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Klonal
Neoplastik
Anormal morfoloji ve immunfenotipli
Mast hucre proliferasyonu

U
2016 WHO siniflamasinda ayri bir hastalik grubu
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Sistemik Mastositoz Tani Kriterleri

Major kriterler Minor kriterler

Ki veya diger ekstra kutanéz organlarda yogun MH Ki veya diger ekstra kutandz organ biyopsi kesitinde,

infiltrasyonu (agregatlarda >15) infiltratta igsi veya atipik morfolojide >% 25 MC veya
Ki aspirasyonunda tiim MC’lerin >% 25’i atipik veya
immatiar MC

Ki, kan, ekstra kutanéz organda kit kodon 816’da
aktive edici mutasyon saptanmasi

Ki, kan, ekstra kutandz organda normal MC
belirleyicilerine ek olarak CD 25+/- CD2 ekspresyonu

Serum total triptaz diizeyinin kalici olarak > 20
ng/mL olmasi (iliskili myeloid malignite varliginda bu
kriter gecerli degildir)

1 major + 1 mindr kriter veya 3 minor kriter

Pardanani A. Am J Hematol. 2019;94:363-377.
Radia DH. Br J Haematol. 2020 Jan 27. doi: 10.1111/bjh.16288.



TABLE 1 World Health Organization (WHO) classification of
mastocytosis (adapted from Horny et al.1)

1. Cutaneous mastocytosis (Ch):
a. Urticaria pigmentosa (UP)/Maculopapular cutaneous mastocytosis
(MPCMM)
b. Diffuse cutaneous mastocytosis
c. Solitary mastocytoma of skin

2. Indolent systemic mastocytosis (ISH)
s Meets criteria for systemic mastocytosis (SM).® No “C" findings.®
Mo evidence of associated hematological neoplasm.
Isolated bone marrow mastocytosis?®
e As above (ISM), but with bone marrow involvement and no skin
involvement, generally low-burden of MC.

3. Smoldering systemic mastocytosis (SSM)
e As abowve (ISM), but with 2 or more “B" findings, and no “C"
findings.® generally high-burden of MC.

4. Systemic mastocytosis with an associated hematological neoplasm
(SM-AHMN)
e« Meets criteria for SM and criteria for AHMN as a distinct entity per
the WHO classification

5. Aggressive systemic mastocytosis (ASMM)
s« Meets criteria for SM. One or more “C” findings.® No evidence of
mast cell leukemia.

&. Mast cell leukemia (MCL)

s Meets criteria for SM. Bone marrow biopsy shows diffuse
infiltration, usually dense, by atypical, immature mast cells. BM
aspirate smears show =220% mast cells. In classic cases, mast cells
account for =z10% of peripheral blood white cells. Aleukemic MCL
variant (<10%: circulating mast cells).

7. Mast cell sarcoma (MCS)
« Mo evidence of SM. Generally localized destructive growth
pattern. High-grade cytology.

Pardanani A. Am J Hematol. 2019;94:363—-377.
Radia DH. Br J Haematol. 2020 Jan 27. doi: 10.1111/bjh.16288.



B bulgulan C bulgulan Mast hiicreli ldsemi

Ki biyopsisinde yiiksek MC Ki’de neoplastik MC infiltrasyonuna  Ki biyopsisinde diffiiz, atipik,
yogunlugu: selltlaritenin > % 30'u bagl Ki disfonksiyonu, > 1 sitopeni  immatiir MC infiltarsyonu
MC infiltrasyonu ve serum total

triptaz > 200 ng/mL (PNL <1.0 x 10°/L, Hgb <10 g/dL,

ve/veya platelet <100 x 10°/L).

