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Indication

contraindications

Posology, dosage
&
administration

QT Prolongation

Significant prolongation of the QT
interval may occur when nilotinib
is inappropriately taken with strong
CYP3A4 inhibitors and/or
medicinal products with a known
potential to prolong QT, and/or
food (see section 4.5). The presence
of hypokalaemia and
hypomagnesaemia may further
enhance this effect. Prolongation of
the QT interval may expose
patients to the risk of fatal

Clinically meaningful
prolongation of the QT interval
may occur when TASIGNA is
inappropriately taken with food,
and/or strong CYP3A4 inhibitors
and/or medicinal products with a
known potential to prolong QT.
Therefore, concomitant
administration should be avoided
(see section 6 Warnings and
precautions: Food Effect and

Special
Warnings
and Special
Precautions
for Use




outcome.

Fluid retention and oedema

Severe forms of fluid retention such as
pleural effusion, pulmonary oedema,
and pericardial effusion were
uncommonly (0.1 to 1%) observed in
a Phase 111 study of newly diagnosed
CML patients. Similar events were
observed in post-marketing reports.
Unexpected, rapid weight gain should
be carefully investigated. If signs of
severe fluid retention appear during
treatment with nilotinib, the aetiology
should be evaluated and patients
treated accordingly (see section 4.2
for instructions on managing non-
haematological toxicities).

Hepatitis B reactivation

Reactivation of hepatitis B in patients
who are chronic carriers of this virus
has occurred after these patients
received BCR-ABL tyrosine kinase
inhibitors. Some cases resulted in
acute hepatic failure or fulminant
hepatitis leading to liver
transplantation or a fatal outcome.

Patients should be tested for HBV
infection before initiating treatment
with Tasigna. Experts in liver disease
and in the treatment of hepatitis B
should be consulted before treatment
is initiated in patients with positive
hepatitis B serology (including those
with active disease) and for patients
who test positive for HBV infection
during treatment. Carriers of HBV
who require treatment with Tasigna
should be closely monitored for signs
and symptoms of active HBV

section 8 Interactions). The
presence of hypokalemia and
hypomagnesemia may  place
patients at risk of developing QT
prolongation (see section 4
Dosage and administration)




infection throughout therapy and for
several months following termination
of therapy (see section 4.8).

Cardiovascular events

Cardiovascular events were reported
in a randomised Phase Il study in
newly diagnosed CML patients and
observed in post-marketing reports.
In this clinical study with a median
on-therapy time of 60.5 months,
Grade 3-4 cardiovascular events
included peripheral arterial occlusive
disease (1.4% and 1.1% at 300 mg and
400 mg nilotinib twice daily,
respectively), ischaemic heart disease
(2.2% and 6.1% at 300 mg and 400 mg
nilotinib twice daily, respectively) and
ischaemic cerebrovascular events
(1.1% and 2.2% at 300 mg and 400 mg
nilotinib twice daily, respectively).
Patients should be advised to seek
immediate medical attention if they
experience acute signs or symptoms
of cardiovascular events. The
cardiovascular status of patients
should be evaluated and
cardiovascular risk factors monitored
and actively managed during Tasigna
therapy according to standard
guidelines. Appropriate therapy
should be prescribed to manage
cardiovascular risk factors (see
section 4.2 for instructions on
managing non-haematological
toxicities).

Laboratory tests and monitoring
Blood lipids

In a Phase Il study in newly
diagnosed CML patients, 1.1% of the
patients treated with 400 mg nilotinib
twice daily showed a Grade 3-4
elevation in total cholesterol; no
Grade 3-4 elevations were however

Cardiovascular events

Cardiovascular  events  were
reported in a randomized, Phase
11 nilotinib trial in  newly
diagnosed CML patients and
observed in the post-marketing
reports. With a median time on
therapy of 48 months in the
clinical trial, Grade 3 / 4 cases of
cardiovascular events included
peripheral  arterial  occlusive
disease (1.1% and 0.4% at 300
mg and 400 mg twice a day
respectively), ischemic  heart
disease (2.2% and 3.2% at 300
mg and 400 mg twice a day
respectively) and ischemic
cerebrovascular events (0.7% and
1.4% at 300 mg and 400 mg twice
a day respectively). If acute signs
or symptoms of cardiovascular
events occur, advise patients to
seek immediate medical attention.
The cardiovascular status of
patients should be evaluated and
the cardiovascular risk factors
should be monitored and actively
managed during  TASIGNA
therapy according to standard
guidelines (see section 4 Dosage
and administration, Non-
hematological toxicities).

