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Abstract We conducted a retrospective collaborative
investigation of bortezomib (Bor) plus dexamethasone
(Dex) therapy (BD Tx) for 88 relapsed or refractory (Rel/
Ref) MM patients at six institutes. One cycle BD Tx
comprised of Bor (1.3 mg/m*/day) on days 1, 4, 8 and
11, and Dex on days 1, 2, 4,5, 8, 9, 11 and 12, every
21 days, and the mean number of BD Tx cycles was 3.
The overall response rate was 66.9%, the median overall
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survival (OS) was 510 days, and the median progression-
free survival (PFS) was 113 days. Attainment of partial
response (PR) with the first course of BD Tx associated
with the longer OS and PES and late good responder,
while no patient who did not achieve PR with the first
cycle attained better than very good PR (VGPR) with the
subsequent BD Tx. Patient age of less than 64 years old
also associated with the longer OS and PFS. In addition,
both an earlier disease stage and Dex dosage had a sig-
nificant impact on OS, while the attainment of VGPR
within 2 cycles had a significantly longer PFS. Earlier
BD Tx courses may be predictive for the subsequent
therapeutic pathway of Rel/Ref MM.

Tahle 4 Major adverse events accuwming in BD Tx

Adverse event, m () Grade 1-2 Orade 3-4 Tzl
Dizrrhes 18 (205) 7 (R0 25 (284)
Constipation 21 (239) 9{0.2) IR )]
Tews 0 {00 3 (34} 3 {3.4)
Fatigue 17 (193) 6 {6.8) 23 (26.0)
Peripheral newropathy 29 (3300 22 (25 51 (S0
Hypomaizmia 18 {205) 5{57) 5 (24.0)
Rash 5(5.T 0 {0y 5{5.7)
Fever 6 (6.5) 0 {00y 6 {5.5)
Pneumsmitis 0 (0.0 2 {23) 2{2.3)
Sepsis 2{(23) 4 (4.5) 6 {5.5)
VIV infection 5({5.M T (R0) 120138
Infedtion, others B30y 18 {20.5) 25 (29.5)
Neurnpenia B{9.0y 14 {15.9) 22 (25
Amnemiz 1% (205) 15{17.0% ELTERT]
Thrambacytopania 14 {159) 43 (48.9) 57 (64.8)
{m = 85
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ADAMTS-13 activity can predict

the outcome of disseminated

intravascular coagulation in hematologic malignancies treated
with recombinant human soluble thrombomodulin
Muneo Ohshirg, ! Junya Kuroda,'* Yutaka Kobayashi,® Teruaki Akaogi,“Eri Kawata,Nabuhiko Uoshima,?

Yuri Kamitsuj, *Hiroto Kaneko, > Kazuho Shimura,® Chitiro Shimazaki, 5 Satoshi Murakami,®
Mayumi Hatsuse,® Akira Okano,® Tsutomu Kobayashi,! Hitoji Uchiyama,® Yosuke Matsumoto,

Shigeo Horike, ! and Masafumi Tanwaki*
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The Response to Second-line Induction with Bortezomib

and Dexamethasone is Predictive of Long-term Outcomes

Prior to High-dose Chemotherapy with Autologous Stem
Cell Transplantation for Multiple Myeloma

Tsutomu Kobayashi', Junya Kuroda', Shin-ichi Fuchida®, Satoshi Murakami’,
Mayumi Hatsuse®, Akira Okano®, Toshiki Iwai’, Yasuhiko Tsutsumi®, Yuri Kamitsuji®,
Teruaki Akaogi’, Eri Kawata-Tida®, Daisuke Shimizu®, Hitoji Uchiyama',
Yosuke Matsumoto ', Shigeo Horiike ', Mitsushige Nakao®, Ryoichi Takahashi’,
Hiroto Kaneko®, Nobuhiko Uoshima®, Yutaka Kobayashi®,

Chihiro Shimazaki® and Masafumi Taniwaki'

Abstract

Objective We retrospectively investigated the efficacy and predictive factors for the treatment outcomes of
bortezomib plus dexamethasone (BD) as second-line induction therapy prior to high-dose chemotherapy sup-
ported by autologous stem cell transplantation (HDT/ASCT) in multiple myeloma (MM) patients.

Methods Sixty-six transplant eligible MM patients treated by the Kyoto Clinical Hematology Study Group
between 2006 and 2011 were investigated. Conventional induction chemotherapy. including vincristine. dox-
orubicin and dexamethasone (VAD) and high-dose dexamethasone (HDD), was used as first-line induction
therapy in all patients, seven (10.6%) of whom attained a very good partial response (VGPR). Of the 59 pa-
tients who did not attain VGPR with VAD or HDD, 33 were given BD as second-line induction therapy prior
to HDT/ASCT.

Results Patients not treated with BD induction showed an overall response rate (ORR, i.e.. better than par-
tial response) of 85.3% after induction therapy, while the ORR of patients treated with BD induction im-
proved from 42.4% after conventional induction therapy to 84.8% after BD. The overall survival (OS) and
progression-free survival (PFS) of patients not treated with BD induction were not significantly influenced by
the response to induction therapy. Among the patients treated with BD, failure in attaining VGPR prior to
ASCT was associated with a significantly shorter PFS and it also tended to show a shorter OS, while the dis-
ease stage and achievement of a complete response after HDT/ASCT had no impact on OS or PFS.
Conclusion The achievement of at least VGPR with second-line BD induction therapy is a prerequisite for
attaining longer OS and PFS after HDT/ASCT.

32 Kyoto Hematology Clinical Study Group
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Jowrmal of Clinical Apheresk 28: 368373 (2013

Hematopoietic Progenitor Cell Mobilization Using Low-
Dose Cyclophosphamide and Granulocyte Colony-
Stimulating Factor for Multiple Myeloma

Yuji Shimura,' Junya Kuroda,' Hitoji Uchiyama,® Eri Kawata-lida,” Yasuhiko Tsutsumi,” Hisao
Magoshi,' Shinsuke Mizutani,’ Mio Yamamoto-Sugitani,' Yosuke Matsumoto,' Tsutomu Kobayashi,"*
Shigeo Horiike,' Chihiro Shimazaki,'* Hiroto Kaneko,” Yutaka Kobayashi,” and Masatumi Taniwaki'

"Divizion of Hemaiology and Oncology, Department of Medicine, Kyoto Prefectural University of Medicine, 465, Kajii-cho,
Hamigyo-fu, Kot Japan
“Divizion of Hematology, Depariment of Medicne, Kyolo Second Red Cross Hospital, Kyato, Japan
?Division of Hematology, Department of Medicne, Kyoio First Red Cross Hospital, Kamigyo-ku, Kyoio, Japan
*Division of Hemaioiogy, Depariment of Medicine, Kyoio Social Inzurance Hospital, Kyoio, Japan

High-dose chemaotherapy (HDT) supporied by amologons stem ol] ransplatton (ASCT) has long been one of
the siandards of care for yoonger patients with multiple myesloma (MM Cyclophogphamide (OY) plos gramlo-
ovie mlmy-stimulating fador (G-C5F has been the conventional preparation for hematopoietic progeniior o]
(HPC) mohilization, athoogh the optimal dosage of CY in this setting has not yet been clearly defined. This
sindy imestigaied the efficacy and safety of laow-dose (LD-WCY (1.5 gfm®) plus G.CSF for conditioning for HPC
mpheresis harvest (HPC-A) in 12 MM patients, and compared it with 2 regimen consisting of imemediaie.d o
(DWCY (4 g.irnz:- plos G-C5F for 13 MM patienis. Eleven patients in the fomer and six in the later ware
treated with borternmib (BTZE) during the mduction therapy. Both regimens were comparably effective in ferms
af CDA4 ™ cell yields, while adverse evenix, soch as lenkopeniz, thrombocyiopeniz, and #brile neumopenia,
occumed significandy less frequently in the LD-CY cohort All patients in LD-CY anhont staried and compleded
their aphersis on day 7 or &, wheress for the IDWJCY cohant the day of fire apheresis varied widely from day &
o 15 These findings indicate that the LDCY regimen is as effecive as [D-CY for HPC muohi lization, while the
former & clearly mare practicable and conveniem than the IDZCY regimen for patients with MM J. (in. Aphe-
resis 2EIGE3TE, 2005 © 2003 Wiksy Recodiods, Tnc

Key words: oy dophasphamide; (=C85F; multiple myeloma; hemaiopoietic progenitor cell apheresis harvest

Fig. 1. ia) Day of first apharesis for LDOCY and MGCY cohors
x-amis, day from Y admimisiration; y-axmis, mumber of patients. (h)
Daily white hlood cell oot afier CY admimisration (median). {ch
Daily phielei oo sfter CY admimisimdion {median .
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Clinical manifestation and prognostic factors of 32 Japanese patients
with autoimmune disease-associated diffuse large B-cell lymphoma

Saori Maegawa'*, Junya Kuroda', Tsutomu Kobayashi', Shinichi Fuchida?, Eri Kawata®, Yuri Kamitsuji®,
Yasuhiko Tsutsumi'2, Toshiki lwai?, Mitsushige Nakaof, Hiroto Kaneko?, Nobuhiko Uashima®,
Chihiro Shimazaki®, Yutaka Kobayashi*, Shigeo Horiike', Aihiro Yamamote, Yutaka Kawahito”

& Masafumi Taniwaki'

'Division of Hematology and Oncology, Graduate School of Medical Science, Kyoto Prefectural University of Medicine,

Kyoto, Japan, *Department of Hematalogy, Kyoto First Red Cross Hospital, Kyoto, Japan, *Department of Hematalogy,

Social Insurance Kyoto Hospital, Kyota, Japan, *Department of Hemataology, Kyoto Second Red Cross Hospital, Kyoto, Japan,
SDepartment of Hematology, Matsushita Memorial Hospital Moriguchi, Japan, ®Department of Hematology, Otsw Municipal
Hospital, Otsu, Japan and " Department of iInflammation and immunology, Graduwate School of Medical Science, Kyoto

Frefectural University of Medicing, Kyoto, Japan

Diespite recent adwances in therapeutic modalities for
autoimmune disease (AID) or allogeneic organ iransplant,
the resultant increase in the number of long-term survi-
vors with sustained immunologic deregulation has been
accompanied by a rise in secondary AlD-associated Iym-
phoproliferative disorders (AID-LPDs), so that AID-LPDs

are likely to become an increasingly important clinical issue.
Armormer warmamne ATT T 0T Aifees Tnras T 2x211 henabhoarmsa

AID-DLBCL [Supplementary Figure 1{A) available online at
http://informahealthcare.com/doifabs/10.3109/ 10428194
2014.928936). Patients’ age at the onset of AID-DLBCL, gen-
der, type of AID (i.e. theumatoid arthritis [RA| or non-RA),
treatment history of methotrexate [MTX) for BA and labora-
tory data of 32 patients with AID-DLBCL are summarized in
Tahle I. More detailed clinical information is summarized

dimm Cermmlnrmeantarse Thkla T naesilaklne o cnlins o bebeed 3

Figure 1. Long-term outcomess of AlD-associated DLBCL (AID-DNLBCL). (A) OF and (B} PFS of all AID.DLRCL. (C) 085 and (I} PFS for RA-
IMLBCL {EA) and non-RA-DLECL (non-RA). (E) O35 and (F) PFS according to serum level of soluble intedeukin-2 recepior (s1L2E) at diagnosis
of DLBCL.