MC-disi hiicrelerde displazi veya Ascit, KCFT bozuklugu ve / veya Ki aspirasyonunda = % 20 MC
myeloproliferasyon varligi, ama portal HT ile palpabl hepatomegali
normal veya hafifce anormal kan

sayimi ile hematolojik neoplazi

iliskili SM tanisi kriterlerini

karsilamama

KCFT bozuklugu olmaksizin Blyuk osteolitik lezyonlarla birlikte
hepatomegali, hipersplenizm iskelet tutulumu, ve/veya patolojik
olmadan splenomegali, ve/ veya kirik (osteoporoza bagh patolojik
goruntileme veya palpasyonda kirik C bulgusu degildir)

LAP

Hipersplenizm ile birlikte palpabl
splenomegali

GIS MC infiltrasyonuna bagli kilo
kaybi ile malabsorbsiyon

Gilreath JA. Clinical Pharmacology: Advances and Applications 2019:11 77-92.
Radia DH. Br J Haematol. 2020 Jan 27. doi: 10.1111/bjh.16288.



indolen SM SM kriterleri +, B ve C bulgusu yok

Smoldering SM SM kriterleri +, B bulgulari var (= 2) ama C
bulgulari yok

llerlemis SM SM kriterleri +, C bulgulari var (= 1)

Mast hicreli losemi SM kriterleri +, MHL kriterleri

Gilreath JA. Clinical Pharmacology: Advances and Applications 2019:11 77-92



Semptomlar ve Hastalik Yuku

4=m Mast cell mediator / skin symptoms prominent

7 A

Ensure that organepathy is due to
mast cell infiltration!

Anaphylaxis:
(hypotension >>

angioedema)

Skin: pruritus, flushing, hives

Gastrointestinal:
nausea, vomiting,
diarrhea, abdominal
cramps, heartburn

= Ostealysis w/ pathologic
fractures

= Lymphadenopathy

= Splenomegaly/hypersplenism,

B Hepatomegaly/ascites

n

osteoporosis, back pain,

bone pain e

Malabsorption or protein-losing
enteropathy w/ weight loss

- >

Cardiovascular: syncope,
dizziness, palpitations
Neurologic:
memaory/cognitive
difficulties,
depression,
headache, slee

Constitutional:
generalized weakness,
fatigue, arthralgias,
myalgias, sweats, chills

Organopathy prominent =)

Pre-diagnostic Indolent| |Smoldering Aggressive SM / SM Mast cell
S5M SM SM? + associated hematological leukemia
malignancy

1 L I 1

Disease burden / aggressiveness mmp

Pardanani A. Am J Hematol. 2019;94:363-377.



Klinik

Semptomlar —
MH proliferasyonu

MH mediyatorlerinin lokal ve
sistemik etkileri

Histamin, triptaz, TNF-q, IL-4
En sik cilt ve GIS etkilenir
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Diarrhea an
UYT (Cﬂr |

Aralikli flushing

Bas agrisi

Rinit

Wheezing ataklari

Karin agrisi

Bulanti, kusma

Ozofajit, gastrit, peptik Ulser

Noropsikiyatrik (depresyon,
anksiyete, hafiza kaybi,
kognitif bozulma,
odaklanma kaybi)

Coltoff A. Leukemia Research 81 (2019) 10-18



Fizik muayene

Cilt bulgular
Hepatomegali
Splenomegali
Lenfadenopati
Kaseksi

Coltoff A. Leukemia Research 81 (2019) 10-18



Laboratuvar

Sitopeniler

KCFT yiiksekligi SR i
) . . Eosinofil >1500 % 15

Sgrum triptaz dizeyi BT P
KIAB ALP % 40
Tutulan organ biyopsisi T Bil % 22
Sitogenetik AST 12
ALT % 10

D816V mutasyonu Serum triptaz % 96
tayini Kit D816V % 68

Akim sitometri JAK2V617F % 4

Coltoff A. Leukemia Research 81 (2019) 10-18
Ken-Hong Lim, et al. Blood 113 (23) (2009) 5727-5736.



Tetkikler

KIAB — SM siiphesinde standart
Diger organ biyopsileri — opsiyonel
Rutinde—

KCFT, BBFT, Serum triptaz, Vit D ve Ca
Genetik ve molekdiler testler

Dexa
Gerekirse MR veya BT

Coltoff A. Leukemia Research 81 (2019) 10-18



Normal ve anormal MH

Normal MH Anormal MH
Yuvarlak, metakromatik granul Neoplastik MH’lerin morfolojisi

SR

Kes
sitc
nul =

Per
ala

eksprese ederler Cuz \~ 700v)

Radia DH. Br J Haematol. 2020 Jan 27. doi: 10.1111/bjh.16288.



