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Background Trial Designh and Schema Trial Details

Background: . . . . . Hypothesis:

9 . . A national, phase III, multi-centre, (double blind) randomised controlled trial yp . . . .
Outcomes for transplant non-eligible (TNE) myeloma patients have . By defining patient subgroups using the IMWG frailty score, we
improved with the use of combination therapy including proteasome can personalise therapy to improve treatment tolerability and
inhibitors (PI) and immunomodulatory (IMiD) agents. e e e e e E AR £ R AR E £ LR R LA ee bt : — _ short-term outcome.

. Bone marrow and blood sample consent and registration at the time of : | ~NB: If considering patient . By using a maintenance doublet with IMiD and PI and, we can

LG XN XN 5 diagnostic bone marrow procedure, where possible* : | for inclusion in the trial, : '

e mteummeasans e smseasmssesomsexeeoEessssessmeEsesEERsmsEamey femasfxRmmeaRent £enmetasneneaothenmnEenans e mnresansrnnns : | please obtain consent to improve long-term outcome.
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a - marrow and a peripheral Participants:

60 60+

blood SECHINNNEE > Lri2 Newly diagnosed TNE patients according to the 2014 IMWG
central laboratories at the i : : : : : i
time ohtRENEEEE e diagnostic criteria. FiTNEss is an all-comers study. Exclusions
include patients with grade=2 peripheral neuropathy, current

systemic infection, recent surgery or other cancer are excluded.

Randomisation:
Minimisation with a random element.

50 50

Following confirmation of myeloma diagnosis:
Full informed consent and trial registration

40 40

Overall survival (%)

30 30

Progression-free survival (%)

20 20
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Eligibility confirmation, frailty indexing (age, Charlson index, ADL and IADL), and
(for consenting participants) QoL and Healthcare resource use questionnaires

Months since randomization Months since randomization
Number at risk (number censored) Number at risk (number censored)
MRC-IX (TNE) 849 (1) 437 (9) 190 (9) 95 (10) 55 (14) 28 (26) 12 (34) 4(41) 0 (45) MRC-IX (TNE) 849 (1) 621 (10) 502 (11) 372 (14) 270 (34) 151 (99) 66 (158) 25 (186) 0 (206)
NCRI-XI (TNE) 1852 (9) 1094 (103) 584 (108) 363 (113) 212 (157) 108 (212) 54 (243) 19 (271) 4 (285) 0(288) NCRI-XI (TNE) 1852 (7) 1452 (108) 1244 (121) 1011 (163) 708 (304) 409 (489) 197 (631) 60 (731) 10 (769) 0(777)

Progression-free survival and overall survival in MRC-IX and NCRI-XI TNE l Stratification factors
athways
P 4 _ _ _ _ Randomisation 1 (R1) (n = 740) R1 R2
It remains a challenge to deliver therapy to older TNE patients with Standard (reactive) vs Frailty score-adjusted (adaptive) (1:1 randomisation) »Centre R - centre _
- - . . . . IMWG frailty category (Fit, Unfit, Frail) . Allocated induction group (standard, frailty-adjusted)
d greater rate of modlflcatlons, resultlng in fewer cycles of - . Beta-2 microglobulin (<3.5, 3.5-<5.5, >5.5 mg/L) |. Response to induction (<VGPR, >VGPR)
- : : . H lobin (<100, =100 g/L)
treatment being delivered and a greater percentage of patients | . Serum creatinine (<175, =175 pmol/L)
ceasing treatment due to toxicity. Standard IRD Frailty score-adjusted IRD Response assessed after each . Corrected serum calcium (<2.75, 22.75 mmol/L)
_ 28-dav cvcle 58-dav cvcle CYCIG in line with IMWG . Platelets (<150, 2150 x10°/L)
g - y &y y ey Uniform Response Criteria
@ 2 &7 >80 vears £ o Bl Toxicit . - _ _
- - N g ; 72?82years §E1oo/o - gy I - Ma.ximyumrésponse STANDARD DOSE Days FIT | UNFIT | FRAIL Days Eraclllety2 ico6rea ngelpgited after Prim ary Ob] ectives:
= B Yes g 6 i o2 I Patient choice | [ 4mg 1,8, 15 | | 4mg 4mg Amg 1,8, 15 Y r Gy _ _ ] S
e - ) W <75 years 5% Clinician choice R| 25mg 1-21 R| 25mg [ 15mg [ 10mg 1-21 QO'; & H2E qléestlognallrze: aZL;er . Ea rIy treatment cessation (Wlthln 60 days of Rl)
5% 3" g‘z % atient die i Cycles ’ an or - -
qu 50% ';>’, :6,% . - Zt;ertd ’ D 40me !f age </5yrs 1,8, 15, 22 D] 40me 20mg 10mg 1,8 15 22 consenting participants) . PrOg reSSIOn_free SuU rVIVal (PFS, from RZ)
3 < 27 & S 20mg if age >75 yrs
o E = £ E - -
g 3,1 L 27w *Or months from R1 if off trial Secondary objectives:
8 0% 2 £ L & SO i i -
& o o o PRGN, i progression PFS for R1, overall survival, overall response rate, treatment
£ S S oo oo . .. : : )
oo Age Age In the absence of disease progression or intolerance, treat for 12 cycles, then Com_p“anc_e’ tOXIC_Ity a|_1d Safety |_nclud|ng second primary
Age assess end of induction response malignancies, Quality of Life, cost effectiveness.

