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From Hazard Ratio to Clinical Impact: Number Needed to Treat in
Platinum-Resistant Ovarian Cancer o
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o When OS probabilities from prespecified landmark analyses RESULTS
CONCLUSIONS were unavailable, Kaplan—-Meier curves were digitized to
: timate survival probabilities at the corresponding time point » The NNTs for OS at 12 months were similar (about 10
= The number needed to treat (NNT) is a measure ©> . . S
£ how man tents need t( b t)r ted with o> For the MIRASOL trial,? OS probabilities for the paclitaxel patients) for the three regimens studied (Figure 2)
2 : S A EUISLES LSS ' 0 € ea.e Wi subgroup were estimated from the mirvetuximab Kaplan-Meier o For mirvetuximab soravtansine vs the paclitaxel subgroup,
a given therapy for one additional patient to curve using the reported hazard ratio, assuming proportional the NNT at 12 months was about 21 patients (Figure 2)
experience a clinical beneﬁt such as overall hazards and applying an exponential transformation - Differences were observed at the later time point: The
survival (OS) compared with another therapy - No head-to-head or cross-trial comparisons were performed:; NNT at 18 months was about five patients for relacorilant
Relacorilant plus nab-paclitaxel was recently each therapy was evaluated relative to its respective plus nab-paclitaxel vs nab-paclitaxel, and about eight for
approved for the treatment of platinum-resistant comparator arm in the pivotal trial pembro!lzumab p[us paclitaxel £ bevacizumab vs paclitaxel
. (PROC) o . . . + bevacizumab (Figure 2)
SAElLELL Ca':‘cer : Table 1. Clinical Trial Populations and Data Used in the NNT - For the mirvetuximab soravtansine regimen, the median
For relacorilant plus nab-paclitaxel versus nab- Calculations follow-up time was insufficient to estimate the NNT at

Patient

population Median 18 months

paclitaxel, the estimated landmark NNT for OS
was 10 at 12 months and 5.3 at 18 months,

Hazard ratio %
(o]
VS

alive % alive
Pivotal trial for the Clinical data follow-up, comparator at 12 at 18
approved months (9 5'3% cl) months months