Mutasyonlar

Normal MH
KIT (CD117) TK reseptori

MH’lerinde ekspresyonu
devam eder

MH proliferasyon,
maturasyon, adezyon,
kemotaksis, sag kalimi
icin gerekli

KIT D816V nokta
mutasyonu (en sik)

Artmis fonksiyona yol acar
Daha az (< %5)

V560G, D815K, D816Y
insVI815, D816F, D816H,
D820G

N-Ras ve TET2 mutasyonu

Pardanani A. Am J Hematol. 2019;94:363-377.



Rutinde KITD816V e Serum triptaz genelde

bakilmasi onerilir >20 ng/mL

Sitogenetik * Tek basina SM’a 6zgl

PDGFRA ve PDGFRB degil (AML, MDs,
KMLde de T, ailesel

> — Stem cell factor dimer

hipertriptazemi)

1gG-like domains —

Phosphotransferase
domain (TK2, c-lobe)—

d

STAT«JAK

PI3K—* Akt



Tanisal yaklasim

Diagnostic algorithm for systemic mastocytosis

Serum tryptase level
Bone marrow biopsy:
-Tryptase and CD25 immunohistochemistry
-Flow cytometry for MC CD25 expression if IHC
indeterminate
= Molecular testing for KITD816V mutation (bone marrow, blood
or other lesional specimen)
m FIPTLT-PDGFRA screening if eosinophilia present — bone
marrow or blood

2

WHO criteria for SM met

7

WHO criteria for associated hematological neoplasm satisfied?

/ "l/
\L =20% MC on BEM J, No C-findings

aspirate smear

SM-AHN J/ C-findings \L

‘L ISM
MCL (SSM: =2 B-findings)
ASM

Pardanani A. Am J Hematol. 2019;94:363-377.



indolen SM

SM’da en sik alt grup (% 46)

Ortanca 49 (daha genc)

% 66-75 UP benzeri cilt lezyonlari

MH mediator iliskili bulgular

GIS bulgular

HSM ve konstitusyonel semptomlar (<% 20)
Ortnaca OS 198 ay (kontrol ile benzer)

Pardanani A. Am J Hematol. 2019;94:363-377.
Scherber RM. Br J Haematol. 2018 Jan;180(1):11-23.



Kl mastositozu

Kl mastositozu provizyonel bir alt grup (% 23)

MH

infiltrasyonu KI'ne sinirhdir (diisik MH )

Triptaz normal veya dusuktur

Cilt
Sag

ezyonu yoktur
calim iyi

Meo

iator iliskili bulgular sik

Pardanani A. Am J Hematol. 2019;94:363—-377.
Valent P. Int J Mol Sci. 2019 Jun 18;20(12). pii: E2976. doi: 10.3390/ijms20122976.



Smoldering SM

Daha az gorulir (% 14)

Organ tutulum bulgulari vardir ama

hasarlanma yoktur.
B bulgularin 22’si izlenir

Sag kalim ISM’ye gore belirgin daha kot

Agresif forma veya l6semiye dontsim riski

ISM’den fazla

Pardanani A. Am J Hemato I. 2019;94:363-377.
Scherber RM. Br J Haematol. 2018 Jan;180(1):11-23.



Hematolojik malignite iliskili SM

Ikinci en sik alt grup (% 40)
Daha yasli grupta

% 89’u myeloid malignite, kalant MM, KLL,
lenfoma, amiloidoz

Myeloid malignite MPN, KMML, MDS
SM-AHN grupta TS ortanca 24 ay
Losemik dontusim sikligi % 13

MDS iliskili SM’da déntsim daha sik

Pardanani A. Am J Hematol. 2019;94:363-377.
Scherber RM. Br J Haematol. 2018 Jan;180(1):11-23.



