2022/5/9

QOL/PROWIESE Hi6EMELIF—

15DO

Michael LoPresti
(RA7IL OTLRAT4)

2022£E3812H (v1.3)

ﬁu intage #A_/R/AVF—IAWZT T

BIFICEOKRECHER: BROMIEZAEYHEE B

Copyright © INTAGE Healthcare Inc. All Rights Reserved.

INTAGE Group Healthcare Companies

>~
*u intage #RAaHAYF—IAWRTT
Y54 >IUY—F

F—IYA IO REEE

L

FIEMR

153 - . ERMESOEANG, 1
iR, EEpkpaR [B. Eme e ————
(CRO) (HEOR)
EDCEOR#H A5 WA BAOMIEENZTES > X
*ugﬁi?l?ﬂ‘;fgé’s = DA, BRADT 2R
et ERARICEDHZ Y —EX
N UZLI—ILRIEF>R
RIZEE AVZTPF—5 WE)
ALE 7 — S DR T el DB - DB/ BT/
FROCHMEET T A > UFILI—ILRF—5D

b % -

dA=a1=5—>3>
JOE->3>, IF15—
3> TORE. WET—
TI2T—EUTORERR

E) \RILRE

UFZLI— RF—y EETIOERT_ST
(RWD) 1>5E1—/WEBHE

PLAMED #st&it7 5 4 F
TP RT—HCBEDNE
VU1 —23 05 ERI/
EERRTRYEE
ﬁu intage HAR/HAVF—IUFILT—ILE

m BXEHBEORE

BREHIYT—IANWRT T

Copyright © INTAGE Healthcare Inc. All Rights Reserved

263



2022/5/9

« RENBBEREFIDEZVEADEDTHD. MET SlliZRTRIT 3EDTERN

- 15DDOREDEFE EIRSE LIEEREDD TLWEW. SO, LU, BREHERVLR
B & UTHREKZRV,

3
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BREHA YT —IANRTTF

- (EREHEQOLZAIET BTz ICHFE SN -2 IEN 2 -l RE
- HEREAR, [REORBRREICOVTREIET S, A5/ b alEE,

o 1992£F (NI T KZEDIATRE (Sintonen et al.)lcBAFEENE
> 19814 : 12IEHOREDER
> 19864 : 12I§H—>15IHEOREDERK
> 19924 : 15IEHDRE DT

« TOT7ANBLEASTYIRBDRELVTERATES

From “Accounts from developers of generic health state utility instruments explain why
| they produce different QALYs: A qualitative study” (Pickles et al 2019) |

L ;
SOoMT i “...a mission of developing the best instrument on the market, claiming that existing
[CDWT

[instruments] were of poor quality.”
«_..could not be sure that existing generic measures would capture the issues of

importance to their target population.”

4
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- 15IHEN®>T, FIEENSEMETHS (f5{ET. 5 DEEEHIHNS. )

« 320ZTFE;N-JaVDFEI5. FiLLVERER (EFENZHMY) brlke

« BAREIRIE. 2013FE(CHAFKE (Okamoto et al.)lc&>THFEENTWVD

- BARFEMROEFRIEIHRFEFH (internal consistency & test-retest
reliability) TIh. BERD\EBEX(R)DRWV. SDECD. T4 VS5V RE
FIN—D. FEIVWI-OBRER(R)DFEITS.

- MEFERE2ELICNTRELEERE=11[FET=0LEBELNERIREOATTHE
thaJEE, ERARMICEERZ(LDFR/NE(MCID)(E+/-0.01512EEDNTVS.
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BRIEOBARE #»h (Okamoto et al. 2013)

; 3 2N
MR XUNL. BHATIEM6D] (12-18/%) £M17D1(8-11/%) WI/INEREHZL. TOF>—0FIFAER]RE

BEK(E 15/, classification system(EOBEDIZE. @R, @IS, @K, GOER. @RS,

BHIEE @FEL. @b, ORFEER. OEMEE. OFNROER. @5D. BOlkd. @FH. O
EE) - - - O155RE.
B EEDKES 5

Rating scale method (VAS) with magnitude estimation (X2 ZF 1 — R#ETEE).
320929 (JNII-TEDSYINRTTO-FEFIALRE) .
[T+ >35> K] https://doi.org/10.1016/0160-7995(81)90019-8
[Z><—27] https:/iwww.sdu.dk/-/media/files/om_sdu/centre/cohere/working+papers/20087.pdf
5 q [JIDI-] @ https://doi.org/10.1016/j.jval.2017.09.018 (n=2256)
i8S 1F (valuation) 73 @ [simplef] https://doi.org/10.1007/s11136-018-2043-9 (=120)

» Additive model where lj(xj) = the average relative importance people attach to
VH = E IJ(X} )LUJ(XJ) various levels of dimension j (j = 1, 2,..,15), and wj(xj) = the
i

average value people place on various levels of dimension j.

s Prof. Harri Sintonen, University of Helsinki, Finland
fErasrss http://www.15d-instrument.net/contact/
=R B (FAFTHSER)
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http://www.15d-instrument.net/site/assets/files/1002/15d_english.pdf

BREHAYT—IANILRSTT

https://doi.org/10.1371/journal.pone.0061721.s001
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Source: http://www.15d-instrument.net/publications/
(rough coding based on titles as of March 12, 2022)
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EH BAE
(1) | Mobility (move) BEIDIEE v (#%8h) v (&7, B#8AT)
(2) | Vision (see) LoV v (#h)
(3) | Hearing (hear) E&7 v (B8H)
(4) | Breathing (breath) 0% v (BIZADEED)
(5) | Sleeping (sleep) B
(6) | Eating (eat) BE v (BOEIDDER)
(7) | Speech (speech) &L v (=58)
(8) | Excretion (excret) ettt v (BDEIDDER)
(9) | Usual activities (uact) HEEE v (SZADIEE)
(10) | Mental function (mental) TETHAEE v (ER40)
(11) | Discomfort and symptoms (disco) | AR EAEIA v (@ / IR v (F@d)
(12) | Depression (depr) 5D v (RZ / 3ZEZiAdr)
(13) | Distress (distr) T4 v (RZ / 3Z&ZiAH)
(14) | Vitality (vital) &7
(15) | Sexual activity (sex) 4IEED
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WHO-ICF

WHO International Classification of Functioning, Disability and Health (ICF)

Figure 4. Domains of Health

Direct measures of Heaith:

= Vision
= Hearing
= Affect
= Pain
Indirect measures = Sexual Functioning
of health: = Mobility
= Self-care = Dexterity
= Usual activities = Cognition
= Interpersonal = Digestion
relations =  Skin & Disfigurement
= Social = Bodily Excretion
functioning = Speaking
= Participation = Breathing
= Fertility
= Energy & Vitality
= Sleep
= Communication

Chatterji S et al. The conceptual basis for measuring and reporting on health. Global Programme
on Evidence for Health Policy Discussion Paper No 45, WHO 2002.

BREHA YT —IANRTTF

15D conceptual map (retrospective)
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From “A conceptual map of health-related quality of life dimensions: key lessons for a new
instrument” (Olsen et al. 2019)
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EQ-5DMDconceptual map (retrospective)

From “A conceptual map of health-related quality of life dimensions: key lessons for a new

instrument” (Olsen et al. 2019)
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HUI3Mconceptual map (retrospective)

instrument” (Olsen et al. 2019)

From “A conceptual map of health-related quality of life dimensions: key lessons for a new

BREHIYT—IANWRT T
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WHO-ICF

WHO International Classification of Functioning, Disability and Health (ICF)

Figure 4. Domains of Health

Direct measures of Heaith:
= Vision
= Hearing

= Affect
= Pain
Indirect measures = Sexual Functioning
of health: = Mobility
= Self-care = Dexterity
* Fﬂq Fﬂ {% t b\ = Interpersonal Digssion.