reflecting a larger absolute difference in survival indication
at the later landmark ITT(no | Relacorilant + 600 | 460 DISCUSSION
ROSELLAZ0 biomarker | nab-paclitaxel 048 0.65
. . testing , ' (0.51-0.83) _ . . .
Whlle economic outcomes were not assessed’ required) Nab-paclitaxel 50.0 27.0 Eglgcenables the ContEXtua||Zat|0n Of treatment beneﬁt IN
lower NNT values could potentially translate il o1 | s1c
into a lower cost per additional survivor, which KEYNOTE-B962 | “L280UP | bevacizumab | 327 | o o700 = In this anhaly5|s, NNT varl]ues for OS were similar aht.|12 months
. . Paclitaxel +
should be explored in future economic analyses e 59.3 | 389 among the examined therapies (10 patients), while NNT
: : decreased at 18 months to five patients for relacorilant
Mirvetuximab
TT(FRe |_sCravtansine 0t 641 1 440 plus nab-paclitaxel vs nab-paclitaxel, and eight patients
patients) Phyhsic_ian’s 131 | (050-0.89) U for pembrolizumab plus paclitaxel £ bevacizumab vs
BACKGROUND MIRASOLY Cheﬁ,oci'hcfrapy ' ' paclitaxel £ bevacizumab
. Platinum-resistant ovarian cancer (PROC) is a common Su(lb:ir;up Mirveilzcuxir.nab 641 | 440 o This indicates that relacorilant plus nab-paclitaxel delivers
. . . . soravtitansine . o ° . . .
gynecologic cancer with a 5-year relative survival rate of patients on 131 | 25 2) consistent clinical effectiveness without biomarker
only 52%?%2 Egﬁ't':gfgm Paclitaxel T 59.3 | 38.1 restriction, as with other newer PROC treatments
« Standard-of-care monotherapies for PROC include The subgroup with CPS 21 was used because this is the population for which pembrolizumab plus « There are several limitations to this analysis:
litaxel + b [ bi d.V” . . . .
paclitaxel, pegylated liposomal doxorubicin (PLD), "Median follow-up time for this subgroup was not reported, so it was assumed o be the same as for the o NNT compresses a continuous effect (risk difference) into a
. . 3 ITT population. . | b
tOpOtecan, and 8emC|tablne Cl, confidence interval; CPS, programmed death-ligand 1 combined positive score; FRa*, folate receptor- single number
o Paclitaxel has demonstrated similar or better outcomes across @ Positive: [T intention-to-treat; NR, not reported. = |t does not convey the amount of benefit individuals may
o o . . . 4-10 M _
separate clinical trials of PLD, topotecan, al?d gemcitabine Figure 1. Computation of NNT Using Example of OS at 12 Months receive or the trade-off of harrTTs and benefits
o Although not used as frequently, nab-paclitaxel, the o NNT values depend on the duration of follow-up and can
albumin-coated nanoparticle of paclitaxel, showed Probability of survival at 12 months: vary with time
comparable effectiveness to paclitaxel in a real-world study, * Treatment A: 0.55 o NNT results are not ideal for comparison across trial
with a lower rate of peripheral neuropathy** + Treatment B: 0.42 oopulations due to variability in baseline population
o Nab-paclitaxel also exhibited safety and effectiveness Absolute risk reduction = 0.55 - 0.42 = 0.13 demographics, disease history, duration of treatment,
outcomes similar to or better than PLD, topotecan, and 1.00 1 NNT = 1 comparator arm, and other factors!322
gemcitabine in a real-world analysis*? e ™ Absolute risk reduction = Thus, results are descriptive and should not be interpreted
» The number needed to treat (NNT) is a measure of how ~ 075 NNT = —— =77 as comparative treatment effects across trials
many patients would need to be treated with a given = 0.13 o Mirvetuximab vs paclitaxel estimates are derived from a
therapy for one additional patient to experience a clinical L . subgroup analysis not powered for this comparison and
benefit compared with another therapy?!* > 0.50- | should be interpreted with caution
o For overall survival (OS), NNT expresses the absolute E ____________________ | Treatment A « Overall, NNT is a simple metric that is useful for
difference in survival probability at a specified time point in 2 s i communicating clinical benefit to payers, patients,
a clinically interpretable metric i healthcare providers, and health technology assessment
o Because NNT is outcome- and time-specific, it should be | TregtiTrEAth B organizations
: ) ; | . .
:cn’?lerpreted.m the context of the specified outcome and 0001 | i | | > While economic outcomes were not assessed here,
olfow-up time 0 6 12 18 24 NNT may provide a clinically interpretable metric that could
o Although there is no universally accepted threshold for T'm‘_e (months) help inform economic evaluations, including analyses of cost
NNT values, a treatment with a lower NNT is recognized as NNT, number needed to treat; OS5, overall survival. per additional survivor

having a greater benefit
o A recent survey reported that 70% of US payers found NNT  Figure 2. NNT for OS, as Calculated from Pivotal Phase 3 Trial Data

to be a valuable measure4 5

NNT values for progression-free survival of bevacizumab
and poly(ADP-ribose) polymerase inhibitors in their pivotal
trials for advanced ovarian cancer have been reported,!> but 20 -
NNT values for the recently approved novel therapies for
PROC have not been examined. These agents include:

o Relacorilant plus nab-paclitaxel in patients who had received

B 12 months
™ 18 months

5=
one to three prior systemic treatment regimens, at least one
of which included bevacizumab?¢ —
: . : : : Z
o Pembrolizumab plus paclitaxel £ bevacizumab in patients y
. . . 10
with programmed death-ligand 1-positive tumors who had
received one to two prior systemic treatments?’
o Mirvetuximab soravtansine in patients with folate receptor- -

a-positive PROC who had received one to three prior
systemic treatments®®

0]
OBJ ECTlVE Relacorilant plus nab-paclitaxel Pembrolizumab plus Mirvetuximab soravtansine vs Mirvetuximab soravtansine
vs paclitaxel?P

vs nab-paclitaxel paclitaxel £ bevacizumab physician’s choice chemotherapy?
« To estimate landmark NNTs for OS at 12 and 18 months vs paclitaxel + bevacizumab
for three recently approved theraples for PROC’ using data ?Median follow-up time was insufficient to estimate the NNT at 18 months.
" 1 " bPExploratory subgroup estimate; the OS hazard ratio 95% Cl included 1.0, and the findings should be interpreted with caution.
frOm thelr pIVOtal phase 3 trlals Cl, confidence interval; NNT, number needed to treat; OS, overall survival.
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