40 Kyoto Hematology Clinical Study Group



BELESR

H C gy 2 (AID) il ar it o S ifilgik 3 E & rp o, AID ICBE L 72 U v < Bl i B (AID-LPDs),
FrC O E AMERMINER B Milig Y v (DLBCL) OFEEM L., ¥z 2L ZoTw2, ZHD
PSR (X IR & o B CERIRR M A3 % B¢, —fkAY7: DLBCL & 1357 2 e % /R 3 AlREME S &
. FRCBIfT Y v ~F (RA) icf£ 5 DLBCL (RA-DLBCL) & fthd AID ic#2[A$ % DLBCL (JE RA-DLBCL)
DEFIRIVFHER B SOOE. TRICERDL S 2089 i3+ K@l hCnizwy, 22 ¢, KOTOSG BE
iz 5 1F % AID-DLBCL BEOFEREXHL 213 % 729, RA kL IE RA HROIERI % [k U, ERRIVEE
B ERE. TRERTICOWTHE A A & ICHHE L 72, BT D75 - Ghd BEMW Y U T i3 (51
NI BRELHT O, TER A ZERR A BIER AR O I B A LA E ol 21572,

2000 fF2> 5 2012 1 AID-LPDs & 2l 417z 48 il 5 . DLBCL & s it & 4172 32 B3t &R &
70 2 OWNIRIE RA Bk 24 I, IF RA Hik28 8 172 5 7z, RA-DLBCL #TiE 75% 234 F b L ¥4 — |
(MTX) fHiFHEA S Y. DLBCL 3% < 28 MTX iG#HICHE LT\ 7z, MTX Hikfg, L@k z b3 ic
FBBIZE CHAREMICE o 72 EH b H > 72, K T, RA-DLBCL #0522 Efi#K (CR) i3 82.6%. JE RA-
DLBCL 1% 75.0%C. W ICHEZE 7500 720 KD 2 F24EE (OS) 1F 84.4%. MIEAFH (PFS)
1X 73.5%C. JF RA-DLBCL #£ o OS (X RA-DLBCL #f & it L CHEICH 2 o 72 (p = 0.044), THERET D
fEtr iz, EERTRIEE (IPD &) X 28T OS 3 X ' PFS oK FMEmMA R b, MEEEA v 2 —u A
¥ -2 %8k IL-2R) {2 1500 [U/mL %z 2 fEHI ik, OS oFERE TR S iz (p=0.034),

ZoWgEic X v, JE RA-DLBCL X RA-DLBCL & Wb L CTHERIETH 0 s SIRBEREL TR T, BRHH
FeRHRBIRITIEZ R THIA L W2 &S DT R o 72, TS DIEFNC IFAERETR I 2. H 5E sl e f%
fiti 7 & D E IR D RS SN CH B A[REME AR I Tz,
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LETTER TO THE EDITOR
The Kyoto Prognostic Index for patients with diffuse large
B-cell lymphoma in the rituximab era

Blood Cancer Journal (2016) 6, e383; doi:10.1038/bcj.2015.111; cohorts (Supplementary Table S1). The median overall survival (OS)
published online 15 January 2016 and progression-free survival (PFS) of all patients were not reached
during the median follow-up of 32.2 months, and the estimated 3-
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HHIEPMEINTVS, FRrc, PIEBEEICD 220b o TR ET 2 [H&EY 2 7R o [FE B
LT, Z0H D FHllE T VI 150 © EERK T o FRBEHIMUBE MK L Tw 2, A0F%E T, Bifk® DLBCL
IRPREREIC A L 729772 72 P12 T HITEHE TKPI (Kyoto Prognostic Index) | ZFH¥ L. X 0 %4k 2 MGEEL 72,

2008 4FA> 5 2014 4F1c KOTOSG faZ% C2 Wi - i & 7= DLBCL B3 465 fflo% A & 57— 2 Z Fwv, 70%
L —=v2Zakx—1t, 30%%EMWiEa+— b & UCTHEESICH T CTREITZ2 £, 2o 3 EMoREER
(OS) 1% 78.5%, fEMAEAFFE (PFS) 1% 67.4%77 > 7=,

GRRMITICX Y. UM o 4THEMZ L 2 PR & LTt ., KPTicHAAE N ¢
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OPEN High-risk follicular lymphomas
“harbour more somatic mutations
including those in the AID-motif
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| ‘We investigated clinical and genetic characteristics of high-risk follicular lymphoma (FL), that lacked

. evidence of large cell transformation at diagnasis, in the rituximab era. First, we retrospectively
analysed the dinical features of 100 patients with non-transformed FL that were consecutively treated

© with itwximab-containing therapies in a discovery cohort. The presence of either peripheral blood

(a) : andjor bone involvement was associated with short progression-free survival. This was confirmed in
gw — Standard . avalidation cohort of 66 FL patients. Then, whole exome sequencing was performed on randomly
o c selected 5 high- and 3 standard-risk FL tumours. The most common mutational signatwre was a 06 = TG
E - substitution-enriched signature associated with spontanesus deamination of 5-methyloytosine at OpG,
B ¢ but mutations in Wa and WRCY) matifs (so-called activation-induced cytidine deaminase (AI0) motifs)
L% a . were also enriched throughout the whole exome. We found clustered mutations in target seguences of

| S W P V. A0 in the 5 and BCL2 boci. Importantly, high-risk FLs harboured more somatic mutations (mean 1540
Time from diagnosis (months) | ¥5- 131, P=0.0%), including mutations in WA (33 vs. 22, P=0.038), WRC (35vs. 22, P=0.016) and WRCY

Mumber at risk ¢ motifs (17 vs. 11, P= 0.004). Thesa results suggest that genomic instability that allows for emergence of
a};;dar" ?; ""1" 101 g g . distinct mutations through AID activity underlies development of the high-risk FL phenotype.
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Figure 2. Overview of the results from whole exnme sequencing. A vialin plot (a) showed no ditference in Figure 3. Clistaring somatic mutations. (a) Rainfall plots of stngle nudectids variants (SNVs) for 14 FLs.
madizn vartant alléle frequency hetween the risk groips, whereas the numbers of all somatic mutations (b} Each dot represents 2 single SNV coloured by the type of substititions and orderad by the human genomic
were significantly higher In high-risk FLs than In standard-risk FLs and non-synonymeus mutatlons (c) tended P‘F;'ﬂ?m ;lJle hozﬂml :jm 'ltl|e ﬁﬁ;ﬁ;ﬂ’m‘; "‘ngg:g‘;jf‘”“,‘?j‘d“'ﬂ ]ﬂaslkl;:le mutations
eiﬂﬂd . ation o Samples On a log scale. g mi s loCus. ndicates a non-
Eﬁﬂh‘, l]l.e“gn]h::ugfr;dﬂm:u (d) Recurrent mutated genes are Iisted in the tile plots and mut Lypesare SFTymioas mistation and each trangle Indscates a silent mutation, coloured by substitution pattern as

In & Wide blue bands of each transcript represent coding sequences and narrow bands represent 5 and

3 untranslated reglons (UTHEs). (cd) C = T mutations In BCL2 () and 106G (d) locl. The stze of ezch letier
represents the frequency of base constituflons. The -2 and -1 Indicate positions 5 from © > T mutations and + 1
Indicates the 3' posttion.
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WT, 77 AR AL EROERBHER I N,
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=0.04), ZD7xhIciEz WA (33%F 22, P = 0.038), WRC (34 %} 22, P = 0.016), 3 XX WRCY €5 — 7
(17 % 11, P=0.004) iIcx3 2 ZRbET N Tz, TNOHDFER2 L. HY 227 FLOWRICIE, AID iE
I o THIERZ 2T/ LALEWHBSG LT 2 A[REME RR S L7z,
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Abstract Disease-specific  cytogenetic  sbnormalities
imvolving BCL2 gene reamangement frequenily co-exist
with other cytogenetic abnommalities, contributing o dis-
epse progression in follicular lymphoma (FL). In the pre-
sent study, we retrospectively investigated the prognostic
impact of BCL2-unrelated cytogenetic abnormalities in F1.
Of 139 consecutively dingnosed patients with FL at two
independent institubes, metaphase spreads of tumor cells
were obtained for use in G-banding analysis in 77 patients.
The recurrent additional cytogenetic abnommalities included
chromosome gains 45 (= 8), 47 (a= 16), +12 {r = 10},
and +X (a = 12}, and losses —8 {(a = 7). =13 {n = 12}
—15 {a =T}, and 6q— (a = T). While —15 was associated
with shorter progression-free survival (PFS) in all 77 ana-
lyzed patients with evaluable G-banding results {p = 0004,
this negative impact was not evident in 42 patients treated
using an R-CHOP-like regimen as first-line treatment. By
contrast, 6g— was predictive for shorier PFS in patients
who were initially treated with R-CHOP-like regimens

Fateey o
"‘:’m o e
. .
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without maintenance therapy (p < 0001}, while this nega-
tive impact was not evident in all 77 patients with evaluable
(-handing results. These results suggest the presence of a
muobecular region in chromosome 6q that is responsible for
the shoner PFS following R-CHOP-like chemotherapy.

Keywords Follicolar lymphoma - Karyotype -
Cybopenetics - bg—
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Fig. 3 Comparison of PFS bassd on chromosomal shoormalities.

