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Abstract

Potential benefits of any therapy must be weighed against potential risks. Among patients with non-del(5q)
lower-risk myelodysplastic syndromes, the rate of clinical benefit was significantly higher with lenalidomide
versus placebo. Despite the occurrence of hematologic adverse events, the benefit-risk profile favored
lenalidomide over placebo. Managing hematologic adverse events by dose reductions can help patients remain

on treatment and achieve clinical benefit.

Background: In the phase Ill MDS-005 study of patients with lower-risk, non-del(5g) myelodysplastic syndromes,
lenalidomide was associated with a higher rate of > 8 weeks red blood cell transfusion independence (RBC-TI)
compared with placebo, but also with a higher risk of hematologic adverse events (AEs). Patients and Methods: This
analysis evaluated the ratio of clinical benefit-risk in patients treated with lenalidomide or placebo, and assessed the
effect of lenalidomide dose reductions on response. Clinical benefit was a composite endpoint defined as RBC-TI,
transfusion reduction > 4 units packed red blood cells, hemoglobin increase > 1.5 g/dL, or cytogenetic response.
Results: The rate of clinical benefit was higher with lenalidomide than with placebo (31.9% vs. 3.8%). The ratio of
response (RBC-TI and clinical benefit) to risk (hematologic AEs) favored lenalidomide over placebo. Patients who
underwent > 1 lenalidomide dose reduction had a longer duration of treatment, received a higher cumulative dose,
and were more likely to experience clinical benefit versus patients without dose reductions. Conclusion: Despite the
occurrence of hematologic AEs, the overall benefit-risk profile supported lenalidomide treatment. Appropriate
management of hematologic AEs by dose reductions may help patients with myelodysplastic syndromes to remain on

treatment and achieve clinical benefit.
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Introduction

Supportive care remains the standard treatment approach for
anemia associated with lower-risk myelodysplastic syndromes
(MDS).! Erythropoiesis-stimulating agents (ESAs) are often first-line
therapy for patients with non-del(5q) lower-risk MDS. Although

ESAs are not approved for this indication by the United States Food
and Drug Administration, epoetin alfa has been licensed for the
treatment of MDS in the European Union. Treatment with ESAs
leads to erythroid hematologic improvement in 15% to 63% of
patients,z’4 with a median response duration of 7 to 28 months. >

]Department of Leukemia, MD Anderson Cancer Center, Houston, TX
ZDepartment of Hematology, Hospital da Luz, Lisbon, Portugal

3Service d’Hématologie Séniors, Hopital Saint-Louis, Université Paris 7, Paris, France
“Klinik fiir Himatologie, Onkologie und Klinische Immunologie, Heinrich-Heine-
Universitit, Diisseldorf, Germany

SDepartment of Oncology, Hematology and Palliative Care, Marien Hospital
Diisseldorf, Diisseldorf, Germany

(’John Theurer Cancer Center, Hackensack University Medical Center,
Hackensack, NJ

"The Institute of Medical Science, The University of Tokyo, Tokyo, Japan
8Celgene Corporation, Summit, NJ
MDS Unit, AOU Careggi, University of Florence, Florence, Italy

Submitted: Oct 29, 2018; Accepted: Dec 15, 2018; Epub: Dec 21, 2018

Address for correspondence: Guillermo Garcia-Manero, MD, Department of
Leukemia, MD Anderson Cancer Center, 1515 Holcombe Blvd, Houston, TX 77030

E-mail contact: ggarciam@mdanderson.org

2152:2650/5 - see frontmatter © 2018 Published by Elsevier Inc.
https://doi.org/10.1016/j.dml.2018.12.012

Clinical Lymphoma, Myeloma & Leukemia April 2019


http://crossmark.crossref.org/dialog/?doi=10.1016/j.clml.2018.12.012&domain=pdf
mailto:ggarciam@mdanderson.org
https://doi.org/10.1016/j.clml.2018.12.012

214

Clinical Benefit-Risk Profile of Lenalidomide in Lower-Risk Non-del(5q) MDS

Response to ESAs can be predicted based on baseline erythropoietin
(EPO) level and transfusion history.5 In the event of ESA failure, few
treatment options are available that can provide prolonged reductions
in red blood cell (RBC) transfusion requirement.

The efficacy and safety of lenalidomide was evaluated in RBC
transfusion dependent (RBC-TD) patients with International
Prognostic Scoring System (IPSS) Low- or Intermediate (Int)-1-risk
non-del(5q) MDS who were ineligible for or refractory to ESAs in
the phase III MDS-005 study.® In this study, a statistically signif-
icant and clinically relevant proportion of lenalidomide-treated
(RBC-TI)
lasting > 8 weeks compared with placebo (26.9% vs. 2.5%;

patients achieved RBC transfusion independence

P < .001). Achievement of RBC-TT is a particularly meaningful
endpoint for patients with RBC-TD anemia, as prolonged trans-
fusion dependence is associated with transfusion-related comor-
bidities” and considerably impaired health-related quality of life
(HRQOL).8 In the MDS-005 study, achievement of RBC-TI > 8
weeks was associated with significant improvements in HRQoL
(P < .01). Other important measures of treatment response, such as
reduction in transfusion burden or increase in hemoglobin (Hb),
also represent clinically meaningful improvements in anemia and
anemia-related symptoms for patients with RBC-TD MDS.

