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Primary Plasma Cell Leukemia

< 1-4% of all Multiple Myelomas (MM) (crude incidence: 0.04-
0.05 /100.000 persons per year in EU)

* Distinct entity (vs MM) previously operatively defined by the
presence of 20% and/or an absolute number >2x10°/L of clonal
plasma cells in the peripheral blood, without a previous history
of MM

* New IMWG criteria: circulating plasma cell higher than 5%

* PPCL (50-70% of PCL) should be distinguished from secondary
PCL (SPCL) (30-50% of PCL), which constitutes the leukemic
evolution of a pre-existing, progressing MM (1% of all MM,
12% of those with high tumor burden), with median time to
leukemic transformation of approximately 2 years and a median
survival of only 1-2 months

* PPCL should be also distinguished from extra-medullary
myeloma (both para-skeletal or soft tissues) that, by definition,
excludes peripheral blood dissemination

* Prognosis of PPCL still remains significantly poorer than that of
MM

Table 1. Clinical pre

sentatic

i features of PCL and NDMM patients enrolled in the study.

re (vears)
male sex (%)
lytic lesions
extramedulary
mvaelvement
hemoglobin (g/dL)
platelet 1 L
WBC (= 10%/L)
BM infiltration (o)
PB plasmacytosis
(x10%/L)
calcium (mg/dL)
LDH (U/L)
serum albumin
(g/dL)
creatinine
mg/dL
b-2 microglobulin
(mg/L)
M-protein
IgG
IgA
IgD
light chain only
non-secretory
kappa light chain
Phenotype
19+
45+
56+
117+

p Value p Value

pPCl sPCL NDMM ) - p Value
n=25 n=19 n =965 NDMM vs. NDMM vs. o pCL vs. sPCL
pPCL sPCL
60 (45-81) 65 (42-80) 68 (29-92) <0.01 n.s n.s
11/25 (44%) 10/19 (52.6%) 523/965 (54.2%) ns. n.s. n.s.
10/22 (45.4%) 11/16 (68.8%)  276/410 (67.3%) 0.04 ns ns.
4/20 (200%) 4/15 (26.7%) 23/301 (7.6%) 0.07 0.03 ns.
8.5 (5.8-13.6) 9.1 (6.8-11.2) 10.4 (4-18) <0.001 0.002 ns.
108 (10-250) 100 (30-300) 244 (22-585) <0.0001 <0.0001 ns.
15 (3.5-40) 15 (4.7-34.5) 6.1(2.2-70) <0.0001 <0.0001 n.s.
70 (30-100) 80 (35-100) 55 (5-100) <0.001 <0.0001 ns.
5.4 (0.9-72) 6.1 (1.2-65) n.s.
9.4 (8.3-14.4) 9.6 (6.5-12.5) 9.5 (6.3-15.5) ns. ns ns.
330 (100-690) 232 (120-550) 175 (68-860) <0.0001 <0.001 0.01
37 (2744) 3.6(2.54.9) 39(1.8-5.1) ns. n.s n.s.
9/25 (36%%) 4/19 (21.1%) 101/708 (14.3%) =0.007 ns n.s.
7.3(1.4-11.2) 3.8(1.7-7.8) 3.3 (0.38-70) <0.0001 n.s <0.0001
13/25 (52%) 10/19 (52.6%)  482/965 (49.9'%)
3/25(12%) 4/19 (21.1%) 221/965 (22.9%)
1/25 (4%) 1/19 (5.3%) 33/965 (3.4%) e e nes
5/25 (20%) 4/19(21.1%) 150/965 (1 )
3/25 (12%) 0/16 79/965 (8.2%)
12/20 (60%) 7/15 (46.77%) 569 /965 (58.9%) ns. n.s n.s.
o/1 N/A 12/445 (2.7%) n.s.
2/11 (18.2%) N/A 80/445 (18 n.s. N/A N/A
5/11 (45.4%) N/A 281/445 (63.17%) ns.
1/11 (9.1%) N/A 181/445 (40.7%) 0.03

All values shown for continuous variables are median with ranges in parentheses. pPCL. primary plasma
cell leukemia; sPCL, secondary plasma cell leukemia; NDMM, newly-diagnosed Multiple Myeloma; n.s,, non-
significant; ]\./r’\ not applic; able; WBC, white blood cells; BM, bone marrow; PB, peripheral blood, LDH, lltlllt
dehydrogenase.

Papadhimitrious et al. Biomedicine, 2022
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3399 Primary or Secondary Plasma Cell Leukemia: Dismal Outcome
Despite Modern Treatments.Camille Tessier et al. Quebec, Canada

* Rretrospective, multicenter study of 99 eligible PCL patients, of whom
33 were pPCL and 66 were sPCL diagnosed between 2005 and 2020
in eight institutions in the Province of Québec, focusing, in particular,
to characteristic of MM patients evolving toward SPCL, according to
«old» IMWG 2013 criteria)

* At MM diagnosis, patients who eventually progressed to sPCL were
much younger (median 61.8 years) than a typical MM cohort and
many of them already demonstrated markers of poor prognosis,
including elevated LDH, elevated R2-microglobulin and complex
cytogenetics

* Maedian time between initial MM diagnosis and sPCL progression
was 27.3 months.

* Median number of lines of treatment prior to transformation was 2
(range 1-7).

* ASCT; n = 28) or tandem ASCT-alloSCT; n = 4) did not result in longer
time to sPCL progression when compared to those who received
chemotherapy alone (31.6 vs 22.9 months, p = 0.164).

* Median OS for pPCL and sPCL were respectively 18.3 and 1.2 months
(p <0.001).

* Median OS From MM diagnosis to death, for sPCL, was 30.2 months.
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Table I. Patient characteristics at diagnasis of MM, sPCL or pPCL. All patients included in the MM category
correspond to patients who eventually progressed to sPCL.

