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Introduction

Context and objective M \\(, Lga R D

Multiple MYeloma: an epidemioLOgical study using SNIIRAM Database

Cohort of patients treated for a

Multiple Myeloma (MM) in France @ Objective : describe

Using French NHI database (SNDS) treatment pathway and

) attrition rates across lines of
40 747 patients from 2014 to 2019, treatments in MM patients
and among them 36 241 for whom

treatment history has been
identified using an IA algorithm
(ATLAS)

The most extensive and exhaustive
cohort of MM in France

- Methodology and 15t study results
presented at EHA congress

MYLORD: Multiple mYeloma: an epidemioLOgical study using SNIIRAM Database
NHI: National Health Insurance IMW - 8 to 11 September 2021 3
SNDS: Systeme National des Données de Santé



Methods

Patients identification and

statistics

S

Patients' identification

Using MYLORD cohort

Inclusion of patients who initiated a
L1in 2014 orin 2015 to get enough
follow-up

Follow-up until December 315, 2019
(or death)

MY LERD

Multiple MYelo

Statistical analyses

e Attrition rate across lines of
treatment

* Treatment sequences

« Survival using Kaplan Meier
method
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Results

Cohort of patients

5,409
patients with aline 1
without transplant

N\ o o
o o
"
Multiple MYeloma: an epidemiol Ogical study using SNIRAM Database
40,747

prevalent patients treated for a MM (2014 - 2019)

4

ATLAS

36,241

had lines identified through ATLAS algorithm

............................... 7'1"8

initiated L1in 2014 or 2015
(3,657 from 2014 - 3,561 from 2015)

MY LERD

Multiple MYeloma: an epidemioL0gical study using SNIIRAM Database

1,709
patients with a line 1
with transplant

IMW - 8 to 11 September 2021 5



Results

Patients
characteristics

N=7 118

min 18

Median age

71years old
o]

Q25 Mean Q75
62 70 79

Diabetes Renal failure
® 2,7%
1,042 patients 190 patients

max 96

Men
50,6%
]

3602
patients

Cardiovascular and
Neurovascular diseases

33,2%

2,362 patients

MY LERD
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Women

49,47

3516
patients

Concomitant solid tumor

9,7%

687 patients
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Results

Survival curves

Survival probability
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All patients
(N=7,118)
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Survivalrate
atb5years

54
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75%

49%

41%

6p 62 64 66 68

months
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Results

L1
Treatment lines flow 100%
for patients with a 1,709 patients
line 1 with transplant

All-cause of deaths are considered in this study

L2 L3
63% 53%
1,078 patients 576 patients
Stayinline2
35%
378 patients
Death
I 12%
124 patients
Stayinline1
33%
560 patients
Death
4%

71 patients

L4

53%

306 patients

Stayinline3

28% 161 patients
Death

19% 111 patients

Multiple MYelo
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Results

L1 L2
Treatment lines flow !?og’ihm 54%
for patients with a e %300 patienta
line 1 without transplant
Stayin L1
15%

827 patients

Death

31%

1,682 patients

All-cause of deaths are considered in this study

L3

45%

1,295 patients

Stayin L2
26%

764 patients
Death

29%

841 patients

L4
47% 617 patients

StayinlL3
24% 311 patients

Death

28% 367 patients

Multiple MYelo
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Results

Treatment sequences
for patients with a
line 1 with transplant

@ BP,BVd ]

Main course:
@ MP.MPT e L1:VTd
® vwmp e L2:Rd
oV e L3:Pd
@ rd e L4:D mono
@ D mono
@ vid
® Rd
® VRd
@ Triplets
@ others

Triplets: IRd; KRd; DRd; DVd; PVd; DPd; VRd IMW - 8 to 11 September 2021 10



Results

MY LERD

Multiple MYeloma: an epidemioL0gical study using SNIIRAM Database

Probgb///'z‘y zfo
TTNT for each line e theline
for patients with a
line 1 with transplant 0% | N
80%
70%
60%
Median s
TTNT
40%
30%
20%
10%
e Line1 e 2
e Line?2
e Line3