When assessing clinical benefit, the most prominent adverse drug
reactions should also be taken into account in order to define the
most favorable balance between benefit and risk. The most common
treatment-emergent adverse events (TEAEs) reported in the MDS-
005 study were hematologic, consistent with the known TEAE
profile of lenalidomide in MDS.”!? Adverse events (AEs) can
negatively impact HRQoL and lead to drug discontinuation.
Appropriate management of TEAEs, including dose reductions, is
therefore essential for preventing early discontinuation and main-
taining patients on therapy.

This analysis of data from the MDS-005 study aimed to compare
the benefit-risk profiles of lenalidomide and placebo, and evaluate
the relationship between lenalidomide exposure, including dose
reductions and duration of treatment, and clinical benefit in patients
with lower-risk, non-del(5q) MDS.

Patients and Methods
Study Design and Treatment

Full details of patient eligibility criteria and study design have
been described previously.® Briefly, eligible patients were aged > 18
years, had transfusion-dependent anemia owing to IPSS Low- or
Int-1-risk MDS, had non-del(5q) karyotype, and were ineligible for
or refractory to ESAs. Patients were considered RBC-TD if they had
an average transfusion requirement of > 2 units packed RBCs
(pRBCs) per 28 days and no 8 consecutive weeks without RBC
transfusions in the 16 weeks before randomization. Patients were
considered refractory to ESAs if they were RBC-TD despite ESA
treatment (> 40,000 units/week of recombinant human EPO for 8
weeks, or equivalent dose of darbepoetin). Patients were considered
ineligible for ESAs if their serum EPO level was > 500 mU/mL
with no prior ESA exposure.

Patients were randomized 2:1 to receive either oral lenalidomide
10 mg or matching placebo once daily (both on 28-day cycles).
The starting dose of lenalidomide was 5 mg daily for patients with
creatinine clearance > 40 to < 60 mL/min. Patients with
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RBC-TT > 8 weceks or erythroid response by week 24 continued
double-blind treatment until erythroid relapse, disease progression,
unacceptable toxicity, or consent withdrawal. The trial was regis-
tered at ClinicalTrials.gov, trial number NCT01029262.

Endpoints

The primary endpoint of the MDS-005 study was the rate of
RBC-TT for > 8 consecutive weeks. Secondary endpoints included
RBC-TI > 24 weeks, duration of RBC-T1I, time to onset of RBC-T1,
erythroid response, HRQoL, and safety. Cytogenetic response (CyR)
was assessed in patients with baseline cytogenetic abnormalities
and > 1 follow-up assessment by central review using conventional
metaphase cytogenetic analysis according to International Working
Group 2006 criteria.'> Major CyR was defined as absence of cyto-
genetic abnormalities if preexisting abnormalities were present; minor
CyR was defined as > 50% reduction in abnormal metaphases. AEs
were coded using the Medical Dictionary for Regulatory Activities
(MedDRA) version 16.1 and graded according to the National
Cancer Institute Common Terminology Criteria for Adverse Events
(NCI-CTCAE) version 3.0. Lenalidomide dose modifications or
interruptions related to AEs were predefined in the study protocol.®
Cumulative dose, dose reductions, and discontinuations were recor-
ded as part of the original study.

For this analysis, the composite endpoint of clinical benefit
consisted of any of the following responses: RBC-TI > 8 consec-
utive weeks; transfusion reduction of > 4 units pRBCs > 8
weeks'?; Hb increase of > 1.5 g/dL > 8 weeks'?; or CyR.B The
rate of transfusion reduction > 4 units pRBCs for > 8 weeks was
calculated based on data collected during a 16-week period. The
timing of assessments for clinical benefit response is shown in
Supplemental Figure 1 (in the online version). Evaluation of CyR
was also conducted independently of the composite endpoint. The
data cutoff date for this analysis was March 17, 2014.

Statistical Analysis

For each treatment group, the proportion of patients achieving a
response (RBC-TT > 8 weeks or clinical benefit) was assessed.
Clinical benefit was defined as the proportion of patients who
met > 1 of the clinical benefit composite endpoint criteria. Patients
who met multiple criteria were only counted once. The statistical
assessment of clinical benefit assumed a binomial distribution for
the composite endpoint. For both RBC-TI > 8 weeks and clinical
benefit, 95% confidence intervals (Cls) were calculated using a
generalized linear model for binomial distributed data. Risk differ-
ences were estimated using an identity link function, relative risks
were estimated using a log link function, and odds ratios (ORs) were
estimated using a logit link function.