—Meier curves for PFS are shown for 45 (a). 4+7 (b}, +12ic),
+X {d), —13 (e}, —15 (F, znd fg— (g). Soiid diney indicate the entir:
cohort and dottsd lines K-CHOP group. povalues were calculaied
using o Cox regression model N3 not ggnificant, FLIP folliculsr
Iymphoma international prognostic index
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BCL2 {1 FHECH & £ 5 AR B E R AR E X, Uil U idfthoMllEmeiyRe & S L. JEiat
Y v o8l (FL) 0BT ICHS T2, AW i3, FLICH T % BCL2 JEBI#MIfE R EE O T ~D
WERZL ORI T 4 TS L7z, FAZ L 72 2 D DORFFEREE ClifE LT FL & 2l h7- ¥ 139 Ao 5
B, 77 Nic2WT G-banding fEHTICHEH T 2 72 ICEBHIIED A 2 7 = =X DA Y g bhiz, BHHEED
BN 2 B R A I E, REERIEN+5 (n=8). +7 (n=16). +12 (n=10), +X (n=12), X
Dgetuffsiize-8 (n=7), -13 (n=12), -15 (n=7), HBL W 6q- (n=7) B& I N7, FHliATHE7 G-banding
DGR Z SN REF 77 ALBICH VT, -15 [T EAAR (PFS) offE L BELTWw2a (p =
0.04), TOEDFE T, —RKikFEL LT R-CHOP KL Y X v 2 WZiBEL2Z T -85 42 AT 2T
37 o7, NBBIIC, 6g-1F. HEFEEZITHTIC R-CHOP KL X v CHIENRR 2 Z I -8B E BT 3
PFS & o FHIR T TH - 72 (p<0.01) 23, FEAMiA[AE7: G-banding DGR EZH T 2 77 AORBELE T, Z
DEDOFEIHL A TR Ao, TbDOFERIT, R-CHOP LAkt o PFS i JHIA & 72 2 5 17
WY 6q PettRICHAET 5 LA RBE LTV,

& MM g BRI 1< 351 2 BRI OB 1. S ERIR A I B o TR 2 B BUR DR S #iE <
M2 AR T H 0 . 2 ot i3 lpiEsh, MR, HithER o IS kAT & 72, RIFZRIRIRA &
HHERPEL . FEFZERREOROAEM ORI LT ZM e L ot RICKELEERDID 5,
¥ 7o, RO EMEIC BTl IRFERERE D) IFET 2> © O %Kizt )1 2 137,
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Abstract

Driffuse large B-cell lymphoma {DLBCL), which is the most prevalent disease
subtype of mon-Hodgkin lymphoma, is highly heteropeneous in terms of cy-
togenetic and molecular features. This study retrospectively investigated the
clinical impact of G-banding-defined chromosomal abnormality on treatment
outcomes of DLRCL in the era of riloximab-containing immunochemotherapy.
Of 18] patients who were diagnosed with DLBECL and treated with R-CHOP
ar an B-CHOP-like regimen between January 2006 and April 2014, metaphase
spreads were evaluable for G-banding in 120, In these 120 patients, 40 were
foand to harbor a single chromosomal aberration type; 63 showed chromosommal
gbnormality variations (CAVs), which are defined by the presence of different
types of chromosomal abnormalities in G-banding, induding 19 with two CAVS
and 44 with 23 CAVs; and 17 had normal karyotypes. Mo specific chromosommal
break point or numerical abnormality was associated with overall sarvival (05)
or progression-free survival (PFS), but the presence of 23 CAVs was sipnificantly
associated with inferior O5% rates (haxard ratio (HE): 2222, 95% confidence
interval {CI}: 1.056—4.677, P = 0.031) and tended to be associated with shorter
PF5 [HE: 1.794, 95% CI: 0.965-3.344, P = 0.061). In addition, 23 CAVs more
frequently acoomulated in high-risk patients, as defined by several conventional
prognastic indices, saoch as the revised Imternational Prognostic Index. In con-
chisiom, ouor results sugpest that the emergence of more CAVs, especially 23,
based on chromosomal instability underlies the development of high-risk disease
featares and a poor prognosis in DLECL.
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Figure 2. 1. s 2 ities. Red s
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paints were not identified, dashed fines are shown. The number of lines for each cheomosome mmmmlrbernr tumars with the abnormaliey.
The frequent gains were +3 (N = 13), +7 (V= 18], and +18 (N = 16), and the frequent losses were — 13 (N = 27), 14 (N = 200, -4 (¥ = 20}, -8 N = 19},
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ABSTRACT

Delayed platelet engraftment (DPE) is ocasionally observed despite prompt neutrophil engraft-
ment after autologous peripheral blood stem cell transplantation jauto-PBSCT). To identify risk
factors for DPE and to develop a simple and clinically applicable system for predicting the time
required for platelet recovery, we conducted a multi-institutional retrospective study in 144
patients with B-cell non-Hodgkin lymphoma who underwent auto-PBSCT. In a median observa-
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tion period of 930 days (range: 25-5272 days), 139 patients successfully achieved platelet
engraftment (50.0 x 10%L). The median duration for platelet engraftment was 19 days, and
130 patients had platelet engraftment within 40 days after auto-PBSCT; however, the other 14
patients failed to achieve platelet engraftment within 60 days. These 14 patients with DPE
required a significantly greater number of apheresis procedures and had a lower pre-apheresis
absolute lymphocyte count (PA-ALC) compared to those without DPE. Importantly, multivariate
analysis revealed that the number of transplanted CD34™ cells (<2.0 x 10%/kg), number of
required apheresis procedures (>3 days), and PA-ALC (<10 x 10°/L) were independently associ-
ated with a longer time for platelet engraftment after auto-PBSCT. By incorporating these three
independent factors as variables, we generated a new scoring system for prediction of the time
and probability for platelet engraftment after auto-PBSCT.
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Figure 1. Platelet engraftment after autologous peripheral
blood stem cell transplantation (auto-PBSCT) in patients with
B-cell non-Hodgkin Lymphoma (B-NHL). Box-and-whisker plots
indicate that the times to platelet engraftment in 14 patients
with delayed platelet engraftment (DPE) were outliers.

engrafment; autologous
stem cell transplantation;
non-Hodgkin lymph-
oma; prediction

Figure 2. Times for and cumulative incidences of platelet engraftment based on prognostic index. The median times for platelet
engraftment were 15 (95% CI: 14-16), 19 (18-22), 31 (26-40), and 148 (14-MA) days in the low, intermediate, high, and very
high risk groups, respectively. All patients achieved platelet engraftment in the low risk group. The estimated 100-day incidences
of platelet engraftment were 96.4%, 75.8%, and 25.0%, in the intermediate, high risk, and very high risk groups, respectively.
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Abstract

This multicenter phase 1T study (UMINOOOOO8 145) aims to investigate the efficacy and safety of six cycles of combination
therapy (RBD) comprising rituximab, bendamustine, and dexamethasone (DEX) for relapsed or refractory (RR) indolent
B-cell non-Hodgkin lymphoma (B-NHL) and mantle cell lymphoma (MCL). Although the initial study protocol comprised
20 mg/body DEX on days 1 and 2. and 10 mg/body on days 3-3 [high-dose (HD-) DEX group]. the dose of DEX was later
decreased to 8 mg/body on days 1 and 2 [low-dose (LD-) DEX group] due to frequent cytomegalovirus (CMV) antigenemia
and recurrent retinitis. We enrolled 33 patients, and LD-DEX and HD-DEX were administered in 13 and 18 patients, respec-
tively. The overall response and the 3-year progression-free survival rates were 88% and 75.3%, respectively. The leading
adverse event was myelosuppression. Incidence of grade 34 leukocytopenia, neutropenia, and lymphocytopenia was 33%.
67%, and 91%, respectively. The most frequent nonhematological adverse events were CMV antigenemia and rash (33% and
30%, respectively). Incidence of CMV antigenemia over 10/100,000 white blood cells was significantly lower with LD-DEX
than that with HD-DEX (P=10.0127). In conclusion, RBD showed significant effectiveness for RR indolent B-NHL and MCL.
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b Table 2 Therapeutic response
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Histopathology
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patients (n=>5), respectively (P=0.005, log-rank test); d OS curves

Fig.1 Survival curves by the Kaplan-Meier method. a Progression-
free survival (PFS) and b overall survival (OS) curves for all eligible
patients (n=33); e PFS curves for patients with follicular lymphoma
(FL) (n=22) categorized according to the FL International Prog-
nostic Index 2 at the time of enrollment. Solid line, dotted line, and
dashed line indicate low- (#=2), intermediate- (1= 15), and high-risk

for all eligible patients (n=13) categorized the number of treatment
cycles of chemotherapy. Solid line, patients treated with five or six
cycles (n=24); dotied line, patients treated with four or less cycles
(n=9) (P=0.033, log-rank test)
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ABSTRALT ARTICLE HISTORY
Extended post-therapy long-term surdival of patients with diffuse large B cell ymphoma Receieed 19 My 200
(DLECL) may abkso lead to an increase of late advess avents We retrospectively investigated the — Ressed 21 Juy 200
frequency and dinical manifestation of second primary malionancy (SPM) after ritodmab-con-  Acoemed 12 Augus S0
taiming immunschemotherapy in patients with DLBCL treated at seven institutes belonging to s

the Kyoto Jinical Hematology Study Group (ROTOSG) from the perspective of the existence of . maigranc
jpast of synchronous cancer history. In a8 median follow-up pericd of BP9days, 60 SPMs were m“l':;“:a. ¥
observed in 58 of B09 patients. The mos frequent SPM was gastric cancer, followed by lumg bimphome; mast or
camcer and colorectal cancer. The cumulative incidence of SPM increased steadily over time and syndvanous ancer;
was not sgnificantly influenced by the presemce or absence of past or synchonous cancer his stindardized modence
tory. Our study suggests the need for careful attention to 5PM in patients with DLBCL in matio; msk e
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Figure 1. Timing of diagnosis and types of events (n=#89) for second primary malignandes (SPMs) in patients with DLBCL
{n=>58). Colored horizontal bars represent the time between initiation of DLBCL treatment and diagnosis of SPM. Back squares
show the timing of SPM diagnosis.