Laboratory tests and
monitoring

Blood lipids

In a Phase 111 study in newly
diagnosed CML patients, 1.1% of
the patients treated with 400 mg
nilotinib twice a day, had a Grade




observed in the 300 mg twice daily
dose group (see section 4.8). It is
recommended that the lipid profiles
be determined before initiating
treatment with Tasigna, assessed at
month 3 and 6 after initiating therapy
and at least yearly during chronic
therapy (see section 4.2). If a HMG-
CoA reductase inhibitor (a lipid-
lowering agent) is required, please
refer to section 4.5 before initiating
treatment since certain HMG-CoA
reductase inhibitors are also
metabolised by the CYP3A4 pathway.

Blood glucose

In a Phase Il study in newly
diagnosed CML patients, 6.9% and
7.2% of the patients treated with
400 mg nilotinib and 300 mg nilotinib
twice daily, respectively, showed a
Grade 3-4 elevation in blood glucose.
It is recommended that the glucose
levels be assessed before initiating
treatment with Tasigna and
monitored during treatment, as
clinically indicated (see section 4.2).
If test results warrant therapy,
physicians should follow their local
standards of practice and treatment
guidelines

3/4 elevation in cholesterol;
however, there were no Grade 3/4
elevations in the 300 mg twice a
day dose group. It is
recommended that the lipid
profile should be assessed before
initiating treatment with Tasigna
and monitored during treatment,
as clinically indicated (see section
4Dosage and administration). If
lipid lowering agents are needed,
please refer to section 8
Interactions, before starting
treatment since many cholesterol
lowering drugs are also
metabolized by the CYP3A4
pathway.

Blood glucose

In a Phase Ill study in newly
diagnosed CML patients, 5.8% of the
patients treated with 400 mg
nilotinib twice a day had a Grade 3/4
elevation in blood glucose; and 6.5%
of the patients treated with 300 mg
nilotinib twice a day had a Grade 3/4
elevation in blood glucose. It is
recommended that the glucose
levels should be assessed before
initiating treatment with Tasigna

and monitored during treatment as
clinically indicated (see section 4
Dosage and administration). If test
results warrant therapy, physicians
should follow their local standards
of practice and treatment guidelines

Substances that may increase
nilotinib serum concentrations

The exposure to nilotinib in healthy
subjects was increased 3-fold when
co-administered with the strong
CYP3A4 inhibitor ketoconazole.

Drugs that may increase
nilotinib serum concentrations

The bioavailability of nilotinib in
healthy subjects was increased by
3-fold when co-administered with
the strong CYP3A4 inhibitor

Interaction with
Other
Medicaments
and Other
Forms of
Interaction




Concomitant treatment with strong
CYP3A4 inhibitors, including
ketoconazole, itraconazole,
voriconazole, ritonavir,
clarithromycin, and telithromycin,
should therefore be avoided (see
section 4.4). Increased exposure to
nilotinib might also be expected with
moderate CYP3A4 inhibitors.
Alternative concomitant medicinal
products with no or minimal CYP3A4
inhibition should be considered.

Substances that may have their
systemic concentration altered by
nilotinib

In CML patients, nilotinib
administered at 400 mg twice daily
for 12 days increased the systemic
exposure (AUC and C,,.,) of oral
midazolam (a substrate of CYP3A4)
2.6-fold and 2.0-fold, respectively.
Nilotinib is a moderate CYP3A4
inhibitor. As a result, the systemic
exposure of other drugs primarily
metabolised by CYP3A4 (e.g. certain
HMG-CoA reductase inhibitors) may
be increased when co-administered
with nilotinib. Appropriate monitoring
and dose adjustment may be
necessary for drugs that are CYP3A4
substrates and have a narrow
therapeutic index (including but not
limited to alfentanil, cyclosporine,
dihydroergotamine, ergotamine,
fentanyl, sirolimus and tacrolimus)
when co-administered with nilotinib.

ketoconazole. Concurrent
treatment with strong CYP3A4
inhibitors should therefore be
avoided (including but not limited
to ketoconazole, itraconazole,
voriconazole, ritonavir,
clarithromycin, and
telithromycin) (see section
4Dosage and administration and
section 6 Warnings and
precautions regarding QT
prolongation). Alternative
concomitant medications with no
or minimal CYP3A4 inhibition
should be considered.

