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Management of Elderly and Frail Patients with Comorbidities and Myelodysplastic
Syndromes (MDS): A Case Study
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Figure 1. International Prognostic Scoring System (IPSS) for MDS

IPSS Tool for Risk Stratification of MDS

Score Value

Bone marrow blasts 5% to 10% 1% t0 20% 21% to 30%

Cytopenias’

Intermediate | Intermediate I High

*Good = normal, -Y, del(5g), del(20q); intermediate = other karyotypic abnormalities; pcor = complex
(> 3 abnormalities) or chromosome 7 abnormalities
tHb < 10 g/dL; ANC < 1800/uL; platelets < 100,000/ul.

Greenberg P, et al. Blood, 1997,89:2079-2088.
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Figure 2A. Revised International Prognostic Scoring System (IPSS-R) for MDS —

Cytogenetic Groups

Cytogenetic Groups in the

IPSS-R

Very good del(11q), -Y 60.8 2.9%
Normal, del(20q), del(5q} alone or
Sood with 1 other anomaly, del(12p) 48.0 65.7%
+8, del(7q), i(17q), +19, +21, any
single or double abnormality not
Intermediate listed, two or more ind dent 261 19.2%
clones
Poor der(3q), -7, double with del(7q),
It \ complex with 3 abnormalities i e
IS compiex with > 3 abnormaities 5.9 6.8%

Adapted with permission from Schanz J, et al. J Ciin Oncol. 2012;30(11):820-829. Greenberg PL, et al. Biood 2012;120:2454-65

©2015 MediCom Worldwide, Inc.




'S ManagingMD$

Myelodysplastic Syndrome Community

Figure 2B. Revised International Prognostic Scoring System (IPSS-R) for MDS - Scoring

Scoring for the IPSS-R

His Score = 2 by IPSS-R
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(g/dL) 1 1.5
Patelet count _ 50-<100 <50
(x 10°L) 0 05 1
abs. neutiopn MBI <08

Possible range of summed scores: 0-10

Adapted with permission from Schanz J, et al.J Clin Oncol. 2012;30{11):820-829. Greenberg PL, et al. Blood 2012;120:2454-65,
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Figure 2C. Revised International Prognostic Scoring System (IPSS-R) for MDS —
Prognosis for Different Risk Groups

Risk Groups for the IPSS-R

His Score = 2 by IPSS-R
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Adapted with permission from Schanz J, et al, J Clin Oncol. 2012;30(11):820-829. Greenberg PL, et al. Blood 2012;120;2454-65.
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Figure 3. NCCN Guidelines Version 1.2016 MDS; Treatment Recommendations for IPSS-R:

Intermediate, High, Very High

National
(t}"“l‘ffhcnmc NCCN Guidelines Version 1.2016 NCCN Guidehines '"ﬁ;
Jncer -
Ntk Myelodysplastic Syndromes mwg,mm,,m
PROGNOSTIC CATEGORY" TREATMENT

IPSS: Intermediate-2, High
I1PSS-R: Intermediate, 9 High, Very High
WPSS: High, Vory High
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Table 1. Peripheral blood and bone marrow findings in myelodysplastic syndrome
(MDS) - The 2008 revision of the World Health Organization (WHO) classification of
myeloid neoplasms and acute leukemia

Disease

Refractory cytopenia with
unilineage dysplasia (RCUD):
[refractory anemia (RA);
refractory neutropenia (RN);
refractory thrombocytopenia
(RT)]

Refractory anemia with ring
sideroblasts (RARS)

Refractory cytopenia with
multilineage dysplasia (RCMD)

Refractory anemia with excess
blasts-1 (RAEB-1)

Refractory anemia with excess
blasts-2 (RAEB-2)

Myelodysplastic syndrome—
unclassified (MDS-U)

©2015 MediCom Worldwide, Inc.

Blood findings

Unicytopenia or
bicytopenia

No or rare blasts (<1%)

Anemia
No blasts

Cytopenia(s)

No or rare blasts (<1%)
No Auer rods

<1 x 10°/L monocytes

Cytopenia(s)

< 5% blasts

No Auer rods

<1 x 10°/L monocytes

Cytopenia(s)

5%-19% blasts.

Auer rods +

<1 x 10°/L monocytes

Cytopenias
<1% blasts

Bone marrow (BM) findings

Unilineage dysplasia: 210% of the
cells in one myeloid lineage

<5% blasts

<15% of erythroid precursors are ring
sideroblasts

>15% of erythroid precursors are ring
sideroblasts

Erythroid dysplasia only

<5% blasts

Dysplasia in 210% of the cells in >2
myeloid lineages (neutrophil and/or
erythroid precursors and/or
megakaryocytes)

<5% blasts in marrow

No Auer rods

+ 15% ring sideroblasts

Unilineage or multilineage dysplasia
5%-9% blasts!
No Auer rods

Unilineage or multilineage dysplasia
10%-19% blasts!
Auer rods +!