Agresif SM

Uclincu en sik alt grup (%12)
Organ hasari bulgulari +

Konstitlisyonel

C|dd| GIS, KC, kem|k Veya KI semptomlar

bulgularl Hepatosplenomegali 50
Lenfad ti 30
Ortanca TS 41 ay catEnopat
Hb< 10 gr/dL 24
Losemik dontsim sikhigr % 5 pi <100.000/uL 5=
|6kositoz 41

Triptaz T (>200 ng/mL) 40

Pardanani A. Am J Hematol. 2019;94:363-377.
Scherber RM. Br J Haematol. 2018 Jan;180(1):11-23.



MH losemi

SM’lar icinde % 1

Ortanca TS 2 ay

KI'de en az % 20 immatur neoplastik MH
PY’da < veya >% 10 MIH

Kit mutasyonu daha az goruilar




Survival

40

80 100

60

20

Sag kalim

— ISM, (n=159)
—— ASM, {n=41)
AHD, (n=138)
— MCL, (n=4)
—— Expected US Survival

10

20
Years from Dx

30

Pardanani A. Am J Hematol. 2019;94:363-377.



Prognoz

 MAPS (Mayo Alliance
Prognostic System)

* Klinik model

* |lerlemis SM

* >60vyas

e PLT <150 x 10°/L

* Anemi

 ALP > normal sinir

ASXL1, RUNX1, NRAS
Klinik— molekiler model
llerlemis SM 2 puan

Yas >60 1 puan

PLT < 150 x 10°/L 1 puan
ALP >N 1 puan

K6t mutasyonlar 1 puan

Pardanani A. Am J Hematol. 2019;94:363-377.



Overall survival

Prognoz

(A) Clinical risk model for systemic mastocytosis: N=543 (B) Clinical-molecular risk model for systemic mastocytosis: N=145

Zero risk factors ’

N=122

Median not reached
0.8 - 0.8 - Low risk <2 points

N=50
Median 198 months
One risk factor
N=115
0.6 - Median not reached 0.6-
3 risk factors
g;;zmms Intermediate-1 risk = 3 points
04 R 2 risk factors 0.4~ g;::ontm
N=80 )
148 months
High risk =5 poirtts
0.2 - 0.2~ Nag
4 risk factors = Median 12 months madiﬂtﬂ'z risk = 4 PDiI'ItS
g7=9m70nms | I 36 months
0_0 - —— - IJA' ——— T T DO T T T T T T T T T
0 50 100 150 200 250 300 350 0 50 100 150 200 250

Pardanani A. Am J Hematol. 2019;94:363-377.



TEDAVI

ISS/SSM Agresif SM m

MH degranulasyonunu Klinik calisma Hangi komponentin acil
tetikleyenlerden kaginma tedaviye ihtiyaci oldugunun
ASA, narkotikler, alkol, belirlenmesi

kontrast boyalar,
anestezikler

MH degranulasyonuna Midastaurin veya kladribin  AHN

yonelik tedavi Hastaliga uygun tedavi

Osteoporoz/osteopeni imatinib (eosinofili veya SM

tedavisi KiTD816V mutasyonu Agresif SM gibi etdavi
negatif)

Perioperatif onlemler IFN-alfa+/- steroid Hastalik progresyonunda

yeniden evreleme

Allo-nakil

Pardanani A. Am J Hematol. 2019;94:363-377.



Tedavi

Overview of current treatment options for patients with systemic mastocytosis 2019.

, , Diagnosis
DlagnOSIS f d d | Avoidance of known triggers
of ISM / SSM of advanced SM Adrenalin auto-injectors for
~ : anaphylaxis prevention
/ | = BispMs?Mmfe.s
[ Medicationsfor mediator symptoms * ] o s
Z N4 Mast cell stabilisers
= Antileucotrienes
Tricyclic antidepressants
ISM or SSM . Glucocorticoids
Ssymptomatic
l / '
+ // Which disease
/ requires
*Medications I /  treatment? |
for mediator Y
chald bl Clinical trials**
Refractory - AHN-directed Rx Avapritinib/Ripretinib
v (Midostaurin **) (Midostaurin ¥)
Cladribine or IFN- Cladribine Cladribine
= Peg IFN-a +/-prednisolone i
| Imatinib IF DIT D816V NIUHt agent
NEG or unkown chemotherapy for MCL

\ y

Radia DH. Br J Haematol. 2020 Jan 27. doi: 10.1111/bjh.16288.