TTNT: Time to Next Treatment

34 36 38

Duration in months
(from the start of the line)
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Results

Treatment sequences

for patients with a line 1 without

transplant

@ BP,BVd
@ MP,MPT
® vmP
oV

@ PFd

@ Dmono
@ vid

® Rd

® VRd

@ Triplets

@ others

Triplets: IRd; KRd; DRd; DVd; PVd; DPd; VRd

@,/ﬁ

patients

A

W

\ / o 1]
° o
'
Multiple MYeloma: an epidemioLOgical study using SNIIRAM Database

Main course:
e L1:VMP
e L|2:Rd

e L|3:Pd

e L4:D mono
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Results

Probability to

TTNT for each line Smjl/ {;’;Te e
for patients with a h
line 1 without transplant  so%

80% =
70% Ty

60%

Median v
TTNT ' e

T B i T -

yn
o
o

30%

20%

10%

) 0%
e Line 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32

c Duration in months
® L| ne 2 (from the start of the line)

TTNT: Time to Next Treatment IMW - 8 to 11 September 2021 13
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Conclusion

 Many patients do not have the opportunity to be treated with several
lines
- Initiate new treatments as early as possible

» Fast evolving therapeutic landscape

- Important role of RWE studies to describe changes and could be
used to compare treatment sequences effectiveness
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Epidemiology of multiple myeloma:
data from the french national
health insurance database (SNDS)

Cyrille Touzeau', Marie Pierres’, Matthieu Javelot?, Caroline Guilmet?, Ludovic Lamarsalle’,
Fanny Raguideau®, Isabelle Borget*, Vincent Augusto®, Aurore Perrot®

Background

Multiple myeloma (M) is considered as an incurable hematologic disease. Net cancer-specific survival at
S years after d\agm:vs\s of MM was estimated at 47% between 2005 and 2010 in France®. Thanks to
significant improvements of the MM therapeutic managsment in the past decades, the overall survival of
MM patients tends to increase, and some patients now achieve long-term remission. This directly impacts
the dynamic of MM epidemiology. The world age-standardized MM incidence rate in France was
estimated at 4.1 per 100,000 PY in 2020, based ilabi | data. For the first
time, this study provides updated and comprehensive epidemiological data by line of treatments based
ontk French National 1) databases, called SNDS (*Systeme National des
Données de Santé”). These databases include hospital records, primary and secondary care, and deaths,
for 86 million people

The objective of the study is to estimate incidence, prevalence of MM and mortality of these patients,
each year and for each line from 2014 to 2019, based on secondary use of data from the French NIH
databases.

Methods

Design

This is a retrospective observational cohort study of MM patients identified through SNDS from 2014 to

2019, To identify patients with MM, a published algorithm® was used as a base and was expanded to

consider recent evolutions of MM therapeutic management. The rates were standardized using the age
ibution to allow ir ison. Treatment lines were re-constructed through ATLAS, an

artificial intelligence algorithm adapted on the Smith-Waterman alignment sequence®.

Inclusion criteria

Adult patients affillated to the General health insurance Scheme (covering around 76% of the French

population) were included if they presented either:

ah r

- along-Term Disease (LTD) st: A diagnosis (ICD-10 C50"),

from January Ist, 2006 to December 31st, 2019,

Data since 200 prevalent and incident patients. Incident MM s das
patients without MM information (LTD or hospitalization with MM diagnosis codes or MM treatment)
during the 2 years prior to index date. Analysis were conducted only on patients treated and alive on
January 15t 2014,
Exclusion criteria

- Patients with only ICD-10 C90.1/C30.2/C90.3 and not treated during the follow-up

Among patients treated with lenalidomide or thalidomide and paired with at least 2 protein
electrophoresis, patients with no hospital stay for MM and with a hospital stay for andther reason’.