An evaluation of cumulative lenalidomide exposure, duration of
treatment, and incidence and duration of response (RBC-TI > 8
weeks and clinical benefit) was performed in relation to the inci-
dence of lenalidomide dose reductions.

At the individual patient level, cumulative mean benefit-risk ratios
were calculated for each cycle using a bivariate generalized linear
model assuming a binomial distribution with a log link function.
Benefit was defined in 2 ways: the cumulative proportion of patients
meeting the criteria for the primary endpoint of RBC-TT > 8 wecks,
and the cumulative proportion of patients meeting the criteria for the
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Table 1 Baseline Characteristics of Patients in the MDS-005 Study

Characteristic Lenalidomide (n = 160) Placebo (n = 79) Overall (N = 239)
Median age, y (range) 71.0 (46.0-87.0) 70.0 (43.0-87.0) 71.0 (43.0-87.0)
Male, n (%) 108 (67.5) 4 (68.4) 162 (67.8)
Median time since diagnosis, y (range) 7 (0.1-29.6) 2.6 (0.3-20.2) 6 (0.1-29.6)
Median pRBC transfusion burden, units/28 d (range) (1 8-8.8) 3 (1.5-9.8) 0 (1.5-9.8)
IPSS risk category, n (%)

Low 85 (63.1) 0 (38.0) 115 (48.1)

Intermediate-1 75 (46.9) 9 (62.0) 124 (51.9)

Prior MDS therapy, n (%) 135 (84.4) 65 (82.3) 200 (83.7)

Prior ESA treatment, n (%) 125 (78.1) 3 (79.7) 188 (78.7)

Prior G-CSF use, n (%) 27 (16.9) 1(13.9) 38 (15.9)
Serum EPO level at screening, n (%)

< 500 mU/mL 97 (60.6) 50 (63.3) 147 (61.5)

> 500 mU/mL 58 (36.3) 28 (35.4) 86 (36.0)

Missing 5 (3.1) 1(1.3 6 (2.5)
Ring sideroblast status,” n (%)

< 15% 52 (32.5) 9 (24.1) 71 (29.7)

> 15% 108 (67.5) 60 (75.9) 168 (70.3)

Median bone marrow blast, % (range) 0 (0.0-9.5) 5 (0.0-8.0) 5(0.0-9.5)

Median ANC, x 10%/L (range) 4 (0.5-12.2) 1(0.3-10.6) 3(0.3-12.2)

Median platelet count, x 10%L (range) 243.5 (43.0-746.0) 233.0 (60.0-1063.0) 239.0 (43.0-1063.0)

Median hemoglobin, g/dL (range) 7 (6.5-12.3) 6 (5.6-11.8) 7 (6.5-12.3)

Abbreviations: ANC = absolute neutrophil count; EPO = erythropoietin; ESA = erythropoiesis-stimulating agent; G-CSF = granulocyte colony-stimulating factor; IPSS = International Prognostic
Scoring System; MDS = myelodysplastic syndromes; pRBC = packed red blood cells; RARS = refractory anemia with ring sideroblasts; RCMD = refractory cytopenia and multilineage dysplasia.

2For patients with RARS or RCMD.

composite endpoint of clinical benefit. Risk was defined as the cu-
mulative proportion of patients with > 1 hematologic TEAE. In the
MDS-005 study, grade 3 to 4 nonhematologic TEAEs were rare,” 2
and nonhematologic TEAEs were therefore not included in the
benefit-risk analysis. The probability of assessing a favorable benefit-
risk ratio of the lenalidomide group relative to the placebo group was
calculated by fitting the bivariate generalized linear model to the data

4 . .
1415 35 described in

via generalized estimating equations at each cycle,
greater detail in the Supplemental Methods (in the online version).

Adjusted mean platelet levels during cycles 1 to 4 were assessed
according to response (RBC-TI > 8 weeks) using a linear mixed
model for repeated measures, as described in the Supplemental

Methods (in the online version).

Results
Baseline Patient Characteristics

From February 2010 to June 2013, 239 patients were enrolled at
72 treatment centers and randomized to lenalidomide (n = 160) or
placebo (n = 79). Baseline characteristics were well-balanced across
treatment groups (Table 1). At baseline, patients were receiving a
median of 3.0 units of pRBC per 28 days (range, 1.5-9.8 units),
78.7% of patients had received prior ESAs, and 36.0% had a serum
EPO level > 500 mU/mL.

Clinical Benefit > 8 Weeks

Lenalidomide was associated with a higher proportion of patients
achieving the composite endpoint of clinical benefit, compared

with placebo (31.9% vs. 3.8%) (Table 2) as well as higher pro-
portions meeting each criterion of the composite endpoint
(achievement of RBC-TT > 8 weeks, reduction in transfusion
burden of > 4 pRBC units > 8 weeks, Hb increase of > 1.5 g/dL
for > 8 weeks, and CyR).

