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2896. HISTOPATOLOGICKA DIAGNOSTIKA
AKUTNI NEMOCI STEPU PROTI HOSTITELI
Voska L., Markova M. (IKEM, Praha; UHKT, Praha)

Problémem alogennich transplantaci krvetvornych
bunék, jez zasadnim zplisobem ovliviiuje jejich vysled-
ky a mortalitu, je nemoc Stépu proti hostiteli (GVHD).
Diagnostika jeji akutni formy, zejména v casném po-
transplanta¢nim obdobi, mizZe byt slozitd, vzhledem
k dalsim moznym komplikacim (infekce, polékové
zmény atd.), které se klinicky mohou manifestovat
podobné nebo s akutni GvHD probihaji soucasné.
Zasadni misto zde ma biopsie postiZzeného organu
nebo tkané s histologickym vySetfenim. Akutni GvHD
je multisystémovy klinicko-patologicky syndrom, kte-
1y se Klinicky projevuje nejcastéji v kizi, v hornim
i dolnim gastrointestinalnim traktu (GIT) a v jatrech.
Klinické pfiznaky jako kozni vyrazka, prijmy, zvrace-
ni nebo cholestaticka jaterni porucha, maji zpravidla
své histomorfologické korelaty, které lze v biopticky
adekvatné odebrané tkani obvykle dobtfe rozpoznat,
a to bud pfimo z histologie, nebo za pouziti pomoc-
nych metodik, jakou je napfiklad imunohistochemie.
Neméné dilezita je pritom klinicko-patologicka ko-
relace histologickych nalezfi, nebot reakce tkané na
rizné etiologické podnéty mohou mit v fadé pripadi
velmi podobnou morfologii. U¢elem tohoto sdéleni
je souhrnny prehled aktualné pouzivanych klasifi-
kaci pro histopatologickou diagnostiku akutni GvHD
kiize, CIT a jater, vcetné diferencidlné diagnostické
rozvahy z pohledu patologa, doplnéné ilustrativnimi
ukazkami histologickych nélezii u konkrétnich paci-
entl z vice jak patnactileté spoluprace s UHKT Praha.

2854. INFﬂZF DARCOVSKYCH T LYMFOCYTU
JAKO CASNA INTERVENCE PO ALOGENNI
TRANSPLANTACI KRVOETVOORNVCH

BUNEK U 20 PACIENTU S RUZNYMI
HEMATOLOGICKYMI MALIGNITAMI:
ZKUSENOST JEDNOHO CENTRA

Krejéi M., RaCil Z., Semerad L., Weinbergerova B.,
Robesova B., Prochazkova J., Ksefiakova K., Mayer
J. (Interni hematologickd a onkologicka klinika, LF MU
a FN, Brno)

