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Akutni lymfoblasticka leukemie

- klonalni proliferace bunék lymfoidni fady ¢asnych stadii krvetvorby

. genetické zmény - akumulace klonu

- porucha diferenciace
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Pacientka *1979

« ALL [éCend 1985-1988 - chemoterapie + aktinoterapie CNS - CR
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Pacientka *1979

. dg. B-ALL dle EGIL nezaraditelna

. CD34+, TdT-, CD20-, bcr/abl-, IgVH jako marker MRD

. komplexni karyotyp, 3 klony, 78% blast(i v KD

https://st2.depositphotos.com/3687893/6311/i/950/depositphotos_6311
9849-stock-photo-lymphoblast.jpg



| éCba

« hyperCVAD/HD-MTX+Ara-C - podany 4 cykly od 10/12 do 1/13

. ith. triple aplikace (likvor negativni)

https://en.wikipedia.org/wiki/Lumbar_puncture#/media/File:Wikipedian_
getting_a_lumbar_puncture_(2006).jpg



| éCba

. standardni podpurna péce - reverzni izolace, protiinfek¢ni zajisténi, G-CSF
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« po 1. cyklu CR, pretrvava MRD+

. vyhledavani darce PKB k aloT




1. relaps

2/13 - IgVH MRD+ vzr(ist o 2 rady
FLAG-IDA

Clostridiova kolitis, G- sepse

nepribuzenska aloT PKB 4/2013 (darce muz, 10/10)
Stafylokokova sepse, BK virova cystitida

CR, MRD-, DC 99% do 12/2013

Allogeneic bone marrow transplant
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https://thumbs.dreamstime.com/z/allogeneic-transplant-process-
donated-to-person-another-person-genetically-matched-stem-cell-donor-
info-graphic-98317698.jpg



2. relaps

. 1/2014 - algicky syndrom v oblasti levé hyzdé, iritace S1 vlevo
« MRI - masavlevo v os sacrum (71x47x78mm) a presakralné
« HD-MTX/Ara-C - dle CT ,,stable disease*

« FLAG-IDA - dle PET/CT CasteCna regrese + postizeni 6. zebra
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2. relaps

Donor Lymphocyte Infusion

H H Patient receives lymphocytes
° Radloteraple Lymphocytes removed from donor e A

Lymphocytes

. DLI

https.//nci-media.cancer.gov/pdq/media/images/755983.jpg

. do 6/14 pouze extramedularné - kostni dferi i likvor opakované negativni



3. relaps

. 6/2014 PET/CT - mnohocetna loziska ve skeletu

. masivni infiltrace KD (86%)

. 0od 7/2014 Studie Tower 00103311




TOWER 00103311

. Blinatumomab x standardni chemoterapie

« dospélis R/R B-ALL

. 1/2014 - 3/2016

https://s3-us-west-
2.amazonaws.com/drugbank/protein_structures/full/DB09052.png?1452
832200



Blinatumomab

- Blincyto (Amgen)

. bispecificka protilatka (BiTE) - CD3-CD19
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Blinatumomab

. kontinualni podavani pumpou do centralni Zily (PICC, port)
. zahdjeni za hospitalizace a nadale domaci podavani

. postupné navysSovani davky

« 4 tydenni cyklus a 2 tydny pauza

« pokud po 2 cyklech CR/CRi, moZna aloT PKB
- pokud neni aloT, lé¢ba do progrese /[ toxicity

. ith. profylaxe, podpirna péce

https://thankyouforanotherday.files.wordpress.com/2015/08/hooked-
and-unhooked.jpg



CRS - Cytokine Release Syndrome

aktivace T-Lymfocytu - BiTE, CAR-T, ATG, ...