Figure 2. Cumulative incidenes of SPM. () Cumulative incidence of SPM in 809 patients with DLBCL. (B) Cumulstive incidence
of SFM in patients with DUBOL with or withouwt PCSC
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Abstract

The combinations of melphalan, bortezomib, and prednisolone ( VMP) and of lenalidomide and dexamethasone (Rd) are standard
treatment strategies for ransplant-ineligible newly diagnosed multiple myeloma (NDMM). To make the most of these two
strategies, we investigated the efficacy and feasibility of first-line treatment with 4 cycles of VMP followed by confinuous Rd
therapy in a multi-institutional phase 2 study in Japanese patients with transplant-ineligible NDMM. Thirty-six patients of median
age 74 years old with NDMM initially received 35-day cycles of VMP: oral melphalan (6 mg.-"m:} and prednisolone (G0 mg,-"m:}
on days | to 4 and bortezomib (1.3 mg/m®) on days 1, 8, 15, and 22. After 4 cycles of VMP, treatment was switched to 28-day
cycles of Rd, which was continued until disease progression or emergence of an unacceptable adverse event (AE) in 33 patients,
while one patient who achieved CR after VMP continued VMP at the physician’s discretion. The overall response rates after
VMP and after Rd were 66.7% and 86.1%, including CR rates of 5.6% and 36. 1%, respectively. In a median follow-up period of
34.3 months, the progression-free survival and overall survival rates at 3 years were 43.2% and 81.3%, respectively. Grade 3—4
hematological AEs inchided neutropenia (39% with VMP and 24% with Rd) and thrombocytopenia (11% with VMP and 3%
with Rd). There was no death due to an AE. In conclusion, sequential therapy with VMP followed by Rd is effective and mostly
feasible for rangplant-ineligible NDMM. The study is registered as UMINOOD034815.
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Figurea. A total of 184 pat DLBCL initially teated with

RCHOP or R-CHOP-like regimen were analyzed. (A.B). PFS (A) and OS (B) according to the detection of BM involvement
by BM biopsy. (C.D). PFS(C) and 05 (B) according to the detection of BM involvement by BM biopsy and /or FCMLBM,
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Abstract

Badkground: Combinatory strategies with carfilbomib §CFZ), a second- generation
proteasome inhibitor, plus dexamethasone |DEX) with or without lenalidomide {LEM]
have shown promising efficacy for patients with relapsed/ refractory multiple mye-
loma {RRMM] in pivotal dinical tials. Howewer, their effects on patients who were
resistance to bortezomib (BTZ) andfor LEM have not been fully evaluated in a daily

practice setting.

Alims: To evaluate the real-world efficacy and safety of CFZ-based treatments; that
iz, CFZ with LEN plus DEX (KRD therapy) and CFZ with DEX (KD therapyl, in Asian
patients, we conducted a multicenter pilot prospective observational study in the
Kyato Clinical Hematology 5 tudy Group.

Methods and Results: All 50 patients with RRMM enrolled in this study were treated
with CFZ-hased treatments between 2017 and 2019, KRD and KD were adminis-
tered to 31 and 19 patients, respectively. The overall respornse ates {ORRs] wers . .

BO.6% with KRD and 73.7% with KD. Two-year progression-free sunvival [PFS] and  nessssorie s escose o 817 wor (28
overall survival §05) were 58.5% and 79.7% with KRD, and 23.1% and 52.6% with

KD. By multivariate analysis, refractoriness to BTZ and to LEM were identified as TABLEZ  Udvariste snd multivariste anslhyses for PFS and OS

and jwval (OS] for KRD (& PFS, B O and KD(C; PFS, D; 03

independent unfavoable factors for both PFS and OS5 The commaon non-hematol ogic FFS o5
AEs included hypertension (420%), fever (24.0%), fatipue (24.0%), and infection s . - . .

. . . . HR HR (9534C] HR (95% HR
[140%). Mo serious heart failure was observed This study is registered as ) e =y e o) ’ Lot "
IMWG falty core, #2d 4191 (1504-11480) 006 - - 1S14(1368-9860) 016 - -
UMINOO0025 108, Refacory o BTZ yes 5025 (1778-14200) 002 4402 (1BS0-Z10000 003 430(1410-11650) 004 3227 (1074-9700 097
Condusiom: This st SugEs‘S the need of the dewve I:Fl'l'll:_‘nt of mnovel CFZ- Refacory o BN yes 4135 (1445-11470) 007 4751 (2273-33.490) 002 2.447(0.964-4214 080 3374(1159 9.m29) 024
L. dy . SoumlDH leved, AULN 2213 (04606-8.087) 230 - - 4.328(1.408-114650) 004 - -
containing strategy which can overcome the refractoriness to BTZ andior LEM, while o o o0 amgasamn w7 - - GMS(MEIRTHN 000 4949 (152015110 008
both KRD and KD were shown to be mostly feasible in Asian patients in a daity prac- =2 ™9
Seumaluminkvd,  1981(0718-5508 149 - - 2993LWETSEG  0X -
tice setting. <35 gidl
Arevistors: BTZ. bortemmits IMWG - LDHE LEN, VLN, upper it of
nermal, (-, [@-micogltuin.
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Pretreatment serum level of interleukin-6 predicts carfilzomib-induced
hypertension in relapsed/refractory multiple myeloma
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ABSTRACT ARTICLE HISTORY
Carfilzomib (CFZ) constitutes powerful combinatory therapy for relapsed/refractory multiple mye- Received 18 September 2021
loma (RRMM); however, cardiovascular adverse events (CVAEs) have been shown as major treat-  Revised 18 January 2022

ment obstacles with the use of CFZ. Along with our multi-institutional prospective observational ~ Accepted 23 January 2022
study by the Kyoto Clinical Hematology Study Group on the efficacy and safety of CFZ-based
treatments (UMINO00025108), we here performed an ad hoc analysis of CFZ-related CVAEs in 50 Cardiovascular adverse
patients with RRMM. We analyzed the association between CFZ-related CVAEs and pre-planned events; carfilzomib;
examinations, including patients’ background, electrocardiographic findings, echocardiographic hypertension; interleukin-6;
findings, and serum/plasma levels of 18 potential candidate biomarkers. The common CVAEs multiple myeloma

were hypertension (42%), arrhythmia (149%), and prolongation of QT corrected interval (10%),

whereas no serious CVAEs occurred. The pretreatment serum level of interleukin-6 was identified

as a significant risk factor for CFZ-related hypertension. This study revealed hypertension as the

most frequent CFZ-related CVAE and suggested that baseline serum interleukin-6 is a useful pre-

dictor for CFZ-induced hypertension.

KEYWORDS

14
o
Table 3. Univariate analysis of bi kers at baseline in association with CFZ-induced HTN.
HIN (—) HIN (+) L]
Nomal Median (range) Median (range) 0dds ratio (95% Cl) p 12 P < 0'001
TNF-o, pg/mL 0.75-1.66 1.00 (0.53-4.65) 145 (0.62-5.82) 327 (1.12-951) 030 1 i
IL6, pg/mL <40 13 (04-39.0) 4.1 (06-115.0) 235 (1.22-4.54) o D Base"ne
PTX-3, pg/mL 073-5.49 280 (083-111.30) 3.40 (1.20-3030) 1.06 (0.55-2.05) 570 O After cyc|e1
hs-CRP, ng/mL <1400 481 (91-22,200) 755 (154-94,800) 143 (0.99-2.04) 053
TnT, ng/mL <0014 0.006 (0.002-0.010) 0.012 (0.002-0.179) 1.84 (0.96-3.51) 065 1 0
BNP, pg/mL. <184 217 (10-115.0) 411 (54-399.0) 169 (0.97-2.97) 066 -
NOs~, mmol/L 10-71 34.0 (9.0-166.0) 355 (140-72.0) 079 (0.28-2.23) 659
™, FU/mL M: 2.1-4.1 33(17-137) 33 (05-10.6) 1.04 (035-3.12) 938
F 18-39
TGF-B1, ng/mL 1.56-3.24 6.80 (1.25-30.80) 4.20 (1.70-21.10) 061 (0.29-1.30) 200 j ?
Ad, pg/mL <100 27.0 (25-119.0) 260 (25-89.0) 1.16 (0.57-2.33) 684 °
NAd, pg/mL 100-450 361.0 (114.0-1722.0) 376.0 (57.0-1089.0) 092 (0.39-220) 856 E
DOA, pg/mL <20 15.0 (25-66.0) 195 (2.5-1272.0) 1.44 (0.83-2.56) 195 ‘=
AT |, pg/mL <110 69.0 (15.0-670.0) 515 (15.0-1900.0) 093 (0.57-2.10) 779 g o
AT I, pg/mL <22 4.0 (1.5-26.0) 55 (1.5-10.8) 112 (062-2.01) 708 —
PAC, pg/mL 357-240 89.2 (255-346.0) 772 (17.7-231.0) 060 (0.24-151) 278 [Ze) 6
PRA, pg/mL/h 03-29 08 (02-12.0) 08 (0.1-9.8) 0.81 (047-139) 446 ]
PAC/PRA (ARR) <200 79.5 (18.3-620.0) 862 (23.6-36.5) 093 (0.46-1.89) 848 =|
HTN: hypertension; Cl: confidence interval; TNF-o: tumor necrosis factor-alpha; IL-6: interleukin-6; PTX-3: pentraxin-3; hs-CRP: high-sensitivity C-reactive
protein; ¢TnT: cardiac troponin-T; BNP: brain natriuretic peptide; NO,™: nitrate; TM: TGF-p1: growth fz beta 1; Ad:
ine; NAd: ine; DOA: ine; AT-l: angi in | AT I in II; PAC: plasma aldosterone concentration; PRA: plasma renin activ- 4 —
ity; ARR: aldosterone-to-renin ratio.
2

CFZ-induced CFZ-induced

HTN(+) HTN(-)

n=21 n=29
Figure 1. Changes in serum IL-6 level in patients with and
without CFZ-induced HTN. The median serum IL-6 level at the
baseline was significantly higher in patients with carfilzomib-
induced HTN than in patients without HTN (4.1 vs. 1.3 pg/mL).
HTN: hypertension; CFZ: carfilzomib; IL-6: interleukin-6.
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Abstract

The prognostic impact of patient-related factors, including age, nutritional parameters, and inflammation status, in higher-risk
myelodysplastic syndromes (HR-MDS) has been largely unexplored. This multicenter retrospective study aimed to establish
a real-world practice-based prognostic model for HR-MDS by considering both disease- and patient-related parameters in
233 patients treated with AZA monotherapy at seven institutions. We found that anemia. presence of circulating blasts in
peripheral blood, low absolute lymphocyte count, low total cholesterol (T-cho) and albumin serum levels, complex karyotype,
and del(7q) or =7 were poor prognostic factors. Therefore, we developed a new prognostic model called the Kyoto Prognostic
Scoring System (KPSS) by incorporating the two variables with the highest C-indexes (complex karyotype and serum T-cho
level). The KPSS classified patients into the following three groups: good (0 risk factors), intermediate (1), and poor (2).
Median overall survival for these groups was 24.4, 11.3, and 6.9, respectively (p < 0.001). The discriminatory power of the
KPSS was higher than that of the traditional International Prognostic Scoring System. In conclusion, we identified several
nutritional parameters with prognostic relevance in patients with HR-MDS and generated a prognostic model consisting of
complex karyotype and serum T-cho level that enabled excellent risk stratification.