OR

Among 43 patients evaluable for CyR, 9 (33.3%) of 27 patients
in the lenalidomide group and none (0%) of 16 patients in the
placebo group achieved CyR. Of these 9 patients, 5 (55.6%)
achieved a major response and 4 (44.4%) achieved a minor response
as best response. Five (55.6%) of the 9 responders also achieved
RBC-TI > 8 weeks. All 5 patients who achieved a major CyR had
the +8 abnormality at baseline (Table 3).

Lenalidomide Dose Reduction and Treatment
Discontinuation

Of the 160 patients treated with lenalidomide, 77 (48.1%)
underwent > 1 dose reduction. The median time to first dose
reduction was 85 days (interquartile range [IQR], 50-114). Baseline
characteristics were comparable between patients with or without
dose reductions (see Supplemental Table 1 in the online version).
Most dose reductions were implemented in response to TEAEs: 102
dose reductions in 73 (45.6%) patients were attributed to TEAEs.
Of these TEAE-related dose reductions, 47 (46.1%) were due to
neutropenia, 33 (32.4%) to thrombocytopenia, and 2 (2.0%) to
other hematologic conditions. Nonhematologic TEAEs leading to
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Table 2 Clinical Benefit by Randomized Treatment Group

Lenalidomide
Response, n (%) (n = 160)
Clinical benefit 51 (31.9)
RBC-TI > 8 weeks 43 (26.9)
Transfusion reduction > 4 pRBC units > 8 weeks® 34 (21.3)
Hb increase > 1.5 g/dL > 8 weeks 31 (19.4)
CyR 9 (5.6)

Placebo 0dds Ratio Relative Risk
(n =79 (95% CI) (95% CI)
3(3.8) 11.85 (3.57-39.38) 8.39 (2.70-26.06)
2 (25 14.15 (3.33-60.12) 10.62 (2.64-42.70)
0 N/AP N/AP
2 (2.5 9.25 (2.15-39.74) 7.65 (1.88-31.17)
0 N/A” N/AP

Abbreviations: Cl = confidence interval; CyR = cytogenetic response; Hb = hemoglobin; N/A = not applicable; pRBC = packed red blood cells; RBC-TI = red blood cell transfusion independence.

Data normalized to 8 weeks using data from a 16-week assessment period divided by 2.
50dds ratio and relative risk cannot be reliably estimated due to O events in the placebo group.

dose reductions included 3 (2.9%) occurrences of asthenia and 3
(2.9%) occurrences of rash.

TEAEs led to discontinuation of lenalidomide in 51 (31.9%)
patients; 23 (14.4%) of these patients discontinued before the end
of cycle 3. The most common AEs leading to discontinuation,
occurring in > 1.5% of patients, were thrombocytopenia (8.8%),
neutropenia (4.4%), and deep vein thrombosis (1.9%).

Lenalidomide Dose Adjustments and Treatment Exposure

Of the 77 patients who had > 1 dose reduction, 6 (7.8%) had a
dose reduction in the first cycle and 37 (48.1%) had dose reductions
during cycles 1 to 3 (Table 4). During the first 3 cycles, patients
with > 1 dose reduction received a lower median dose than those
with no dose reduction (385 mg [IQR, 318-520 mg] vs. 660 mg
[IQR, 415-840 mg]). However, when analyzed over the course of
the study, patients with > 1 dose reduction received a higher me-
dian cumulative dose than those with no dose reductions (950 mg
[IQR, 595-1435 mg] vs. 715 mg [IQR, 370-1660 mg]). Similarly,
duration of treatment was longer for patients with > 1 dose
reduction compared with those with no dose reductions (172 days

[IQR, 140-391 days] vs. 92 days [IQR, 46-168 days]).

Lenalidomide Exposure and Response

The reladonship between lenalidomide dose reductions and
achievement of either RBC-TI > 8 weeks or clinical benefit is
shown in Table 5. Patients with > 1 dose reduction were more
likely to achieve RBC-TT > 8 weeks than patients without dose

Table 3 Cytogenetic Abnormalities at Baseline in Patients

With Cytogenetic Response

Cytogenetic

Patient Response Baseline Karyotype
1 Major 47, XX, +8
2 Major 47, XY, +8
8 Major 47, XY, +8
4 Major 47, XY, +8°
§ Major 47, XY, +8
6 Minor 47, XX, +8
7 Minor 47, XX, +8
8 Minor 46, XX, del(129)
9 Minor 45, X, =Y

Baseline karyotype data for first collection are not available; assessment of the second
collection is reported instead.
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reductions (39% vs. 16%; OR, 3.44; 95% CI, 1.63-7.26). Among
patients who achieved RBC-TT > 8 weeks, the median duration of
response was longer in patients who underwent > 1 dose reduction
than in those who did not (29.6 weeks [range, 8.1-123.7 weeks] vs.
23.7 weeks [range, 9.9-103.7 weeks]). Similarly, patients with > 1
dose reduction were also more likely to achieve clinical benefit > 8

weeks (47% vs. 18%; OR, 3.98; 95% CI, 1.94-8.15).