Drugs that may have their
systemic concentration altered
by nilotinib

In addition, single-dose
administration of Tasigna with
orally administered midazolam to
healthy subjects increased
midazolam exposure by 30%. It
cannot be excluded that the effect
of nilotinib is greater at steady
state. Caution should be exercised
when co-administering Tasigna
with substrates of these enzymes
that have a narrow therapeutic
index [e.g. astemizole,
terfenadine, cisapride, pimozide,
quinidine, bepridil or ergot
alkaloids (ergotamine,
dihydroergotamine)].
Concomitant treatment with
cholesterol lowering agents (e.g.
statins), which are metabolized
via the CYP3A4 pathway, should
be administered with caution
since systemic exposure may
increase (See section 6 Warnings
and precautions).




Effects on ability to drive and use
machines

Patients experiencing dizziness,
fatigue, visual impairment or other
undesirable effects with a potential
impact on the ability to drive or use
machines safely should refrain from
these activities as long as the
undesirable effects persist (see
section 4.8).

Effects on ability
to drive and use
machines

In patients with newly diagnosed CML
in chronic phase

The median duration of exposure was
60.5 months (range 0.1-70.8 months).

The most frequent (210%) non-
haematological adverse reactions
were rash, pruritus, headache,
nausea, fatigue, alopecia, myalgia and
upper abdominal pain. Most of these
adverse reactions were mild to
moderate in severity. Constipation,
dry skin, asthenia, muscle spasms,
diarrhoea, arthralgia, abdominal pain,
vomiting and peripheral oedema
were observed less commonly (<10%
and >5%) were of mild to moderate
severity, manageable and generally
did not require dose reduction.

Treatment-emergent haematological
toxicities include myelosuppression:
thrombocytopenia (18%),
neutropenia (15%) and anaemia (8%).
Biochemical adverse drug reactions
include alanine aminotransferase
increased (24%), hyperbilirubinaemia
(16%), aspartate aminotransferase
increased (12%), lipase increased
(11%), blood bilirubin increased
(10%), hyperglycaemia (4%),
hypercholesterolaemia (3%) and

In patients with newly
diagnosed Ph+ CML-CP

The data reported below reflect
exposure to TASIGNA from a
randomized phase 11 study in
patients with newly diagnosed
Ph+ CML in chronic phase
treated at the recommended dose
of 300 mg twice daily (n=279).
The median time on treatment
was 48.0 months (range 0.1to
58.7 months).

Non-hematologic adverse drug
reactions (ADRS) reported with
very common frequency (>10%)
were rash, pruritus, headache,
nausea, fatigue, alopecia and
myalgia. Most of these ADRs
were mild to moderate in severity
(Grade 1 or 2). Upper abdominal
pain, constipation, diarrhea, dry
skin, muscle spasms, arthralgia,
abdominal pain, peripheral
edema, vomiting, and asthenia
were observed less commonly (<
10% and > 5%) and have been of
mild to moderate severity,
manageable and generally did not
require dose reduction. Pleural
and pericardial effusions,
regardless of causality, occurred

Undesirable
Effects




hypertriglyceridaemia (<1%). Pleural
and pericardial effusions, regardless
of causality, occurred in 2% and <1%
of patients, respectively, receiving
Tasigna 300 mg twice daily.
Gastrointestinal haemorrhage,
regardless of causality, was reported
in 3% of these patients.

Discontinuation due to adverse
drug reactions was observed in 10%
of patients.

