Patient and Healthcare Practitioner Treatment Preferences

Patients and HCPs showed broadly aligned treatment
preferences in TRD, with FDA approval and long-term
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Regulatory approval was a major driver of choice:

Both patients and HCPs required an approximately
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safety evidence, underscoring the importance
of communicating the strength of the evidence base

Administration influenced treatment choice: Although

Introduction Figure 1: Example patient DCE choice task Results * Administration preferences were generally aligned across groups. Both patients and HCPs valued nasal spray similarly to oral treatment ess influential than other preferences, patients and

and preferred it over intravenous administration, requiring an approximately 17% improvement in 8-week response to accept intravenous

* Treatment-resistant depression (TRD) is commonl - : : : ici isti ) o : : HCPs valued nasal spray similarly to oral treatment and
hracterioed by an inage e r(es o)nse ot Iea)s/t Imagine that you are in a medical appointment Participant characteristics treatment. Patients also preferred nasal spray over TMS, requiring a 30.0% improvement to accept TMS, while HCPs valued the 2 modes referred it over intrzveynous adr)T/\inistration
5 antide ressan)fcs adminisclcered at apn Aborobriate dose to discuss your treatment for depression and your * The analysis included 200 adults with TRD and 151 HCPs who completed the survey similarly (P = 0.009)
P! PRIOp doctor presents two treatment options for you. : : o o : : . : o : o L o : -
and duration’ DI th e bel » Patients had a mean age of 40.0 years and were predominantly (78.5%) women. Most (78.5%) had been diagnosed with depression for more * Patients were more sensitive than HCPs to treatment-related risks. For each 10% reduction in dissociation risk, patients were willing to forgo o
e |ts manaaement is increasinalv complex because €ase See the example bEIOW. than 5 years and were currently receiving antidepressants and medications prescribed for antidepressant effect (87.5%) a 10.7% chance of an 8-week response, compared with 5.5% among HCPs (P < 0.001). Eliminating weight-gain risk from 30% to 0% was valued Table 1: Study strengths and limitations
| J : 9y P : . HCPs included hiatrists (58 9% it 19.9% g hiatric physici tes (99 5%). with v all " as equivalent to a 43.1% chance of an 8-week response for patients and 19.2% for HCPs (P = 0.004) c e .
available and emerging pharmacologic and brain s included psychiatrists (58.9%), nurse practitioners (19.9%), and psychiatric physician associates (22.5%), with nearly all reporting more Strengths Limitations
' ‘ ‘ ' PI i h treatment than 5 years of experience managing TRD : : : :
stimulation treatments differ in efficacy, safety, and indicate which treatment y P J9ing : - : : - Mixed-methods instrument - Stated hypothetical choices may
administration, regulatory status, and the maturity you would select if these were Figure 3: Minimum acceptable increase in chance of response at 8 weeks : : : ..
of long-term evidence? the only two treatments n Key drivers of treatment preference development aligned with differ from real-world decisions
ilable to you. Pl - - - - ‘ .
, , the treatments are identical a | | | Patients (n = 200) Healthcare providers (n =151) ISPOR good research practices | . ys-only sample of predominantly
* Few studies have compared patient and healthcare except for the listed features. Oral Tablets Nasal Spray - FDA approval with long-term safety evidence, together with chance of response at 1year and chance of response at 8 weeks, were the most ' Confirmed MDD dia : - s
: : : . . . : ) . D : . gnosis and women may limit generalizability
professional (HCP) treatment preferences using the influential treatment characteristics for both patients and HCPs (Figure 2, conditional on the specified improvement shown in brackets) Administrati ; | treat t hist istent . o
same preference-elicitation framework35 SR rDOA approved anc DR approved , , ministration 8.0 (-23.3,7.3) 2.4 (-16.5, 11.6) reatment history consisten - Patient sample had limited
ong-term sarety data ne fong-term satety data wELiong-term satety ¢atd » Patients placed significantly greater importance than HCPs on avoiding dissociation (12.4% vs 8.4%; P < 0.05) and weight gain . i N SN with TRD for patient recruitment : : !
»  Understanding how adults with TRD and HCPs value 12.9% vs 7% P < 0.05 "rom nasal spray to oral S, O experience with ketamine,
e . — — (12.2% vs 7.1%; 095) -16.5 (-30.6, -2.5)* -17.4(-31.8, -3.0)" - Direct comparison of patients esketamine, or TMS
these characteristics can support patient-centered Onset time (time until @ 7 o o . . o From nasal spray to IV | ® E | ° | :
treatment selection. benefit-risk communication. and some improvement) N = * Avoiding intravenous administration and a faster onset time mattered but had the lowest relative importance for both groups -30.0 (-47.7, -12.2)* -0.2 (-13.5,13.2) and HCPs using a common DCE | . Subgroup analyses were
. . ’ Within 3 week Within 1d ' RO ' N . ,
shared decision-making e o From nasal spray to TMS | |——e——o —e— - Strong implementation, exploratory, due to small subgroup
Chance of a substantial | S55s HHHTHHT Figure 2: RAl: comparison between patients and HCPs validation, and choice-task sample sizes; no adjustment was
« e improvement within 34 SHHH FDA approval and long-term safety data ? i engagement made for multiple comparisons
ObJGCtlve 8 weeks 20 out of 100 (20%) 70 out of 100 (70%) 40.4 (27.3, 53.5)* 36.3 (23.8, 48.9)*
benefit-risk trade-offs among adults with TRD and HCPs Chance of a substantial : seseses (5%-55%) + 20.8[16.5-24.4] 54.6 $4O°6’ 68°6|) 56.1 (|43'4’ 68°|7) Society for Health Economics and Outcomes Research; MDD, major depressive disorder;
. . . . . ceccces Approved; long-term safety data | | ® | | —&— TMS, transcranial magnetic stimulation; TRD, treatment-resistant depression; US, United States.
managing TRD in the United States improvement at 1 year |
5 out of 100 (5%) 35 out of 100 (35%) FDA approval and long-term
safety data +16.2 [13.2-19.0] , |
(No FDA approval - FDA approved  21.2 [17.3-24.6] Onset time | 5 o
. . . Risk of dissociation soscccce From within 8 weeks to within 3 weeks —c— —o—]
