countries (the UK, Spain, Sweden, France, and Germany), were (13. Did your depression interfere with your sexual relationship? _ _ _ o
analyzed to assess the psychometric properties of the DFFS in . — S The results of the psychometric evaluation build on the qualitative
patients with MDD. [14. Did your depression interfere with feelings of intimacy toward your partner? research evidence for the DFFS and strongly support the reliability,
_ i i i 15. Did your depression interfere with your ability to take care of your validity, and responsiveness of the DFFS and its utility for
DFFS data were collected in the UK and Spain at baseline, hougehom cphores or res onsibilitieys? ! ! 0.46 assessing the impact of depression on partner relationship and
2 months, 6 months, and 12 months; the present analyses used P : L : L
data fr m’th ati n't DEES collect d’ at baseline and month 2 family functioning. The DFFS has the potential to provide important
atairo ©Pp _ © _ coriecte _ seline © ' o information not traditionally captured in clinical practice or
* The study population consisted of outpatients aged 18 to 65 * Reliability research and will facilitate a more comprehensive evaluation of
ybe.ars with a cgrgent.or_ n?vl\v”dlagr;osfljswof M?B.accgrdlngt;’o the — Internal consistency: Cronbach’s alpha was 0.85 at baseline and treatments of MDD.
E(/qu.nos;_/c al; _te?tlstlgééM f\l/?#g of Mental Disorders, 0.88 at month 2, corroborating the unidimensionality of the DFFS
ition, Text Revision -IV-TR) and providing support for the computation of a total or overall R E FE R E N CE S
Measures composite.
e DFFS' — Test-retest reliability: The ICC for the DFFS total score was 0.76, 1. DiBenedetti DB et al. Curr Med Res Opin. 2012;28(3):1-11.
_ _ based on 52 patients who responded the same at baseline and .. :
e Arizona Sexual Experiences Scale (ASEX)S month 2 on the SDS family life/home rating. 2. European /I\éledu/:meng?dency (EMAI)..bAvall/gb!e at.;c_http://www.ema.
. . : europa.eu/docs/en ocument_library/Scientific
* Clinical Global Impression of Severity (CGI-S)® . gglrzlgtruct validity (Table 2) correlations supported the validity of the guidgline/2009/09/\7VC500003637.|5df. Y -
H H _ 78 .
* EuroQol 5 Dimensions (EQ-5D) . 3. Food and Drug Administration (FDA). Available at: http://www.fda.
* Hamilton Anxiety Rating Scale (HAM-A)>' B \(/:glgﬁ'lcat:)?‘r]cf\:gcl\é\ll%egncg?tggaebflci:frfg nge%(:zﬁgr:hg convergent gov/downloads/Drugs/GuidanceComplianceRegulatorylnformation/
e Montgomery-Asberg Depression Rating Scale (MADRS)™ Y . Y cnange. - Guidances/UCM193282.pdf.
_ . _ * Improvements in DFFS scores were associated with improvements :
e Patient Health Questionnaire-9 (PHQ-9)™ in SDS scores, particularly with SDS family life/nome responsibility 4. Bou_lenger JP et al. 16th Europ_ean Congress of the Internzfltlonal
e Sheehan Disability Scale (SDS)"*" work/school, social life/ and SDS social life/leisure, and with SF-12 MCS scores. E?)(\:/Ieezgg: 55‘13;%au0t3?§0|"r‘;2133 and Outcomes Research;
leisure, and family life/lhome scores ' ' o
e Short Form Health Survey-12 (SF-12)''¢ physical component Table 2. Construct Validity: Correlations With DFFS Total Score 5. McGahuey C etal. J Sex Marital Therapy. 2000;26:25-40.
score (PCS) and mental component score (MCS) Chande 6. GuyW. ECDEU assessment manual for psychopharmacology.
. . : . : — United States Department of Health, Education, and Welfare
o Y\y\?;'l&ll)irﬁsductlwty and Activity Impairment Questionnaire Chz:r:ge o“fﬂ\r,'ﬁ]dg Publication No. 76-338. 1976. p. 218-22.
Analytic Methods B(isg'gge "’(':2"272 (ﬁa:igzttso i Couple 7. EuroQol Group. Health Policy. 1990;16:99-208.
. . Characteristic to 463)° to 412)° 340)° to 194)° 8. Kind P.The EuroQol instrument: an index of health-related quality of
e DFFS structure: Principal components analysis (PCA) and life. 2nd ed. 1996
exploratory factor analyses (EFA) CGI-S 0.18* 0.26* 0.10 0.10 ' ' '
e Reliabili 9. Hamilton M. Br J Med Psych. 1959;32:50-5.
eliability MADRS 0.11 0.24 0.06 0.22 _ _ .