Uvod: Inftze darcovskych T lymfocytd (donor lym-
phocyte infusions, DLI) jsou aplikovany u nékterych
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pacientd s hematologickymi malignitami po provede-
ni alogenni transplantace krvetvornych bunék (HCT).
Hlavni terapeutické indikace DLI jsou piedevsim ko-
rekce nestabilniho smiseného chimerismu (SC), dale
se DLI pouzivaji jako soucast 1écby relapsu po HCT. DLI
jsou aplikovany rovnéz preemptivneé s cilem minima-
lizovat navrat nemoci. Optimalni terapeuticka stra-
tegie ohledné davky a casovani DLI prozatim nebyla
stanovena, tato topika zistava velmi heterogenni. Zde
prezentujeme nase zkusenosti s ¢asnou aplikaci DLI
u 20 pacientd (pac.) s riznymi hematologickymi ma-
lignitami po provedeni HCT. Pacienti a metody: Bylo
analyzovano 9 pac. s lymfoidnimi malignitami a 11
pac. s myeloidnimi malignitami. Indikace pro podani
DLI byly néasledujici: nestabilni smiSeny chimerismus
(12 pac., 60%), molekularni relaps nemoci po HCT
(6 pac., 30%) a pretrvavajici pozitivita minimalni zbyt-
kové nemoci (MRN) po HCT (2 pac., 10%). Median doby
od provedeni HCT do podani DLI byl 6 mésici. VSichni
pacienti byli v dobé podani prvni davky DLI v hema-
tologické remisi zakladniho onemocnéni, neméli
znamky reakce $tépu proti hostiteli (GvHD) a nebyli
1éCeni imunosupresivni terapii. Pacienti dostali DLI
v eskalovanych davkach v intervalu 6-8 tydnii. Patnact
pac. obdrzelo jednu davku DLI, tfi pac. dvé davky DLI
a dva pac. tfi davky DLI. Prvni davka DLI byla 5x10E6/
kg CD3+ bunék, druhda 1x10E7/kg CD3+ buneék a tfeti
5x10E7/kg CD3+ bunék. Vysledky: Lécebna odpovéd
po podani DLI byla dosazena u 16 z 20 pac. (80%).
Kompletni darcovsky chimerismus byl dosazen u 11
z12 pac. (92%), molekularni remise byla dosaZena u 3
z 6 pac. (50%) a MRN negativita metodou PCR byla
dosazena u 2 z 2 pac. (100%). Incidence akutni GvHD
byla hodnocena u 20 pac., 65% (13/20) mélo GvHD (stu-
peni I+II u 9 pac., stuperi III+IV u 4 pac.) Zadna dalsi
signifikantni toxicita nebyla pozorovana. S medidnem
sledovani 24 mésict od prvni davky DLI (rozpéti 5-41
meésicl) zije 70% pac. (14/20), vSech 14 je v remisi he-
matologické malignity, 6 pac. zemfelo (4x progrese,
1x plicni embolie, 1x infekce). Zavér: Podani DLI jako
Casné intervence po alogenni HCT se jevi jako nadéjny
pristup predevsim v navozeni kompletniho chimeri-
smu, celkova odpovéd je 92%. V nékterych pfipadech
muZe byt aplikace DLI efektivni terapie molekularniho
relapsu nebo pretrvavajici pozitivity zbytkové nemoci
po HCT. Casné podani DLI miiZe zabranit relapsu he-
matologické malignity po alogenni HCT.
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2853. REDUCED-INTENSITY
TRANSPLANTATION (RIT) IN PATIENTS
WITH HIGH-RISK OR ADVANCED

CHRONIC LYMPHOCYTIC LEUKEMIA

(CLL) IN PERIOD 2011-2015: DECREASE
TRANSPLANT-RELATED MORTALITY

(TRM) IMPROVES TREATMENT RESULTS

= SINGLE CENTRE EXPERIENCE

Karas M., Steinerova K., Vozobulova V., Hrabétova
M., Lysak D., Jindra P. (Hematologicko-onkologické
oddéleni FN, Plzeit)

Background: RIT can improve treatment results in
patients (pts) with high-risk or advanced CLL but with
risk of transplant-related morbidity and mortality espe-
cially in older pts. New therapeutic agents and cellular
therapies for CLL are investigated and inhibitors of BCR
signalling show promising results in the treatment of
high-risk CLL. On the other hand over time transplan-
tation results have also improved but published re-
cent transplant results missing. To evaluate current
transplant results in CLL we retrospectively analysed
results of RIT for high-risk or advanced CLL in our cent-
re during last 5 years Patients and methods: from 1/2011
to 12/2015 20 consecutive pts with median of age 61 years
(range: 36-65 years) with high-risk or advanced CLL
(15% 17p-/p53 mutation, 50% 11q-, 70% unmutated IgVH,
55% chemoresistant CLL, 50% relapse within 24 moths,
55% more than 2 treatment lines) underwent RIT (25%
related, 75% unrelated). HCT-CI was lower than 2in 16
(80%) pts. Source of stem cells was peripheral blood and
the conditioning regimen consisted of fludarabine and
melphalan (in 35% with ATG). Ciclosporine A and me-
thotrexate were used as GVHD prophylaxis. Results: all
patients engrafted. 14 pts (70%) developed acute GVHD
(10% grade III-1V) and among 18 evaluable pts 10 (56%)
of them developed chronic GVHD (17% extensive). With
median follow-up 29 moths (range 9-55 months) 13pts
(65%) are alive and 12 (55%) in CR. 4 pts (20%) relapsed
or progressed with median time to progression 20
months (range 3-25 months) and 3 (15%) of them died
with median time after progression 9 months (range
2-17 months). 4 pts (20%) died due to NRM (3 cases of
infections, 1 case heart failure). NRM till day +100 after
RIT was 10%. The estimated probabilities of 3-years PFS
and OS are 57% and 69%. The estimated probabilities
of 3-years PFS and OS for patients younger and older
than 60 years were without statistical significance.
Conclusion: in spite of relatively small number of
evaluated pts and retrospective type of analysis our
data show thatin last 5 years TRM in CLL transplanted
pts decreased (20%) in comparison with our previous