Unequivocal dysplasia in <10% of cells
in one or more myeloid lineages when
accompanied by a cytogenetic
abnormality considered as
presumptive evidence for a diagnosis
of MDS

<5% blasts


http://www.bloodjournal.org/content/114/5/937.figures-only#fn-20
http://www.bloodjournal.org/content/114/5/937.figures-only#fn-21
http://www.bloodjournal.org/content/114/5/937.figures-only#fn-21
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Disease Blood findings Bone marrow (BM) findings

Normal to increased megakaryocytes

Anemia with hypolobated nuclei
Usually normal or <5% blasts
increased platelet Isolated del(5q) cytogenetic
MDS associated with isolated count abnormality
del(5q) No or rare blasts (<1%) No Auer rods

Vardiman, et al. Blood 2009;114:937-951.

Table 2A. Revised International Prognostic Scoring System (IPSS-R)

Prognostic 0 0.5 1 1.5 2 3 4
variable
Cytogenetic Very . Good . Intermediat Poor Very
s good e poor
BM blast, % <2 — >2%- <5% — 5%-10% >10% —
Hemoglobin 210 — 8-<10 <8 — — —
50-<

> — — — —
Platelets 2100 100 <0
ANC >0.8 <0.8 — — — — —

©2015 MediCom Worldwide, Inc.
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Table 2B. Revised International Prognostic Scoring System (IPSS-R)-Cytogenetic
Prognostic Subgroups and Corresponding Risk Score

Cytogenetic prognostic subgroups Risk score
Very good -Y; del(11)q

Normal; del(5)q; del(12)p; del(20)q;
Good double including del(5)q

Del(7)q; +8; +19; i(17)q; any other single
Intermediate or double independent clones

-7; inv(3)/t(3)g/del(3)q; double including
Poor -7/del(7)q, Complex: 3 abnormalities

Very poor Complex >3 abnormalities

Table 2C. Revised International Prognostic Scoring System (IPSS-R)-Risk Category, Risk
Score and Corresponding Median Survival (years)

Risk category Risk score Median years of survival
Very low <1.5 8.8
Low >1.5-3 5.3
Intermediate >3-4.5 3.0
High >4.5-6 1.6
Very high >6 0.8

Greenberg, et al. Blood. 2012;120:2454-2465.

Table 3. Hematological adverse events at a glance (lenalidomide-001-trial, total
number of patients, n = 43)1!

Grade 1 or 2 (NCI) | Grade 3 or 4 (NCI) | All patients, all grades

Neutropenia 0 28 (65%) 28 (65%)

Thrombocytopenia 9 (21%) 23 (53%) 32 (74%)

©2015 MediCom Worldwide, Inc.
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Table 4. NCCN Guidelines Version 1.2016 Myelodysplastic Syndromes — Who is a good

candidate for immunosuppressive therapy (

Natonal
Comprehensive

NCCN Guidelines Version 1.2016

IST)?

NCCN Guidelines Index

NCON gt 2 MOS Table of Contents
Neccodds Myelodysplastic Syndromes vapres
PROGNOSTIC CATEGORY" TREATMENT

IPSS: Lowfintermediate-1

IPSS-R: Very Low, Low, Intermediate®®™  Who is a good candidate for immunosuppressive therapy IST?

WPSS: Very Low, Low, Intermediate

No
Symptomatic anemia with ' » Lenalidomide™™ ___ I—. Follow pathway below
del{5q)  othor cytogenetic atolerance
abnormalities =4
(Em' Epo.;h Follow
u Al ocyte
Serum EPO ___ |+ G.CSF™ No . Bood probability .’L‘é‘."." . .. No response**__|appropriate
<800 mUimL ~ |or response** " to respond to ISTI % (nc,, or intolerance | pathway
Darbepoetin alfa cyclosporin A below
+ G-CSF™
Symptoma
onodr:'t(l quv;lh —
0 probability to ATG PP No response** __ _ Follow appropriate
"M cyclosporin A "I~ orintolerance . pathway below
Serum EPO
>500 mUmL — Azacitidine/decitabine 3"-'“' trial
or No response™®
L. Poor pmmll Consider lenalidomide| ™ or Intolerance  |Consider allo-HCT for
y or solocted Intermediate-1
Clinical trial pationts”

*Presence of comorbiotes should also be considered for evaluation of
prognosis SuComcmdny Indices in the Discyasion,

9Given its more accurate risk stratification, the IPSS-R categorization

Is preferred although the other systems also have good value. IPSS-R
Imermodiate patients may be managed as very lowlow risk or high!
very high risk depending on additiona prognostic factoes such as age,
performance status, serum feritin levels, and serum LDH levels.
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