In patients with imatinib-resistant or

intolerant

CML in chronic phase and accelerated
phase

The most frequent (210%) non-
haematological drug-related adverse
events were rash, pruritus, nausea,
fatigue, headache, vomiting, myalgia,
constipation and diarrhoea. Most of
these adverse events were mild to
moderate in severity. Alopecia,
muscle spasms, decreased appetite,
arthralgia, abdominal pain, bone pain,
peripheral oedema, asthenia, upper
abdominal pain, dry skin, erythema
and pain in extremity were observed
less commonly (<10% and 25%) and
have been of mild to moderate
severity (Grade 1 or 2).
Discontinuation due to adverse drug
reactions was observed in 16% of
chronic phase and 10% of accelerated
phase patients

Table2  Non-haematological
adverse reactions
(=5% of all patients)*

non 1 N1 /NN

in 1% and <1% of patients,
respectively, receiving TASIGNA
300 mg twice daily.
Gastrointestinal hemorrhage,
regardless of causality, was
reported in 3% of these patients.

Discontinuation due to adverse
drug reactions was observed in
9% of patients

In patients with resistant or
intolerant Ph+ CML-CP and
CML-AP

Non-hematologic adverse drug
reactions (ADRS) reported with
very common frequency (>10%
in the combined CML-CP and
CML-AP patient populations)
were rash, pruritus, nausea,
fatigue, headache, constipation,
diarrhea, vomiting and myalgia.
Most of these ADRs were mild to
moderate in severity. Alopecia,
muscle spasms, decreased
appetite, arthralgia, bone pain,
abdominal pain, peripheral edema
and asthenia were observed less
frequently (<10% and > 5%) and
have been of mild to moderate
severity (Grade 1 or 2).

Table7-1 Most Frequently
Reported Non-hematologic
Adverse Drug Reactions (>5%
in any TASIGNA Group)

non 1 no0o1 /nK




Infections and infestations:

Not known: hepatitis B reactivation
(see Description of selected adverse
reaction).

Blood and lymphatic system
disorders:
Common: leukopenia

Metabolism and nutrition disorders:
Not known: appetite disorder.

Nervous system disorders:
Common: dizziness, peripheral
neuropathy, hypoaesthesia,
paraesthesia.

Uncommon: intracranial
haemorrhage, ischaemic stroke,
transient ischaemic attack, cerebral
infarction, migraine, loss of
consciousness (including syncope),
tremor, disturbance in attention,
hyperaesthesia.

Not known: cerebrovascular accident,
brain oedema, optic neuritis,
lethargy, dysaesthesia, restless legs
syndrome, basilar artery stenosis.

Cardiac disorders:
Uncommon: Myocardial infarction
Not known: diastolic dysfunction.

Vascular disorders:
Common: peripheral artery stenosis

Musculoskeletal and connective tissue
disorders:

Common:

muscular weakness.

Investigations:
Very common: alanine
aminotransferase increased,

nooin

nooin

nooin

Nervous System Disorders:
Common: dizziness, peripheral
neuropathy, hypoesthesia
paraesthesia. Uncommon:
intracranial hemorrhage,
migraine, loss of consciousness
(including syncope), tremor,
disturbance in attention,
hyperaesthesia. Unknown
frequency: transient ischemic
attack, brain edema, optic
neuritis, lethargy, dysesthesia,
restless legs syndrome.

Cardiac disorders:

Unknown frequency: Myocardial
infarction

nooin

nooin

nosom

Investigations: Very Common:
alanine aminotransferase
increased, aspartate




aspartate aminotransferase
increased, lipase increased,
lipoprotein cholesterol (including low
density and high density) increased,
total cholesterol increased, blood
triglycerides increased.

Common: haemoglobin decreased,
blood amylase increased, blood
alkaline phosphatase increased,
gamma-glutamyltransferase
increased, blood creatinine
phosphokinase increased, weight
decreased, weight increased, blood
insulin increased, globulins
decreased.

Uncommon: blood lactate
dehydrogenase increased, blood
glucose decreased, blood urea
increased.

Not known: troponin increased, blood
bilirubin unconjugated increased,
blood insulin decreased, insulin C-
peptide decreased, blood parathyroid
hormone increased.