results (2006-2010 with TRM 44%). Our data also show
that RIT even in case of using unrelated donor and in
pts over 60 years of age achieves in about two thirds
of them long lasting disease control of high-risk or
advanced CLL with probability of 3-years PFS and OS
57% and 69%. These results are “comparable” with pu-
blished results of new therapeutic agents in treatment
of high-risk CLL. However, due to lack of informati-
on about the long-term effectiveness of new drugs,
allogeneic hematopoietic stem cell transplantation
should still remain a treatment option for patients with
high-risk CLL and low-risk of transplant procedure.

2855. TRENDY V TRANSPLANTACII
KRVOTVORNYCH BUNIEK NA SLOVENSKU
Mistrik M., Bojtarova E., Guman T., Horakova J.,
Hudecek J., Masakova L., Simancikova 1., Sopko
L., Vranovsky A., Stecova N., Wild A., Bitorova A,
(KHaT LF UK, SZU a UN, Bratislava - SK, KHaOH UN LP,
Kosice - SK; II. DK DENsP, Bratislava - SK; KHaT MUN
a JLF UK, Martin - SK, NOU, Bratislava - SK; HO NsP
E.D.R., Banska Bystrica - SK)

Uvod: InformAcie o transplantaciach krvotvornych
kmenovych buniek na Slovensku sme si zacali vymienat
a zbierat s etablovanim transplantacného programu
od roku 1989. V dalsich rokoch rozsirilo s cielom ziskat
validne informacie o vyvoji a trendoch v oblasti klinic-
kej transplantacie krvotvornych kmernovych buniek.
VSetky transplantacné centrd v SR sa zapojili a novo
zriadené centra sa pripojili ku kazdorocnému referova-
niu transplantacnej aktivity -poctu transplantovanych
chorych podla indikacie, zdroja krvotvornych buniek
a typu darcu. Metddy: V rokoch 1989 - 1997 sa evidoval
rocny pocet transplantovanych pacientov podla typu
transplantacie. Od roku 1998 sa pouzivaji na zbieranie
informacii o transplantac¢nej aktivite na jednotlivych
pracoviskach v SR tidaje z aktualnej verzie Standard-
ného formularu Eurépskej skupiny pre transplantaciu
krvotvornych buniek (EBMT). Vysledky: V rokoch 1989
-2015 sa v SR uskutocnilo 3 297 transplantacii krvotvor-
nych kmeniovych buniek (autolégne 2424, alogénne
873), z toho v rokoch 1998 - 2015 spolu 2986 transplan-
tacii: krvotvorné bunky periférnej krvi sa pouzili 2 801
krat (autolégne 2176 a alogénne 625 krat), dreriova krv
175 krat (18; 157), 5 pacientov dostalo naraz autolégne
krvotvorné bunky z periférnej krvi a z kostnej drene,
5 alogénnu pupocnikovi krv. Spomedzi 2896 chorych
lymfém malo 1004 (autoTx 921; aloTx 83), mnohopo-
cetny myelém 856 (850; 6), akiutnu leukémiu 694 (186;
508), solidny nador 230 (214; 16), chronickd myelocy-
tovi leukémiu 97 (23; 74), aplasticki anémiu 58 (0; 58)
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a vzacne indikacie pre TKB 47 pacientov (5; 42). V roku
2015 roény pocet chorych s TKB od nepribuzného darcu
(42; u dospelych 31 a u deti 11) prekrocil pocet TKB od
strodenca (31; u dospelych 25 a u deti 6), a urobilo sa
viac autotransplantacii pre mnohopocetny myelém (67)
ako pre lymfoproliferativne choroby (54). Od r. 1996 do
marca 2015 sa na KHaT v Bratislave 177 chorych podro-
bilo jednej TKB pre mnohopocetny myelém a 55,8% ma
pravdepodobnost 5 rocného celkového prezivania a me-
dian celkového prezivania 74,4 mesiacov. Mortalita
do 100 dni bola 1,6% (3 zo 177), pricom v podskupine 97
chorych mladsich ako 60 rokov bola mortalita do 100
dni nulova. Zaver: Dlhodobé sledovanie poskytuje in-
formacie o vyvoji a stave transplantacného programu
krvotvornych buniek v SR. Hlavné zmeny st v type dar-
cov, kde v ramci alogénnej TKB prevazuju nepribuzni
darcovia, a vindikaciach TKB, kde pri autolégnej TKB
sa stal najcastejSou diagnézou mnohopocetny myelém.