= Digestion

relations = Skin & Disfigurement

= Social

Heoemnzs

= Bodily Excretion

functioning = Speaking
w g 2 = Participation = Breathing
,,;_,!3‘3- 5 /\ H = Fertility
= Energy & Vitality

= Sleep
= Communication

Chatterji S et al. The conceptual basis for measuring and reporting on health. Global Programme
on Evidence for Health Policy Discussion Paper No 45, WHO 2002.
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15D Health States
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Published AtDt;irzg:ﬁ/ Health states
HUI2 e 7 24,000
HUI3 1995 8 972,000
EQ-5D-3L 1990 5 243
EQ-5D-5L 2011 5 3,125 (5 levels 5 dimensions)
SF-6D 1998 6 18,000
15D 1990 15 3,052,000,000 | (5 levels 15 dimensions)

5|F : B85 E—H4. PBM (Preference-Based Measure) SERODAIEEM . 557EQOL/PROIATTS
FitigEs (2019.12.14)

BREHIYT—IANWRT T
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15DDHFRD

Mean multi-attribute utility by ranked percentile

- MAEHLHESHICHIIERNSGS.
|+ ZhAmfED' [compress) (FE#E)E
nTwna (=E&REEHLEL)
U. effect sizehbXKEWVWEED
nhTtws

Mean Utility in percentile

\
10 20 30 40 50 60 70 80 90 *0

Rank of Percentile

e EQ-5D-51 s SF-6D  wwHU| 3 s 15D s QWB s AQoL-8D

Source: Richard et al. 2016. Measuring the Sensitivity and Construct Validity of 6
Utility Instruments in 7 Disease Areas

BREHAIT—INIRTTF Copyright © INTAGE Healthcare Inc. All Rights Reserved.

15D

15DIX L DRENHS ? HICERRIRENBILT IIBES BETRL) 27?2

Comparison of two utility instruments, the EQ-5D and the 15D, in the critical care setting; Vainiola et
al 2010

“The distribution of the 15D scores (all positive values) was one-peaked and continuous and, importantly,
only 6% of the patients evaluated their health state as perfect at 6 months after critical illness, indicating
better discriminatory power of the 15D in minor health problems.... In conclusion, the 15D may be
more sensitive than the EQ-5D in terms of discriminatory power and responsiveness to clinically
important change.”

Comparison of EQ-5D and 15D instruments for assessing the health-related quality of life in cardiac
surgery patients; Heiskanen et al 2016

“15D seems to be more sensitive to change and indicates improvement in health utility more often than the
EQ-5D does.”

Validation of EQ-5D and 15D in the assessment of health-related quality of life in chronic pain;
Vartiainen 2017

“EQ-5D appeared less sensitive than 15D especially in those patients with chronic pain who had a better
health status.”

BREHAYT—IANRTT Copyright © INTAGE Healthcare Inc. All Rights Reserved
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15DDHFR

THE. RRAEHDELSTY, F. EQ5DEDELY,

Comparison of preference-based utilities of the 15D, EQ-5D and SF-6D in patients with HIV/AIDS;
Stavem et al 2005

“When comparing the 15D and the SF-6D, the 15D had a larger proportion of patients scoring in the upper
tenth of the scale, which may reduce the potential to detect improvements in quality of life, but increase
the potential to detect deterioration.”

Validation and comparison of 15-D and EQ-5D-5L instruments in a Spanish Parkinson’s disease
population sample; Garcia-Gordillo et al 2014

“15D has better efficiency and greater sensitivity to detect clinical changes in Parkinson’s disease
severity of the symptoms. Meanwhile the EQ-5D-5L is better to detect clinical HRQoL changes.
Additionally, the EQ-5D-5L questionnaire requires less time than 15-D to be administered....”

BREHAIT—INIRTTF Copyright © INTAGE Healthcare Inc. All Rights Reserved.

15D

Responsiveness and minimal important score differences in quality-of-life questionnaires: a
comparison of the EORTC QLQ-C30 cancer-specific questionnaire to the generic utility
questionnaires EQ-5D and 15D in patients with multiple myeloma; Kvam et al 2011.

“15D was less responsive than the EQ-5D in patients who deteriorated. Our results are supported by the
findings in a study by Linde et al. comparing EQ-5D and 15D in patients with rheumatoid arthritis. They found
that the EQ-5D was more responsive than the 15D in both improved and deteriorated patients.
However, the 15D has showed higher responsiveness statistics than the EQ-5D in patients with chronic
obstructive pulmonary disease (COPD), in rehabilitation of musculoskeletal, cardiovascular and
psychosomatic disorders and in the critical care setting.”

Can EQ-5D and 15D be used interchangeably in economic evaluations? Assessing quality of life in
post-stroke patients; Lunde 2021

“The results show that EQ-5D and 15D should not be used interchangeably in economic evaluations. EQ-
5D is likely to give a more favourable cost utility ratio than 15D. The utility scores generated from the two
instruments differ significantly different from each other, even though they correlate well. The instruments
also rank individuals in terms of health status differently.”

BREHAYT—IANRTT Copyright © INTAGE Healthcare Inc. All Rights Reserved
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15D®DValue SetD{ERE (3 DDAHIRD)

Task #1 (“top task”)

« 1SIEEMS 5. FEHOESHICEEEL BV KEZEFHICVASOER LICEL FHMiTd) >
DED., MEFEE. VASEFERALUT. BRB15IEAESICEXERNZ [REEE] H'S [REEET
RN EWDSEENSEHET D

Task #2 (“bottom task”)

o Task#1EEHRICISIEEDS S, FEEDEHICEREE <AL (KLY KEZBTH(CVASOER E(CE <
(FHEiga) > DFED. EEHE VASZEFEALT, BRB315EHEHICREREIREE [RBEET
B S TRBEETRV] EVWSEHRMNSIEBZIHET S

Task #3 (“within-dimension task”)
o TNTNOEBDIEDICETDKERZVASOTERD L (CELS FHETD) . /oo BATTIREZIHEIT 3.

[J+>35> K] https://doi.org/10.1016/0160-7995(81)90019-8
[77>X—27] https:/iwww.sdu.dk/-/media/files/lom_sdu/centre/cohere/working+papers/20087.pdf
[JILDI-] @ https://doi.org/10.1016/}.jval.2017.09.018 @ [simplefix] https://doi.org/10.1007/s11136-018-2043-9

BREHAIT—INILRTT Copyright © INTAGE Healthcare Inc. All Rights Reserved.

15DDValue SetD{ERK (3 DDHIRYD)

[13 tH
Task #1 (“top task”) Task #3 (“within-dimension task”)
Thereaft e Best imaginable health state
b
b Most important Example =100
Observe: Put a number in each box (0-100) and draw a line to the
100 corresponding number on the scale. %0
90 Health state 1 80
70
80 Health state 2
60
70
Health state 3 50
60 40
Health state 4
50 30
Health state 5 20
40
Health state 6 1
30 —
=L 0
Worst imaginable health state
20
ol =3, ° s Darithi
10 JIWIDIT—THFELZS >TIVIRIE EEED within-
. dimension task”(Cpits taskZ X TRHET S
BREHAYT—IANATT Copyright © INTAGE Healthcare Inc. All Rights Reserved
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15D®DValue SetD{ERE (3 DDAHIRD)

15D descriptive system

From “A Norwegian 15D value algorithm: proposing a new Mobilty,vsion, hearing, breathing. slooping,
. . . ting, h, el tion, I activities,
procedure to estimate 15D value algorithms” Michel et al Zma;:?a‘?Eﬁi@;l?;ﬂi‘}‘ﬁnﬂy:iﬁiﬁlz‘fi

2019 l Provides health state

descriptions for valuation

15D valuation system

Valuation method
VAS

Original valuation tasks New valuation tasks

Top Bottom/ Within Pits
task task | dimensio task
tasks

[ Provides valuation
data
Additive MAU function
15D value algorithm estimation

procedure l
L | Algorithm values (look-up table) |

15D value algorithm - l
| 15D health state values |

Used as preference-
weights for QALY
calculations

I = |

BREHAIT—INILRTT Copyright © INTAGE Healthcare Inc. All Rights Reserved.