PARAMETERS MM (n = 66) SPCL (n = 66) pPCL(n=33)
Age at diagnosis, years, median (range) 618(35.7-83.4) 642(37.8-853) 59.5(40.7-86.3)
Male sex, n (%) 32(48.5) 19 (57.6)
1SS stage, n (%)
1 11/46(23.9) 4/31(12.9) 3/27(111)
] 12/46 (26.1) 6/31(19.4) 7/27(253)
1] 23/46 (50.0) 2131 (67.7) 17/27 (63.0)
R-ISS stage, n (%)
1 4/27(14.8) 0/25 (0) 2/23(8.7)
] 16/27(593) 10/25 (30.0) 9/23(39.1)
I
- a||| _ 7/27(259) 15/25 (60.0) 12/23(52.2) s 19 — > Primary PCL, < 2013
iprotein isotype, n (%) g . NSecondayPeL 3 0e Primary PCL, 22013
g6 29(43.9) 29(43.9) 10(303) 3 3 Secondary PCL, <2013
Igh 19288} 18(27.3) 3(9.1) £os Logrank P<0001  § o6 Seconday PCL, 2013
g oio) a (o) 1(3.0) 3 g
Light chain only 18(273) 19(28.8) 18 (57.6) £ 04 Y Logrank P = 0628
Light chain isotype, n (%) E -
Kappa 34(515) 34(515) 21(636) E o2 '-;: 02
Lambda 32(48.5) 32(48.5) 12(36.4) 8 8 _
Biclonal gammopathy, n (%) 5(8.1) 10/62 (16.1] 3/30(100) B e L, IR i
CRAB features, n [%} A Months from PCL diagnosis B Months from PCL diagnosis
Hypercalcemia 22(34.4) 30(45.5) 22(66.7)
Renal failure 25(38.5) 37(56.1) 23(69.7) 1 . b H
o < 051 ST IR I S e 4 |L
Bone lesians 42/64 (65.6) 25/39 (64.1) 21/32 (65.6) | g [
Other dlinical features, n (%) L % LogrankP=0008 & 06 Log-rank P = 0.003
Thrombopenia (Plt < 100 x 10°/L) 619.1) 54 (81.8) 16(48.5) g §
Leucacytosis (total WBC > 10x 10°%L)  7(106) 22(333) 27(81.8) gos gos
Elevated LDH 14/52(26.9) 46/63 (73.0) 20/30(66.7) k] :
Elevated P;-microglobulin 35/51 (68.6) 30/31 (96.8) 23/27(85.2) oz gz
Positive Bence Jones 39/52 (79.0) 20/25 (80.0) 13/15(86.7) é 8.,
Immunoparesis 52/56 (92.9) 53/55 (96.4) 27/30(90.0) = T W ® e m n o= om
1 _ 4/35(11.4) 12/25 (48.0) 11/27 (40.7) c Mot from PCL diagrosis Months from PCL diagnosis
Cytogenetic abnormalities, n (3%} Figure 1. Kaplan-Meier curves for OS in PCL patients based on type of PCL [A), type of PCL and year of
Normal HS,H 5 1025 (40.0) 0/13 (0} 2/24(8.3) diagnosis (B), serum LDH levels (C) and expression of CD19 and/or CD20 (D)
Standard risk abnormalities
Trisomy 5/25(20.0) 313 (23.9) 5/24 (20.8)
t(11;14) 0/6(0) 2/4(50.0) 4/7(57.1)
High risk abnormalities
t4;14) 317 (17.6) 2/3(222) 2/21(9.5)
t(14;16) 2/11(18.2) 2/7(286) 2/12(16.7)
Del17p 3/21(14.3) 3/11(27.3) 5/21(23.8)
Gain 1q 0/3(0) /6 (66.7) 10/13(76.9)
Dellp 2/4(50.0) 2/6(33.3) 4/8(50.0) 65th ASH® Annual
Complex ic 23 ties) 5/25 (20.0) 5/13 (38.5) 9/24(37.5) ‘M 3 dE G
Immunophenotype, n (%) ee“ng an xposmon
D56+ 11/14(78.6) 12/21(57.1) 9/21(429) * December 8-12, 2023 » San Diego, CA
CD19 and/or CD20 + 4/21(19.0) 3/23 (13.0) 7/22(31.8)
Abbreviations: 8 bane marrow, FISH insitu hybri Hb lobin, LDH lactate dehydrog

IS5 international staging system, Plt Platelets, R-155 revised 155, WBC white blood cells
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Prognostic impact of circulating plasma cells in

patients with multiple myeloma: implications P & Blood Cancer Journal st maid
for plasma cell leukemia definition 2
Miquel Granell,' Xavier Calvo,** Antoni Garcia-Guinén,” Lourdes Escoda.*
Riieia Soninet Patricia San.: Dosirée Campoy. Ana Vicante = oo C'mere:’  Haematologica 2017 B Cucr
; > 4 : ARTICLE OPEN Show ot opges

Leonor Arenillas,® Laura Rosinol.” Jorge Sierra.* Joan Bladé® and Carlos
Ferndndez de Larrea.” on behalf of GEMMAC (Grup per I'estudi del mieloma |

Volume 102(6):1099-1104

r'amiloidosi de Catalunya)

ad 000 Cancer Jormal

Revised diagnostic criteria for plasma cell
leukemia: results of a Mayo Clinic study
with comparison of outcomes to multiple

MM historical

749.2 Compartorn of overs survhnt with WM.

mon

Primary plasma cell leukemia: consensus definition by the
International Myeloma Working Group according to peripheral
blood plasma cell percentage

Carlos Femandez de Larrea ' ™, Robert Kyle?, Laura Romoh_ Bruno Pawt“' Monika Engehardn ", Saad Usnwu o

Jo Caers @°, w-lson Gonsalves®, Fvednk S(hpsvddl’ Gumpaolo Merlini (D", Suzanne Lemzd\ 2°, Enrique Odo'®,

Laurent Garderet . Philippe Moreau'”, Pleter somewcd 0", Ashraf Badros™, Gosta Gahrton'%, Hartmut Gouthmc"
Sascha ru:hm.nm , Hermann Einsele (3 ', Brian Durie™, deeep Wirk (9™, Pellegrino Musto®, Patrick Hayden™, Martin Kaiser %%,
Jesis San Miguel (0, Joan Bladé', S. Vincent Rajkumar ©* and Maria Victoria Mateos ('°

© The Authoris) 2021

Primary plasma cell (PCL) has a even after in the last decades. PCL deserves a
prompt identification to start the mmn«mthm: dn-ﬂohﬂkm The aim of this position paper s 10 revisit
the diagr of PCL rding to the of g plasma cells in patients otherwise meeting diagnostic criteria of
mlbhmbﬂu.\ﬂecmldldmdymﬂmmmmmmmmmwlmmmddtmwmcﬂsh
peripheral blood should be used for defining PCL. The of 25% dating plasma cells in patients with MM had a similar
m:chnmasmmwmmmnmnumwmmas‘o«m
circulating plasma cells in peripheral blood smears in patients g with sy multiple my

Blood Cancer Journal (2021)11:192; https//doiorg/10.1038/541408-021-00587-0

Consensus recommendation

Primary PCL is defined by the presence of 5% or more circulating
plasma cells in peripheral blood smears in patients otherwise
diagnosed with symptomatic MM. Careful examination of
peripheral blood by conventional microscopy should be done in
all patients with MM. A minimum of 100-200 nucleated cells per
smear should be systematically analyzed by an experienced
pathologist/hematologist. Patients with this new definition should
not be excluded from clinical trials.
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Blood Cancer Journal www.nature.com/bej

M) Checkfor updates

ARTICLE OPEN
Validation of the revised diagnostic criteria for primary plasma
cell leukemia by the Korean Multiple Myeloma Working Party

Sung-Hoon Jung’, Kihyun Kim(®2*, Sang Eun Yoon2, Joon Ho Moon (3%, Dajung Kim (3*, Hyo Jung Kim®, Min Kyoung Kim®,
Kyoung Ha Kim’, Hyun Jung Lee®, Ji Hyun Lee®, Sung-Hyun Kim®, Kawi Han Yoo', Jae Hoon Lee'® and Je-Jung Lee ("™

© The Author(s) 2022

e 1357 MM patients, 187 (13.8%) had CPCs at diagnosis, 79
(5.8%) had 2 5% CPCs.

* The median OS of patients with CPCs =2 5% and = 20% was
similar, but PFS and OS were significantly inferior than (MM)
those with CPCs < 5% (13.1 vs. 21.5 months, P < 0.001, and
21.5 vs. 60.9 months, P < 0.001, respectively).

* Primary PCL diagnosed using the revised criteria presented
with higher total calcium and serum creatinine levels, lower
platelet counts and frequent organomegaly and
plasmacytoma at diagnosis.

* Univariate and multivariate analyses demonstrated that the
presence of plasmacytoma and elevated serum B2-
microglobulin were significantly associated with OS in
primary PCL.

* In conclusion, the revised criterion of CPCs 2 5% in a peripheral
blood smear is appropriate for PCL diagnosis.
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P-431 Clinical characteristics, prognostic factors and treatment outcomes in
patients diagnosed with primary plasma cell leukemia based on the revised
criteria (KMM2204)

Sung-Hoon Jung et al., South Korea LYMPHOMA’
* Retrospective study evaluating the clinical characteristics, prognostic factors MYELOMA & LEUKEMIA
and treatment outcomes in patients diagnosed with primary PCL based on

the revised criteria.
w Internatlonal
» 127 patients diagnosed with primary PCL; 70 (55%) had CPCs > 20%, and 57 & Myeloma Somety
(45%) had CPCs 5-19%.

