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Supplementary Methods

Pubmed was searched using the search term “(myeloma[Title]) AND ((lenalidomide[Title]) OR
(ixazomib[Title]) OR (pomalidomide[Title]) OR (carfilzomib[Title]) OR (bortezomib[Title]) OR
(daratumumab[Title]) OR (isatuximab[Title]) OR (elotuzumab[Title]))” for reports in the last decade.

Supplementary Figure 1. Study selection. The PFS and OS data were extracted from the most recent
publication or presentation related to each trial including hazard ratio (HR) and 95% CI as well as the
median age of patients enrolled. If data included in FDA/EMA analyses were available in the form of
trial reports [1-3], and were not available as published papers, these were also included.

EMA, European Medicine Agency; FDA, Food and Drug Administration; HR, hazard ratio; PFS,
progression-free survival; OS, overall survival.
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Supplementary Figure 2. Heterogeneity by age in the ICARIA [4], MAIA [5], and ALCYONE
[6] trials by different anti-myeloma agents. Ab, anti-CD38 antibody; IMiD, immunomodulatory

agent; PI, proteasome inhibitor.

A) Anti-CD38

ICARIA

75+
65-74

<65

0.1

< >

Favours IsaPd Favours Pd
Hazard ratio (95%Cl) Overall Survival

B) IMiD

OPTIMISMM

>75+
<=75-]
>65-

<=65-

1
10

0.1

Favours PVd Favours Vd

Hazard ratio (95%CI) Overall Survival

C) PI

TOURMALINE1

'
,
>75 ——i
'
,
65-75- »—.—i
'
,
:

<=65- -

10

b
'
'
T

01 1

Favours IRd

Favours Rd

1
10

Hazard ratio (95%Cl) Overall Survival

MAIA

75+

<754

O

0.1

Favours DaraRd ~ Favours Rd
Hazard ratio (95%CIl) Overall Survival

McCarthy Meta-analysis

b

>=60-1

<60+

10

[

0.1

Favours Len

Hazard ratio (95%Cl) Overall Survival

SWOG S0777

>=65+

<65+

_ 10
Favours Obs/Placebo

[P PR —

0.1

Favours VRd Favours Rd

Hazard ratio (95%CI) Overall Survival

1
10

ALCYONE
75+ l—A—E!
<75 —.—
T ]
0.1 1 10

FaT/ours DaraVMP Favours VM?’

Hazard ratio (95%Cl) Overall Survival

Myeloma X
i
TNE >704 =y
i
'
TNE <=70 —e
'
TE >65 ——
i
TE <=65- ——
'
T 1
01 1 _ 10
Favours Len Favours Obs
Hazard ratio (95%Cl) Overall Survival
ASPIRE
'
'
'
.
>=75+ et
'
'
'
'
.
|
<754 -
'
'
'
'
T 1
1

0.1 10

>

Favours Rd

Favours KRd

Hazard ratio (95%CI) Overall Survival



Pawlyn et al. Translatability of PFS as a surrogate endpoint for OS.

Blood Cancer Journal

Supplementary Table 1: Summary of trial reports included in the analysis

Trial Ref Ref Comparison Median | PFSHR | LL UL Median OSHR | LL UL Median
for for age 95% CI | 95% CI | F/U 95% CI | 95% CI | F/U
PFS 0OS (years) (months) (months)
Trials isolating anti-CD38 therap
CASTOR [7] [8] Vd+/- Dara 64 0.31 0.25 0.4 40 0.74 0.59 0.92 73
POLLUX [9] [10] Rd +/- Dara 65 0.44 0.35 0.55 44.3 0.73 0.58 0.91 80
ICARIA [4] [4] Pd +/- Isa 67 0.6 0.44 0.81 11.6 0.76 0.57 1.01 35
ALCYONE [6] [6] VMP +/-Dara | 71 0.42 0.34 0.51 40.1 0.60 0.46 0.8 40
MAIA [5] [5] Rd +/- Dara 73 0.53 0.43 0.66 56.2 0.68 0.53 0.86 56
Trials isolating IMiD therapy
GIMEMA RV-MM-PI- | [11] [11]
209 Obs vs Len 57 0.47 0.33 0.65 51 0.64 0.36 1.15 51
IFM 2005-02 [12] [12] Placebo vs Len | 58 0.57 0.47 0.68 86 0.899 0.717 1.127 86
CALGB Alliance [13] [13]
100104 Placebo vs Len | 59 0.57 0.46 0.71 91 0.61 0.46 0.8 91
Myeloma XI TE [14] [14] Obs vs Len 61 0.48 0.4 0.58 31 0.69 0.52 0.93 31
MM-009 [1] [1] Dex +/- Len 63 0.39 0.29 0.55 NR* 0.48 0.33 0.71 NR*
MM-010 [2] [2] Dex +/- Len 63 0.33 0.24 0.48 NR* 0.75 0.51 1.1 NR*
OPTIMISMM/MM-007 | [15] [3] Vd +/- Pom 68 0.61 0.49 0.77 15.9 0.98 0.73 1.32 NR*
Myeloma XI TNE [14] [14] Obs vs Len 74 0.44 0.37 0.53 31 1.02 0.8 1.29 31
Trials isolating Pl therapy
GIMEMA-MMY-3006 | [16] [16] | Td+/-V 56 0.62 0.5 0.77 124 0.68 0.51 0.9 124
TOURMALINE3 [17] [18] Obs vs Ixa 58 0.72 0.58 0.89 31 1.008 0.744 1.367 64
SWOG S0777 [19] [19] Rd +/- V 63 0.742 0.594 0.928 84 0.709 0.543 0.926 84
ASPIRE [20] [21] Rd +/- K 64 0.69 0.57 0.83 32 0.79 0.67 0.95 67
TOURMALINE1 [22] [23] | Rd+/-Ixa 66 0.74 0.59 0.94 14.7 0.939 0.784 1.125 85
TOURMALINE4 [24] [18] Obs vs Ixa 73 0.659 0.542 0.801 21.2 1.136 0.853 1.514 36
TOURMALINE?2 [25] [25] Rd +/- Ixa 73 0.83 0.676 1.018 54 0.998 0.79 1.261 58

*Minimum follow-up referenced as median f/u not reported (NR).
Dara, daratumumab; dex, dexamethasone; F/U, follow-up; HR, hazard ratio; isa, isatuximab; ixa, ixazomib; K, carfilzomib; Len, lenalidomide; LL, lower limit; NR, not

reported; obs, observation; OS, overall survival; Pd, pomalidomide-dexamethasone; PFS, progression free survival; pom, pomalidomide; Rd, lenalidomide-dexamethasone;
Td, thalidomide-dexamethasone; TE, transplant eligible; TNE, transplant non-eligible; UL, upper limit; V, bortezomib; Vd, bortezomib-dexamethasone; VMP, bortezomib-

melphalan-prednisone.
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