Conclusion

This study expands in France and is the first to present recent
nationwide results by line of treatment. Growing prevalence and incidence rates of MM are in accordance
with the estimations from French network of cancer registries confirming that the French health insurance
databases are a valuable source of data to further study the therapeutic management of MA.

Eurcpean Hematology Association (EHA), June

S

Total MYLORD study population
40,747 patients

treated for a MM betwaen 2014 and 2019

A AN 21 _An

Study population
Characteristics of prevalent patients Frequencies of comorbidities® in prevalent patients
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First MM information

For 26,303 patients (64.5%), a hospital stay for MM was the first solely MM information reported during the
inclusion period. Moreaver, for about a quarter of the patients (N=10,484; 25.7%) the solely first reported
MM information was the combination of a treatment received with thalidomide or lenalidomide (at least
twice) and 2 protein electrophoresis from urine or blood sample within 4 months. It is also interesting to note

2764 patients.

this proportion increases with the years. The presence of LTD status was the first solely MM for
only 550 (1,4%) patients. The other patients (M= 3410 ; 8.4%) had combined MM infarmaticn.

TT + protain electrophorasis 20

10,484 patiants
1541 patents 109 patients

Mortality

Survival of 2014-2019 incident patients (26,357 patients) — s e o

Standardized mortality rate was estimated at 4.0 (3.0-5.0) per 100,000 PY in 2018. The median overall survival
time, of incident patients since 2014, calculated since first MM treatment, is 57.4 months.
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a retrospective study using the french national claim database (SNDS)
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Background

MM disease course is a succession of remissions and relapses, which define lines of treatment. For each line, several regimens can be
used. Although guidelines provide recommendations on the disease management, real world data are missing to describe which
regimens are used in the daily practice. Regarding recent changes due to the introduction of new drugs, an accurate and updated
overview of MM treatment management is needed.

This study provides ac fthese recent chang h databases (called SNDS),
which pital records, primary v 6 milli The I time of MM
treatment management by line and treatment sequencing in practice in France, in the context of a new therapeutic landscape.

Methods

258, cohortidentification
This is a retrospective observational cohort study including all cases of MM from 2014 to 2019 identified through the SNDS. Cases were
detected using a validated algorithm which was expanded to consider recent evolutions of MM therapeutic management".

@B Treatment lines algorithm

Treatment lines were re-constructed through an Al algorithm, ATLAS, which is a published adaptation® of the Smith-Waterman
sequence alignment algorithm. This innovative algorithm gave the temporal flexibility needed to identify lines considering the
deviations between theoretical regimens and patient claim data.
For each patient and each theoritical cycle (listed according to recommendations and practices),

1. Day-by-day patient claims are scanned to determine a similarity score with the theoritical cycle

2. Scores are smoothed over time to identify the best treatment phase at each time of the patient follow-up

3. Treatment phases are gathered into medical lines

Patient ' (] (7]
cycle

vs. 76.6% (Similarity score) 2vax |
= k
Theoretical R
cycle :

% statistical analysis
For each year and each line, the number and percentage of patients starting a regimen this year was assessed. Regimens accounting
for mare than 5% are represented.

Conclusion

The MYLORD study demonstrates the fast evolution of treatment management of MM patients, due to new drug marketing
authorizations and access.

The study also showed that real-world data are a powerful tool to study treatment lines at a national scale. It leads the way to more
precise analyses of optimal therapeutic sequences, including their impact on the overall survival

European Hematology Association (EHA), June 9-17 2021

40,747
patients treated for a MM
(2014-2019)

Distribution of pravalent patients

Results
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Distribution of the most common regimens started each year, by line (in %)
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Treatment sequences of all incident
patients from 2014 to 2019

With a transplant and who had 3 lines of treatment.
The main course is: L1: VTd, L2: Rd, L3: Triplet

<os%

Without transplant who had 4 lines of treatment
The main course is: L2: Rd, L3: Pom-Dex, L4: Dara mono
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