Mediator iliskili semptom kontrolQ

Table III. Pharmacological therapies for symptom control (Tefferi & Pardanani, 2004; Akin & Gotlib, 2017).

Symptom

Treatment ladder

Drug class

Specific drugs/doses

Pruritus, flushing

Abdominal pain, cramping,
diarrhoea, heartburn, nausea,
vomiting

First line

Second line

Third line

Third line

Fourth Line

First line

Second line

Hl-antagonist

Leukotriene antagonist

Nonsteroidal
anti-inflammatory drg
Psolaren plus UVA
photochemotherapy
Omalizumab
H2-antagonist

Proton pump inhibitor

Cetirizine, 5-10 mg/day

Fexofenadine, 60 mg BID or 180 mg/day

Hydroxyzine, 25 mg q 6 h
Montelukast, 10 mg/day
Zafirlukast, 20 mg BID
Aspirin

150 mg SC every 2 or 4 weeks
Ranitidine, 150 mg BID
Famotidine, 10 mg BID
Cimetidine, 400 mg BID
Omeprazole, 20 mg/day

Pantoprazole, 40 mg/day
Rabeprazole, 20 mg/day

Third line Cromolyn Sodium Cromolyn 100200 mg QID 30 min before
meals and bedtime
Fourth line Corticosteroid Prednisone, 0-5—1 mg/kg/day starting dose; taper as

feasible based on response/tolerance

Headache, cognitive impairment, First line H1- and H2-antagonist As above
depression Second line Sodium cromolyn As above
Recurrent hypotension First line Epinephrine As per standard dosing
Second line H1- and H2-antagonists As above
Third line Corticosteroid Prednisone (as abowve)

Fourth line Cytoreductive therapy
(IFN - or 2-CdA)

Bisphosphonate

As per standard dosing

Osteoporosis First line Alendronate, 70 mg q week

Risedronate, 35 mg q week
Pamidronic acid, 90 mg IV q 4 weeks
Zoledronic acid, 4 mg IV q 4 weeks
IFN-o, starting dose, 1-3 million units {mu)
drug SC 3 = per week; target dose, 35 mu

SC 3—5 x per week
2-CdA, 5 mg/m® IV = 5 days every 48 weeks

Second line Cytokine/immunomodulatory

Third line Purine nucleoside analogue

2-CdA: 2-chlorodeoxyadenosine; BID: twice daily; IFM-o: interferon o; IV: intravenously; q: every; QID: 4 times per day; SC: subcutanelousky;
UVA: ultra-violet A.

Scherber RM. Br J Haematol. 2018 Jan;180(1):11-23.



Midastaurin

KITD816Y IVe DSEV i 10 yillik izlemde 2 hastada TR 2
mutasyonlarina karsi etkili :
! Y ! 3 Hastalarin;
llerlemis SM ‘da onayli Ki MH yiikiinde > % 50 azalma % 68
2*100 mg/gin Triptaz diizeyinde> % 50 azalma % 46
ORR ORR YANITIN SURESI (AY) TS (ay) PFS (ay)
SM-AHN | MCL
116- %60 (%45 major % 75 % 58 %50 ASM VE MCLDE NR ASM NR 28,7
89 yanit, % 15 PR) SM-AHN’DE 12,7 SM-AHN 20,7 11
MCL 9,4 11,3
2 26 % 69 ( % 50 major Tum grup 40
yanit, %19 PR MCL 18,5
3 28 % 71 (% 57 major 17

yanit, % 14 PR)

1. GotlibJetal. N EnglJ)Med. 2016; 374:2530-2541.
2. DeAngelo DJ et al. Leukemia. 2018;32:470-478.
3. Chandesris MO et al. N Engl J Med. 2016;374:2605-2607.