* A cross-sectional, web-based survey including 0.4 (-10.3. 1.2 4.6 (-14.3. 51 : .
: : : outo 0 outo o Chance of response at 8 weeks = - : ey T : Dy e
a discrete choice experiment (DCE) was conducted 0 out of 100 (0%) 40 out of 100 (40%) 0 8 wecks. 14.7[17-17.3] e e TR | (- o ) - | ('. | ) Patients and |']|CCPS derr!or]ﬁ’;gltec.l rl:])roadly SImIIaL |
in the United States®s | osenses 1[15.4-22.1] 19.4 (6.5, 32.2)* 15.7 (5.0, 26.3)* trgatmer!t preterences in , with treatment c oice
The bref - t was developed usi Gyetomction” seaseiss From within 8 weeks to within 1 day ] —e—] driven primarily by response at 1year, FDA approval with
. e preference instrument was developed using , S : : :
: : : : : ) ; Risk of d t : ] : : long-term safety evidence, and response at 8 weeks
an evidence review, steering committee input, and #0 out of 100 (40%) 0 out of 100 (0%) oo '?Z%c;aol% 8.4 (6.6-10.1] 12.4110.5:14.4] i | J d P
cognitive pilot interviews with 15 adults with TRD o Chance of response at 1year 1450 05 175 0 8 50 136 Greater patient sensitivity to dissociation and weight gain
and 10 HCPs Risk of weight gain cesass 10% improvement : ( o ) " (M, ©) risks reinforces the importance of individualized benefit-
: : : reeeee Risk of weight gain . 12.2 [9.1-15.2 | | : : : :
* The main survey included adults, recruited through 30 out of 100 (30%) 0 out 0f 100 (0%) (3%%-%%)' - 7.1[4.4-9.8] [ | 5 5 risk discussions when selecting treatment for TRD
a patient panel, with confirmed major depressive , , o . .
. . . Please choose vour Risk of dissociation 5 5
disorder and a self-reported history of using at least roformed optio)l,\ 10.7 (8.1-13.2)* 5.5 (4.1, 6.9)*
2 antidepressants for =6 weeks each. The study Risk of sexual dysfunction  10.3[6.9-13.2] 10% reduction el . Acknowledgments
. . (40%-0%) + 9.8 [6.6-12.5] f E The authors thank Natasha Ramachandran for their support in conducting the cognitive pilot interviews and main survey
also included HCPS recruited through an HCP panela . . . E E research activities, and ApotheCom, Yardley, PA, for facilitating poster development.
PP g : : mixed logit models for prespecified subgroups. L Isk of sexual dysfunction = i ISclosures
pSyCh.IatrIC phySICI.an aSSOCIat.eS Wlth 23. years Of. P gﬁ d : pb P | J P d d Administration 8.3 [4.6-12.8] 90 (6.1,12.0)* 6.65(4.3, 8.8)* JH, HL, LEP, and DA are employees of Thermo Fisher Scientific who received funding from Johnson & Johnson to support
experience managing depreSS|0n, |nC|Ud|n9 TRD, in the US respecified patient su group analyses were con ucte (IV infusion - nasal spray/ TMS?) 7.9 [4.1-13.3] 10% reduction e - e the study. JH is a Clinical Professor at Washington State University, a Senior Medical Science Liaison at Tempus ATI,
by age, gender identity, time since TRD diagnosis, 5 5 and a key opinion leader for J&J. JAW is an employee and minority shareholder of Thermo Fisher Scientific who received
I I | . . . . . 5 5 funding from Johnson & Johnson to support the study. BB and DM are employees of Johnson & Johnson. RA has received
’ Patll(ents and HCP2S ﬁompl!]eted 1IO eXperlment_?l cholce previous experience with intranasal ESketammea . B Patients (n = 200) 5 5 honoraria for participation in the Johnson & Johnson Innovative Medicine speakers bureau for esketamine.
tasks comparing YPot.etlca .t!'eatm.ents. reatment intravenous ketamine, or transcranial magnetic Within 1 week if&?eg gmi‘_ = 2-(7) [3-8-8-;3] B HCPs (n=151) Risk of weight gain 521 5 (14.8,28.3)" - : ) i
. . . Itnin 1 week - witnin d 0. U-Y. : . -0, . AT Lesy T
profiles varlefl across trlelr administration mode and stimulation (TMS), and number of previous treatments y [ ] Erom 30% to 15% i o]
[ treatment “attributes™ US Food and Drug received. Prespecified HCP subgroup analyses were | | | | | | | | 431(29.5, 56.6)* 19.2 (10.3, 28.0)*
Ad.rdnlnlstratlont(I;.DA) ap;proval ":cnd Iong—terT ;afetyk conducted by professional role, gender identity, 0 5 10 15 20 25 30 35 From 30% to 0% | —e— e
evidence, onset time, chance of response at 8 weeks : : : : : ' :
. . _ P . experience managing patients with TRD, and practice Relative Attribute Importance, % (95% CI) : :
and 1year, and risks of dissociation, sexual dysfunction, setting I I | I I I I | I I
: : - -50 -25 0 25 50 75 -50 -25 0] 25 50 75
and Welght gain (See Flgure 1) DCE, discrete choice experiment; FDA, Food and Drug Administration; HCP, healthcare professional; IV, intravenous; RAI, relative attribute importance;
' : : : : TMS, transcranial magnetic stimulation. Minimum acceptable increase Minimum acceptable increase
* Mixed |Oglt models estimated pre.ference WelghtS, which The RAI was calculated using the utility difference between the least preferred and most preferred levels of each attribute included in the DCE (shown in brackets on the y-axis), with the inlc;lall:ce of SPweek :es onse inlc;la:ce of 8Pweek :es onse
were used to calculate the following outputs exception of the RAI for risk of dissociation. The range included in the DCE for risk of dissociation was 80% to 0%; however, the RAl was based on an improvement from 40% to 0%, as this P P
. . . . . was considered to be a more clinically relevant improvement in risk of dissociation for the majority of TRD patients based on available data differentiating treatments.® Error bars represent o . . . o .
— Relative attribute importance (RA|), which quantlﬁes 95% Cls around the RAl estimates. EPA’.EOOC’ andPDru59/Adm|n|strat|on; IV, intravenous; TMS, transcranial magnetic stimulation.
ihuti i F tients, RAI for administrati Iculated based on the utility diff bet IV infusion (least preferred) and | t preferred). For HCPs, RAI for administrati ignificance: *P < 5%
Fhe percentaqe COnt.I‘I!Z)UtIOT.I of a spemﬁed ca(I)chE)I:tleedanased O;)rtzerSL?Iziyrgi;f()er;e\/:lqisé%ae::v:ei IV ?:feusi(c)): (Ieealsjt |I;rye/fe|rr§;e)r;c;ed TeMvge(?r?OSt |Sr;§e|(;:e(CI;as preferred) and nasal spray {most preferred). For > or ACIITISTIAton Was Note on interpretation: Minimal acceptable increase in chance of 8-week response represents the additional chance of response at 8 weeks that participants would require to accept a less
Improvement in administration mode and each preferred treatment characteristic or, conversely, the amount of chance of 8-week response they would be willing to forgo to obtain a preferred treatment characteristic, relative to the specified