Clinical Benefit-Risk Ratio

The benefit-risk ratio per cycle for each treatment group is shown
in Figure 1. For cycles 1 to 7, the benefit-risk ratio, in terms of the
proportion of patients achieving RBC-TT > 8 weeks relative to the
risk of hematologic TEAEs, favored lenalidomide treatment over
placebo (Figure 1A). The probability that the RBC-TT > 8 weeks-
risk ratio was relatively greater for lenalidomide than for placebo was
0.83 in cycle 1; this probability increased to 0.90 by cycle 4.
Similarly, the ratio of clinical benefit-risk favored the lenalidomide
arm over the placebo arm (Figure 1B). In cycle 1, the probability
that the clinical benefit-risk ratio was relatively greater for lenali-
domide than for placebo was 0.91, and remained fairly consistent
throughout the other cycles evaluated.

Relationship Between Hematologic Toxicity and Response

A decrease in mean platelet levels (after adjusting for baseline
values as a covariate) did not predict achievement of RBC-TI > 8
weeks in the MDS-005 study population (Figure 2). An exploratory
analysis in patients with or without isolated anemia also showed no
relationship between platelet level and achievement of RBC-TT > 8

Table 4 Lenalidomide Exposure in Patients With or Without

Reductions

Characteristic 2> 1 Dose Reduction | No Dose Reduction
Cumulative dose in n==~06 n=154
cycle 1, mg

Median (IQR) 145 (77.5-160.0) 280 (150.0-280.0)
Cumulative dose in n=237 n=123
cycles 1-3, mg

Median (IQR) 385 (317.5-520.0) 660 (415.0-840.0)
Total cumulative dose, mg n=77 n=283

Median (IQR) 950 (595.0-1435.0) 715 (370.0-1660.0)
Duration of treatment, d n=77 n=283

Median (IQR) 172.0 (140.0-391.0) 92.0 (46.0-168.0)

Abbreviation: IQR = interquartile range.
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Table 5 Response to Lenalidomide by Incidence of Dose Reductions

2> 1 Dose Reduction No Dose

Response, n/N (%) (n=177) Reduction (n = 83)
RBC-TI > 8 w 30/77 (39) 13/83 (16)
Clinical benefit 36/77 (47) 15/83 (18)

Risk Difference, % 0dds Ratio Relative Risk
(95% CI) (95% CI) Ratio (95% CI)
23 (10-37) 3.44 (1.63-7.26) 2.49 (1.40-4.41)
29 (15-43) 3.98 (1.94-8.15) 2.59 (1.54-4.34)

Abbreviations: Cl = confidence interval; RBC-TI = red blood cell transfusion independence.

weeks (see Supplemental Figure 2 in the online version). In
lenalidomide-treated patients with isolated anemia, rates of
RBC-TI > 8 wecks (26.8%) and clinical benefit (30.9%) were
consistent with the overall population (26.9% and 31.9%,
respectively) (Table 2).

Discussion

In this analysis of RBC-TD patients with lower-risk non-del(5q)
MDS ineligible for or refractory to ESAs, lenalidomide was associ-
ated with significanty greater clinical benefit compared with
placebo. This newly defined composite endpoint of clinical benefit
comprised the clinically meaningful endpoints of reduced trans-
fusion burden, increased Hb, and CyR in addition to achievement
of RBC-TL. Both RBC-TT and Hb level have been shown to be
important predictors of HRQoL in MDS.*'®"” At the individual
patient level, some patients may respond by one clinical definition
but not by another; it is therefore important to consider these other
indicators of therapeutic benefit when making treatment decisions.

We found that patients who underwent > 1 lenalidomide dose
reduction were more likely to achieve RBC-TT and clinical benefit
than patients with no dose reductions. This apparent disparity can
be explained by the finding that patients undergoing > 1 dose
reduction also had a longer duration of treatment, leading to a
higher cumulative treatment exposure. Employing lenalidomide
dose reductions instead of treatment discontinuation in response to
AEs may allow patients to remain on treatment longer, leading to

increased drug exposure and better outcomes. In MDS-005, the
median time to onset of response was 10.1 weeks®; therefore, pa-
tients who discontinued treatment within the first 3 cycles may not
have received a sufficient duration of therapy to achieve a response.
Previous findings in patients with del(5q) MDS support this
finding: in the MDS-003 and MDS-004 studies, lenalidomide dose
reductions were associated with improved leukemia-free survival and
overall survival outcomes.'®

Maintaining the highest tolerated dose may also be important to
patient outcomes. In a pooled analysis of data from phase II and III
studies of lenalidomide in patients with del(5q) MDS, receipt of a
higher dose in cycle 1 was associated with improved short- and long-
term responses.lg’19 In the non-del(5q) population of the MDS-005
study, a preliminary analysis showed that more patients who
received a higher cumulative lenalidomide dose in cycle 1 (> 210
mg) achieved RBC-TI > 8 weeks (36/105 [34.3%]) and clinical
benefit (42/105 [40.0%]), compared with patients receiving < 210
mg (7/55 [12.7%] and 9/55 [16.4%], respectively). It should,
however, be noted that the lenalidomide starting dose in MDS-005
was adjusted based on each patient’s creatinine clearance, which
could have introduced a bias in the relationship between cumulative
dose and response.