Table 3 Grade 3-4
laboratory abnormalities*
7¢ nooin
Elevated triglycerides
2 n901 /NN

Sudden death

Uncommon cases (0.1 to 1%) of
sudden deaths have been reported in
Tasigna clinical trials and/or
compassionate use programs in
patients with imatinib-resistant or
intolerant CML in chronic phase or
accelerated phase with a past medical
history of cardiac disease or
significant cardiac risk factors (see
section 4.4).

aminotransferase increased, lipase
increased. Common: hemoglobin
decreased, blood amylase
increased, gamma-
glutamyltransferase increased,
blood creatinine phosphokinase
increased, blood alkaline
phosphatase increased, blood
insulin increased, weight
decreased, weight increased,
lipoprotein increased (including
very low density and high
density). Uncommon: blood
lactate dehydrogenase increased,
blood urea increased, globulins
decreased. Unknown frequency:
troponin increased, blood
bilirubin unconjugated increased,
blood insulin decreased, insulin
C-peptide decreased, blood
parathyroid hormone increased.

nooin

nooin




Description of selected adverse
reactions

Hepatitis B reactivation has been
reported in association with BCR-
ABL TKIs. Some cases resulted in
acute hepatic failure or fulminant
hepatitis leading to liver
transplantation or a fatal outcome (see
section 4.4)..

nooin
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Non-haematological adverse reactions (25% of all patients) - »x1> myamn
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Table7-1

Most Frequenily Reported Non-hematologic Adverse Diug Reactions
(5% in any TASIGNA Group)

Adwerze drus Frequency Newly Diagnosed Ph+ CMI-CP Eesistant or Intolerant Ph+ CAIT-
reacton category P and CMIL-AF
48-month anabysis 14-month analysiz
TASIENA | TASIGNA | IMATINIE | TASIGMA | TASIGNA | DMATINIE | TAsia
300 mg 400 mg 400 mg 300 mg 400 mg 4 mg BN g v dhaily
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dadly dady dady dadly
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commaon
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Adverze drag Frequency Newly Diagnosed Ph+ CML-CP Resistant or Intolerant Ph+ CAML-
rracton category CP and CML-AP
48-month analysis 14-month amalysiz
TASIENA | TASIGHA | IMATINIE | TASIGMA | TASIGNA | IMATINIE | TASIGHA
3 mg 46 mg ey 3 mg ey 4 mg A0 g i daily
turica oo ence daiby tica twice onca dadby
dadly daily daily dadly
ALL CRADES (%) GRADE Jord (%) ALL GCRADE CML CHIL
GRATFES X%
i P AP
GRADE GRADE
A4 A
Syztem Organ Frequency | Adverse N=279 N=I N=I5% N=IT N=ITT N=180 =3Il N=137
Chazs Beaction [ " [ N [ [ =438 N=453
L L Y b
Muscelockeletal | Vaey Myalgh 1 11 12 <1 1 =1 10 1 =] 1
and conpecove common
toome dizorders | copmon | Artrls E 10 LS 1 t =1 7 1 1 0
Comman Mencle o £ 12 a 1 1 g 1 1 0
s
Common Bone pain 2 E 4 o ! =1 & ! 1 0
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iRty
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zite comdifions
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Table 2 Non-haematological adverse reactions (=5% of all patients)*

Newly diagnosed CML-CP | Imatinib-resistant or intolerant
300 mg twice daily CML-CP and CML-AP
400 mg twice daily
n=279 n=458
60-month analysis 24-month analysis
CML- CML-
System organ |Frequency All Grade |Frequency All Grade CP AP
class/ grades 3-4 grades 3-4 n=321 n=137
Adverse Grade Grade
reaction 3-4 3-4
% % % % % %
Metabolism and nutrition disorders
Decreased Common |4 0 Common 8 <1 <1 0
appetite **
Nervous system disorders
Headache Very 16 2 Very 15 1 2 <1
common common
Gastrointestinal disorders
Nausea Very 14 <1 Very 20 <1 <1 <1
common common
Constipation Common 10 0 Very 12 <1 <1 0
common
Diarrhoea Common 9 <1 Very 11 2 2 <1
common
Vomiting Common 6 0 Very 10 <1 <1 0
common
Upper Very 10 1 Common 5 <1 <1 0
abdominal common
pain
Abdominal Common 6 0 Common 6 <1 <1 <1
pain
Dyspepsia Common 5 0 Common 3 0 0 0
Skin and subcutaneous tissue disorders
Rash Very 33 <1 Very 28 1 2 0
common common
Pruritus Very 18 <1 Very 24 <1 <1 0
common common
Alopecia Very 10 0 Common 9 0 0 0
common
Dry skin Common 10 0 Common 5 0 0 0
Erythema Common 3 0 Common 5 <1 <1 0
Musculoskeletal and connective tissue disorders
Myalgia Very 10 <1 Very 10 <1 <1 <1
common common
Muscle spasms | Common 9 0 Common 8 <1 <1 0
Arthralgia Common 8 <1 Common 7 <1 1 0