15D Instrument Website

HBEDDYA ko

WETIDH, 15DICDVT »
D5, HDDQOLREDE

F%. 1®EiE(validation)(CBAd »

JFRBHIEETHS.

http://www.15d-instrument.net/15d/

Copyright © INTAGE Healthcare Inc. All Rights Reserved.
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CEA Registry

Number of CEA Registry Articles Over Time

983

00 935
900
10,002
800 Cost-utility n -
& analyses 706
= (1976-2021)
% 500 597 cp
‘6 494
S 24,832
'E 400 Ratios Gt
3 0
225228
200 1‘5175
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53 68 6 o
,zzzzziiiii?fiffﬁﬁlll I | |
LR g > N oM N L SHNITbeh2D ~
S FFEEsSREEG TR S EE85R88588885588555883858

Publlcatlon Year *Only partial data for 2021 articles have been uploaded

The CEA Registry has been updated to include analyses published through 2020 adding 996
studies, 2,370 ratios, and 3,125 utility weights to the database.
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HAANZRICQOLEZ #rss UTZim X DAER

CESaE 15 mEQ-5D ®mHUI3 =SF-6D
TTO/SG m DCE

EQ-5DMOAIER

® EQ-5D

m EQ-5D-3L

m EQ-5D-5L
EQ-5D-Y

m EQ-VAS
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EQ-5D-3LAS5LA
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- EQ-5D (EQ-5D-3L) fERZEH#EER
* —73T, EQ-5DW I NTDIEIRCEL TWD EFRS5ENT &

AN

ZiehTWD = e.qg., BREEEEHUI3ZER

« BIVEREBDIZE | EQ-5DARNEYI TH D EULVDFRUGEHLA R
RO, (FEAEDIRNTTEQ-SDEERAT I EAHMITT D

« BRPREER O SXHA CEQ-S5DMMER TEIRVMEEDH A RS 1 > (&

Content under review

Position statement on use of the EQ-5D-5L value set for
England (updated October 2019)

4.Th i pplies toall guid NICE that use
cost-utility analyses.

Position statement

5.We donot ing the EQ-5D-5L value set for Devlinet 5.
al.(2018). Compani i issic
NICE should use the 3L value set for reference-case analyses.
6.If data the EQ-5D-5L descripti ility values in
by mapping the 5L
ontothe 3L value set. If analyses use data gathered using both EQ-5D-3L and
EQ-5D-5L desc the 3Lvalue i

values, with 5L mapped onto 3L where needed.

7. The mapping function developed by van Hout et al. (2012) should be used for reference-
case analyses, for consistency with the current guide to the methods of technology
8 N s oIt e nandes Alua etal

2017).

8. We support sponsors of prospective clinical studies continuing to use the 5L version of
the EQ-5D descriptive system to collect data on quality of life.

Expert advice
10.In experts t ide ad the EQ-5D-5L
value set for England. This was funded by an unrestricted grant from EuroQol. To inform
the ts EuroQol analysed interviewer effects in the for England. If

yourd Py from the expert advice
process please email us.

6.

Devlin> (2018) NHERLIZA>ISR
EFDEQ-5D-5U/ 1 —1t7v hofEF
HE UV, NICEADIET > RIBHZ#
B9 Bk, FMEAREEF, UI7L>
R =BV 1~y bEFBAET
BRENDD.

EQ-5D-5LEM S RFAZANTT —45%
IRELIAEE, LI7 LR —XBHI(C
BT DAEMES, SLEEIRS AT LADT—4
Z3\Wa—ty MY ES I UTEHE
920ENHSD. EQ-5D-3L & EQ-5D-5L
SRS X ADEHZEERL TT -5 27N
EUIBA, INTOMREZELE IS
SHIC 31—ty hEfAL, BECE
UTS5L%Z 3L ICRYESTITINENS
3.
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7' internal y
y 5 \
Y Consistency |

Reliability
(test-retest,
Inter-rater,
Intra-rater)

Measurement
error

(test-retest,
Inter-rater,
Intra-rater) § §
Criterion
validity
(concurrent validity,
predictive
validity)

Responsiveness

Responsiveness

//’x

QUALITY of a HR-PRO

" Ccontent
validity

" Construct

Structural validity

L.B. Mokkink et al. / Journal of Clinical Epidemiology 63 (2010) 737—745

validity

Hypotheses-testing

Cross-cultural
validity

2 ERIGHEZRET I D728 (C (COSMIN)

Table 8. Generic hypotheses to evaluate construct validity and responsiveness

Generic hypotheses*:

1. Correlations with (changes in) instruments measuring similar
constructs should be 20.50.
2.

Correlations with (changes in) instruments measuring related, but
dissimilar constructs should be lower, i.e. 0.30-0.50.

Correlations with (changes in) instruments measuring unrelated
constructs should be <0.30.

Correlations defined under 1, 2, and 3 should differ by a minimum of
0.10.

Meaningful changes between relevant (sub)groups (e.g. patients with
expected high vs low levels of the construct of interest)

For responsiveness, AUC should be 2 0.70

S

Excellent >100
Good 50-99
Fair 30-49
Poor <30
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fEIRE]gEME = 1RET 9 DTzeb(C (COSMIN)

Appendix 5. Information to extract on interpretability of PROMs

The content of this table is based on the Box Interpretability from the original COSMIN Checklist [1]

PROM (ref) Distribution of Percentage of Floor and ceiling Scores and change | Minimal important | Information on
scores in the study | missing items and effects scores available for | change (MIC) or response shift
population percentage of relevant minimal important

missing total (sub)groups difference (MID)
scores

PROM A (ref1)

PROM A (ref 2)

PROM A (ref 3)

PROM B (ref1)

PharmacoEconomics (2020) 38:159-170
https://doi.org/10.1007/540273-019-00854-w

SYSTEMATIC REVIEW

Chedk fo
Updates

Measurement Properties of Commonly Used Generic Preference-Based
Measures in East and South-East Asia: A Systematic Review

Xinyu Qian' - Rachel Lee-Yin Tan'

- Ling-Hsiang Chuang? - Nan Luo'

Table 1 Included papers and studies, by category

No. of papers/studies

Measurement property

Construct validity

Test-retest reliability

Responsiveness
PBM
EQ-5D-3L
EQ-5D-5L
EQ-VAS
SF-6D
HUR2
HUI3
QWB
Country/district
China
Hong Kong
Japan
Malaysia
Singapore
South Korea
Taiwan
Thailand
Vietnam
Indonesia

73/1363
25/61
16/80

46/498
28/311
37/405
20/197
2/16
6/55
2/22

19/376
101177
5138
421
19/374
7159
6/184
6/146
112
2/17

Disease groups

Cancer
Developmental disease
Diabetes

Eye discase

Gastric disease
General population
Genitourinary disease
Heart disease
Hepatitis

HIV

Injury

Kidney disease
Mental disorders
Multiplc conditions
Musculoskeletal disease
Neurological disease
Respiratory disease
Rheumatic disease
Skin disease

Stroke

Thyroid discasc

10/225
1/14
5/56
3/32
1/6
17/302
1724
2147
2/31
3/39
1/60
2/15
3/65
3/130
6/113
3/78
3/32
9/150
12
371
1712
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Table2 Grading results for EQ-5D in different countries/districts and different disease groups

Quality of PBM, quality of evidence, and references

Construct validity Test-retest reliability Responsiveness
China + H [21,27.28,41-43,45,57,72,75.76,82,83, + H [27.41,75]

85,87, 89, 90]
Hong Kong + H_[17.18.20,70,79] £ L" [20,70,79] + Ve 9]
Japan + M* [56, 66, 67] + H [56]
Malaysia + H [53,65.71] VP (53]
Singapore + H  [12-14,38, 40,47, 50. 68, 74, 77, 84, 86] + LY [1237.38,47]  x H [12-14.38,51,68]
South Korea + H [29-32,34,39] + LY [29-32,34] + H [29.33]
Taiwan + H [I5,16,26,36,44, 88] £ M [15,36] + M [16,26,44]
Thailand + H [35.58,60-63] £ L [58.63] + M [60,63]
Vietnam + H [69]
Indonesia £ H [59] L [59]
Cancer + H  [30,32.34,36, 38,42, 67] + L' [30,32,34,36-38] + M° [38]
Diabetes + H [39,57,58,74] + L' [58]
Eye disease + H [13,14] + H [13.24]
Gastric disease + H [53] - Ve s3]
General population + H [15,28,31,35,41,45. 59, 65, 66, 71,75, 83, M® [15,31,41,59,75)