* The study found no significant difference in PFS and OS between the two 2 ()t Annual Meetlng

groups (CPCs> 20% and 5-19%). and Exposition
* Patients with CPCs>20% had significantly higher white blood cell counts,
LDHs and extramedullary plasmacytoma

* Patients who achieved CR after induction therapy showed significantly
improved PFS and OS

* CR rate was the highest in daratumumab-based quadruplets than in other
induction therapies including Pls and IMIDs based combination,
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P-430 Incidence of primary plasma cell leukemia with the new diagnostic
criteria
Virginia Jano et al. University Hospital of Leon, Spain

* Descriptive, retrospective study in which a search was conducted for patients
meeting the new criteria for pPCL between January 2021 and May 2023.

* The average peripheral blood plasma cell count was 19.6%, with a count
higher than 5% in all cases (42.9% exceeding 20% and 57.1% between 5% and
20%)

* Currently, the incidence of pPCL with the new diagnostic criteria is unknown,
but in our case series, the cumulative incidence is 2 cases per 100,000
inhabitants in two years and five months, much higher than those reported in
other series (4 cases per 10 million inhabitants).

* This could reflect that the disease has been underdiagnosed for years, and the
modification of diagnostic criteria will allow early identification of these
patients.

LYMPHOMA,
MYELOMA & LEUKEMIA

\ Internatlonal
( % Myeloma Society

Annual Meeting
2 Ot and Exposition
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oMATL0GY
e gAY @ Taylor Table 1. Clinical and biological characteristics of patients with Table 2. Cytogenetic characteristics of patients with pPCL of
Aok oy 13 100 40 T4 2001 TS0 - pPCL or sPCL SPCL
[ Y epe— PPCL, median #PCL, median -
@ OPEN ACCESS {range) or number  (range) or numbe pPCL, N (%) PAN %) P
Clinical and cytogenetic characteristics of primary and secondary plasma cell - - £ &:::: g;:: :?g; :: g; :; g‘l’g
o = e : Age at dlagnosis 63 (45-73) 63 (47-76) 0570
leukemia under the new IMWG definition criteria: a retrospective study ears) 1q21+ 0275
Jisheng Guan®, Jinlong Ma* and Bacan Chen Male sex 123 48 5/9 (556) 1.000 Gain 6/20 (30.0) 5/ (62.5)
M protein 0926 Amplification 3/20 (15.0) 178 (12.5)
(o::-mdmwmmnwy Dhongda Hospital, School of Medine, Southeast University, Nanjing. Pecple’s Republic of IgG 1323 (56.5) 5/9 (556) 14;14) 218 (1) 38 (37.5) 0281
1A 3 (10 19 (1)) 1(14,16) 118 (5.6) 08 (0 1.000
:?::Am ;/g l;,!; ‘;’;“;)” t11;14) s (46.7) 27 (28.6) 0648
ABSTRACT ARTICLE MISTORY < iy | C )
Background: Masma cell leukernia (PCL) 15 & rare and aggressive plasma cell disorder,  Recewed 30 Masch 2023 Non-secretory VB W3 9 (0) :;go’ M5(133) o7 (0 ;g(z
exhibing & more untavorable prognaus than multiple myeloma. PCL 1 cassiied into pPCL  Accrseed 29 Augiat 2023 Durie-Saimon stage 0147
and sPCL. Recontly. the IMWG has recommended new PCL definition criteria, which require 1 123 43) 090 0 918 (50.0) 38 (37.5)
the presence of 25% orculating plasma colls in perpheral blood smeans. Due 10 fts low  JITRORS 4 1 618 (33.3) 078 (0
Incidence, research on pPCL and $9CL i bmted. oL e S u il i 2 318 (16.7) 58 (62.5)
Mathods: We conducted 3 reospective study and analyaed CRkal and CROQREOE 43 Of cos wieats cyamprrtin " 22 e5N mors Risk stratific, ) 1
PPCL and WPCL patents. Overall survival (05) and progressionfroe survival [PFS) were peogmous Bestmere Intemational 0.055 A ation 000
asersed by the Kaphan Meser methad and survival datrbutions weee compared uing the staging system High-risk 14/20 (70.0) 58 (62.5)
i | 122 (45) 4/8 (50.0) Standard-risk 6/20 (30.00 338 (37.5)
Mlmnumm:wwnw(tm«w:;wmnw nnm H 2 008 78 025) Karyotype 1000
Ty A s o s w 122 (636 8 (375) Nomal 117 (647) 344 (75.0)
wrs found Detwen the two groups in 05 and PFS, a tread emerged SUQRESING & SUPerion First symptoms 0348 Hypodiploid N7 (s 0/4(0)
survival outcome for PPCL patients, with 2 higher cumulitive 1-year PFS wte (JEI% vi. Renal dysfunction  1/23 (43) 0/9 (0) Pseudo/diploid PAYENLE 0/4(0)
13.3% and  lower early mortality rate (mortalky fate at 3 months: 15% vi. 33%). We aho Anemia B an /9 (0) Hyperdiploid mrme 14 (25.0)
wggested that pPCL patients carrying 1111:141 may have 3 longer medkan sunvival time than Sone pain or 1023 43.5) 29 222)
Individuals with other Cytogenetic AbnoMalties, but this was not confimed due o the e HRCA: high-risk cytogenetic abnormalities.
mall sample size.
Conclusion: Our ummwwm(ommdvnmwlm‘ Extramedullary  3/23 (13.0) 49 (444)
according 1o the new diagnostic criteria. The findings suggested & generally better mno-
prognows for pPCL than WCL and the Welihood of T11:14) transiocation acting 5 3 7723 (304) 3/9 (333)
favorable prognostic factor in PPCL. 1t Is Imporant 1o note that our study had & kmited ®
sampie size. which may lead 10 blas. We hope well- designed studkes can be ¢ = Mmm?m 87 (50-121) 86 (63-170) 0801 A
s B Platelets (x10°/1) 9 (14-21) 139 (15-239) 0542 !a
WEC count (x10"1) 670 (1.87-53.15) 601 (213-957) 0276 o o 8 et -
Caldum (mmoll)  222(175-323)  229(199-331) 0468 | - »
Serum albumin (g/) 338 (150-40.8) 341 (69-469) 0116
A E Creatinine (umoll) 113 (22-700) 108 (73-214) 0950 I
Regimens for SPCL P2microglobulin 959 (1.83-63.70) 675 (152-12400 0114
(mg/l) {
Hevated LOH level 1023 (43.5) 49 (444) 1.000 "
BMPCs (%) 468 (184-936) 665 (432-%44) 0025 |
PBPCs (%) 1 (5-81) 14 (6-31) 0614 2 3
Extramedullary 23 26.1) 79 (78) 001s 3 remcon o, e
Infiltration .w'_
s Lytic Jesions 2123 91.3) 9/9 (1000 1.000
oG G Igh A WBC- white blood cell, [ Y- — [y —
LDH: lactate dehydrogenase, BMPCs: bone marrow plasma cells,
aVd aVCd sPAd eDVdRTd SVEPACE aVCE =V M esRCE s VMY MXW‘MMM C
@704 mRCE wRVE # VTd @VAd = - . pPCL
C Table 3. Cytog b I and prog of pPCL and o n = . PO
sPCL patients. .
. vl = Median 05 (month) _ Median PFS (month L "
- - nm(m; lan K(m ) § N
8! L sPCL 1 1
W MiDs-based treatment E pe P y
Del(13q) 12 15 06 12 15 087 022,
Del (17p) 9 12 06 7 9 059 s
19214 9 65 02 8 55 02 =T+ T
t(11;14) 12 65 051 12 5 03 o
; Teve (month)
1414) M3 016 N3 016 -
At least 1 HRCA 12 8 0.085 12 7 013 Figure 1. Survival outcomes of pPCL and sPCL. Overall survival (05) (A) and progression-free survival (FFS) (B) between pPCL and
High-risk stratification 12 65 009 13 55 0.8 SPCL patients. (C) Mortality rates of pPCL and sPCL at 1, 3, 6, 12, and 24 months after diagnosis were shown.