Keywords Myelodysplastic syndrome - Revised international prognostic scoring system - Azacitidine - Total cholesterol -
Complex karyotype
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Fig.3 Survival curves and the number of AZA cycles based on the disease risk using the Kyoto Prognostic Scoring System (KPSS). OS (A) and
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Abstract

Background: Primary ocular adnexal mucosa-associated lymphoid tissue
{MALT) lymphoma (POAML} is the most common subtype of indolent ocular
adnexal lymphomas. Although radiotherapy (R T} is the standard of care for local-
ized POAML, it can occasionally lead to permanent side effects. Other treatment
strategies, such as rituximab (R} monotherapy and immunochemotherapy, have
been used for POAML treatment, but their long-term benefits and relative mer-
its remain unclear. While watchful waiting (YW is a potential option for some
indolent lymphomas, the benefits of WW for POAML patients are also unclear.
Methods: We here retrospectively analyzed 75 patients who were diagnosed
with POAML between 2008 and 2019 in the institutions of the Kyoto Clinical
Hematology Study Group.

Results: Commonly involved sites were conjunctiva (42.7%), orbit (36.0%), and
lacrimal gland (12.0%), and most patients (92.0%) presented with Ann Arbor
stage IE disease. The treatment strategy was selected at the physicians' discretion.
More patients without subjective symptoms by tumor mass were subjected to
W (29 patients), while more patients with tumor-derived subjective symptoms
were treated by tumor-directed therapy (24 received focal RT, and 19 received
R monotherapy). Complete response rates were 79.2% and 42.1% in the RT and
R proups, respectively. At 60months of follow-up, the estimated proportions of
POAML patients not requiring new treatment were 69.4%, 85.2%, and 53.8% in
the WW, RT, and F groups, respectively. There were no significant differences
in the time to start a new treatment between WW and RT proups {median: both
not reached [NR], p = 0.187) and bebwreen WW and R groups {(median: NR vs.
69.0months, p= 0.554). No specific predictive factor for the future need of treat-
ment was identified in the WW group.

Conclusion: Our results demonstrate WW may be an acceptable treatment op-

tion for POAML, especially for asymptomatic patients.

KEEYWORDS

asymptomatic patients, primary ocular adnexal marginal sone lymphoma of mucosa-
asspciated lymphoid tssue, radiotherzpy, ftudmsb monotherapy, watchful and walting
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Abstract

Background While R-CHOP has been one of the standard therapies for untreated high- tumos burden (HTB) follicular lym-
phoma (FL) for over 2 decades, obinuiwzumab plus bendamustine (O8] is also curmenily regarded a5 the standard of came
since its approval in 218 in Japan; howeyer, the long-term efficacy and safiety of OB in the daily clinical practice has not
been thoroughly evaluated.

Methods We conducted & multicenter retrospective study for the clinical outcome of 53 patients with HTB FL treated by
OB as the frontline therapy bepwsen 2018 and 2021 in the Kyoto Hematology Clinical Study Group (BOTO5G). All patients
had at least 2-year follow-up period

Results The median age was 67, and 60 4% were classified as high risk according to the Follicular Ly mphoma [nte rnational
Prognostic Index. The owerall and complete response rates after indwection therapy with OB were 9875 and 83%., espectively.
With 2 median follow-up of 38.5 months, the 3-year progression-free survival (PFS) and overall survival (08) wene 77_3%
and 91.2%, respectively. Grade 3—4 hematological adverse events (AEs) weme common, including newtropenia (58 5% and
Iymphopenia (98_1%). Mon-hematological AEs included infections, such as lung infections, coronavirus disease 3019, and
sepais, with two cases (3.8%) being fatal. Finally, propensity scome-maiched analysis showed no significant difference in
PF5 between 446 FL patients treated by the frontline OB and 46 FL patients treeted by B-CHOP between 2001 and 2019 in
EOTOSG.

Conclusion This study highlighted the need for careful treatment selection based on patient background and discase condi-
tion in eealworld practice with mome elderly patients.

Keywords Follicular lymphoma - Bendamustine - Rituximab - Obinutuzrumab - Real-world data
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128 73 32 7 2 128 108 61 24 2

rogression-free survival and overall survival

surv of patients treated with frontline obinutuzumab plus bendamustine (OB) therapy (A and B),
-CHOP therapy (C and D)
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ORIGINAL ARTICLE M) Check for updates

Real-world data of polatuzumab vedotin with bendamustine and
rituximab for Japanese relapsed and refractory DLBCL: a multicenter
retrospective study

Takahiro Fujino?, Haruya Okamoto?, Daichi NishiyamaP, Hiroki Hayata®, Nana Sasakic,

Tsutomu Kobayashid, Chika Maekura®®, Saeko Kuwahara-Ota’, Tomoko Takimoto-Shimomura?,
Kazuho Shimura®, Yuka Kawaji-Kanayama?, Yu Inoue?, Shotaro Chinen? Reiko Isa*", Taku Tsukamoto?,
Shinsuke Mizutani?, Yuji Shimura®, Hiroto Kaneko", Mitsushige Nakao9, Shinichi Fuchida',

Ryoichi Takahashi?, Hitoji Uchiyama®, Nobuhiko Uoshima¢, Junya Kuroda® and Kyoto Clinical
Hematology Study Group

*Division of Hematology and Oncology, Kyoto Prefectural University of Medicine, Kyoto, Japan; "Department of Hematology,
Fukuchiyama City Hospital, Fukuchiyama, Japan; “Department of Hematology, Japanese Red Cross Kyoto Daini Hospital, Kyoto, Japan;
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ABSTRACT ARTICLE HISTORY

This study retrospectively aimed to assess the real-world efficacy and safety of polatuzumab Received 1 November
vedotin with bendamustine and rituximab for relapsed/refractory diffuse large B-cell lymphoma, 2024

analyzing 72 patients within the Kyoto Hematology Clinical Study Group. The median age was Revised 21 February 2025
77, with one-third of the participants over 80 and half having previously received three or more Accepted 18 March 2025

lines of treatment. The overall response rate was 73.6%, including 45.8% complete response. KEYWORDS
The median progression-free survival (PFS) was 7.6months. Poor performance status, elevated Diffuse large B cell
lactate dehydrogenase, and disease progression within six months of the last treatment were lymphoma; relapse;

associated with PFS and overall survival, but age over 80 and non-germinal center B-cell-like refractory; polatuzumab
features were not. Lymphocytopenia (Grade 3-4, 82%) is prominent toxicity, and only 36% of  vedotin; bendamustine
patients completed six cycles, even though 60% required a dose reduction. While practical, our

study emphasizes that Pola-BR necessitates careful toxicity management, particularly for elderly

patients.

Table 2. Subgroup analyses for factors affecting PFS in patients with relapsed or refractory DLBCL treated by Pola-BR.

Median PFS Univariate Multivariate
Factor n months [95% CI) HR {95% CI} ] HR {95% CI) P
Gander male 45 B7 [49-124) 1.03 (0.58-1.34) 22 - -
famale b 67 (21-130) - -
Age <80 43 7.8 [4.0-10.6) - 24 - -
=80 24 72 (21-19.0) 0.98 (0.54-1.76) -
B symptom MO 59 93 (6.9-16.7) - <01 - 35
YES 13 35 (1.1-39) 260 (1.30-522) 142 (0.67-3.06)
ECOG PS o1 53 103 (7.6-16.8) - =01 - = .01
=2 19 35 (14-66) 280 (1.55-5.05) 320 (1.70-5.99)
Extranodal lesion NO ] 74 (20-16.7) - £3 -
YES 50 87 (49-130) 0BG (0.47-153) -
Clinical stage 1,2 13 7.9 [1.9-NA) - 54 - -
=3 54 7.2 [40-11.9) 1.23 (0.63-2.42) -
IP1 = high int. NO 3 10.3 (7.6-NA) - 1 - -
YES 49 64 (35-8.8) 1L.70 (0.90-3.20) -
LOH <ULN = 1 24 167 (7.6-NA) - <.05 - <.05
>ULN = 1 43 54 (29-83) 173 (1.18-422) 213 (1.12-4.05)
Subtype of DLECL de novo 53 7.4 [4.0-10.6) - Js - -
transformed 1 7.0 [D.5-NA) 112 (0.50-2.50) -
Lines of prior therapy 1,2 a7 8.1 [49-16.7) - 38 - -
=] EH 7.2 (3.5-10.6) 129 (0.74-229) -
Refractory to the last NO 9 11.9 (7.6-20.0) - <.05 - ]
therapy YES 23 29 (1.6-49) 2138 (1.36-4.18) 1.64 {0.75-3.600
Time to progression from =6 months 26 12.4 (7.6-2000) - <.05 - <01
the last therapy <6 months 46 49 (2.0-9.3) 182 (1.01-331) 236 (1.26-4.42)
Previous use of NO L] 76 (4.0-12.4) - 76 - -
bendamustine YES 9 81 [1.B-NA) 0LBE (0.37-2.06) -
Cell-of-Origin GCB n 87 (49-16T7) - 56 - -
Mon-GCE EL) 69 (35-93) 119 (0.67-2.11) -

Pola-BR: polatuzumab vedotin, bendamustine, and rituximab; DLBCL: diffuse large B-cell ymphoma; GCE: germinal center B-celllike; LDH: lactate dehy-
drogenass; ECOG PS: Eastern Cooperative Oncology Group Performance Status; IPL: International Prognostic Index; PFS: Progression-free survival; 05: Overall
survival; HR: hazard ratio; 95% CEk 95% confidence interval.