85,88, 89]
Genitourinary disease ~ + H  [90]
Heart disease + H [60,82] + M [60]
Hepatitis + " [27] + H [27]
HIV + H [62,69,72]
Injury + H [26] + L [26]
Kidney disease + H [86]
Mental disorders + H [12,68] + L* (12 + M [12,68]
Multiple conditions + H [61,63,77] + LY (63 + L [63]
Musculoskeletal disease + H  [18, 20,21, 87] + I[Y 20 + Ve 9]
Neurological disease ~ + H  [50] + L4 [s1)
Respiratory disease + M [17,56] + H o [56]
Rheumatic disease + H [29.40,47, 70,76, 84] £ LY [29,47,70] + M 9]
Skin disease + H [43]
Stroke + H [16,44] + H [16,33,44]
Thyroid disease + H [719] - )

Quality of PBM: + indicates sufficient results; + indicates inconsistent results; — indicates insufficient results

Italicised font indicates that grading is based on no more than three studies

Quality of evidence: H indicates high; M indicates moderate; L indicates low; V indicates very low

Quality of Life Research 12: $55-563, 2003,
© 2003 Ko Publishers. Printed in the

wer Academic

Netherlands

A comparison of the responsiveness of different generic health status
measures in patients with asthma

Toru Oga', Koichi Nishimu,

. Mitsuhiro Tsukino®, Susumu Sz
! Respiratory Division, Kveto-Katsura Hospital ( E-mail: ogat(@ df7.so-net.ne.jp)
Medicine, Graduate School of Medicine, Kyoto University

Kobe Nishi City Hospital, Kobe, Japan

kashi Hajiro® & Michiaki Mishim:
Depariment of Respiratory
Kvoto; “Depariment of Pulmonary Medicine,

Table 3. Treatment steps, FEV; and health status scores during the first 6 months in the 54 patients with asthma

Baseline 3 months 6 months p-Value®
Treatment steps (1-5) 1.8£1.3 324 0.5% 3.1 £ 0.6% <0.001
FEV, (%predicted) 74.4 +20.3 86.7 + 18.4%* 85.6 + 19.9%* 0.002
AQLQ (1-7)
Symptoms 434 4+ 140 5.98 £ 1.05% 6.04 &+ 0.97* <0.001
Activities 4.60 &+ 1.30 5.84 £ 1.06% 6.01 &+ 1.07* <0.001
Emotions 4.54 + 147 571 £1.24* 6.00 & 1.04* <0.001
Environment 5.34 £ 1.30 6.13 + 1.02* 6.16 + 1.06* <0.001
Total 4.59 + 1.21 591 £0.98* 6.04 & 0.94* <0.001
SF-36 (0-100)
T 782+ 213 847+ 17.9 885 £ 13.9%* 0.01
SF 725272 84.8 £ 21.7%* 84.8 £ 21.0%* 0.008
RP 574 +£433 81.9 4 33.1* 81.9 4 36.2% <0.001
RE 63.0 + 443 81.5 & 34.1%** 778 + 404 0.04
vT 50.8 £ 20.6 60.4 £ 20.2%%* 63.0 + 20.5%* 0.006
MH 60.7 £ 19.4 67.44+19.2 70.1 & 20.0%** 0.04
BP 63.9 +26.4 78.9 &+ 23.8%* 74.8 £ 26.8%** 0.008
GH 414 + 164 531 £ 17i5* 57.1 & 18.5% <0.001
NHP (0-100)
Energy 50.3 £+ 31.1 35.8 £ 316%™ 309 = 31.6%* 0.005
Pain 24.8 + 288 16.9 +26.5 18.5 +29.4 0.32
Emotional reactions 27.9 +£272 14.0 + 19.9** 16.9 + 24.0%** 0.008
Sleep 30.6 +29.5 18.9 4+ 25.0 21.9 £ 29.1 0.08
Social isolation 32.1 4302 16.3 4 24.3%* 18.1 4 28.4%** 0.007
Physical mobility 1344+ 178 8.3+ 15.0 7.9 + 15.0 0.14
EQSD
Utility (—0.111-1) 0.808 + 0.187 0.887 + 0.]145%** 0.879 + 0.146%** 0.02

Table 5. Responsiveness from baseline to 3 and 6 months in the

54 patients with asthma

0-3 months

0-6 months

Effect andar- Effect  Standar-
size dized size dized
response response
mean mean

F 1 (Yopredicted) 0.61 0.67 0.55 0.58
AQLQ

Symptoms .16 1.04 1.21 1.08

Activities 0.95 0.99 1.08 0.99

Emotions 080 084 0.99 1.07

Environment 0.61 0.62 0.63 0.57

Total 1.10 1.07 1.21 1.1
SF-36

PF 0.36 0.48 0.57

SF 0.45 0.45

RP 0.52 0.57

RE 0.34 0.33

NT 0.48 0.59

MH 0.35 0.48

BP 0.58 0.41

GH 0.66 0.95
NHP

Energy 0.44 0.43 0.61 0.52

Pain 0.26 0.32 0.20 0.26

Emotional 0.50 0.55 0.39 0.44

reactions

Sleep 0.42 0.51 0.31 0.38

Social isolation  0.51 0.51 045 0.44

Physical mobility 0.28 0.36 0.30 0.39
EQSD

Utility 0.41 0.36 0.37 0.32
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Qual Life Res (2016) 25:707-719
DOI 10.1007/511136-015-1108-2

@ CrossMark

Japanese population norms for preference-based measures:

EQ-5D-3L, EQ-5D-5L, and SF-6D

Takeru Shiroiwa' + Takashi Fukuda' - Shunya Ikeda® - Ataru Igarashi® -
Shinichi Noto* + Shinya Saito® - Kojiro Shimozuma®

Fig. 3 Percentage of 100%
respondents reporting full health
90%
80%
70%
60%

Male
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50%
40%
30%
20% ‘
10%
oo (A1 Mm hn MR B L ML ke W DL

20-29 30-39 40-49 50-59 60-69 70-

20-29 30-39 40-49 50-59 60-69 70-

Female

Minimally important difference: MID

O EMRI(CHITDQOLR A7 D/ \DZE ({8)

Distribution-based method

Aabhhd.

®’ie et WE
Anchor-based method
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=y BAF. TBEFMAFR Vol.21, No. 1, 8-11, 2015
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Qual Life Res (2016) 25:707-719 )
DOI 10.1007/511136-015-1108-2 CrossMark

Japanese population norms for preference-based measures:
EQ-5D-3L, EQ-5D-5L, and SF-6D

Takeru Shiroiwa' - Takashi Fukuda' - Shunya Ikeda® - Ataru lgura\hi" .
Shinichi Noto* - Shinya Saito® + Kejiro Shimozuma®

& The differences in the QOL scores between respondents with and those
without any diseases were 0.064 for measurements based on the EQ-
5D-3L, 0.061 for measurements based on the EQ-5D-5L, and 0.073 for
measurements based on the SF-6D, which is regarded as the between-
group MID in the general population.

€ If symptoms were used in the same analysis, the differences were
0.093 for both the EQ-5D-3L and EQ-5D-5L and 0.112 for the SF-6D.

€ Considering our results, the between group MID can be estimated to
range between 0.05 and 0.1 for all three measures.

(D) Japan
Available online at www.sciencedirect.com Talue s [
s . = 5 [+]
ScienceDirect % °
E -
% ° @
ELSEVIER journal homepage: www.elsevier.com/locate/jval > g .
@
B . € =
Instrument-Defined Estimates of the Minimally Important ® £ o
Difference for EQ-5D-5L Index Scores 2 2
Nathan S. McClure, MSc', Fatima Al Sayah, PhD', Feng Xie, BSc(Pharm), MSc, PhD’, Nan Luo, PhD", E
Jeffrey A. Johnson, PhD"* k7 .
o
o 8 4
= © T T T T T T
Absolute
Health Index difference in 0.0 0.2 04 0.6 0.8 10
state score index score Average

A 33332 0615 0.039 T

Table 2 - Summary statistics of instrument-defined

.Poisi‘ll'-"e ; 33323 0.622 0.046 MID estimates for EQ-5D-5L country-specific scoring
tialed p

e | 33233 0596 0.020 0.037* algorithms. '

a better state | 32333 0.621 0.044 Country Mean * SD Median Q1 Q3

23333 0.614 0.038 Canada 0.056 + 0.011 0.056 0.049 0.063

i Canada’ 0.037 + 0.001 0.037 0.037 0.038

H::,:: Isr“:‘e 33333 0.577 ------ — 0.086 China 0.069 = 0.007 0.069 0.064 0.074

China 0.058 + 0.005 0.058 0.054 0.061

43333 0.487 0.090 Spain 0.061 + 0.008 0.060 0.055 0.066

Possible 34333 0.472 0.104 Spain® 0.045 + 0.009 0,046 0.039 0.051

single-level Japan 0.048 * 0.004 0.048 0.046 0.051

transitions to 33433 0.447 0.130 Japan® 0.044 = 0.004 0.044 0.041 0.047

aworsestate | 33343  0.391 0.185 England 0.063 = 0.013 0.064 0.055 0.073

England* 0.037 + 0.008 0.037 0.031 0.042

V33334 0411 0.165 _ Uruguay 0.063 = 0.019 0.062 0.050 0.076

Uruguay" 0.040 + 0.010 0.039 0.033 0.046
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Japanese Population Norms of EQ-5D-5L and Health Utilities Index Mark 3:
Disutility Catalog by Disease and Symptom in Community Settings
Takeru Shiroiwa, MPH, PhD, Shinichi Noto, PhD, Takashi Fukuda, PhD

L)

Figure 1. Comparison of population norms between the EQ-5D-
5L and HUI3.