ff’ f’f" 30'30' NR: not reached, HRCA: High-risk cytogenetic abnormalities.
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High Levels of Circulating Tumor Plasma
“Cells as a Key Hallmark of Aggressive Disease in
- Transplant-Eligible Patients With Newly
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: Diagnosed Multiple Myeloma
/' Luca Bertamini, MD'; Stefania Oliva, MD, PhD'; Delia Rota-Scalabrini, MD?; Laura Paris, MD®; Sonia Moré, MD*; Paolo Corradini, MD*;
Antonio Ledda, MD®; Massimo Gentile, MD’; Giovanni De Sabbata, MD®; Giuseppe Pietrantuono, MD*; Anna Pascarella, MD'®;
Patrizia Tosi, MD''; Paola Curci, MD'*; Milena Gilestro, BSc'; Andrea Capra, MScEng'; Piero Galieni, MD'*; Francesco Pisani, MD'*;
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©® More Than 2% of Circulating Tumor
- Plasma Cells Defines Plasma Cell Leukemia—-Like
= Multiple Myeloma

Tomas Jelinek, MD, PhD’; Renata Bezdekova, PhD*; David Zihala, PhD’; Tereza Sevcikova, PhD™; Anjana Anilkumar Sithara, MSc**;
Lenka Pospisilova, MSc*; Sabina Sevcikova, PhD*; Petra Polackova, MSc’; Martin Stork, MD, PhD*; Zdenka Knechtova, MCs*;
Ondrej Venglar, MSc*; Veronika Kapustova, MSc'; Tereza Popkova, MD'; Ludmila Muronova, MD'; Zuzana Chyra, PhD*;

Matous Hrdinka, PhD'; Michal Simicek, PhD'; Juan-Jose Garcés, PhD”; Noemi Puig. MD, PhD"; Maria-Teresa Cedena, MD, PhD*;
Artur Jurczyszyn, MD, PhD*®; Jorge J. Castilio, MD, PhD*'; Mirostav Penka, MD?; Jakub Radocha, MD, PhD™; Maria Victoria Mateos, MD*;
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Phenotypic, cytogenetic and genomic characteristics of PPCL

Chromosomal abnormalities Gene mutations

Monosomy 13
t(11;14 del{17, gainfamp(1q)
anddel(13q) 1114 (17p) and del(1p)
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Global hypomethylation VIM-AS1

miR-22, miR-146a
miR-92a, miR-330-3p

Cancers 2022, 14, 1594 https:// doi.org,/ 10,3390, cancers14061594

Immunophenotyping of plasma cells reveals expression
of CD38 and CD138 in both pPCL and MM, although
higher expression of CD20, CD23, CD28, CD44, and CD45
and lower expression of CD56, CD117, CD9, CD71, and
HLA-DR may be found in pPCL compared to MM.

Cytogenetic studies by FISH show predominance of
monosomy and deletions of chromosome 13, t(11;14),
del(17p), gain/amp(1q) and del(1p) and reduction of
hyperdiploidy

Mutation studies by conventional DNA sequencing, WES,
and targeted NGS detect a high frequency of mutations
in TP53 and K/NRAS genes. The amino acids most
frequently mutated in TP53 are 1195, R273, P278, R248,
and E285. Activating mutations of K/NRAS most
frequently found in pPCL patients affect codons 12, 13,
and 61 (G12, G13, and Q61).

Gene expression profiling in pPCL has shown
downregulation of genes associated with bone marrow
microenvironment and bone diseases in MM, such as
DKK1, KIT, and NCAML1 genes.

A global hypomethylation profile has been found in
pPCL samples.

Non-coding RNAs (miRNAs and IncRNAs) are
dysregulated in pPCL, and some of them are associated
with survival of patients
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21,13, 498 Simple Summary: The growing interest in BCL2 inhibitors for the treatment of multiple myeloma
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Figure 1. Hierarchical clustering analysis of gene-expression profiles of 50 MM (grey), 15 pPCL (pink) and 4 N samples
(groen). Samples are grouped according to the expression levels of the 2402 most variable transcripts (varying at least 2-fold
ilable.

in expression levels from the mean across the dataset). Main molecular alterations are shown; N indicates data na
The specific types (N = normal control, M = MM, p = pPCL) are enriched by colored sub-branches, also highlighted by the

appropriately colored box (see text).

d

-3.0 -1.8

Figure 5. Heatmap of the 33 differentially expressed IncRNAs in 12 MM and 7 pPCL patients
with t(11;14) chromosomal translocation. The colored scaled bar represents standardized rows by
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3349 Distinct Genetic Features in Peripheral Blood Represent the Characteristics of Circulating Plasma Cells in Primary
Plasma Cell Leukemia

Youngeun Lee et al. Seongnam, Korea, Republic of (South) o
60 - - IPBonI;"
R=044,p=23e-06 -« Shared variants

* Targeted sequencing using the NGS panel of 647 genes

related to hematologic malignancies. %0 "
* Three truly unique variants were identified in each 5, =

pPCL (MED12, VPS13B variant from PB, and ZMYM3 § 2

variant from BM) and sPCL group (ARID1A, FANCE, and 3 §

TP53). s o

%
* In pPCL, PB variants had higher VAF than BM variants, =
. . . . pe . 20
and some unique variants were identified only in the . . pPCL
PB samples. . + sPCL
. . . 10 0
* Conversely, in sPCL, more diverse variants were 10 20 30 40 50 60 Pi P2 P P4 ST 82
. . VAF(%) of BM variants
detected malnly in BM samples, and VAF was also Figure 1. Scatterplots presenting distribution of Figure 2. Shared and unique variants
i i variant allele frequency (VAF) by specimen types between paired samples. P and S represent
hlgher in BM than PB. in pPCL and sPCL patients. The blue line is the the results with pPCL and sPCL patients,
. . . regression line representing the correlation between respectively.

* This study shows that CPCs in pPCL are not simply paired peripheral blood and bone marrow variants.

part of the malignant plasma cells shed from the BM

but have characteristics distinct from them. . 65th ASH® Annual

@ Meeting and Exposition
=" * December 8-12, 2023 « San Diego, CA




Highlights from

% . 30-31 gennaio 2024
IMS 20th meeting 2023 BOLOGNA, Royal Hotel Carlton
S

b —

Prognostic indicators in primary plasma cell leukaemia: a
multicentre retrospective study of 117 patients
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Updated results (1973-2009) of SEER US Registry:
the impact of transplant and novel agents

CLINICAL TRIALS AND OBSERVATIONS

Trends in survival of patients with primary plasma cell leukemia:
a population-based analysis
Wison I. Gonsalves," S. Vincent Rajkumar,’2 Ronald S. Go," Angela Dispenzieri,' Vinay Gupta,' Preet P. Singh,"

Francis K. Buadi,' Martha Q. Lacy,' Prashant Kapoor,' David Dingli,' John A. Lust,* Steven R. Zeldenrust,'
Suzanne R. Hayman," Robert A. Kyle,' Morie A. Gertz," and Shaji K. Kumar'

"Division of Hematology, “Department of Laboratory Medicine and Pathology, Mayo Clinic, Rochester, MN

Y Pl )isa
poor outcome. There has been significant improvement in the survival of multiple
myeloma the past

« Survival of patients with

primary plasma cell leukemia However, it i
has improved in recent years, have had impact pa Pl
but is still inferior to those iy of

1o evaluate the trends in survival of 445 patients with pPCL between 1973 and 2009. The

patients with multiple
myeloma.