The most common reasons for lenalidomide dose adjustments
were neutropenia and thrombocytopenia. This finding is consistent
with data from a phase II trial evaluating lenalidomide with or
without EPO in RBC-TD patients with lower-risk non-del(5q)

Figure 1

Median time to first dose reduction: 85 days
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the benefit-risk ratio is higher for patients treated with LEN compared with PBO.
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Figure 2 Adjusted Mean (95% Confidence Interval) Platelet

Levels Among Responders and Non-Responders by
Lenalidomide Treatment Cycle
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Abbreviation: RBC-TI = red blood cell transfusion independence.

MDS refractory to ESAs, in which cytopenias were the most
common reason for dose reduction.”’ Rates of discontinuation
owing to neutropenia or thrombocytopenia were low in the MDS-
005 trial, suggesting that these events can be effectively managed
with dose reduction or treatment interruption. In this population of
lower-risk patients, cytopenias were more likely to develop as a
TEAE than as a result of disease progression, allowing for man-
agement through dose modification.

The benefit-risk ratio in patients treated with lenalidomide was
consistently higher than in patients receiving placebo. This suggests
that, compared with placebo, the positive effects of lenalidomide
treatment may outweigh the negative effects associated with an
increased risk of hematologic TEAEs. In both treatment groups, the
benefit-risk ratio remained below 1 due to a higher incidence of
hematologic TEAEs reported, relative to the incidence of clinical
benefit observed.

In our analysis, myelosuppression did not predict response to
lenalidomide. Similar results were obtained in a retrospective
analysis of data from 2 phase II studies of lenalidomide, in which a
reduction in platelet or neutrophil count was associated with
achievement of RBC-TT in patients with del(5q), but not in those
without del(5q).”" Thus, lenalidomide-related cytopenias may act
as a surrogate marker of clonal suppression in patients with del(5q)
MDS, but cytopenias do not appear to predict response in patients
with non-del(5q) MDS. It should be noted that patients were
excluded from the MDS-005 trial if they had thrombocytopenia
(ie, platelet count < 50 x 10°/L) or neutropenia (ie, absolute
neutrophil count < 0.5 x 10°/L) at baseline. This may have
influenced the lack of correlation between cytopenias and
response. A preliminary analysis of response according to baseline
platelet count showed that patients with low platelet counts
(50-100 x 10°/L) were less likely to achieve RBC-TT > 8 weeks
(2/15 [13.3%]) than patients with platelet counts of > 100 x 10°/
L (41/144 [28.5%]).

This analysis is limited by its retrospective nature. Also, it should
be noted that the lenalidomide starting dose was adjusted based on
creatinine clearance, which could have influenced the relationship
between cumulative dose and response. As patients with moderate
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renal impairment received a lower starting dose, the impact of the
starting dose on other outcomes could not be assessed.

Conclusion

In summary, lenalidomide treatment was associated with a higher
rate of clinical benefit than placebo in patients with non-del(5q)
lower-risk MDS who were refractory to or ineligible for ESAs.
Although treatment with lenalidomide was associated with an
increased incidence of hematologic AEs, the overall benefit-risk ratio
of lenalidomide treatment was more favorable than that of placebo.
Managing hematologic AEs with appropriate dose reductions can
help patients remain on treatment longer, thereby increasing the
chance of achieving clinical benefit.

Clinical Practice Points
e Achievement of RBC-TT is a particularly meaningful endpoint
for patients with RBC-TD anemia because prolonged RBC
transfusion dependence is associated with significant clinical and
HRQoL consequences.
e Our analysis supports the clinical benefit of lenalidomide in
RBC-TD patients with non-del(5q) lower-risk MDS: a higher
proportion of patients treated with lenalidomide achieved the
composite endpoint of clinical benefit compared with placebo.
This newly defined composite endpoint comprised the clinically
meaningful endpoints of achievement of RBC-TI, reduced
transfusion burden, increased Hb, and CyR. These data provide
evidence that other measures of response in addition to RBC-TI
may be valuable in the management of patients with non-del(5q)
lower-risk MDS.
Despite the occurrence of hematologic AEs, the benefit-risk

profile consistently favored lenalidomide over placebo. This
suggests that the positive effects of lenalidomide treatment may
outweigh the negative effects associated with an increased risk of
hematologic TEAEs.

Patients undergoing lenalidomide dose reductions had a longer

duration of treatment and were more likely to experience clinical
benefit compared with patients without dose reductions. This
finding suggests that lenalidomide dose reductions may allow
patients who experience AEs to remain on treatment longer,
leading to increased drug exposure and better outcomes.