1.00

0.95

0.90

0.85

0.80

Mean score

0.75

0.70

0.65

=8—-EQ-5D-5L  =#=HUI3 =#-EQ-5D-5L (previous)

10 20 30 40 50 60 70 80 90
Median of age category

© 4. Disutility associated with disease.

Variable £Q-SD-5L HUI3

Diabetes 341 —0.046 <.001 —0.055 <.001

Obesity 8 —0.034 a7 0.019 780

Hyperlipidemia 135 ~0.002 816 ~0.004 782

Thyroid disease 45 ~0.006 722 ~0.046 097

Depression 140 ~0.184 <001 -0.282 =001)
Dementia 27 -0.222 <001 ~0.426 <.001)
Parkinson disease 15 ~0.352 <.001 ~0.421 <.001

Other neuropathic diseases 49 -0211 <.001 -0.232 <.001

Eye diseases 158 ~0.049 <.001 —0.101 <001
Ear diseases 33 -0033 114 —0.108 001

Hypertension 838 ~0.005 275 ~0.006 388
stroke 92 -0.265 <.001 -0293 <001
Angina or myocardial infarction 131 -0073 <001 ~0.081 <001
Other cardiovascular diseases 142 ~0.054 <.001 ~0.068 <001
Cold 18 -0083 004 -0.040 368
Allergic rhinitis 68 -0.027 069 —0.049 029
COPD " -0.114 002 —0075 161
Asthma 85 -0.025 0603 -0.035 086
Other respiratory diseases 72 -0121 <001 -0.116 <001
Gastroduodenal diseases 90 -0.053 <001 ~0.040 .040
Liver or gallbladder diseases 53 —0.067 <.001 -0072 004
Other gastrointestinal diseases 87 -0.087 <001 —0.085 <001
Tooth diseases 214 -0013 129 -0.021 091
Atopic dermatitis 78 ~0.031 025 ~0.049 014
Other dermatologic diseases 91 -0.043 001 ~0037 050
Gout 37 -0012 556 0022 460
Rheumatoid arthritis 63 -0.103 <.001 ~0.096 <001
Arthrosis 194 ~0.157 <.001 ~0.101 <001
Shoulder pain 108 ~0.051 <.001 ~0.043 014
Back pain 323 -0.117 <001 ~0.100 <001
Osteoporosis 58 -0.034 034 ~0.054 025

(Kidney diseases [5] -0.079 <001 -0.122 <001
Benign prostatic hyperplasia L 0.029 024 0.054 1008
Menopausal problem 7 0.048 286 -0.007 925
Bone fracture as -0.124 <001 0128 <001
Injury without bone fracture and burn injury 38 -0.134 <001 -0.075 009
Anemia of blood diseases 24 -0.079 001 -0.421 001
Malignant neoplasm 101 0.084 <001 0.103 <001
Pregnant or pastpartum disorders 3 ~0.058 082 0.019 595
Inferulity 8 -0.077 on -0.118 059
Other m ~0.080 <001 -0.101 <00
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Disutility associated with symptoms.
Intercept 099 <001 0908 <001
Age.y
1619 743 = = = =
2029 1278 0013 005 o019 020
3039 1265 oon o0 oon 183
4049 1202 ~0010 064 0005 a5
5059 1302 0023 <001 0015 056
6069 1370 0022 <001 —0016 010
7079 1433 0059 <001 —00s <001 109 0,185 001 0174 001
809 1499 0130 <001 o147 <001 i 0053 001 0093 001
e Swelling or he s of legs 36 0171 001 0144 001
Male 5057 - - - -
Female 5126 —0.009 <.001 0012 <.001 Difficubey in ur 3 0.0% 2 0177 0
e 0055 001 0.104 001
No symptoms. 6310 - - - - 2 o
Fever 31 —0.078 002 -0.122 =<.001 39 0.049 008 001
Sluggshness 109 0155 <001 0192 001 il an o o1
Sleeplessness 2 ~0165 <001 0206 <001 et pot o
Irritability 58 —0.140 <001 —0.259 <.001
Forgettuiness a2 0147 001 —0301 o0 165 0134 001 0.09% oot
Headache 147 0093 <001 o125 <001
Dizziness 53 ~0.098 <.001 —~0.075 003
Blurred vision 55 0056 004 0116 <001
Visual Impairment s o3 <001 023 <001
Buzzing 73 0052 001 0085 <001
Hearing impairment 4s -0.083 001 -0.268 001
Palpitation 50 0094 <001 0127 <001
Breathessness 53 0159 <001 0160 <001
Chest pain 33 -0212 001 -0.223 <001
Cough and/or sputum 162 ~0.066 <001 ~0070 <001
Nasal congestion or mucus 139 —0032 001 ~0065 <001
Wheezing 27 -0.101 <.001 ~0.142 <.001
ndi 8 007 001 —0.10; 001
55 0066 <001 o1 <001
Constpation 8 oon <001 o077 <001
Lack of appetite 10 0136 <001 0087 129
Abdominal pain or stomachache 52 0110 <.0001 0.43 <.001
Pain due to hemorrhoids 2 0060 o120 0063 104
Dental pain s2 0055 <001 0137 <001
Swelling or bleeding from the gums. 37 ~0.038 049 ~0.067 025
Trouble biting 7 0081 001 0106 005
Rash (eg, urticaria, blotch) 52 ~0.052 001 ~0.085 008
Itching (eg, eczema, tinea pedis) 91 0067 <001 0087 <001
stiff shoulders. 388 0.050 <.001 0.058 <.001
Back pain 637 012 <001 0101 <001
Arbritc pain 201 —0.154 <001 0130 <001

PEH O # -3
4 1. 28

VILG > AR DE R EHER M (C R D EWRLMC DN T

<Y AR DBRAMNMRTFMOREE>

O 202045 A13HIC. PEBRSCEVWTERAMMIRFHAOMREBE LU TH3 (B L FRIMEEHEH
BLWE®D) BESNZ (%) .

X B THEMEHEMRESIEEHR TH N, BELJRREEMENSVNEDOELT. FERRS
[CBWTIEESNTZ,

O 2021%F10AOEMAXNMNRHOErHEM T, BIEMRGEHEEN SR SNZDNT —FFRUNHDTIER
[CDVWTIE. —EORIFNZHELEHDEDOMN. EFFRFLEDT —I T3, BRMNIREHHCHS ISR
EEICET DT —INTELTVNDZENE, BBRT —SRERITOIZ L, DZEDHTE T BRE
ENRESNZ (X) .

X BRMPRECHEVTERDYILG > AROBREEERRUET —IDIWETHDN . EFHED
BEDT—4(3. BATOERREEZRRUTEBREMECET T —IHRBL TS, BINF—%
ME,

O  2021F12AOBERAMMNRHEEFHEH T, BT —YDIRETBENMRESNZ (X) .

X DWBERICE. BFOBHMERRIREFEEU LOBRARRT 45, EBOEBIVELER 3.
Liznto T, FRI10-2061. 5EMDT—HZIET S E LT, 202645 AF T —PINERETE.