* This survival benefit appears
to be mainly in patients older

anduse of multiple
myeloma and pPCL began after 1995 and 2006, respectively. The median overall survival
based on periods of diagnosis were 5, 6, 4, and 12 months for those diagnosed during
1973-1995, 1996-2000, 2001-2005, and 2006-2009, respectively (P = .001). Thus, the current

than 65 years of age. y within a large US that
y (Blood. )
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Figure 1. Kaplan-Meier Curve for OS in pPCL patients based on period of
diagnosis.
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Figure 2. Kaplan-Meier curves. (A) Kapian-Meier curve for OS in pPCL patierts based
on period of diagnosis in patients younger than 65 years of age. (B) Kaplan-Meier curve
for OS in pPCL patients based on period of diagnosis in patients 66 years of age or aider.

W) Chock for updates

LETTER

MULTIPLE MYELOMA, GAMMOPATHIES
Real world analysis on the determinants of survival in primary
plasma cell leukemia in the United States

Ludovic Saba(®', Kevin S. Landau', Hong Liang? Chieh-Lin Fu' and Chakra P. Chaulagain '™

© The Author(s), under exclusive licence to Springer Nature Limited 2023

Leukemia; https://doi.org/10.1038/541375-023-02100-x
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Fig.1 Kaplan-Meier Analysis for Patient Survival. a Kaplan-Meier survival curve for whole cohort of plasma cell leukemia patients (N = 481).
b Kaplan-Meier survival curves for plasma cell leukemia patients who received chemotherapy vs. plasma cell leukemia patients who did not
receive chemotherapy.

These US registry studies , updated up to 2009, however, suffer from several problems mainly related to the limited quality of data collected
and a reduced access to appropriate therapies (novel agents and transplant procedures, likely due to insurance questions).
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Overall, the introduction of bortezomib and lenalidomide as initial therapy and, particularly, their integration within transplant
programs, have produced (in retrospective studies):

* A marked increase in rate and quality of response (ORR 54%-90%; CR 12%-47%)

* A moderate, but significant improvement in the clinical outcome of PPCL, particularly reducing the rate of early deaths and allowing
OS of approximately 1 year in elderly patients, and 3 years in patients undergoing transplant procedures

* A positive impact on PFS and OS by maintenance therapy, low-risk cytogenetics and achievement of CR after auto-SCT.

Three registry studies of 780 PPCL patients transplanted (AutoSCT) between 1980 and 2009 (limited use of new drugs!):

* Higher rates of CR than in MM.

* Less effective than in MM in the long term (increased non relapse-related mortality and short duration of post-transplantation
response): median PFS 14.3 months, median OS 25.7 months.

* Trend toward superior 3-year OS in patients who underwent double versus single AuSCT (84% vs 56%).

Two registry studies (CBMTR and EBMT) comparing AlloSCT in 135 patients between 1984 and 2009, with similar populations treated
with AuSCT:

* Lower relapse rate for AlloSCT, but much higher risk of NRM compared with AuSCT, without evidence of survival benefits (OS 39%
and 32% at 3 and 4 years, respectively).

* OS at 5 years 19% for reduced-intensity conditioning (RIC) and 27% for myeloablative conditioning (MAC) AlloSCT.

* Plateau at approximately 20%, as seen in MM, but at a lower level.

Musto P and Walsch R. Plasma cell leukemia: another piece of the puzzle. Hoematologica 2022
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! ®
Stem cell biology =

Hematopoietic cell transplantation utilization and outcomes
for primary plasma cell leukemia in the current era
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Table 3 Multivariaie analysis of factors predicting outcomes afier auto-HCT.
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Fig. 1 Survival of plasma cell leukemia after HCT. a Probability of
progression-free survival after HCT—by transplant type. b Probability
of overall survival after HCT—by transplant type.
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Fig. 2 Non-relapse mortality and relapse of plasma cell leukemia
after HCT. a Cumulative incidence of non-relapse mortality afer
HCT—by transplant type. b Cumulative incidence of relapse afier
HCT—by transplant type.

This more recent survey of 71 patients undergoing Allo-SCT compared to 277 patients receiving AuSCT between
2008 and 2015 confirmed no differences in outcome and a high percentage of relapse in both procedures
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AT A [ i
ORR (after induction) % 6% (induding 10% 5D with disappearince of cclating . - _—
plasma cell — T -
Atleast VGR (ahter inducticn) % (R 13%) 3% (R 10%) =
Atleast VGR after the entre treatment.  56.5% 59% (SRR 1M I
Median folow op 3 mons w 3 ] 5 -
Median PFS 14 months (27 monis in transplanted vs. 2morths in 151 months (not reached with double AuSCT vs. } o i.l EoLs
nontrasplanted pasent) 179 mosths with AutsSCT/AROSCT) | = i =
Medin 05 28 monis binct rexched in transplanted 5. 363 months (nct reached wih double AuSCT vs. i)
12 months in noartansplanted pasens) 363 moeths in AutoSCUARSCT R . T
am&\wumumammumm Mgmkmammuwmwmm R . ?
bortezomi doverubicn, and VCO: bortezomd, AuSCT: autologous stem ced vansplantation; ARSCT: Mustostel Leshemta 2014

mamquKMmmmmmmmmmmmmm
stable disease; VGPR: very good pantial response; (Rt complete response; sCR: stingent complete respanse; PFS: progressionfree sunvivat 05: overall sunvival

Mustoetal, Leukemia 2014 Royeretal.J Ciin Oncol 2016
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Treatment of primary plasma cell leukaemia with carfilzomib
and lenalidomide-based therapy (EMN12/HOVON-129): final
analysis of a non-randomised, multicentre, phase 2 study

n dv Mot Frodnk S

vt 0o WAP e d W M Bohaff 16

Summary
Background Primarn plasma cell keubsemia bs a fare and aggressive plasma cell disorder with 2 poot prognosts. The
nnuuhrtunl.uou)nnm--mmcmmmmm-mmn plavimu cell keubsemia

by « and

n indux ton thetaps

Methods The EMN1Z/ HOVON- 129 study Is 2 phase 119 academi
contres and hospitals In seven European countries (Belgium, Caech Republic Dmuun Taly, Notway, The

2. soltic

Nethertands, and the UK) for previously untreated patients with primary plasma cell leukaemia aged 18 years of

older. Inclusion criteria were newly diagnosed primary plasma cell leukaemia (defined as >2x10° cells per L
circulating monoclonal plasma cells or plasmacytosis >20% of the differential white cell count) and WHO

performance status 0-3. Patients aged 15-65 years younger patients) and 66 years or older folder patients) were

treated in age specific (oborts and = ete anabysed Younger patients were treated with four 28 day oycles of
carfilsomib (36 mg/m? intravenously on days 1. 2. 8, 9, 15, and 16) b-uu-md.mn.un.mann 21), and
deamethusone (20 mgorally ondays 1. 2.8, 9. 15 6 22 and 23). C (KRd)
Induction was followed by double stem-cell (HSCT), four cycles of KRd

and then with L b (27 mg/m? andy om days 1, 2, 15, and 16 for the first
12 28.day cycles, and then 56 mg/m* on days 1 and 15 in all subsequent cycles) and lenalidomide (10 mg orally on
days 1-21) until progression. rum-h:mdvﬁrhmuuTmM&umm-Mnmhwn
HSCT follow od by reduced imensity conditioning allogenek HSCT and then

>5%®

Older patients received eight cycles of KRd induction followed by therapy with ¢ and
leralidomide untll progression. The primary endpolnt was progression free survival The primary analysis
was the irvespective of the acual treatment receved. Data from all

pmm-hvmndnm“&umnhﬁdmﬁu‘mmﬁom The trial was registered ot o

www trialregister nl (until june 2022) and hetps / /trialsearch who int/ as NTRSI50; recruitment bs complete and this
s the final analysis.