Stimulus CRS Grading

Grade 1
* Fever
= Constitutional symptoms

flu-like symptomy

Grade 2

= Hypotension responding to fluids/low dose
vasopressors

= Grade 2 organ toxicities

hypotenze

Grade 3

+ Shock requiring high dose/multiple P

+ Hypoxia requiring 2 40 % FiO2

+ Grade 3 organ toxicities, grade 4 transaminases

o IL-6
IL-1, IL-8,

kapilarni leak, MODS e St

+ Grade 4 organ toxicities (exdl. transaminases)

https://media.springernature.com/lw685/springer-static/image/art%3A10.1186%2Fs40425-018-0343-9/MediaObjects/40425_2018 343 _Fig3_HTML.png



CRS - Cytokine Release Syndrome

ICANS - neurologické symptomy

Quiescense,
Maintenance of
Blood Brain Barrier

. premedikace, monitorace laboratore a neurostatu

. lécba - chlazeni, paracetamol, KS, anti-IL6, org. podpora

- management dle GRADE - pokracovani inflze az nutnost ukonceni léCby

https://images.squarespace-cdn.com/content/v1/5d03f164540cac00016beel14/1583981991287-
RS3WDRJLEHUFYN1HXCO2/Screenshot+2020-03-11+at+7.59.18+PM.png ?format=1000w



3. relaps

. kostni dfei po 1. cyklu BiTE - CR, MRD-

« PET/CT po 2. cyklu-CR

. infekéni komplikace

. sekundarni protilatkovy deficit - substituce IVIG




3. relaps

« do 12/2015 celkem 9 cyklti v ramci TOWER - CR, MRD-
+ 1 udrZovaci cyklus

. navrh k aloT - benefit/riziko - pacientka odmita

. DLIdo 8/2017
. IVIG

« 3/2022 (8 let po 3. relapsu) - trva CR, MRD-
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Pacient *1980

Hemofilie B - téZka forma s artropatii, tydenni substituce fIX

10/2019 - leukocytoza, trombocytopenie, obcasné nocni poceni

dg. T-ALL kortikalni, TCR jako marker MRD

expanze predniho mediastina dle CT - 67x37x50mm




Pacient *1980

GMALL, pro riziko krvaceni zména na Hyper-CVAD/HD-MTX/AraC

substituce fIX - vykony, trombocytopenie

standardni podptirna péce

8 cyklti do 5/2020 - CR, MRD -

https://diapharma.com/wp-
content/uploads/2017/07/Hemophilia_Marbles_Blur_FIX.jpg



1. relaps

« 6/2020 rostouci MRD+

- FLAG-IDA

- nepribuzenska aloT PKB 8/2020 (darce Zena, 10/10)

Allogeneic bone marrow transplant
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1. relaps

akutni kozni GvHD opakované

o¢ni GVHD - syndrom suchého oka

ve spadu pneumonie COVID-19 - rekonvalescentni plasma,

nasledné ockovani 3 davkami, EVUSHELD

5/2022 trva CR, MRD-

https.//upload.wikimedia.org/wikipedia/commons/8/82/SARS-CoV-2_without_background.png



GvHD - Graft versus Host Disease

Casta komplikace alogenni transplantace krvetvornych KB

activation l

systémové imunitné zprostredkované onemocnéni

MHC I TCR

®  license to kill* ’
> CD 38
MHC |
epithelial cell /
4
MHC |

Dendritic cells / host/\ T-cells / donor

lymfocyty darce rozeznévaji Ag pfFijemce jako cizorodé

omezuje efektivitu aloT, kvalitu Zivota i celkové preziti

https://www.researchgate.net/profile/Hans-Jochem-Kolb-
2/publication/23493354/figure/fig3/AS:667686073815044@1536200173584/Pathoph
ysiology-of-GVHD-The-interaction-of-the-donor-T-cell-and-the-host-APC-leads-to.png



GvHD - Graft versus Host Disease

klze, GIT, jatra, ...

akutni x chronicka

prevence - post-transplantacni cyklofosfamid

lécba lokalni, kortikoidy, imunomodulans, imunosupresiva

https://www.frontiersin.org/files/Articles/838494/fimmu-13-838494-HTML/image_m/fimmu-13-838494-g001.jpg
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