84 Kyoto Hematology Clinical Study Group



BELESR

AW TIEL 5 - HHETE O E AMERHINE A B il ) » % (r/rDLBCL) iIci 3 2 K7V X=7 - X FF v
+RYELAF v+ YV F v~ THREE (Pola-BR) OFERIKICE T 260 Xtk ird 52 &% H
f7& L, KOTOSG Zftisk Tt 2 %I 72 72 fl 2 NRIC L b v 2_27 T 4 TR 21T - 72, WIFEDE - &
B - AT IR RS H Y L 72,

R 77 5T RO 353D 123 80 kb L, Eili DS IRHRIE (L 3 74 v A LoiREE) &
WIEREF o Tz, BRI EET73.6%. 5 LIEETMNIT 45.8%ITE L 72, HEHEATFEHM (PFS) o
HIRfEIE 7.6 »He 74— Y ARXT—XADOAR, LDH SfH. ETHERE?S 6 » HUANDHFIX. PFS
B4R (0OS) OETEHRICEEL CTWz, —7, Fl 80 s E-eIEd .0 B Mtk (non-GCB)
ThdTlid, THREVERBEEZ RS Ahotz, BEL LTIE. ZL—F 3~4 0V v < 3Rifd (82%) 28
B> T% <, 60% DIEGI CHHN DOIRES ML 7257225, 6 F 4 2V DIRER TETE ZDIZEERD 36%IC
L& o7,

AWFFEIL, Pola-BR 28~ DIRBMIRZH T % /7T, @il olfiss e 85 1<k T HEEZHEEEH A R]
RTHDZLRRERLTWS,

HE B 20 JE4E - KOTOSG15 JE4ENTZe i - 30&3t 85



86 Kyoto Hematology Clinical Study Group



KOTOSG #&F

HE B 20 JE4E - KOTOSG15 JE4ENTZe i 5 - 30ait 87



BE FEELHE B6(2025) : 3

REBMARBERFAFTS IL—7 (KOTOSG) [2£5
15 FRDBRKMFRICED<
OFEAMKRMRE B o /\EOZERIELRE

mOE O HRY, BEWFHX, N &, FHEEWG
g& W AK#HEM, EHBE, D KRS
Lt 8", ®WBERE-° $PRAER. ®WHER
#® T A P A=, I 5, f W i g

Bom#H

EMELEEERES ) — 7 THIEFOEEFRFARS N—F (KOTOSG) 0, 2010 FLI%E. #ELTEE
EEERCET(EFFMRR #ETORSHCESFIEFONE, ANER EFEFER ERMEEEHS
MIZTSo LT, BEESFSROAER S ETAL, Z6ICRER  EERAORE RIS MEICALE
FELTEL, ZhTHRELEFHRZhAOR, FEASKHEERE B#ERY /8 (DLBCL) THS. BE
EHMEREEAESVEETRHETECFEFNETLEZMR L, FETFREACHEBAESY - EREEH
HEEzWohcT3—7A, AMENECTRAAOREZE, BoiifzFEEYVICLTSEE, ERXTIH
KOTOSG T DLECL I T 3EFEMROREICDVT, AZOESTOOLBCLEFRFR:HELEZNMLE
UEY, SEORE~OBCLEY, (ERLEG6 (3) : 153—164, 2025)

Table 3 Next research topics for DLBCL suggested by KOTOSG studies

Topic

Research strategy

Clinical research

Efficacy and safety of dose-intensified immunochemotherapy and im-
mune-cell therapy in comparison with standard immunochemotherapy in
KFI-defined high-risk patients with DLECL

A prospective, randomized, interventional
study is ideal, but an observational study
is also available.

Re-confirmation of the utilities of the conventional prognostic indices, i.e.,
the 1P, the R-IPL and the NOCN-IPL, and the KPI, or, otherwise, the need
for the development of new prognostic index in the setting of a new standard
therapy of Pola-R-CHP for DLECL

Prospective interventional f'observational
and retrospective realworld observational
studies are available.

Further longer observation of the survival period of DLEBCL to identify the
long-period favorable and unfavorable prognostic factors

Frospective interventional f'observational
and retrospective realworld observational
studies are available.

Identification of prognostic determinant for the outcome by immune cell
therapy in r/r DLBCL

A prospective observational study is ideal.

Investigation whether “Ffluorodeoxyglucose positron emission tomography
and computed tomography can replace BM biopsy

An observational study is helpful

The prognostic index for DLBCL may be necessary by age group

Prospective interventional f'observational
and retrospective real-world observational
studies are available.

Prediction of the antibody production by vaccination and survival in patients
treated by B-cell depleting therapy

Prospective observational study

Basic and translational research

Development of the strategy for therapeutic gene introduction of
CIDEN24A /28 by gene editing technique to overcome therapeutic resistance
of COEKN24/2B-deficient DLECL

Experimental and preclinical study is the
first step.

Identification of the molecular basis of chromosomal and genefic instabilities
for the discovery of a strategy to prevent the clonal evolution of lymphoma
cells in DLBCL

Experimental and preclinical study is the
first step.

Identification of the precise features of T cell and monocyte profiles for the
development of an accurate biomarker and a therapeutic strategy to mand pu-
late immune surveillance status in cell immune therapy

Clinical observational study and experi-
mental and preclinical study are desired.

Investigation of genetic background associated with the predisposition for
multiple primary malignancies, including MLs

Clinical observation and genetic study are
needed.
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Thrombotic thrombocytopenic purpura associated

with myelodysplastic syndrome
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Thrombotic thrombocytopenic purpura (TTP), a life-
threatening
(TMA) syndrome, is characterized by bicytopenias with
thrombocytopenia and hemolytic anemia (HA) with
schistocytes, neurological disturbances, acute renal failure,
and pyrexia. It has an incidence of 2-7 per million person
per year with a peak incidence between the ages of 30 and
40 [1, 2]. Myelodysplastic syndrome (MDS) is also char-
acterized by multilineage cytopenias due to ineffective
hematopoiesis, and predominantly affects the elderly with a
peak incidence between the ages of 60 and 75. Compared
with other disorders, such as aplastic anemia, phenomena
secondary to leukemias, autoimmune disorders, such as
systemic lupus erythematosus or Evans syndrome, viral
infection, or adverse drug effects, both MDS and TTP are
less common as causatives for multilineage cytopenias in
young patients. This report describes a rare case of MDS
associated with TTP in a young female presented with
multilineage cytopenias.

disseminated thrombotic microangiopathy

(neutrophils 47%, lymphocytes 44%, abnormal cells 0%),
red blood cells at 2.21 x 10"/L (3.62-4.99 x 10'?),
hemoglobin at 7.3 g/dL (11.7-15.1) and platelet count of
20.0 x 10%/L (160-327 x 109)4 Blood examination also
demonstrated the presence of HA, shown by elevated
serum levels of total bilirubin 2.2 mg/dL (0.2-1.0), and
lactate dehydrogenase 453 IU/L (114-243), serum hapto-
globin reduced to below detectable levels and the presence
of schistocytes. Serum vitamin B, and folic acid were
normal, 384 ng/L (180-914) and 3.9 pg/L (>3.1), respec-
tively. Coombs test, Ham test, and the cell surface
expression of glycosyl phosphatidilinositol-anchored pro-
teins were all negative. Other examinations showed no
evidence of autoimmune disorders. Bone marrow (BM)
examination revealed hypercellular with
300 x 10%L BM nucleated cell counts, and multilineage
dysplasia, such as pseudo-Pelger neutrophils or micro-
megakaryocytes, but with no abnormal increase of
myeloblasts at 1.6% of all BM nucleated cells (Fig. 1).

marrow
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Renal vein lymphoma embolism in non-Hodgkin lymphoma
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This report is, to the best of our knowledge, the first
description of a case of non-Hodgkin lymphoma (NHL)
which was accompanied by a renal vein lymphoma
embolism. A 49-year-old female was admitted to our
hospital complaining of a right axillary tumor 10 cm in
diameter. Biopsy disclosed that the tumor was diffusely
infiltrated by abnormal immunoblastic lymphocytes, which
were positive for LCA, 126, CD10 and CD79a, but nega-
tive for UCHL-1, CD3, CD5, and Ki-1. Serum levels of
lactate dehydrogenase 823 IU/L (normal range 110-220)
and soluble interleukin-2 receptor 6,600 U/mL (220-530)

Fig- 1 a Ernhanced CT shows 2
lew density lesion in ihe kefi
rena vein {arrwl. b Anspsy
shows the mmor embalus
partally covered by dwombns in
the l=fi remz] vein 2t the hilum
af the ldi Hdney (armow heoad).
Migoscapic view of the
embolus slained by

hematon ylin-eosin (HEE)
disdoses that the embolus was
comsisted of lmphoma cells {d,
znd e ymphoma cells in ge
embalus were posisve for 126
{d) and Bel-2 feh I Microscopic
view of lymphoma imval vemem
aof lefi kidney stained by H&E

CHOP therapy, after which the patient died of systemic
disease dissemination. Autopsy was performed in accor-
dance with the guidelines of Matsushita Memorial Hospital
and with the informed consent of the patient’s family.
Macroscopically, multiple nodular lesions were identified
in the right infra-axillary lesion, para-aortic lesion, stom-
ach, uterus, right ovary, skin, pleura and mesenterium.
Microscopic examination showed that nodules were uni-
formly infiltrated by lymphoma cells which were positive
for LCA, L26, CDI10, CD79a and Bcl-2. Approximately
30% of the lymphoma cells were also positive for MIB-1.
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Intravascular B-cell lvmphoma with hypercalcemia

as the initial presentation

Yoshiaki Chinen - Mitsushige N akao -
Mio Sugitani-Yamamoto - Miki Kiyota -
Shipen Horiike - Junya Kuroda - Mazafumi Taniwaki

Ablstract Intravascular B-cell lymphoma (IVLBCL) iz a
rare subtype of extranodal diffuse large B-cell 1y mphoma,
which is characterized by the growt of lymphoma cells
within blood vessel umina without nodular lesions, and
which predominantly affects elderly patients. IWLBCL &
chamcterized by B-symptoms and a vanety of systemic
symptoms due to focal obstrection of blood Aow, bot may
be difficult to diagnose dwe to its peculiar intravascular
localization and the lack of nodular lesions. While hyper-
calcemia & one of the complications of variows types of
cancerous diseases, it has rarely been reponed as the fist
presentation of IVLBCL. In this report, we present the case
of a Tl-year-old male with IVLECL who showed hyper-
cakemia accompanied by elevation of semmn parathy roid
hormmone-related protein (FTH-F) as the initial presenta-
tion., Interestingly, immuno histochemical staining revealad
that the intravascular lymphoma cells expreszed high level
of PTHrP. Six courses of immunaoche maothempy, consisting
of rinximah, cyelophosphamide, doxorubicing, vineristine,
and prodnizolone {R-CHOP), and two courses of high-dose
methotrexate  induced complete remision (CR) and
ratained CR for 4 months We also reviewed other IVBCL
cases in which hypercalcemia was the initial presentation.
We suggest that IVLBCL, although rare, should be
considered as a possible causative in hypercalcemia of
unknown underying disease.