Findings Between Ot 23, 2015, and Aug 5, 2021, 61 patients were enrolied and received KRd induction treatment
(36 patients aged 1565 yoars [20 (56%) were muale and 16 (44%) fernale] and 25 aged 266 years [12 (45%) were male
and 13 (52%) female)). With 3 median follow-up of 43.5 months (IQR 27.7-67.8), the median progression-free
survival was 15.5 months (95% C1 9.4-38.4) for younger patients. For older pationts. median follow-up was
32.0 months (IQR 24.7-34..6), and median progression-free survival was 13. 8 months (95% C1 9. 2-35. 5). Adverse
events were most froquently observed directly affer treatment initiation. with infections (wo of 36 (6%) younger
patients and elight of 25 (12%) older patients) and respiratory events (two of 36 [6%] younger patients and four of
25 [16%] obder patients) being the most common grade ) or greater events during the first four KRd cycles. Treatmens
related serious adverse events were reported in 26 (72%) of 36 younger patients and in 19 (76%) of 25 older patients,
with infections being the most common Treatment related deaths were reported in none of the younger patients and
three (12%) of the older patients (two lnfections and one unknown cause of death).

G and based thetapy pronides tmpeoved progression free survival (ompared
with previously published data. However. results remain inferior in primary plasema cell leubaemis compared with
multiple myeloma highlighting the need for new studies Incorpocating novel immunotherapies

Funding Dusch Cancer Saciety, Ceigene (2 BMS company). and AMGEN.

Copyright © 2023 Published by Elsevier Lad All rights reserved.

Non-randomized, phase 2, multicenter study, patients with previously
untreated PPCL (EMN12/HOVON129, www.trialregister.nl as NTR5350)

4xKRD | High-dose | .
[ -  2XKRD = I
melphalan

5 65 years, eligible for , MUD K storting 2 months post-

Avatlable sibling or -
transplant procedures. L Coabtioniag: Aﬂoscrfolsmﬂ_u,
& patients: n= “ 9 g Jfollowed by KR until
/ xpected, n: ’m e Busulfan+Fludarobine progression
| axkg0 || Highdose High-dose b Rumi
| melphalan melphalon progression
. PPCL patients
B — -~ Nodonor
= Inebgible for AoSCT
~ Potient’s wish

KRD: Induction and consolidation

« Carfilzomib (K) = 20 mg/sqm IV days 1, 2 cycle 1 only, followed by 36
mg/sqm IV once dally on days 8, 9, 15, 16 cycle 1, then for oll subsequent
d«cs“mﬁ/:wanwtdm}ymdaysl 2,8, 9,15, 16 of o 28 doy cycle

(R) =25 mg on days 1-21 of a 28 doy cycle

-Dexmrhosm (D) = 20 mg PO on doys 1, 2, 8, 9, 15, 16, 22, 23 of a 28-day cycle

Siyettin S Svnay BIOLOGICAL STUDIES:

! hraAtD AC KR: Maintenance

;’:"’"" ':'_:'. « Minimal residuol di (MRD) * Carfilzomib (K) = 27 mg/sqm IV once doily on days 1, 2, 15, 16 of o 28 day cycle (57
[OCRR - v Multiparometric flow cytometry (MFC) mg/sqm on days 1 and 15 ofter the first 12 cycles in older patients)
ooy v Moleculor: VDI sequencing or allele-specific oligonucleotide PCR * Lenalidomide (R) = 10 mg doily on doys 1-21 of o 28-day cycle
Comingen, Vnivarsity * Gene expression profiling (GEP)

Netheriants * Gene copy number analysis on purified primary plasma cells High dose melphalan

W R MO N ~ « Exome sequencing * 200 mg/sqm

Departmare

P ——

e g

61 PPCL pts enrolled between 2015 and 2021, 36 < 65 yrs, 25 > 65 yrs

The primary endpoint was PFS, and secondary endpoints were response rate, OS,
and toxicity.
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Patients aged 18-65 vears Patients aged 66years or older
Response after  Response after first  Response aftersecond  Response after Best response [ Response after  Response after  Best response [
imdusction astologous HSCT  awtologous HSCT allogeneic HSCT  on protocol induction oycles  induction cycles  on protocol
(n=38) (n=24) (=12 (n=5) (n=36) 1-4 (n=15) 58 (n=19) (n=25)
Partial response or better 30 (83%) 23 (96%) 12 (100%) 5 (100%) 31 (B6%) 20 (B0%) 18 (95%) 20 (80%)
Very good partial response or better 7 (75%) I3 {96%) 12 (100%) 5 (100%) 30 (83%) 17 (68%) 17 (B0%) 17 (6B%)
Complete response or better 5(14%) B33%) 3(25%) 4 (B0%) 18 (50%) 6 (24%) B (42%) g (36%)
Stringent complete response 1(3%) 3{13%) 1(8%) 2 {40%) 12 (33%) 3{12%) 4(21%) 5(20%)
Complete response 4 (11%) 5 (21%) 2 (17 %) 2(40%) 6 (17%) 3 (12%) 4(21%) 4 (16%)
Very good partial response 22 (61%) 15 (63%) 9 75%) 1(20%) 12 (33%) 11 (44%) g (%) 8 (32%)
Fartial response 3(8%) 0 0 0 1(3%) 3 (12%) 1(5%) 3(12%)
Stable disease 1(3%) 0 0 o 1(3%) 1(4%) 0 1(4%)
Progressive disease 3(8%) 1(4%) 0 0 2 (6%) 0 1(5%) 0
Unevaluable 2 (6%)* 0 0 o 2 (6%) 5 (20%)t 0 5 (20%)

Diata are n (%) H5CT=haesmatopoistic stem-cell transplantation. *Two patients were not evaleable for response; one patient becawss ofwithdrawal of consent 14 days after treatment initiation and one patient
went off-protocol 28 days after protocol initiation because of development of renal failure in the absence of disease progression. tFive patients wera not evaluable for response because of early death in

two patients (10 and 15 days after treatment initiation), excessive beicity in two patients (protocol treatment was stopped 14 days and 19 days after its initiation), and withdrawal of consent in one patient
(28 days aftar treatment initiation).