Midastaurin

I .+ 116 hastanin % 72'si tedaviyi

Uzun TS yanit varligi, 0 0
Ki MH miktarinda > % 50 azalma, birakti (A) 33 progresyon ve %
MCL disi SM alt tipi ile iliskili 22 YE)

Kl MH 2 57 [T EsERE * YE: bulanti, kusma, diyare,

miktarinda > o

%50 azalma halsizlik

;rfpta? st e ED e etk * Grade 3- 4 notropeni % 24,

Uzeyinde > % . . )

50 azalma anemi % 41, trombositopeni

Ortanca Ki MH % 59 hastada % 29

yuka degisimi

. * % 56 hastada doz azaltimi
Ortanca triptaz % 58 hastada

diizeyi e % 32 hastada doz artimi
degisimi

Gotlib J et al. N Engl J Med. 2016; 374:2530-2541



Kladribin

 Tum SM alt tiplerinde etkili
* Genelde ilk basamakta hizli MH azaltilmasinda veya nlikste

* 5mg/m?/ giin veya 0.13-0.17 mg/kg/ glin 5 glin 2 saat IV inf
e 4-12 hafta araliklarla

Kiir sayisi ORR ASM ORR YANITIN SURESI
SM-AHN

26-22’sinde 3 (1-9) % 55 % 56 % 50 % 55 11 (3-74) ay
yanit
2 68 3,7 (9) % 72 % 92 % 50 % 59 3,7 (0,1-8) yil indolen

2,47 (0,5- 8,6) agresif

1. Lim KH et al. Am J Hematol. 2009;84:790-794
2. Barete S et al. Blood. 2015;126:1009-1016.



Interferon alfa

* MH degranulasyonu semptomlari, Ki’'deki MH sayisi, mastostoz iliskili klinik
bulgulari geriletir

* Major yanit % 20-30, steroid ile birlikte % 40’a ulasir

* Eniyiyaniticin gecen sire uzun ve ilag kesilince bulgular geriye doner

e 1-3 MU/giin haftada 3 kez — 3-5 MU/giin haftada 3-5 kez
Prednizon 20-60 mg/giin 2-3 ayda azaltilarak kesilir

ORR ORR Mediator iliskli YANITIN SURESI
ISM-ASM | SM-AHN | semptom var/yok (AY)

1 20-13ilaca % 100 % 45
devam etti

2 47-40 hastada % 53 % 60 % 45 %77 | % 41 12 ( 1- 67)
yanit

degerlendirildi

1. Lim KH et al. Am J Hematol. 2009;84:790-794
2. Simon ) et al. Pathol Biol (Paris). 2004;52:294-299.



Imatinib, Nilotinib, Dasatinib

WT kit, F522C ve V560G KIT mutasyonlarinda etkili ama D816V’de etkili degil
FDA onayli, kit mutasyon durumu bilinmeyen veya KiTD816V mutasyonu negatif

vakalarda

Nilotinib ve dasatinib etkinligi faz II'de ORR % 20-30*

YANITIN KiT+ KIT -
SURESI

ORR | ORR
(AY)

1 27
2 20
3 17

KiTD816V ORR

+ ASM

% 86 %18 % 14 % 50 % 9

% 65 %35 %30 % 5
% 29

* Coltoff A. Leukemia Research 2019;81: 10-18

19,6 (9-69) %17 % 33

44 AY 2PR  1CR
9- 36 AY 4 PR
% 29
1CR,
4 PR

1. Lim KH et al. Am J Hematol. 2009;84:790-794.
2. Vega-Ruiz A et al. Leuk Res. 2009;33:1481-1484.
3. Pagano Let al. IntJ Hematol. 2008; 88:483-488.



Hidroksiure

30 SM (28 SM-AHN) hastasi, 24’tnde ilk
basamak tedavide

500-2000 mg/gilin

ORR 26/5 (% 19) (lokositoz, trombositoz, HSM
kontroli)

Ortanca yanit suresi 31,5 ay (5- 50 ay)
Myelosupresyon icin kullantlr

Lim KH. Am J Hematol. 2009;84:790-794.