‘
<>

O VILF L AROBRMMEIHEC DOLT, BRNDRMESFIER TORREREX. BNOT—5%
IRETDIeC. Die—BHlrET 3,

O 202655 AFTHERT —FIREZITV. F 10l BRNMHRHMESEFHER CERIRLIC DV THREZ
15 (ZOMICBERT —INEFoLHEECE. BRICHORZBERTS) .

O MERT—INEFOEHRTRONCIDHZITL. TORRE, PEFRRCRET D,
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e ____________________________|
f Figure 10.Model schematic (adapted from Figure 34 in the supplementary appendix to the CS)
4 )
A
D ——[ C H B Within & broad range
Not sitting Sitting Walking of normal
development
Onasemnogene abeparvovec for treating spinal \. /
muscular atrophy
HST REPORT
E
Permanent
Assisted
————/ A |Within a broad range of normal
B Walks i y
Dead Cc_ sits v
D Cannot sit y
E Requires Permanent Assisted
Table 35. HSUVs used in the base case cost-effectiveness analysis
Health Description Utility Reference
state value
E PAV 0 Assumption based on the ERG interim report
D Not sitting - BSC 0.19 Thompson et al. 20177
. Thompson et al. 20177° and on treatment utility
Not sitting - onasemnogene 0.29 of 0.1 as per US ICER report®®
ekt B M I\:i’:;ﬁivm c Sits unassisted - BSC 0.60 Tappenden et al. 2018%
ey taaang v Frogramme s poject Group Sits unassisted - onasemnogene 0.65 Tappenden et al. 2018% and on treatment utility
& of 0.05 as per US ICER report®®
]
B Walks unassisted
General Ara and Brazier 2010%
A Broad range of normal development population
Abbreviations: HSUV, health state utility value; PAV, permanent assisted ventilation
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The Utility of Different Approachs to Developing Health Utilities Data

in Childhood Rare Diseases — A Case Study in Spinal Muscular
Atrophy (SMA)

Thompson R « Vaidya S « Teynor M

DO: https://doi.org/10.1016/jjval.2017.08.1962 PlumX Metrics

Objectives

SMAIs a rare, hereditary, autosomal recessive neuromuscular disorder that in its most severe forms impacts infants and
young children. Capturing health utilties in infants and young children is often challenging and unadvisable in clinical trial
settings since most Qol or utilties instruments are not designed for such age groups. However, the development of cost SPOR Career Center—
effectiveness models, required in many countries for reimbursement, necessitates generating health utilities. The objective The Job Site for HEOR Professionals
of this work is to develop health utilties for infants and young children with SMA utiizing different methodologies.

ISPOR

Methods

Three methodologies were undertaken to develop health utilies for input into CE models for nusinersen, the first approved
therapy for treatment of SMA. A cross-sectional study of individuals with SMA in select European countries collected parent-
proxy assessed Qol using the EQ-5D-3L. A case vignette study assessed physician rated Qol using EQ-5D-5L and the
PedsQol for defined motor function health states in the nusinersen economic models. Lastly, the CHERISH trial PedsQol
data was mapped to EQ-5D using a published algorithm.

Results

The three methodologies showed differences in health utilities for defined nusinersen health states. The cross-sectional
study parent-proxy Qol assessment did not provide sufficient detail on patient health to determine with any amount of
certainty an individual's state of health based on the model health states. Physicians on average differentiated between Qol
in different health states in a manner consistent with disease severity, and generally ranked Qol lower than observed by
parents. P it-pl of Qol in the CHERISH trial showed little differentiation between lower and
higher motor function health states, and in general parents rated Qol high, which is consistent with studies in other
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Table 81. Summary of alernative HRQoL sources identified in the SLR (adapted from Table 42 of the Supplementary Appendix)

Health statet

CHERISH:| PedsQL mapped to EQ-5D-Y
(Thompson et al. 20177°)

Lloyd: Clinician-proxy Case Vignette EQ-5D-Y

(Lloyd et al. 2017%9)

European study:|Parent-proxy EQ-5D-3L, UK
reports only

(Thompson et al. 20177°)

Health state Utility value Health state Utility value Health state Utility value
E SMA type ) 2: Worsened 0.730 SMA_ ) type 1: Requires 033 SMA type 1 0.190
(from baseline) ventilation
D SMA type 2: Stabilisation . .
of baseline function 0.756 SMA type 1: Baseline -0.12 SMA type 1 0.190
(e} SMA type 2. Moderate SMA type 1: Reclassified as F
improvement 0.764 SMA type 21 0.04 SMA type 2 0.100
B SMA type 2: Walks SMA type 1: Reclassified as
iiriaided 0.878 SMA type 3¢ 0.71 SMA type 3 0.540
A Identified studies did not included an A state. The A state (within broad range of normal development) is assumed to have HRQoL equivalent to the UK general

population

Justification for
exclusion  from
the base case

The mapping described by Kahn et al 2014 has
several methodological limitations: for example, it
was conducted in a population that differed
considerably (school children aged of 11 to 15
years) to SMA type 1 babies. In addition, the
values seem implausibly high; for example, it
seems unlikely that for an individual who requires
PAV would be considered as being three quarters
of that of an individual in perfect health

The study uses clinician-proxy assessment, which is
less preferred to parent-proxy assessments, as per
the NICE reference case. In addition, the study
reported a negative utility (a health state worse than
death) for ‘reclassified SMA type 2'. A negative utility
value for the C state (sits unassisted) lacks face

validity and_ was deemed implausible by UK clinical
experts (UK advisory board, May 2019)%®

Whilst this study uses parent-proxy assessment,
which is preferred to clinician-proxy assessments,
the results for the SMA type 2 group (used as
proxy for the C state [sit unassisted]) lack face
validity, as they are lower than the utility value
reported for SMAtype 1 patients who fail to
achieve any milestones. Due to this lack of face
validity, a scenario using values reported for SMA
type 2 and 3 groups from this study is also not
formally modelled

CADTH Drug Reimbursement Review

Pharmacoeconomic Report

ONASEMNOGENE ABEPARVOVEC (ZOLGENSMA)

(Novartis Pharmaceuticals Canada Inc.)

Table 5: CADTH Revisions to the Submitted Economic Evaluation

Stepped analysis

\ Sponsor’s value or assumption
Changes to derive the CADTH estimate

| CADTH value or assumption

achievement)

‘1. Comparative efficacy of onasemnogene abeparvovec
with nusinersen (motor function milestone

than nusinersen with respect to motor milestone
achigvement

All patients standing at age 5 on onasemnogene
of normal development.”

obtained was maintained for patients on either
difference between the 2 comparators was the

subsequently lead to regression

Based on the sponsor-submitted indirect treatment
comparison; onasemnogene is generally more effective

abeparvovec are considered to be “within a broad range
Note: In the early phase of the model, the highest state
onasemnogene abeparvovec and nusinersen. The only

discontinuation rate applied to nusinersen, which could

Assumed equal efficacy for nusinersen and
onasemnogene abeparvovec, with transition
probabilities for the first 8 cycles for onasemnogene
abeparvavec applied to nusinersen

No patients on onasemnogene could reach “within a
broad range of normal development” at age 5

Note: Extrapolation phase of the model and its
assumptions were not altered.

2. Survival on nusinersen compared with

On-trial survival (mortality and requirement of

Assumed equal survival for patients on nusinersen and

onasemnogene abeparvovec

permanent ventilation from the unable to sit state) was
used for the early phase of the model (approximately 30
months), leading to different survival rates for patients
on nusinersen in comparison to onasemnogene
abeparvovec.

onasemnogene abeparvovec, with the survival with
onasemnogene abeparvovec for the entire time horizon
applied to patients on nusinersen

3. Utility increment while in the “unable to sit assisted”
and “sitting unassisted” heatth states for interim
milestone achievement.

“Unable to sit unassisted™: All patients receive 0.1
increase in health state utility value

“Sitting unassisted”™: All patients receive 0.05 increase in
health state utility value while on treatment

No increment applied to either health state.

4 UIIIIE wvalue for patients on Eermaner\t ventilation

0.0 eguwvalem to deatn=

0.190, the same value as that for patients in the “unable
To sit unassisted” health state.