— Internal consistency: Cronbach'’s coefficient alpha® and item- TR 0.22 015 0.07 018 10. MaierW et al. J Affect Disord. 1988;14(1):61-8.
total correlations i ' : : : 11. Montgomery SA, Asberg M. Br J Psychiatry. 1979;134:382-9.
— Test-retest reliability: Intraclass correlation coefficients (ICCs) SDS work/school 0.28* 0.45% 0.33* 0.35%* 12. Kroenke K et al. J Gen Intern Med. 2001:16(9):606-13.
were computed using the subset of patients who were — _ _ '
assumed to be stable from baseline to month 2 because their EPSS s:mal life/ 0.43* 0.59* 0.43* 0.46% 13. Sheehan DV.The anxiety disease. 1983.
T - isur
scores on the SDS family life/home rating were the same at 14. Sheehan DV et al. Int Clin Psychopharmacol. 1996;11(Suppl 3):89-95.
baseline and month 2. . SDS family lite/ 0.46* 0.61* 0.51* 0.55* 15. Ware J Jr et al. Med Care. 1996;34(3):220-33
e Construct validity: Correlations (at baseline, month 2, and home ' ' ' ' ' ' ' ’ ' '
change from baseline to month 2) between DFFS scores and ASEX 0.32% 0.35% 0.08 0.03 16. Ware JE et al. SF-12: how to score the SF-12 Physical and Mental
clinician-assessed (CGI-S, MADRS, and HAM-A) and patient- : : : : Health Summary scales. 3rd ed. 1998.
reported measures (SDS, ASEX, SF-12, PHQ-9, WPAI, and EQ-5D) PHQ-9 0.46* 0.65* 0.49* 0.55* 17. Reilly M. WPAI:GH/SHP English (US) 2.0. http://www.reillyassociates.
e Discriminating ability: Known-groups analyses of variance . N N N N net.
(ANOVAs) examined mean differences in DFFS scores between D12 b 2 —Ledl L e 18. Reilly MC et al. Pharmacoeconomics. 1993:4(5):353-65
patients classified into groups on the basis of the CGI-S (less SF-12 PCS® —0.06 —0.33* —0.12 —0.04 ' Y ' _ ' S '
mentally ill: CGI-S < 3 vs. more severely ill: CGI-S = 5) and _ 19. Cronbach L. Psychometrika. 1951;16:294-334.
* Responsiveness \;VPA' teei 0.36* 0.44% 0.19 0.16 21. ColesT et al. Neuropsychiatr Dis Treat. 2014;10:887-95.
— Standardized effect sizes calculated as mean change divided by resenteeism . _ _ _
the standard deviation (SD) of the baseline score WPAI Overall ) ) 22. gghfgnsé. Statistical power analysis for the behavioral sciences. 2nd
- PHQ-9 responder standardized effect sizes computed as the Impairment L= L LI it ' '
difference in mean change between responders (= 5 points .
improvement on the PHQ-9 from baseline to month 2)?° and YVPAI.AC“VLW 0.50* 0.55* 0.41% 0.43%
nonresponders, divided by the SD of change in nonresponders mpairmen CO NTACT I N FO R IVIATI O N
e Responder threshold: Identify patients who experienced a EQ-5DP -0.20* -0.49* -0.27* -0.30* ) )
clinically meaningful change in their depression symptom E0.5D Global Clément Francois, PhD
severity and report that they have responded positively to Vi -5D Globa . . . Health Economics and Outcomes Research
isual Analog -0.23 -0.47 -0.24 -0.37
treatment Scaleb Lundbeck LLC
— Anchor-based thresholds computed as the average DFFS P = 0.0 Deerfield, IL, United States
change for patients who self-reported an improvement of 5 o : . Phone: +1.847.282.1131
! .. @ Subgroup sample size may vary due to missing data )
_Q20 . .
?OIQTS IOP t::e PHQ-9 (?r 121pf0|nt Impr()lyement on thh; SDS > Because the SF-12 and EQ-5D are scored such that higher values reflect better E-mail: CFR@Lundbeck.com mras
amily life/home question®' from baseline to mont outcomes, they correlated negatively with the DFFS. Correlations between the Presented at: ISPOR 20th Annual International Meeting uil# -
— Distribution-based methods: half-SD, standard error of DFFS and all other measures were positive because each is scored such that May 16-20, 2015 ricy. 8 :I
measurement (SEM), and reliable change index (RCI) higher values reflect worse outcomes. Philadelphia, PA, United States m|