* Geriye donuk calisma

Allojenik kok hucre nakli

* 57 hasta, ortanca 46 yas
 Primer refrakterlik MCL'de
e Tum SM-AHN hastalari TR

SM-AHN n=38
MCL n=12
ASM n=7

% 70 (n=40)

% 28 (n=16) TR,

2 hastada mutasyon
negatif

% 42 (n=24) PR

% 21 (n=12)
stabil

% 9 (n=5)
primer
refrakter

3villik TS % 57

SM-AHN % 74, ASM % 43,
MCL % 17

Kéta TS — MCL varhgi, RIC
hazirlama rejimi, progresif
hastalik ile iliskili

Nakil nerisi: SM-AHN’de
AHN nakili gerektiriyorsa

Akut MCL veya relaps/
refrakter ASM

Pardanani A. Am J Hematol. 2019;94:363-377



Yeni ajanlar

Avapritinib:

KiT aktivasyon loop
mutasyonlarini ve PDGFRA
mutasyonlarini inhibe eder

Faz 2’de 300 mg/gln

52 hastanin 23’Gnde yanit
degerlendirildi

ORR % 83 ve TR %17
Grade 3 YE % 54
% 56 doz azaltimi

DCC-2618:

Konvansiyonel TKl’lerine
direncli ekzon 17 kit
mutasyonlarini inhibe eder

Faz 1 calismasi struyor

SL-401: IL-3R’ e yonelik ve
difteri toksin fiizyonu

Brentuksimab vedotin
Bortezomib

Pardanani A. Am J Hematol. 2019;94:363—-377.
Coltoff A. Leukemia Research 81 (2019) 10-18



Tablol. Hastalarin Klinik ve Laboratuvar Verileri

E DTCO P B B 0 E Jpe A B
U
1 71  Kasintl, bisitopeni,splenomegali yok X yok Ar
sokmamis
2 67  Flushing, UP Monomo X yok Ari
rfik sokmamis
3 58  Spontan+ari anafilaksisi, UP, flushing, Monomo X yok Bal arisiile
A.rinit rfik
4 44 An anafilaksisi, kognitif fonk yok X yok Bal arisiile
bozuklugu
5 30 Spontan anafilaksi, flushing, UP, A. Monomo X yok Ari
rinit rfik sokmamis
6 29  Spontan+ari anafilaksisi, UP, Monomo X yok Bal arisiile
presenkop, A.rinit rfik
7 36 ilag+spontan anafilaksisi, A.rinit yok Parasetamol+ yok Ar
propifenazon sokmamis
8 39  Spontan anafilaksi, flushing, halsizlik  yok X yok Arl
sokmamis
9 35  Arive balile anafilaksi, A. rinit yok X yok Bal arisiile
10 66  Spontan+ari anafilaksisi yok X yok Bal arisiile
11 55  Halsizlik, pansitopeni, u. vaskdlit yok X yok Ari
sokmamis
12 55 Spontan anafilaksi, batinda asit, vok X vok Arl ile reax




1 154 / Normal X SM-AHNMD X 8 fokal %18 interstisyel,
hiperselilerite,
granilositer sei ve
monositik h artisi

2 125 / Osteopeni X indolan SM X 5 fokal %14
interstisyel

3 56 12.9 Normal + indolan SM  CD117+, CD34-, CD2+, 2 fokal %15

CD25+ interstisyel

4 49 7.72 Normal + indolan SM  CD117+, CD34-, CD2+, 6 fokal %16

CD25+ interstisyel
5 96 4.26 Osteopeni X *
6 22.8 <18.8 osteoporoz + indolan SM  CD117+, CD34-, CD2+, 4 fokal %18
CD25+ interstisyel

7 50 / - X indolan SM X %6-8 interstisyel

8 35 <18.7 Osteopeni X indolan SM  ** %10 intprstisyel

9 23 10.7 - X indolan SM  CD117+, CD34-, CD2+, 1 fokal %14

CD25+ interstisyel

10 21.6 27.4 Normal X *

11 48 6.8 Osteopeni X SM-AHNMD X Blastik h
,%15interstisyel

12 50.5 / - X Agresif SM CD117+, CD34+, CD2+, 13-15fokal

CD25+

%20interstisyel




Tesekkurler