5. Utility value for patients “walking unassisted”

Age-adjusted general population utility was 0.954 at age
25100685 atage 275

0760 from Love et al_(2019), for patients with SMA
type 3.7
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P.218Utility based health related quality of life in children and

adolescents with spinal muscular atrophy
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Spinal muscular atrophy (SMA) is a degenerative motor neuron disease and while rare, is the most common genetic cause

Atticle Info of infant mortality, and a significant cause of morbidity. The treatment landscape for SMA has shifted, with recent approval of
s afirst disease modifying therapy, and others in late stage clinical trials. These high cost novel therapies require data on

elate
e health-related quality of life (HRQOL) to properly understand their economic impact. Children with all types of SMA 0-18

years of age, and caregivers, were identified by The Canadian Neuromuscular Disease Registry and distributed
questionnaires with the Health Utilties Index® (HUI®) Mark 2 and Mark 3, which are utility based HRQOL measures. Scores
range from 0 to 1.0 for death to perfect health. All parents and youth aged 13 — 18 years old completed HUI measures.
Additional measures included Quality of My Life, PedsQL Core, PedsQL Neuromuscular. Phone facilitators were available to
help subjects complete the questionnaire. Forty-six parents and 14 youth completed the HUI HRQOL measures. The overall
HRQOL HUI2 and HUI3 scores, respectively for the parent reported group was 0.54 (SD=0.18) and 0.31 (SD=0.27), and for
the youth self-report 0.53, (SD=0.18) and 0.33 (SD=0.28). The parent reported scores for the HUI2 and HUI3, respectively,
for SMA Type | is 0.42 (SD=0.12) and 0.14 (SD=0.19)(n=10), Type Il 0.49 (SD=0.07) and 0.24 (SD=0.12)(n=27), Type lil
0.76 (SD=0.20) and 0.62 (SD=0.27)(n=7). Youth self- report scores for Type I's are 0.55 (SD=0.18) and 0.29 (SD=0.36)
(n=4), Type Il 0.45 (SD=0.12) and 0.23 (SD=0.16)(n=7), Type Ill 0.57 (SD=0.01) and 0.41 (SD=0.02)(n=2). Additional
HRQOL values and categories will be presented. Patient and parent reported utility based HRQOL in SMA are reported
overall and by SMA type. The availability of utility based HRQOL data for patients with SMA is essential for various

for the health of new therapies for SMA.
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SYSTEMATIC REVIEW

Systematic Literature Review to Identify Utility Values in Patients
with Spinal Muscular Atrophy (SMA) and Their Caregivers

C.Simone S fand'®. Pollyanna Hudson? - Stephen Mitchell? - Noman Paracha Table 4 Summary of published proxy-derived mean HSUVs for patients with SMA by type (standard deviation) [standard error] [95% confidence interval]

Health state Proxy-derived HSUVs

Refercnce ~ NICETAS88 NICETAS88 NICETAS88 NICETASS8 Lloydctal.  Loctal [56] LopezBastida Lovectal.  Maloncctal. Sampsonand Thompson
ERG-preferred ACMI[65]1  ACM2[65]  ACM3[65]  [46] 1581 1481 Garau [49]  ctal.[S0]
values* 65]
Publication  NICEreport  NICEreport  NICEreport  NICEreport  Full textpub  Abstractand  Full text pub  Abstract Full text pub  Full text pub  Abstract and
deseription lication associated  lication lication lication associated
posicr poster
PBMused  (EQSDY EQSDY  Clinical Clinical DCEsurvey EQSD3L  HUB® PedsQL EQ-SD3L  Three opions
vignetic (46 vignette [46.  experts experts of UK (carcgivers data from 1. Parent proxy
701 70] assessed general as proxics) CHERISH using EQ-
Types | population mapped to 5D-3L
and 2 SMA EQ-SDY 2.Case
case suudies using Vignete
using EQ- published study of phy-
DY and algorithm sician-rated
PedsQL- (36] EQ-SD-5L
NMM and PedsQl.
(bascline (motor func-
states only) on health
3. CHERISH
mapped 10
EQ-3D using
a published
algorithm
unspecific
Overall Types — - - - - - 0.158(044)  031027) - 0.22¢ UK 0.167
1-3 SMA
‘Type 1 SMA (early onset)
Basclinc/over- — - - - -0.12(0.19) - - 0.140.19) - - -
all Type |
SMA
Worsening ~ — - - - —024(0.14) - - - - - -
Improvement  — - - - —017017) - - - - - -
None - 0.240 0.733 ~0.240 - 0020 - - - - - - -
Mild ~0120 0752 ~0.120 0.100 - - - - - - -
Moderate  — 0170 0.752 ~0170 0.200
Permancnt - - - - - - - 0.730 - -
ventilation
Non-sitting - - - - - - - - 0756 - -
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CanadianJournal of Table 84: Summary of outcome measures and their measurement properties
HealthTechnologles
Outcome
Measure Type Conclusions about Measurement Propet MID
September 2021 Volume 1. Issue & SF-36v2 Generic questionnaire measuring Validity and Reliability: General (non-disease
multidimensional health concepts Evidence of validity and reliability in general specific) MID:
and to capture a full-range of health populations, with evidence supporting + 2-points in PCS;
states. adequate validity among patients with T1D + 3-points in MCS;
and T2D. Howeven validity ;nd rellablllt_y in + 2o 4 points for individual
some dimensions among diabetes patients . -
were not optimal, i idati . )
of the questionnaire among this patient Patients with T2D:
population. A benchmark based
on 1-point change was
suggested.5> However, the
validity of this benchmark is
unclear.
CoEQ Questionnaire aimed at weight loss | Validity and Reliability: No literature pertaining to
. N clinical trials assessing intensity Validity and reliabilit di MIDs was retrieved.
CADTH Relmbursement Review and type of ood cravings, and | paentsn weightoss il Evidence.
. subjective sensations of appetite suggested the questionnaire may be useful
S e m a I ut I d e R b e I S u s ahd mood, and the individuisfs for assessing impact of eating and weight
perceived level of control against a and quality of life.
craved food item. .
No literature was identified that assessed

Sponsor: Novo Nordisk Canada Inc. validity and reliability in diabetes patients.

Therapeutic area: Diabetes mellitus, type 2 DTR-QOL Japangse sﬁec_iﬂﬂc questiofndr?a'\t:e Validity and Reliability: No literature p_enalijning to
assessing the inf uence of dia etes Validity and reliability were assessed and MIDs was retrieved.
treatment on a patient's HRQoL. considered adequate in Japanese patients in

with diabetes.
IWQoL- Q originally Validity and No literature pertaining to
Lite-CT for assessment of HRQoL in obesity Validity and reliability were assessed in MIDs was retrieved
trials and expanded o apply to patients in weight loss trials and diabetes
diabetes trials per FDA guidance. trials. Evidence suggested higher validity
and reliability among weight loss trials
compared to diabetes trials. However, validity
and reliability were adequate for use among
diabetes patients with further examination of
the questionnaire in future diabetes trials.
DTsQs Diabetes-specific questionnaire Validity and Reliability: No literature pertaining to
‘assessing patient satisfaction to Validity and reliability were not assessed in MIDs was retrieved.
| ot diabetes patients.
025
020 |
I E i 015}
010 008
J y S ~ T PR ) - - . . .
Wearing-off LR & L L 72/3—F 2 YA IZH 3 % 005 006 oot oos!
P — s 1 i S Ak M- 5 000 t
J =4 3 F50mg DAtk X U o bt
005
RMERCHT 2WERA LAWK S MES 010
015 )
’ AM50mg 12N A% Nk THN#k 144 ARy
. R n=123) (n=131) (n=113) (n=135) (n=189)
i’ T K (n=189)
Ao % mean £S.D.

