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20vdpouo Avong Oykwv- Tumor Lysis Syndrome (TLS)
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o Emeiyovoa katdotaon

o moapadootakd...Burkitt Lymphoma, ALL, AML

Improved anticancer
therapies

Chronic leukemias — Solid fumors

EvijAwkeg pe ovpumayel dykoug Kat TLS mapovotalovy Bvntdtnta oxeTll{dpevn Ue to TLS 0To 35%
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20vdpouo AVong dykwv- Tumor Lysis Syndrome
(TLS)

l Madlkr] KATAOTPOWT] VEOTTAAGLATIKWY KUTTAPWY J




O ao 9 Y ﬁ q

...OLOOOKEL




O acBevng

o0 Avdpag, 62 eTWV
O MponyoUUEVO LOTOPLKO EAEVOEPO
o Odpuaka (-)

0 Aepokuttdpwon =2 Aldyvwaon XAA
O ACULUTTTWUATIKOG, Stage Binet B, Rai lll
O MpPOoyvVWOoTIKO( TTaPAYOVTES

O KapLATUTTOG: trisomy 12

o Delp53 (-)

MeTA amod 3 prveg
Opoupomevia: stage Rai IV, Binet C
B symptoms
RBBB, A




O aoBeviig

XAA pe evoelén yla Bepareia

MNwg amodaciCw Beparmeia 115 ypoapunig?
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Confirmed diagnosis of CLL/SLL

v v

A4 L
SLL or early-stage CLL SLL or early-stage CLL
(Binet A/B) with active (Binet A/B) without
disease or advanced active disease
stage (Binet C)
¢ | } I
A A4 '
del(17p) or No del(17p) or Watch & wait
TP53 mutation TP53mutation until symptomatic
9 = 1
N A A4 3 N 4 N ™
Less fit: Fit: Less fit: Fit;
BCR BCR inhibitor Clb + FCR (BR may be
inhibitor (+/- R) (+/-R) CD 20 antibody considered in fit
consider alloHSCT early patients with
in remission previous history
\. J of infections)
.

B. Eichhorst et al. Ann Oncol 2015;26:v78-v84

| © The Author 2015. Published by Oxford University Press on behalf of the European Society for
Medical Oncology. All rights reserved. For permissions, please email: Annals Of OHCO].O gy
journals.permissions@oup.com.




Fit or non-fit?




Fit or non fit?

SEVERITY

heart diseases 0 1
{heart only)

hypertension
(severity should be evaluated. Involved organs should be considered separately)

vascular diseases
(blood, vessels, bone marrow, spleen, lymphatic system)

respiratory diseases
(lungs, bronchi, trachea under larynx)

EENT
(eyes, ear, nose throat, larynx)

Upper Gl tract
(esophagus, stomach, duodenum, biliary tract, pancreas)

Lower Gl tract
(bowvel, heria)

Liver diseases
(liver only)

9) Renal diseases
(kidney only)

10) Other genito-urinary diseases
(ureters, bladder, urethra, prostate, genitals)

11) Musculo-skeletal system and skin
(muscles, bones, teguments)

12) Nervous system diseases
(central and peripheral nervous system not including dementia)

13) Endocrine-metabolic diseases
(diabetes, infections, sepsis, toxic state)

14) Psychiatric-behavioural diseases
(dementia, depression, anxiety, agitation, psychosis)

Please rate the following organ

systemson ascaleof 0-4

0 No problam,

1 Remote M (> five years ago)/occasional angina treated
with prn meds.

2 CHF compensated with meds/daily anti-angina meds/
left ventricular hypertrophy/atrial fibrillation/bundle
branch block/daily antiarchythmic drugs.

3 Previous MI within five years/abnormal stress test/

status post percutaneous coronary angioplasty or
coranary artery bypass graft surgery.

4 Marked activity restriction secondary to cardiac status
e unstausangmoﬁnmuecongmmaheaﬂ
failure).
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0 Avdpag, 62 eTWV

o RBBB, XA - CIRS score 3
o CrCl>70 ml/min >

Enrollment in the GREEN Stlldy




Anuiovpyla GA101 pe glycoengineering

Type 11 Glycoengineered
anti-CD20 mAb! Fc region?

v

Increasec
Increased antibody-
Direct Cell Death? dependent cellular
cytotoxicity
(ADCC)?