Overall, these data support the use of lenalidomide in patients
with non-del(5q) lower-risk MDS who are ineligible for or re-
fractory to ESAs.
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Supplemental Data
Supplemental Methods
Modeling and Calculation of Benefit-Risk Ratios

The bivariate generalized linear model has 2 assessment aspects to
it, one which assesses benefit whereas the other assesses risk. Both
benefit and risk can be modeled separately as described below:

(1) Let Yl(.l) be the response for benefit, which takes on the
value 1 if the benefit criterion is met for a given subject and
0 otherwise.

Distribution : Y51)~binomiztl (ni, WEI));
Link : log(ﬂgl)) = 7]51);

Linear predictor : 171(.1) = u® 4 ’L’El);

T =

where 7T51) is the parameter for the proportion of benefit
responders for the i™ treatment group (i = 1 for lenalidomide
[LEN] and i = 2 for placebo [PBO]), 7; is the sample size for
)

. 1 . . .
the i™ treatment group, and T]E- is the linear predictor for
modeling the proportion of benefit responders on the log scale.
The modeling terms we are interested in estimating involve the

(1)

intercept, ,u“), and the treatment effect, 7, .

2) Let Y 52) be the response for risk, which takes on the value 1
if a hematologic treatment-emergent adverse event (TEAE)
occurs for a given subject and 0 otherwise.

Distribution : Y(Z) ~ binomial (ni, 7{52));

Link : log(ﬂ’gz)) = 7],(-2);

Linear predictor : nl(‘2) = ,u,(2> + Tl(z);

where 7T52) is the parameter for the proportion of hematological
TEAE;s for the i treatment group (i = 1 for LEN and i = 2 for
PBO), and all other terms follow the same sort of interpretation
as described for the previous model, but as applied to assessing
the risk.

As we are interested in modeling benefit-risk simultaneously, we
can introduce an additional modeling term that we will name 0;
(j =1 for the benefit-response type, j = 2 for the risk-response type).
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</fi=1 + 0,‘:1 + Toi:u:l) - <?i=1 + 0]':2 + T05=11;=2>}

Furthermore, because we are also interested in comparing the treat-
ment groups with respect to benefit-risk, an interaction term is also
required, namely 76;. Assuming a binomial distribution and log link
as previously, this leads us to the following linear predictor:

Linear predictor : 1; = fi + 17, + 0+ 76;.

Note that by introducing the response type term, ﬂj, we can drop
the superscripts (1) and (2) and replace it with subscript j to allow
for the inclusion of response type.

Because we are modeling the benefit and risk simultaneously on
the same set of subjects, recall that there is a shared ; for ¥ EU and
Y 52), so a correlation structure must be accounted for in estimating
the terms in the model and their respective variances. Hence, we
used generalized estimating equations with a compound symmetry
structure as our working correlation in obtaining all our
estimates.

To make a comparison of benefit-risk between the treatment
groups, the following estimator can be constructed using the terms

from the linear predictor:

- [(@:2 + Ej:l + EEi:ZJ:l) - (a':z + Ej:z + ;Ei=2,j=2):|

where 7' ~ N(ur, 0%).

R The terms contained within the first squared bracket, namely

Ty = (Tioi+ 0j:1+ Tei:l,‘:I)* T+ 0j:2+

70; _1j—2)], is the benefitrisk associated with the LEN group.

When exponentiating ?LEN, the benefit-risk estimates will be on the

ratio scale (ie, benefit:risk) as a log link function was used in the model.
The terms contained within the second squared bracket, namely

’/fPBO = [(/‘Ei:2+ 9j:1+ Tﬁ;’:zjzl)* (/‘Ei:2+ Hj:2+
©0;— 5, — )], is the benefit-risk associated with the PBO group.

Likewise, when exponentiating T 7BO> the benefit-risk estimates will
be on the ratio scale.

To obtain the relevant probabilities that the benefit-risk data
from this study supports the hypothesis that the LEN group has a
greater benefit-risk than the PBO group in terms of the unknown
mean parameter (b [ie, Pr( T > 0)], we simply apply the model to
the observed data to obtain the estimates for the mean (eszy, ) and

standard error (, /est;:”).

Once the above estimates are obtained the Pr(? >0) =

est . . . .

P ( \/;::_2> , where ®(e) is the cumulative normal density function,
(&

T

is calculated.

The model and the calculation of the probabilities described
above were performed for each treatment cycle where cumulative
events for both benefit and risk were incorporated in our
assessments.

Note that using the maximum likelihood estimates of the
benefit-risk ratios of LEN relative to PBO to construct a



probability statement under an assumed asymptotic distribution is
analogous to using a posterior distribution of a relative difference
of the benefit-risk ratios between the 2 treatment groups with a
non-informative prior.