058+020 | 054+0.19 | 058+020 : 056+0.18 | 060+0.19 050+0.19

HiE 17 B 189

50 mg $& 5 B s 1h§ | 057+0.19
LR BEIRE 062+0.20
LR 0.05+0.14
Wilcoxon D451 P<0.001

Nz AR E

062%020 | 061018 | 063020  061+0.19 | 064020 | 056=0.18
004013 | 007014 | 005013 005£015 | 0042013 | 007016

P<0.001

P<0001 | P<0.001 | P=0002 | P<0001 : P<0001
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oM i o il
#EL 95% 13 X ) Al pfifi L 95% A5 FUX ] VAL pfifi
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Ale /25 EAH 0.05; 0.56 246 0.01 0.26; 0.76 <0.01

Preference-Based EQ-5D Index Scores for
Chronic Conditions in the United States

Patrick W. Sullivan, PhD, Vahram Ghushchyan, PhD

Key words: health-related quality of life; cost-utility analy-

sis; cost-effectiveness analysis; utility; chronic disease;

ICD-9; econometric methods. (Med Decis Making 2006;

26:410-420)

Table 3 EQ-5D Index Scores, Age, and Comorbidity Burden by 1CD-9 in the 2000-2002 MEPS| Table 3 (continued)
ression Results® Regression Results*
Unadijusted Rew Result Unadjusted oo

Disutilty Condition istical

Mean NCC* NCC* NG Mean  EQSD EQSD  EQesl) Standard Mean NCC' NCC' NCC' Mean EQ5SD  EQSD Standard  Significance

1CD-9 Classification n Age 2% 50% 75% EQSD 25%  50%  75%  Cond Error 1CD-9 Classification n Age 2% 50% 75% EQSD 5%  50% Error (Condition)
ICD-9 173 Other Malig Neopl Skin 453 67 3 4 6 0812 0.0001 . 1CD-9 436 CVA 310 08 3 5 7 0.0001 -
l :D-9 174 Malig Neo Female Breast 201 64 3 4 6 0.803 0.0002 & 1CD-9 444 Arterial Embolism 201 66 3 5 7 0.0002 -
9 185 Malign Neopl Prostate 0 70 3 4 6 0772 . I 3 Oth Venous Thrombosis 65 3 5 7 0.0002 .
9216 Bonign Neoplasm of Skin 443 49 2 3 5 0861 512 3 6 0.0002 .
G 239 Unspecified Neoplasm w9 sz 4 6 079 - 1c 64 3 5 7 001 *
l(‘l) «a zu rhvmmucm.s 188 54 2 4 6 0800 . 1CD- g 47 3 Chronic Sinus a5 5 3 5 0.0001 "
uired Hypotbyroidism 760 &7 3 46 0821 . ICD-9 477 Allergic Rhinitis 4 2z 3 5 0.0001 .
l(‘D 9 qu Dlh Disorders u[ Thv 1035 61 2 4 6 0783 1cu -9 442 Emphysema o8 3 5 7 V001 -
D-0 250 Diabotes Mellitu 2778 60 3 4 6 0751 N 9403 Asthma 8 2 3 5 0.0001 "
1G5 289 Oih Hdorine Diorders 552 55 2 4 6 080G . 1GD.0 516 Othas 1 ung Diseaes % 3 5 7 0.0002 .
1CD-9 272 Dis of Lipoid Metabol 3433 61 3 4 8 0810 N 52 2 3 5 0.0001 .
16170 278 Oty Hyporal W42 4 6 oms : Wtz b :
9278 <y|v eraliment 131 4 N 9 3 .
1005 20 o R P : s e B3 oot
130 64 3 4 6 0740 .
247 42 2 3 6 0603 0.0002 . i o424 T 0.0002 N

1896 49 2 4 6 0.739 0.0001 . l omac n Disord 1211 53 2 4 b 0.0001
189 48 2 H 6 0739 0.0002 . 1CD-9 537 Oth ()e\mruduudendl Dis 302 56 2 4 8 "
som0 46 2 3 5 oraz o000 . ICD-9 553 Other Abdominal Hernia 480 57 2 4 6 0.0001 *
120 6 3z 3 8§ o706 e . ICD-9 556 Oth Noninf Gastroenterit 117 53 2 4 G 0.0002 *
9 346 Migraine 90 41 2z 3 5 00806 0.0001 . ICD-9 562 Diverlicula of Intestine 195 B4 4 5 7 0.0002 *
I(‘D -9 354 Mononeuritis Uppm Limb 351 50 2z 3 6 0771 0.0001 . K 564 Func stive 3% 56 3 s 7 0.0001 N
. an 53 2 i 8 0751 0.0001 N 1CD-9 569 Oth Intestinal Disorders 254 57 2 4 6 0.0002 *
282 51 2 3 5 0.828 0.0001 - ILD 9 573 Olh Liver Disorders 13 52 2 o 6 0.0002 N
23 72 3 5 7 07w 0.0002 . 574 Cholelithiasis uB 52 a4 4 6 00002 -
64 69 3 5 7 0782 0.0001 - lLD 9575 O Callbladder Disorder 216 31 2 4 6 .
766 73 3 5 7 0.770 0.0001 . 586 Renal Failure Nos 102 58 4 6 8 0.0002 »
175 5 2 4 6 0810 0.0002 . 2 Ronal Urooral Cal 209 49z 3 5 0.0001 *
150 61 3 5 7 0604 0.0002 . 93 Oth Renal & Urcleral Dis 220 60 3 5 8 M
127 63 3 5 7 0808 0.0002 1CD.5 306 Other Eladder Diodors 20 62 4 o 0.0002 »
5D-9 379 Eye D 303 57 2 4 6 0805 0.0001 * 1CD-9 599 Oth U “Tract Disor 761 49 2 3 5 0.0001 *
1CD-9 389 Hearing Loss 320 69 4 5 7 0776 0.0001 N 1CD-0 602 Oth Prostatc Disordors a5 60 3 4 6 0.0001 *
l(‘D 9 401 Essential lh,penmmon 7085 61 2 4 5 0789 0.0000 * ICD-0 10 Benign Mammary Dyspl 143w 2 3 5 0.0002 "
cute Myocardial Infarc 2 62 3 5 7 0704 0.0002 N 1CD-9 611 Other Breast Disorders 07 49 2 3 5 0.0001 *
16D 415 Angina Fovtoris : Co2zm 6 4 6 9 069 0.0002 . 1D 620 Noninflam Dis OwrAdox 208 33 1 2 3 0.0002 .
ICD 414 Oth Chr Ischemic Hrt Dis 183 6 4 6 8 079 0.0002 . 9 inflamm Dis Vagina 116 19 2 4§ 0.0002 N
D-9 424 Oth Endocardial Disease 214 56 2 4 G 0789 .0002 & D e o e 3 w3 5 & B
9 427 Cardiac Dysthythmias 619 67 3 5 7 077 0.0001 N 16D 27 Monopausal Disordors 1000 56 2 4 6 0.0001 .
28471569 0636 0.0002 is/Like Disordors 176 51 2 3 5 0.0002 -
1200 69 3 5 7 0716 0.0001 . 1CD-0 698 Pra ko Cond 108 60 3 6 7 0.0002 *
o 8 8 8 7 0660 0-0001 ICD-9 700 Corns and Callosities 153 64 3 4 7 0.0002 -
(continucd)
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Vignette-Based Utilities: Usefulness, Limitations, and Methodological
Recommendations

Louis S. Matza, PhD, Katie D. Stewart, MA, Andrew ). Lloyd, DPhil, Donna Rowen, PhD, john E. Brazier, PhD

Health technology assessment agencies often prefer that utilities used to calculate quality-adjusted life years in cost-utility
analyses (CUAs) are derived using standardized methods, such as generic preference-based measures completed by pa-
tients in clinical trials. However, there are situations when no standardized approach is feasible or appropriate for a specific
medical condition or treatment that must be represented in a CUA. When this occurs, vigne tte-based methods are often used
to estimate wtilities. A vignette (sometimes called a “scenario,” “health state description.” “health state vignette.” or “health
state”) is a description of a health state that is valued in a preference elicitation task to cbtain a utility estimate. This method
is sometimes the only feasible way to estimate utilities representing a concept that is important for a CUA. Consequently.
vignette-based studies continue 1o be conducted and published, with the resulting utilities used in economic models to
inform decision making about healthcare resource allocation. Despite the potential impact of vignette-based utilities on
medical decision making there is no published guidance or review of this methodology. This article provides recommen-
dations for researchers, health technology assessment reviewers, and policymakers who may be deciding whether to use
vignette-tased methods, designing a vignette study, using vignette-based utilities in a CUA, or evaluating a CUA that includes
vignette-based utilities. Recommendations are provided on: (A) when to use vignette-based utilities, (B) methods for
developing vignettes, (C) valuing vignettes, (D) use of vignette-based utilities in models, and (E) limitations of vignette
methods.

Keywords: cost-utility analysis, health state utilities, health state vignettes, time trade-off, utility assessment, vignette-based
methods
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