Table 2: Response rate in patients aged 18-65 years and patients aged 66 years or older

| 16/20 (80%) of younger patients and 5/8 (63%) of elderly patients in at least CR who could be evaluated
for minimal residual disease (MRD) achieved MRD negativity (10-°) by flow cytometry
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A Patients aged 18-65 years B Patients aged 18-65 years
* For patients who underwent first

- 100 100+ AuSCT, median PFS and OS were 32.9
= _ and 34.1 months from date of first
= 7ha #£ 75 AuSCT, respectively .
: 3
2 = * From the date of the second
i.: 50— . 50 transplant, median PFS was
B = comparable for double AuASCT and
E 25 !.E 75 ] tandem AuSCT-AlloSCT (31.2 vs 49.2
=5 o months, respectively; 58% at and
._E 60% at two years, respectively)
- ] 1 1 1 | 1 1 o 1 1 1 1 1

13 24 36 48 &0 o 1 24 36 48 60 * From the date of the second

Time since registraticn {months) Time since ragistration (months) transplant median OS was
Numberatrisk 36 23 15 11 6 4 % %5 w1275 Candom AUSCT AIOSCT (both 10t
{numbser cansored) (o) {a) {1) (2} (4) (5) (0) (2) (4) (&) (9) (11) estimable; 82% and 63% at two
years, respectively);
Median PFS (primary end-point) was 15.5 Median OS was 28.4 months (95% CI 15.1-NR)

months (95% CI 9.4-38.4), sufficient to reject
initial null hypothesis of 9 months, based on
previous studies

Low early mortality (8.3% at 6 months)

Median follow-up 43.5 months
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E Patients aged 66 years or older

_ 100
#

E 75 £
i
£ E
2 z
e i
i 2 3
£

I:l 1 I I |

T
0 12 24 3b 48 ]
Tirme sinca registration {months)

Mumber at risk 25 14 & 4 2 1
(numbercensored) (1) (2) (3} () (3 @)

F Patients aged 66 years or older
100 —
7h—
50—
25
0 1 1 1 1 1
o 1r 24 36 48 &0
Time since registration (months)
L 16 14 L 3 3

Median OS substantially
doubled compared to what
has been reported in
recent retrospective
studies and, particularly, in
the only other prospective
trial (with the doublet
lenalidomide-
dexamethasone) so far
conducted in transplant
ineligible, elderly patients

with PPCL (Musto P et al. Leukemia.
2014).

@ @ @ (&8 B (8

Median PFS (primay end-point was 13.8 months (95% CI
9.2-35.5), sufficient to reject initial null hypothesis of
6.5 months, based on previous studies

Median OS was 24.8 months (95% CI 14-not
reached [NR]).

Low early mortality (16% at 6 months)

Median follow-up 32 months
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St W Dwntor 2053 | Wt 34 vy 3000 | Mewmmnt 13 ety 03
estne ArTiere n‘ WILEY TABLE2 Treatment regimens. el *  VRd or daratumumab-based
b quadruplets (DBQ) versus previous
Improved survival of patients with primary plasma cell Treatments ol Th therapies with bortezomib standard
leukemia with VRd or daratumumab-based quadruplets: 1y [ PFS combinations (BSC) or conventional
A multicenter study by the Greek myeloma study group Conventional (VAD/MP/MPT) 12(6/3/3) = il = o chemotherapy (CT),
| 0.
::::xmw" | Efstathios Kastrtis” |‘om:;:7m' | Vs 2 g e 110 pPCL patients, including those
S e L ity 1 3 ) : with cCPS 25%); 37% had CPCs 5%~
Nikolaos Kanellias® | Theodosia Y| Aggelid ' VDT b : 19%;
Eyrydiki Michalis® | Maria " | Mara | ]
Anastasia Sioni ! A| Theodora Triantafyllou ' I‘thNDMou' | i = 5 - . . 89% received DBQ (21%)' VRd (15%)
Mavra Papadatou® | Marie-Christine Kyrtsonis* | Anastasia Pouli ™' | PAD 11 0.5 L
Joannis Kostopoulos & | Evgenia Verrou’ | Meletior-Athanasios Dimopoulos | . R and BSC (52%); 35% underwent
Evangelos Terpos’ VD (THPACE 9 L ASCT).
VRd 17 ' 4 i o gl s *  Treatment with VRd/DBQ strongly
PrS (mo) correlated with a higher CR rate (41%
TABLE 3 Coxregression analysis for overall survival. DaraVCd 14 vs. 17%;p=.008).
Variable P HR  95%C DaraVRd 4 nol | e After a median follow-up of 51
Univariate cox regression analysis L 1L months. early mortality was 3.5%.
Del17p present 01 237 117-47 DaraVDT 5 ol 4 T «  Median PFS was 16 months and
PS(ECOG) 2 2 <001 26 16-44 \ “ (O significantly longer in patients
CRor less than CR 01 042 0.24-08 ASCT ASCT %02 Fo.d 1 -~ - treated with VRd/DBQ versus BSC/CT
CPCs 5%-19% versus 220% 01 045 02508 Auto-Allo SCT | } L - (25 months vs. 13 months, ;p=.03).
Type of treatment (VRd/DBQ vs. 006 035 017-07 2"»" X ¢ Median OS was 29 months,
BsT/CT) Abbreviations: Allo, allogeneic; ASCT, autologous stem cell = I significantly longer in patients
:S:Tlooooo ‘ﬁl :';: °‘2‘:':3 transplantation; PAD), bortezomib, Adriamycin, dexamethasone; VAD, ™ Ireated “:tz VRdz/O bBQ e BSC/CT
LT <100.000/uL 001 . 14-3. R g ; . =t not reached vs. 20 months,3-year
Multivariate cox regression analysis veciisene, w@mwn. ethesane; VCd, bonmlh ) 4 0S:70% vs. 32%, respectively; p<
Type of treatment (VRd/DBQ vs. 006 028 01606 cyclophosphanide, dexamethasone: VDT, bortezoni Thaldomide, - | .001).
BSTCN) dexamethasone; VDT-PACE, VDT + cisplatinum, adriamycin, W A ey e * Inthe multivariate analysis VRd/DBQ
Del17p present 003 31  145-65 cyclophosphamide, etoposide. therapy, del17p(+) and PLT
Platelets <100.000/uL 003 32 1665 <100.000/pL, independently
predicted OS (p< .05).
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Daratumumab, Cyclophosphamide, Bortezomib,
Lenalidomide, and Dexamethasone as Induction and
Extended Consolidation Improves Outcome in
Ultra-High-Risk Multiple Myeloma

Pachant 5 Mobinon, MO, PO () Gratvam Jucken, MO" (). Gonion ok, 0" ). Gty Pram, MO (). Mogwr G Oy MO
Mk T Drapnen, PO", Saeah B Bromen, IO () et Matthem W Jwemer, MO” O
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Primary Plasma Cell Leukemia:a Prospective Phase2
Study Incorporating Daratumumabto Chemotherapy
and Stem Cell Transplantation (PCL-2)

Single-Arm phase 2 trial evaluatingeffcacy of
incorporating Daratumumabto treatmentof newly
diagnosed primary plasmacell leukemia. Treatment
will be based on Dara-VRdinductionfollowed by first
ASCT, Dara-VRd for first consolidation, second ASCT,
Dara-VRdfor 1 year as second consolidation and
Lenalidomidefor 1year.

Single-arm phase 2 {ial

Estimated Study Start Date: October 2021
Estimated Primary Completion Date: June 2024
Estimated Study Completion Date: February 2028

Clinicalrials.govIdentifier: NCT0S054478

Principal Investigator: Bruno Royer, MD
Assistance Publique - Hopitaux de Paris

Biperimenta Eperimental Am

4 dapsof daamethasone. According tolocal pracie, one dose of dowericns (30
mg/m2 V) orycophosphrids (150 mm2 V) may oo be added

Induction Treztmest 4 menths]: Subjectwirceive 28 das oy of Dera D
dution

Daratumunzh ¢ 1800 mgon 01 05015 D22 forcylel & 2erd D1 015 or e 384
Borteaomd s 13 mg/md on 01 04 08 D11 orexch oy Lenaidomide po 2 mg o

D1toD21 orech ey Derametisone po Xomg e D1 020803015016 02203
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Highdose melhatan 200mg/m s conditieingtheapyend fst AT
Fis consoldaton 2 cycesof Dara-VR4
Dratumymeb 1800 mg s 01015
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Lenaidonidz 25mgp.0fom DI to D21
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High ose melghalan Mmgfnd a5 conditiring thery nd econd ASCT Secnd
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in Uftra-High Risk (UFER) ety Diagnosed Multple Myeloma (NDM) and Primary Plasma Cell Leukemia (pPCL): A
Nedticnter, Prospectve Phase 2 Pt Trial {DRAGON CATCHER TRIAL)
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Plasma Cell Leukemia with Successful Upfront
Venetoclax in Combination with Allogeneic
Transplantation
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Objective:
Background:

Case Report:

Conclusions:

Keywords:
Full-text PDF:

Female, 57-year-old
Plasma cell leukemia

Epistaxis » gum bleeding and blumred vision
Bone marrow trephine biopsy * transplantation
Hematology

Rare disease
Plasma cell leukemia (PCL) is an aggressive form of plasma cell neoplasm. We report the first case of primary
PCL successfully treated with upfront novel agent f Venetoclax and
with intensive chemotherapy and allogeneic transplantation.
A 59-year-old woman presented with epistaxis, gum bleeding, and blurred vision. On examination, she appeared
pale, with multipie petechiae and opy retinal L y invest
gations revealed bicytopenia and leukocytosis, with mild and Elevated glob-
ulin and calcium levels were also observed. Serum protein electrophoresis demonstrated IgG lambda parapro-
teinemia, with a serum-free light chain kappa-to-lambda ratio of 0,074, A skeletal survey revealed the presence
of lytic lesions. Bone marrow investigations confirmed the presence of lambda-light chain-restricted clon-
al plasma cells. FISH detected t(11;14) and 17p13.1 deletion. Therefore, a final diagnosis of primary PCL was
made. The patient received 1 cycle of bortezomib, cyclophosphamide, and dexamethasane (VCD) and 5 cydles
of 1ax-VCD, followed by an stem cell mobil One cycle of in combi-
nation with bortezomib, lenalidomide, and dexamethasone (VRD) was then given. The patient achieved com.
plete remission. She undenwent allogeneic stem cell transplantation of an HLA-matched sibling donor. Post.
transplant marrow assessment showed disease remission and absence of t(11;14) and 17p deletions. She was
and She remained linically well with a good perfor-
mance status and no active graft-versus-host disease 18 months after transplant
The success of our patient in achieving complete remission has highlighted the efficacy and safety of this nov-
el therapy in the front-ine management of PCL
Bone Marrow Transplantation « Daratumumab + Multiple Myeloma « Paraproteinemias + Venetoclax

ps:
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NCT05870917

A Study of Ve-VRD or S-VRD Combined With CART-ASCT-
CART2 Treatment in Patients With Primary Plasma Cell
Leukemia
Tianjin, China
RECRUITING

Ve =Venetoclax
S = Selinexor

NCT05979363

A Study of Bortezomib, Lenalidomide and
Dexamethasone (VRd) Followed by BCMA CAR-T
Therapy in Transplant-Ineligible Patients With Primary
Plasma Cell Leukemia

Locations

Tianjin, China

RECRUITING
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P-049 Safety and efficacy of standard of care ciltacabtagene autoleucel (Cilta-cel) for
relapsed/refractory multiple myeloma (RRMM): real world experience
Surbhi Sidana et al. Stanford University, USA

. Outcomes of patients treated with intended standard of care ciltacel at 14 US LYMPHO
academic centers by September, 15, 2022, and April 1, 2023.

s Compared to CARTITUDE-1 study, this cohort (n. 143 patients) had higher incidence of MYELOMA & LEUKEMIA

extramedullary disease (31% vs 13%) and high-risk cytogenetics (41% vs 24%).

’A\ .
. 57% of the patients would not have met eligibility criteria for CARTITUDE-1 due to @' mtg{g?glaogoaa et
cytopenias (17%), prior BCMA therapy (15%), organ dysfunction (12%), poor Z/ ¥ Yy
performance status (11%) and plasma cell leukemia (7%).

. CRS was seen in 80% (= grade 3: 5%), ICANS in 18% (= grade 3: 6%) and Annual Meetlng
hemophagocytic lympho-histiocytosis (HLH)-like syndrome in 3% of patients. and Expo Sition
*  Delayed neurotoxicity (NT) was seen in 12% (mainly cranial nerve palsy and

Parkinsonism); 3 patients died with ongoing delayed NT. Infections were seen in 37%
of patients.

. Best response rates were: > PR 89%,; VGPR 77%,; CR 56%, respectively.

. With a median follow-up of 6 months, median PFS was not reached, with 6-month
estimate being 79%.

* 22 patients died (10%) due to non-relapse mortality (mainly infections, CRS, ICANS,
delayed NT, HLH).
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A EUROPEAN MYELOMA NETWORK PROSPECTIVE PHASE Il CLINICAL TRIAL PROPOSAL FOR NEWLY DIAGNOSED MYEIOMA PATIENTS
WITH UNMET MEDICAL NEED: MYELOMA WITH EXTRA-MEDULLARY PLASMACYTOMA AND PRIMARY PLASMA CELL LEUKEMIA

Niels van de Donk, Meral Beksac, Pellegrino Musto, Mario Boccadoro, and Pieter Sonneveld

Date: october 2023
Version: 4

Proposed study:

»  Patients will be treated with dara-VRD induction (4 cycles) followed by auto-SCT.

»  Next, patients will receive consolidation treatment consisting of combination treatment with
teclistamab+talquetamah (for a duration of 2 years (26 cycles;)

*  Afterthe 2-year consolidation treatment, lenalidomide maintenance can be adminsitered as
per local standard-of-care.

*  Alternatively, if PERSEUS study shows advantage of adding daratumumab to
induction/consolidation/maintenance, then daratumumab+lenalidomide maintenance will
be maintenance of choice.

Patient population

* Newly diagnosed, transplant eligible pPCLpatients (currently defined by the presenceof =
5% circulating plasma cells);

Endpoints

*  Primary endpoints: PFS

* Secundary endpoints: CR rate, sustained MRD-negativity, overall response rate, OS, safety

Sample size

* 30 patients

»  MRD samples will be taken prior to transplant {after induction), after transplant, and during
consolidation after 6, 12, and 24 months.

*  PET scans will be performed to assess extramedullary disease (as per IMWG criteria) at
screening, after transplant, and at 6 and 24 months during consolidation.

*  Correlative studies will include molecular profiling, immune profiling, and assessment of
circulating tumor cells.

Countries, sites & recruitment:

+  Czechia (3 sites), Greece (2 sites), Italy (2 sites), The Netherlands (5 sites), Norway (1 site) &
Turkey (4 sites).

* 24 month recruitmentperiod

Newly diagnosed MM with extramedullary plasmacytoma
or pPCL

Consolidation-1

1x HDM
Tec+TALfor2yers  JLEN |

ASCT

MULTICOHORT STUDY

Induction

DVRd

Maintenance

-Cahart A: Patients with newly
diagnosed MM with extramedullary
plasmacytoma (m=30)

DVRd 1x HDM
-Cohort B:

ﬁ MRD at 6,12, 24 months
PET at 6 and 24 months
PET M RD—NGF MRD-NGF& PET

Primary endpoints:
*PFS
MRD
*Secondary endpoints: ~-TEC+TAL: for 2 years; thereafter LENA maintenance as
CR rate per local standard of care

~-H PERSEUS results are positive, then

*(Sustained) MRD-negativity daratumumabsLEN mainatenance is preferred option

*Overall response rate
08
«Also biological side studies planned

DISCUSSION: TEC+TALdirectly after HDM, to prevent early relapse (change MoA)




Highlights from

30-31 gennaio 2024

IMS 20th meeting 2023 BOLOGNA, Royal Hotel Carlton

bjh

Primary pl cell leuk ia pr ing with flower-shap
nuclei

d

Plasma cell leukaemia presenting as flower-shaped plasma ~ ®
cells mimicking adult T-cell i

PathologyDOI:(10.1016/j.pathol.2023.07.010)
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