attribute included in the DCE to treatment decisions. baseline level. For example, patients required an additional 16.5% improvement in the chance of response at 8 weeks to choose IV infusion instead of intranasal treatment. Equivalently, patients

. . . . . were willing to forgo a 16.5% improvement in the chance of response at 8 weeks to receive intranasal treatment rather than IV infusion.
RAIl is measured on a scale in which the contributions g g p p

. S Trade-offs: minimum acceptable increase in chance of 8-week response
of all attribute total 100%
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* Both patients and HCPs were willing to trade improvements in 8-week response for stronger regulatory and safety evidence (Figure 3).
To accept a treatment lacking FDA approval and long-term safety evidence, patients and HCPs required an approximately 55% (patients, Preference heterogeneity by subgroups
54.6%; HCPs, 56.1%) increase in 8-week response compared with a treatment supported by both FDA approval and long-term safety evidence.
FDA approval without long-term safety evidence was valued as equivalent to a 40.4% increase in chance of 8-week response by patients and

- The minimum additional increase in chance of
response at 8 weeks required to accept an increase

in a treatment-related risk, a less-preferred * Patient preferences were generally consistent across subgroups, with only limited differences observed by time since diagnosis

administration mode, or a treatment without : : : : : : : : o
FDA anbroval a 36.3% increase by HCPs * HCP preferences varied by profession, gender, and practice setting, particularly regarding response at 8 weeks, dissociation, and sexual
PP dysfunction
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