2852. OUTCOME OF ALLOGENEIC
HEMATOPOIETIC STEM CELL
TRANSPLANTATION IN NORMAL
KARYOTYPE AML WITH NPM1 MUTATION

IN COMPLETE REMISSION IS NOT

AFFECTED BY FLT3/ITD POSITIVITY -
POTENTIALLY CRUCIAL IMPORTANCE

OF PRE-TRANSPLANT LEVEL OF

MINIMAL RESIDUAL DISEASE

Karas M., Steinerova K., Hrabétova M., Pachner
M., Jungova A., Lysak D., Jindra P. (Hematologicko-
onkologické oddéleni FN, Plzei1)

Background: detection of FLT3/ITD in normal ka-
ryotype (NK) AML even in case of NPM1 mutation
affects negatively prognosis of AML patients (pts)
treated with intensive chemotherapy alone. But im-
pact of FLT3/ITD positivity in the setting of allogeneic
hematopoietic stem cell transplantation (alloHSCT) in
pts with NK AML with NPM1 mutation in complete re-
mission (CR) is less clear. With the aim to evaluate the
potential role of FLT3/ITD positivity in NK AML with
NPM1 mutation on the outcome of alloSCT we compa-
red alloHSCT results in pts with NK AML with NPM1
mutation in CR with alloHSCT results of pts with NK
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AML in CR with NPM1 mutation and concurrent FLT3/
ITD positivity transplanted in our centre from 2005.
We also tried to identify the impact of other known
pre-transplant prognostic factors on alloHSCT out-
come in this cohort of pts. Patients and methods: from
2/2005 to 9/2014 60 consecutive pts with median of
age 54 years (range, 30-66 years) with normal normal
karyotype AML harboring NPM1 mutations - 53% FLT3/
ITD positivity - in 1st CR (45 pts) and 2nd CR (15pts)
underwent myeloablative (16 pts) or reduced-intensity
(44 pts) alloHSCT (27% HLA identical related, 50% HLA
matched unrelated, 23% HLA mismatched unrelated).
Source of stem cells was in 80% peripheral blood and
in 20% bone marrow. Pre-transplant prognostic factors
(age, type of donor, donor recipient sex combination,
CMV status, type of conditioning regimen, source of
stem cells, number of CR, FLT3/ITD status and MRD
level before alloHSCT - determined using quantitative
real-time polymerase chain reaction for detection of
NPM1 mutations) were included in the univariate and
multivariate statistical analysis. Results: all pts fully
engrafted with ongoing CR after alloHSCT. 36 pts (60%)
developed aGVHD and 24 pts (40%) developed chG-
VHD. With median follow-up 52 months (range, 4-101
months) 35 pts (58%) are alive. 16 pts (27%) relapsed
and 13 of them died. 12 pts (20%) died due to NRM.
The estimated probabilities of 3-years EFS and OS are
54% and 59%. Statistical analysis showed that only
age over 63 years and MRD level affected alloHSCT
outcome in univariate and multivariate analysis.
FLT3/ITD positivity did not influence alloSCT results.
Pre-transplant MRD level 10 NPM1mut/10000 ABL
copies had the strongest statistical significance. The
estimated probabilities of 3-years relapse incidence,
EFS and OS were for pts with low MRD level (< 10
NPMlmut copies) 6%, 72% and 75% and for pts with
high MRD level (> 10 NPM1mut copies) 48%, 35% and
40%. Conclusion: our data show that FLT3/ITD positivi-
ty did not influence alloSCT results in pts with NK AML
with NPM1 mutation in CR and also show that level
of MRD in pts with normal karyotype AML harboring
NPM1 mutation in CR provides important prognostic
information, which as an independent prognostic
factor predicts transplant results.