1. Niederfellner G, et al. Blood 2011; 118:358-367. 2. Mossner E, et al. Blood 2010; 115:4393-4402.




KAWiKA AoKiun

GREEN: AfloAoynon tng achaielag xopnynong povoBepareiag
Obinutuzumab i oe cuvduaopo pe xnueoBeparneio oe aoBeveic pe XAAN

Primary objective: To evaluate the safety and tolerability of obinutuzumab

alone or in combination with chemotherapy
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The study willend 30 months after the last patients has been enrolled
All patients will be followed up until the end of study
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O acBevng

Closer look...
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2VvOpouo Avong oykov — Tumor Lysis Syndrome
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Cairo-Bishop 2004

ZUvdpouo Avcng Oykwv — Tumor Lysis Syndrome (TLS)

Epyaotnplako TLS KAwviko TLS

2 1] TEPLOCOTEPEG EPY. AVWUAAIEG EVTOG 24

WPOV, 3 UEPEG TIPLY EWG 7 NUEPEG LETA TN
Oepameia

Yrepoupiyatuia =8mg/dL*
Yreppwaopatatuia =4 5mg/dl”

YrepkaAtouuio =460 mEg/L”

* AUEnon >25%, **uelwon >25% amnd baseline



MaBowuacloioyia




MaBoguacioAoyia TLS

Cellular breakdown

--.-_‘-*
‘ Release of DNA




MaBoguacioAoyia TLS

Cellular breakdown

"--._____-‘

‘ Release of DNA

hyperphosphatemia
\ nucleotides
o 5% D Purine catabolism
Ho--i-o—ul ol l
Hyperuricemia

|

Precipitated uric acid
crystals in renal tubules

Acute renal failure «=—— " 3
ARF




MaBoguacioAoyia TLS

Cellular breakdown

"--._____-‘

‘ Release of DNA

hyperphosphatemia
\ nucleotides
2 EK_"HE Purine catabolism
wo-f-o L l
Calcium-phosphate Hyperuricemia |
unbalance l
arrhythmias Precipitated uric acid

crystals in renal tubules

+

hyperkalemia




Cellular breakdown
‘-q.___---‘
‘ Release of DNA
hyperphosphatemia
\ nucleotides
Neuromuscular,
ISty o E{_"ﬂi Purine catabolism
H-:r"i-o—ul n.." l
Calcium-phosphate Hyperuricemia
unbalance l
srphnthmiiae Precipitated uric acid
Y crystals in renal tubules
+
hyperkalemia Acute renal failure <—— " 2

ARF




20vdpouo AVong Oykwv- Tumor Lysis Syndrome (TLS)
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IIpoAnyn TLS
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IIpoAnyn TLS

O




Mnxaviopdg Apdong

Tumor cell lysis

9

Release of DNA

A4

Xanthine C .'

. oxidase .
Allopurinol Hypoxanthine
Febuxostat

. 4
Xanthine . ‘
N

Rasburicase ~ Urate oxidase g h@
| Allantoin




IIpoAnyn TLS
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Al0popikn Alayvwon
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ITpoAnyn TLS
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Oepamela eykateoTnuevou TLS




Avtiuetwmion eykateotnuevov TLS

O




Avtiuetwmion eykateotnuevov TLS

O




Avtipetomion eykateotnuevov TLS
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Closer look...
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Resolution o
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e Closerlook...

CT 23424 MI6lY

¢

CT scans baseline CT scans EOT
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CT scans baseline CT scans EOT
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ZUUTtEpPATUATA

[Mpoodog— Nea pappoka — M0 ATTOTEAECUATIKA

o moAAol acBeveig o€ kivouvo yla TLS

Emnelyovoa katdotaon otnv AlpatoAoyia kot Oykoloyia
STNMOVTLKT ] EYKALPT OVOYVWPLOT)

MpodUAaén

o Allopurinol, febuxostat, rasburicase

O 0 0 0 O

0 Oepamneia




EVERY
SOMEONE IS DIAGNOSED
WITH A BLOOD CANCER.

360 PEOPLE A DAY.

15 PEOPLE

YOU COULD BE THE CURE. -

BE 2% THE MATCH'

20¢ EVYAPIOT® YA TNV TTPOCOXT) OOC