Bone pain Common |4 0 Common 6 <1 <1 0
Pain in Common 5 <1 Common 5 <1 <1 <1
extremity

General disorders and administration site conditions

Fatigue Very 12 0 Very 17 1 1 <1

common common

Asthenia Common 9 <1 Common 6 <1 0 <1
Oedema Common 5 0 Common 6 0 0 0
peripheral

* Percentages are rounded to integer for presentation in this table. However, percentages with
one decimal precision are used to identify terms with a frequency of at least 5% and to classify

terms according to frequency

categories.

**Also includes preferred term anorexia

12 NOY)

NN MYNN

Table3  Grade 3-4 laboratory abnormalities*
Newly diagnosed | Imatinib-resistant or intolerant
CML-CP CML-CP and CML-AP
300 mg twice 400 mg twice daily
daily

CML-CP CML-AP

n=279 n=321 n=137
(%) (%) (%)

Haematological parameters

Myelosuppression

- Neutropenia 12 31 42

- Thrombocytopenia 10 30 42

- Anaemia 4 11 27

Biochemistry parameters

- Elevated creatinine 0 1 <1

- Elevated lipase 9 18 18

- Elevated SGOT (AST) 1 3 2

- Elevated SGPT (ALT) 4 4 4

- Hypophosphataemia 7 17 15

- Elevated bilirubin (total) 4 7 9

- Elevated glucose 7 12 6

- Elevated cholesterol (total) | 0 ok ok

- Elevated triglycerides 0 i i

*Percentages with one decimal precision are used and rounded to integer for presentation in

this table
**Parameters not collected



AINX Y Y NIvziann hnnhan Nnion v L ji7va a'yn

DIP'MA D"I'W XY71 MINN PIN 71 [N0Y7 W' .nIY yaxa (JI7va) 11n10 NNNNN 1 TA2 DI'RY DY
.0ojLN

.3.04.2016 ....4" XN DNLFIN AINITA NAYIN

NTIVN ,DIYN NTIVN) DIYNAN 'RIN OV TNX N2 D71V 1700 DY¥Na 0'NR'YN ‘7D
.(1D>TYN 'WONN 'O 09101 NID'RN

.DIYMIN 'NIN NIX OXIN L|17VN Ny¥N 2mdn ‘D
.ORNN PTIVNA KINL DX |17V D'y

PRAC recommendations on HBV + EU SmPC dated 10.2015 :nwja7 XNdnox
reactivation dated 02.2016

2"¥n NIXNONOXN
EU 0 ni'maa nixMan nrwn T vk an mewn KX,

['N D12 Wamn_|I2yn Dyx¥na D nnvn_n"ya YXY 0'v1an nNan v namnn nnpgnn R X,
JI7VN NY¥N2 NIOY 7K TA , 0'901 DY

.|I'7U1 VT'na NS N'No DMXIF DI'X D'1'YUN D A'XN "X

X77 DMWIRN D'RON'R D217V 7V D'00IANN 017V NIYXN— NNNK NNA0NA 72701 79100 N1 |17V
.NWIR Dol 14.03.2016 2 wwain PRAC 1 v nX'minw nooin

N2 NPT 71wow? a7 PRAC ™y n¥7niny NOoINN NX 0N 07710 NYd D'YAIMN 0D1I7YN NIY¥N
1Mwn X7 02TV XY (Hepatitis B) n'om

(NM'mnI ow) namMnn NENN nAfmn




.2014 yana WWIRY V1'WONN 7Y DX |17Vun VOV - NINYW VOV
2'WONN W WINND [17V7 VOV NDOIN —'NNN I
2'WONN 7Y YIRAN [17VNN V0PV NP NN—AAH?