Dose modifications, number of cycles of induction and reason for ceasing
induction treatment in NCRI-XI CRDa group (n=928)

International Myeloma Working Group (IMWG) Frailty Score:
TNE myeloma patients are heterogeneous and are not well-defined

Sample size:

Stable Disease or Treat off-trial R1 R2

Disease Progression Annual follow-up Proportion of patients Median PFS (months)
ceasing treatment

> Minimal response

on the basis of age, but rather by the interplay of age, physical Standard 0.20 R 21
function, cognitive function and comorbidity better defined as — Frailty-adjusted 0.09 I+R 29 ogw
‘frailty’. Randomisation 2 (R2) (n = 478) Number of events? 302 blc_f')".'a',
R + placebo vs R + I maintenance (1:1 randomisation) N 324 N 478 a
R1 R2

. TF%FiTNEss FORM 200 Myeloma Frailty Index . W% FiTNEss FORM 200 Myeloma Frailty Index . W% FiTNEss FORM 200 Myeloma Frailty Index
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== o I e Significance level = 5%, power = 80%
| g ¥ R + placebo maintenance R + I maintenance Response assessed after each " | Jintet | ol oartic ‘3 f | Yo e
Qo - 28—day cycle 28—day cycle cyc_le in line W|t.h _IMWG ) mongst mterme late-fitness an ral_part|C|pants. n _ years of recruitment an years of follow-up.
>T] Qo o . R Uniform Response Criteria Total sample size assumes 65% of patients are progression-free at 12 months to pass through R2
— 5 -5 R-10mg' D1 - 21 R-10mg" D1 - 21 Frailty Score repeated after
o~ | .5 P Placebo - 4 mgt D1, 8, 15 I-4mgtDi, 8, 15 maintenance cycles 6 and 12* Monitoring and Statistical Analysis:
o it C — t or final doses administered at the end t or final doses administered at the end QoL & HE questionnaires after . - L . .
0 o . of induction treatment if lower of induction treatment if lower maintenance cycles 6 and 12* Interlm_ statistical _ Summarl_es will be p_resented to t_he Data
} (for consenting participants) Monitoring and Ethics Committee at approximately yearly intervals.
gz (=t e |os B 3 i off tria| Two formal interim analyses will be undertaken for early efficacy.
— — _ — _ _ prior to progression The first when 50% of required participants have reached 60 days
e R | EEEDIE - i Continue until disease progression or intolerance post-R1. The second when 50% of required PFS events have been

observed (151 events) following R2. No other formal analysis of the
study is planned before the primary endpoints have been attained.

IMWG frailty score defined by: age, the Katz Activity of Daily Living (ADL), the Post-progression annual follow-up for survival Status:

Lawton Instrumental Activity of Daily Living (IADL), and the Charlson
Comorbidity Index (CCI).

The trial is due to open at >70 centres in the UK in January 2020.
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