Fig. | Conmast-enhanced CT
scan of the lung (&) and
ahdomen {b). Scatiered area of
gremd-glass aenmtion and
imrachular reficular opacities
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with inhomogeneous opacity in
the cortex {arrows) (b)) were
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of the remal biopsy specimens .
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Toxic epidermal necrolysis in adult T cell leukemia/lymphoma

treated with mogamulizumab
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Drear Editoa,

Herein, we report a case of adult T cell leukemiahym phoas
{ATLL) acoompanied by toxic epidermal necrolysis (TEN)
due 1o mogamulizumab, 3 monoclonal antibedy targeting the
CC chemokine receptor 4. & Td-year-old female with
hymphoma-type ATLL was initially trested with CHOP ther-
apy, however, the disease progressed after four eyeles of
CHOP. She then underwent salvage combinaiory chemother-
apy with vindesine, etoposide, carboplatin, peednisolone
{PSL) (WVECP) in combination with 2 single-dose administra-
tipn of mogamulEemab {1 mekeicwle) on the fira day of
each cycle. The initial dose of mogamul zumab was safely
adminisened with no adverse evenis (AEs), along with con-
ventional methyl-PSL 40 mg, acetaminophen, and
descchlompheniramine maleste, Thereafter, moganmlizumab

Fig. 1 Hisscopahalagical and
gross appemnnce of TEN i de
prsent case. & The sion biopey
spacimean s hoaed pathalogic
dhanges fhat wer oo nsisend with
aryihema muohliiteme, meloding
maziced higuefactive degenemition
in the epidemmal-darmal jumction,
evacyimis af hmphacyies,
hampha oye infilirad iom, mild
edema, and presence: of
evtmvascolar md hlood cellsin
the superficial dermis. b The
arythemas and apidamaly sis
expandsd on theback. ¢
Envthamas with plaguoes, vesicls,
and hlisters om the el . d
Hlisers on dhe fing ars. ¢ Hliser
and arcsion om the lips and om
fy T

Sevens-lohnson syndrome (Fig. 12) [1]. Despite the tempaoral
improvement by topical seroid and oral antihigtamine, the
patient then reporied bligers on her soles and oral mmweosal
erpsions on day 100 Then, the dematitis composad of ery-
themas, plaques, vesicles, and blisters expanded systemically
over 50 % of the body (Fig. 1h, ¢); the lips and all fingers
became swollen (Fig 14, e); and her conjmnctiva became eno-
sive. We diagnosed her as having TEN due to
mgganml rumab treastment and indtisied corticosieroid puke
therapy with methyFPSL 1 giday from day 11, While the
TEW-zssociaied sympioms did not resolve with metley]-PSL
pulse therapy alone, te additon of intravenous immunoglob-
ulin {I¥Ig) led to the improvement of TEN and ne-
epithelialization was observed after 2 weeks. Although
magamulizumab-inc omporated immuno chemotherapy in-

i
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A treatment refractory CDJ30-positive ditfuse large
B cell lvmphoma in the ileal neobladder
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T Springer-Merkg Besdin Haddhery 3016

Dhesar Editoa,

W here report & rane case of & CDA0-poritive diffise large B
cell lymphoma (DLBCL) in the ileal neobladder & THyear-
old male was admitied i our hospit] complaining of abdom-
inal distension, hematuris, decreased wrine volume, and ede-
ma for 5 months. The patient had a history of invasive bladder
caneer that was cured by cystectonry with bladder reconstre-
i wsineg an ileal conduit 15 vearsage, On admission, alarge
wmor of 20 em in dameer was palpeble on the right side of
his abdomen, and *F-fluordesxy glucoss | FDNG Hpositron
emisgion (PETrcomputed tomography {CT) revealad the
presence of an enlarped FIMG acid neobladder with a thick-
ened wall and bilateral hydmonephrosis (Fig. 1a, bl The
BECOWG perfomance status was 1. Serological test revealad
increased levels of lackie dehydropenase (253 T, normal
range 114—-243), soluble inerdeukin-2 recepior (4260 Uil

Figl a CT images showeda
swallen neobladdar with a
ihickened wall b PET-LCT
showed localized 18FFDG
accumulation i dhe ileal

menb ladder. ¢ Morphalogic and
mmumaphenotypic awes of
tthe: iopsied specimen fom the
ileal neobladder. Thes is diffuse
pm lileration of shmormal
hamphoid cells. d Temarcd ks
were positive fior CTO0L ¢ Tramor
cells were pos dtive: for CTH0

ware negative for CD3, CDS, and CD10. MIB- 1 -positive cells
comprised mone than W% of the lbrge rmphoid neoplastic
cells, while no EBY latent membrane protkein | was deeced
{dats not shown). Accordingly, the patient was disgnosed as
having DLBCL, non-germinal center type, in the ileal
nephladder. The disease stage according to the Ann Adhor
staging ysiem and the disease risk by the inernations] prog-
nostic imde x wene estimated asIAE and low-intemmediate risk,
respectively. Although systemic immunochemotherapies,
conining riuximab with cyclophosphamide, pirarubicin,
vinecristine, and prednisolone (R-THP-00F), indweed a tran-
sient partial remission, the disease e lapead afler the sith cy-
cle of B-THP-COP and was refractory to salvage chemaotver-
apy, containing rituximab, gemcitabine, carboplating, and
dexamethasone, and imadistion. The patient eventsally died
of dizesse progresion | months after te diamosis.

HHEE R+ FREICE VTR TBRADIEED S &, KHAWDIET BB H 2o - GEE ICE L 2k
DLBCL fEf % Z & L 72, CD30 [5Gt TH 2 2 & b ME LRI T — 22 Z L EH I N,
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Diffuse large B cell lymphoma with chromosomal translocation
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t(14;19)(q32;q13) occurring in lgG4-related disease
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Dear Editor,

We nepart & rare case of diffee lage B cell lymphoma
{DLBCL) that likely developed from nodal involvement of
TgCid-relaied disease (TgGd-RD). A TO-year-old Japanese fe-
male presented to a primary hospial complainng of ashmatic
sympioms. Serological tests identified abnormalities of elevat-
ed polyclonal IgG of T3S mg/dL, TgGd of 2550 mgidL, and
soluble interleukin-2 receptor (sIL-2R) of 2140 U/mL. A "'F-

T T T

Afer four years of watch and waiting, the patent showed
genefal malaise with non-infectious pyrexia, mild dyspnea,
by weight loss of 10 ke, and systemic lymphadenopathies
of the neck, supraclavicular fissa, axillary fossa, and inguinal
region. Serpkgical data revealed increases of TgG to 2263 mg
dL, TgGd o 1010 mg/dL, and sTL-2R to 7730 TimL. “F-
FDG-PETACT showed FDMG-avid systemic bymplade nopatly
and bilaeral plewral e flision Heopatholegical assesament of

Fig. 1 Hisopathokgiml md mmunokisiochemical (THC) findings.
Resobis are shoem for biopsied specmens of the right supo.clnvi aolar
fosma hmph node (6-f) and right axillary hamph node (g-fi. () Lo
and ih) high- power migroscope visws with hematonytin and eosin (HE)
shining of the right soprachiviculr £ss haph node. The stactre of
the hemph node was maintained, bt them was sl ght filbecesis i simosoi ds
and follicdes. i) g4 immumcstiining showed that plssmacells infitms-
ed arormd fiollicl & and marg inal 5 imses were sronghy positive or Tgle.

{d} An mlxrgad view of the squre in (. A small member of gl
positive plisma cel b wese also foumd in fiallicls . Mo light chaim resric-
tiom was obsarved in THC for Iz dappa chain e} and 1g-lemda chaim fy
{g) Low- and () high- powermicxscope views with HE siming of the
right axillary hemph node. Diffs e infitmtion of lrge smormal hamp ho-
cvies win absened in the hmph node h) The hmphoma calls wars
peositive fior CTH0 (i) and T20ed )

[gG4 BEyR B A HiEB L H L 22 DLBCL #54E L 2—Hl2JI1E (B &) &y, sk —7Rk1
FIRBEIC CHRILA— O E 0 b L Z2RIcH -0 P, BAlar ) vV ERIEO R & LT IgG4 BldERE D
B AN R I NS ey, 7 — X032 L WHIAEER AR R E 12D TR L 72, Fk7e 23 S 48N 51
INTVIEHXTH D,
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Durable Remission of Chemotherapv-Refractory Myeloid
Sarcoma by Azacitidine

Haruva Okamoto,"* Yuri Kamitsuji,’ Yukiko Komori,* Nana Sasaki,*
Yasuhiko Tsutsumi,* Akihiro Miyashita,” Talm Tsukamoto,' Shinsuke Mizutani,'
Yuji Shimura,' Tsutomu Eobayashi,' Nobuhike Usshima® and Junya Kuroda'

'Divizsion of Hematology and COmeology, Department of Medicine, Kyoto Prefectural University of Medicine,
Eyoto, Kyoin, Japan
‘Dieparmnent of Hematalogy. Japansse Bed Cross Kyoto Dami Hospiml, Kyooo, Fyoto, Japan

Myeloid sarcoma is a rare disease enfity of extramedullary my=loid neoplasm that can occur both as an
initial isolated myeloid sarcoma without leukemic cell invasion in the peripheral blood and bone marmow,
and as the secondary lesion of acute and chronic myeloid leukemias, myeloedysplastic syndrome and
chronic myeloproliferative neoplasms. Due to its ranty and its frequent emergence as the recurrent lesion
after intensive systemic therapy, including allogeneic hematopoietic stem cell transplantation, the standard
treatment has not been established for myeloid sarcoma. Im this report, we presented an B4-year-ocld
famale patient with isolated myeloid sarcoma which progressed to myelodysplastic syndrome and systemic
myeloid sarcoma despite various types of conventional anti-leukemic chemotherapies. Howevwver, the
patient got a durable partial response by the monotherapy of azacitidine, a hypomethylating agent. She
received thiteen cowrses of azacitidine therapy without progression. We discuss the possibility that
hypomethylating agents are the novel effective and feasible therapeutic options for myeloid sarcoma, even
in cases refractory to or relapsed after intensive systemic treatment We also discuss the possible future
development of hypomethylating agent-containing combinatory therapeutic strategy for myeloid sarcoma,
given its direct anti-leukemic effect and immunomodulatory effect.