.NNNN NHNAN VOV - AINX] YATIN VOV

nIN'va YT ) Nnnn 7 ayTin

(05.2013 |>711Vn)

03.04.2016 3*xn

Tasigna 150mg, Tasigna 200mg capsules DIY™MN 19011 N'721X2 V'WON DY

[1458433271], [1381731681]

Novartis Israel Ltd niwmn 2v2 v

I TA72 niNnnnn VINS? TVI'M NT 091V

Niypiana nnhnnan

YN vOPL NN VOPV Poya P9




(N1M27) DOYXD NYDIT N DINHON IO VW DN .
DY01773 IN NNV INIPIN MY NWIIN,MIPa
.DMMN

NPYT YVIY IO W DM IN DYOIN IO DNPDN ON__ @
MPOLY NI MY (B ©YVaIN) B m9) 715

(B ©vvon)B 1903 735 npY 1Y 019 1Yy
NNNY 012 VYN 12T, DIV NDOYAY TI9NY

9 NP IPTL DIYNVN DD DIPNI
999 13 NPYT HY DNINOD NNNY DNHY NOYID O
21900 NYNNN

29 MPXOT T2 ¥ DN TV NOYIT 5121291 N9
DYD12I39 ,PINY IN DNN BV NYIIN ,NPNINNS
D3 19V, MY NN IN_ NDWNA DPNINDY DMWY IN

9PN VIV OND YV NN Pr1YAY Y220 NPNY 919y

.(tumor lysis syndrome ) "Sy1n 217129 nNNon”
tumor lysis ) 51130 9119 MHNDN YW DXPT DIPN
.DINOYV DYVNN DIINVNA INNT (Syndrome

IN 1YY NIN’DY L, DM IN D912 NINYA) NN NN DN
D910y NON 1OV TOVW NI 19D ,9PWNHa NIDN XYY
DXNYOVW XY DMIPN .NNIN DTN NINND DINYD NPNY
MOV DYVNN DIVNVHI INNT NNHNN DITT NN DV

naon

navn

naovn

naon

MINPN MINN
mMymn

$N9YINA VINIYY

AND2 DIDVY DIVNRVND - DNVIN DNIVIBON
MWD IN NN TONNIIN 9D NNTIN INNI)
NPNIDY

DXVON — DINDIIPVI DIV, PNIVYPN
QD DY PIPHRNY NNNY NDID NN DINITHN
YNNY DINYY DIVNRYNRN 1D DMIINTA NNND)

10991 29,725 1D ©INWIN DMIVN HY DMNT
NN INVY MNWNHD — PVLLVLDINID ,PLVLDYY e
:DT2 DMV HY MM

naon

1°2 MANnH

$YMNHIMN




Y NN NN MTNTY N11I%01 INND MYIIN
$0ON2N 09PN NOIIY 191 MY

0'L'L5N) B N'9'A1 T2 NPT 7w (71YV9Y) DaTh
B n'9'21 T2 NP7 1aya N'720 oX (B

(_B 0'v'von)

7V y'own? ni71'y) TINN NINDY IRIT NIYSIN
WX AXD v (0'791un 10 yinn 1 -n e
:N7'N2 ;N77N ,NNM9 ;T2 ;0" 'ANd ;NIDtY
IINO-SFHOUPHUNIIND S NINPRNY | Sy
NNIA2 NN WV'Y N'YI ARARSARNSS TR
v N2 nn (T TIRON) DTA an'7a v

. (2727 TIpON) T8O

"7V NIy'own 777 'YW NIvoINnn NNX DX
7Y X917 190 1NN |9IXa

-7 1 12 v y'own? ni7i2v)ninDw 'Ri? niysin
w3y -aer (079100 100 7on 10
NINR-'R NYAN L]0 DIND R-3IN--RRYR