Because the estimated within-subject correlation between the
benefit endpoints and the risk endpoint was estimated to be very
small, a beta-binomial model with a beta (1/3, 1/3) non-
informative prior’ was used as a sensitivity analysis assuming
independence (ie, zero within subject correlation) between the
benefit endpoints and the risk endpoint. The results from using
the beta-binomial model to establish a formal posterior distri-
bution were consistent with our bivariate modeling approach,
although it yielded slightly more favorable probabilities for LEN
than the bivariate modeling approach.

The generalized linear model procedure (PROC GENMOD) in
SAS, Version 9.1 (SAS Institute Inc, Cary, NC) was used for these
analyses.

Guillermo Garcia-Manero et al

Analysis of Platelet Levels According to Response

Adjusted mean platelet levels during cycles 1 to 4 were assessed
according to response (red blood cell transfusion independence
[RBC-TI] > 8 weeks) using a linear mixed model for repeated
measures. Prior to modeling, a log transformation was applied to both
post-treatment platelet responses and baseline platelet values. The
linear mixed model contained a cell means parameterization for RBC-
TI (responder vs. non-responder) and cycle as fixed effects, and an
unstructured within-subject covariance. Ninety-five percent confi-
dence intervals (95% CI) for the adjusted means were constructed as
the least squares means =+ 2 standard errors. An additional exploratory
analysis of patients with isolated anemia and non-isolated anemia was
also conducted. For this analysis, the same approach was taken with
respect to employing a linear mixed model for repeated measures, but
with a cell means parameterization for RBC-TT, isolated anemia (yes
vs. no), and cycle. The mixed procedure (PROC MIXED) in SAS,
Version 9.1 was used for these analyses (SAS Institute Inc).
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Supplemental Figure 1 Timing of Clinical Benefit Response Measurements in Patients in the MDS-005 Study

i DB treatment phase =
Week Bl 4 3 4 3 4 3 4 Bl 4 By 4
g = E E e s EEm - - - - - = mme—— EVEry 4 weeks thereafter )
= = = - = - = mme— Every 4 weeks thereafter s
E - = mmmm— Fyery 24 weeks thereafter )
S
g —_—— e —_—e— e e e eE eE_E—_E—_E—_E—_E—_E—_—E_ - DB treatment continues until disease
rogression or loss of response
(ia Key prog P
o Complete blood counts s . )
||5EBI(\l)n = 17 %0 Transfusion history Only patients with RBQ—TI
n= Bone marrow aspirate and s = 8 weeks or erythroid
cytogenetic studies response continued treatment
beyond day 169

Abbreviations: DB = double-blinded; LEN = lenalidomide; PBO = placebo; RBC-TI = red blood cell transfusion independence.

Supplemental Figure 2 Adjusted Mean (95% Confidence Interval) Platelet Levels Among Responders and Non-Responders With

Isolated Anemia and Non-isolated Anemia by Lenalidomide Treatment Cycle

270
O lIsolated anemia; RBC-TI = 8 weeks responder
® Isolated anemia; RBC-TI = 8 weeks non-responder
A Non-isolated anemia; RBC-TI > 8 weeks responder
240+

A Non-isolated anemia; RBC-TI > 8 weeks non-responder

210

180

150-| % A

120

Adjusted mean platelets (x10°L)

90|

Treatment cycle

Abbreviation: RBC-TI = red blood cell transfusion independence.

219.e3 | dinical Lymphoma, Myeloma & Leukemia Apil 2019



Guillermo Garcia-Manero et al

Supplemental Table 1 Baseline Characteristics of Lenalidomide-treated Patients With or Without Dose Reductions

Characteristic
Median age, y (range)
Male, n (%)
Median time since diagnosis, y (range)
IPSS risk, n (%)
Low
Int-1
Median RBC transfusion burden, units (range)
Prior MDS therapy, n (%)
No
Yes
Prior ESA therapy, n (%)
No
Yes
Median bone marrow blast, % (range)
Median ANC, x 10%/L (range)
Median platelet count, x 10%/L (range)
Median Hb, g/dL (range)

2> 1 Dose Reduction (n = 77)
70 (50-85)
52 (67.5)
3.3 (0.2-29.6)

37 48.1)
40 (51.9)
3.0 (1.8-8.8)

10 (13.0)
67 (87.0)

16.9)
83.1)
0-9.5)
0.5-12.2)
204 (43-588)
8.6 (5.8-12.3)

13 (
64
3.0 (
2.4

No Dose Reduction (n = 83)
71 (46-87)
56 (67.5)
2.5 (0.1-23.9)

48 (57.8)
35 (42.2)
3.0 (1.8-6.8)

2
7

(26.5)
(73.9)
(0-8.5)
(0.5-7.7)
(

(

22 (26.
61 (73.
3.0(0
240
263 (51-746)
8.7 (6.5-11.3)

Abbreviations: ANC = absolute neutrophil count; ESA = erythropoiesis-stimulating agent; Hb = hemoglobin; Int = Intermediate; IPSS = International Prognostic Scoring System; MDS = mye-

lodysplastic syndrome; RBC = red blood cell.
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