P i

Fig. 1. Gross appearance of skin nodulss.
2 and b. Cheek noadule at diagnosis (2) and at progres-
siom before pemnrmmah czoFamcin monotherapy (). €.
Cizsemirated skin nodules of left upper am before aza-
cytdine therapy: d. Cheek nodule af remission mduced
by azacitidine.

¥ = .
Fig. 1 18F-fluarodeoxyglucose (FDG]-positron emission ‘computed v, hi ical and cytological

a I-'[)an.d:emnglnndsm boand £ Lower (b: % 40) and hisher (¢ x 400 photomirrozraphs of histologic ap-
pearance of béopsied specimen ar the initial diagnosis. Hematoxylin-sosi saining. df leokemic blast cells (d), mi-

cromesakaryocyte (g) and hypogramular dysplastic neufrophil (f) in bone mamow at the evoltion to myelodysplastic
gyndroms that was four months after the diapnosis of myeloid sapcoma. Wrisht-Giemsa staining.
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and ASXL1 mutations
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Fig. 1 aCytologic features of
bome marmow (BM) cells at ad-
mission: Wright-Criemsa staming,
high maznification view (= $00).
b Histologic appearance of BM
cells at admission: hematoxylin-
eosin staning (< 100, ¢
Enhanced abdominal computed
tomography (CT) showing tmeg-
ular edematous wall thickenng of
the jepmum with partial loss of
contrast in 4 subrmueosal lesion. d
Enhanced CT showing partial
loss of contrast in the spleen,
suggestive of splenic mfction. ¢
The histograms showing the dis-
tribution of mutted cell faction
(MCF ) (X-mais: varint allele fre-
quency { VAF)) estimated from
observed numbers of unmu tated
and mutited sequencing reads of
genes indicated in the ttle if these
VAL AT 0N AS0ITES OT 58X
chromosomes. {Estimated distri-
butions of the sum of MCFs (X-

uxis) of the two vanants indicated PIGA ASXL1 CALR
in the title are shown, The sum of
MCFs clearly exceeds 1.0, indi-
cating that they are on the same
clone. The alculation was con-
ducted by rstan version 221.2
0.8 060
PIGA and ASXLI ASXLI and CALR PIGA and CALR

AA

16 11 12 13 14 15 186

ARREPEM/NRIMAE & SRR R B 3R PRAE &\ 5 e 2 7 v — VPRIMIER B DS B L 72 W e B D 73 R
BICoWT, KMy =7 v — 2 CREINC 7 LN L 728 o 508 AR TR i 3 o T HRIGHE,
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Dear Editor,

Iguratimed (HF107) is & nowel antirbeumatic immunomodola-
tory drug [1]. and its impact on the development of lym-
phoprolife rative disorder (LPDY) remains unclear. Here, we
report & case of methotme xate (MTX -associaed LPD (MTX-
LFD) in which relapse and second regression wene strongly
associzied with the wse and cessation of WU

A &T-year-old female treated with MTX for cheumatoid
arthritis (R A) for 14 years visited our hospital with tumors
in the kefi maxillary sinus and left cervical ymphadenopathy
those were 18- Fluormdeoxyglwcose (FIMNG) avid in positron
emission tomography combined with compuied tomograpby
{FET-CT) {Fig. 1z, b). Blood tests were normal, including
ahsolute lymphocyte count (ALC)H of 1.15x 10%L (normal

Fig.1 18-Floomdeouyglo-
come {(FIH ) posditron e mission
tomagraphy combined with a
computed iomography (PET-
T scan. FING-avid lesions
in the left maxillary sinus and
lefit cesvical lymph node at
dingnosis (s, bl =nd at elapes
at 4 months sfter iguratimod
reatment ic, dh. No patho
logical lesion was detecied at
21 months afier iguratimod
withdrowal (e, . (. . &)
Whole-body images; (b, d, I}
hortzontz] imapes at sinus evel

RA showed re-worsening. MGU successfully improved
arthralgia; however, the tumor regrew again on her lefit cheek
and bilateral axilla with a decrease of ALC to 1102 1071
after IGL treatment for 4 months (Fig. 1o, d). The cessation
of IGU mesulted in twumor re-regre ssion with an increase of
ALC to 200 % 10%L, and the patient remains in remission
for mone than 2 years (Fig. le, fi. RA is curently nicely
controlled by salarmsulfapyridine (SASP) and prednisolone.

Spontanecus tumor regression only by MTX withdrawal
occurs in about two-thirds of patients with MTX-LPD,
whereas LPD mlapse may occur in about half of those
patients. While the use of immunosuppressants ofher than
MTX, such as infliximab, etapercept. adalimumab, ara-
thioprine, SASP. tacrolimus, and mycophe nolate maofatil,
potentizlly trigpers the relapse of MTX-LPD [2-5], only two

SZEINHIF - AP ERAETICE U 2B Y oo —&ich v EREROHE T 5, BIEIY ¥
~F I F % Iguratimod 3ARE A7 CE/FRMEYD v E L OBfHICOWTO T E T v ARZ LA, HHE
FRtFREIcE T, 205 L) v EOHEICHH S 2 ICHBE % 5R0 22 B HE A EG] % . REEH S
L7zo 2FAREIRELIAR, WILAZ 52372 72,
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Neurolymphomatosis of cranial nerves as the responsible lesions
for the vocal cord paralysis and facial nerve palsy in a patient

with diffuse large B-cell lymphoma
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Dear Editor,

Here we report a case of diffuse large B-cell lymphoma
(DLBCL) that included right vocal cord paralysis and
facial palsy brought on by neurolymphomatosis (NL) of
the right vagus nerve and facial nerve, respectively. As
the initial diagnosis, a 60-year-old male patient was iden-
tified as having DLBCL, stage IV according to the Ann
Arbor staging system. The patient was subjected to six
cycles of rituximab (R)-CHOP therapy, and ‘*F-fluorode-
oxyglucose positron emission tomography combined with
computed tomography ('SF-FDG-PET/CT) revealed that
the patient achieved complete metabolic response. Three
months after finishing R-CHOP, however, the patient suf-
fered from right vocal cord paralysis and the subsequent
right facial palsy. The right facial nerve and right vagus
nerve enhancement were seen on a brain gadolinium-con-
trast magnetic resonance imaging (MRI) scan without any
abnormalities that could have caused mass lesions in the
right recurrent laryngeal nerve or facial nerve (Fig. 1).
When lymphoma cells were detected in the cerebrospinal
fluid (CSF), a systemic CT scan revealed the emergence

evaluation to avoid the invasive procedure. The patient
received R-MA therapy, comprising rituximab 375 mg/
m? on day 1, methotrexate (MTX) 3.5 g/’m2 on day 2,
and cytarabine (CA) 2 g/m® twice a day on days 3 and
4, with concurrent intrathecal injection of MTX 15 mg/
body, CA 40 mg/body, and prednisolone 10 mg/body.
Hoarseness and facial palsy temporarily improved, but
the disease quickly returned and was resistant to many
genotoxic agents and polatuzumab vedotin. The patient
was ineligible for high dose chemotherapy with autolo-
gous or allogeneic stem cell transplantation due to the
lack of response to series of cytotoxic chemotherapy and
rapid general deterioration. The patient eventually died
6 months after the disease’s relapse.

Because NL is a rare event in patients with DLBCL,
the diagnosis of NL is not always simple and has fre-
quently been delayed in the daily practice of DLBCL
[1-6]. Additionally, NL occasionally precedes the
emergence of systemic lymphoma involvement, which
accounts for roughly 25 to 50% of cases with NL. The
significance of considering NL as the cause of neuro-
logic symptoms with unknown etiology, even in patients

HEMRE, EHRE~0 ) v iR (neurolymphomatosis) 2345 BRIE., BT APRRIFREL D JF K & 75 o 72 Fi G hiE
Bl @A RIRPE© DR % H B2 WRE, BREHEEI .
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Open Access Case Report

The Emergence of Subclones Following Initial
Chemotherapy in Mixed Phenotype Acute
Leukemia
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Abstract

Mixed phenotype acute leukemia (MPAL) is a rare subtype of acute leukemias, and it is characterized by the
immunophenotypic expression of multiple hematopoietic ineages and the potential for lineage switching
post-treatmaent. Diagnosing MPAL can be challenging, particularly in cases with small
immunophenotypically distinct subclones or subpopulations exhibiting weak antigen expression. We
present two cases of MPAL where subclones or lineage switches emerged following initial treatment. Both
cases exhibited a myeloperoxidase (MPO)-positive population of leukemic cells, which was initially either
undervalued or overestimated, complicating their diagnosis. In one case, leukemic blasts tested negative for
MFO in immunohistochemical (THC) staining; however, flow cytometric analysis revealed a minor subclone
that was weakly positive for MPO. In the other patient, leukemic blasts tested positive for MPO through THC
staining. The latter patient was diagnosed with acute myelogenous leukemia; however, the leukemic cells
exhibited lymphoblastic morphological features and co-expressed both myeloid and lymphoblastic antigens
in each case. Following initial treatments, selective pressure causes the proliferation of leukenic cells
resistant to chemotherapy, with an immunophenotypic shift in the blasts, requiring treatment modification
in both cases. These two cases highlight the diagnostic and therapeutic complexities of MPAL and
underscore the crucial role of comprehensive immunophenotyping in identifying minor subclones, thereby
ensuring an accurate diagnosis, informing treatment selection, and facilitating timely therapeutic
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