IX NIN'91 ,0'Ta ,NINNKX TNK7 NA'PA{93a
,0'719N2 XD ,NINXYI AXD ;|VI] NINDINN
ANIIND 2ND ,22 AN 77100 AND ;DY NIXEDNN
L' '1N1 ;910 T¥A NINNR-'X X AXD ,0''92] ANOI
) NIYA' D' NIMINTX IX T2 ,NY190 ,NIN'O]
21V WAl v 0TIR (]'va Divasn? 0'n'o

IN N7V ;71VN NIYRN2 AT A N7 NI
;0Y0N YINQ NYI9N L,[IARTN [TAIXK ,77wna 0T
NYTN ,N?'7 DIVTD ;NTINL[IXD'T ,M'Y ' TIM

X7 n'7% nwadn ,NINNN0o _;0iNn '72 ,NNaain
:NWINN N0IN IX YIXPY ;QINN0 NY2A1n ,NAIV
;MY [NN2 NI9DN ;XN DIN'T ;7172 ny1on
TR AOAPRY-RS55-AWIR NN'NN A7 NIR'oT
PIIUIPPYI

1'7V NIY'OWNR 7'W7 1'IXY NIYOINNA DNX DX
7w X91N7 190 1IN |9IXA

2y y'own'7 nivi7y) ninnw X2 'R1Y7 NIyoin
nivaa n"7y (n'7o1vn 100 '7on 1 -n nino
2aXD ,N91 YwAlI' ;0"'9YOYA NIN'DI ;1IYA AR IIVN

:D'NAN D'MPNA X9 T nnok ur

navn

, N'7'N2: TINN NINDY X7 NIYSIN

; MDYV 5 WURD ANRD ; RPN, 71U, NNy
,ANM9, T2 ; 1WA AXD

Y'Y NY'YI ;NN

12772 D'IN'T: NINDVY X117 NIYOIN

'N WA, |V QXD ; NNRIYYN NN'YIN

, -NINNKX TNX7 |22 NINND

, D'719N2 AXD, NINYYL XD ; D'TA

, 22 AND 77100 AND ; DMWY NIIXIPDNN
AND, D''92A2 ANDI INIX AND

WAL, NIV DTIN - 910 T¥2 NINNA 'K IR
NIYI2 DT, Y2 N7, NIPR, 11
NTAYIN DY ;YN

DYLN YINQ NYI90N, [IAXT [TAIX, 77wna
; 7172 NY19N ; TN, [IKD'T, NI'Y TIM;
NI9ON ; QAN DIN'T

; NIV NI'RY N0 NYWAN ; MY NN
Jwawar, 'va Ta

NIV N"7Y: NINDY X7 'NI1T7 NIYSIn
; N92 D'V, N9 WAI' ; 1Y AXD, NIV

$INND MYIN




N7V ;0" TY] D'AND ;N2IY ;N9 D'YXD ,|NA
JNY NN AT AN 'YIR ;AWR NYI9N ;[IAR'N
ASFF-YASN NV NN YNIX 7W NnTaim awinn
NTNN N2TAN ;NOP'T P'TNNYZ IX V1an'7 n712' 10In
;DY NY7IN ,NYOSY "INT D''ON ;DM
NI'700 NN WX AN ;DK NITNA DT ;TN
NIYI9N IXK? NIWIAY L DRPN ,N'7'N1A D'y

= AN PHHSOB AR BHRO-GRIR-AFF [;NVRD
SRy BN NON IX 7'MNIN 7Y 'MM0S DINT
;NIDN |TAIX ;DMWY DP9 NIYRN ATTR
QIAN DINY DY ;AARNAS-FHAISH 7pwna n'y
DN (NI NYAN ,DIN NWAN 7710) ninwn
(0'TX"M109 7w n'an'0) 9102/DITR WY 7w Davn
.0"'va NIvIAY;

1"V Ny'own 7'W7 'YW NIvoINnn NNX OX
7Y X917 190 1NN 91X

N2y ; 0" TYA DAAND

, NOPTA NYI9N ; AW NYION ; [IAN'NA
"NT D2'A0N ; DA ATNN N7TaN

IX N7 ; DY NYYIN, NYOY

DIN'T ; AXRID |[NA, NI'IYOYNN, DINO X

"T' 7V DIA1N N9 IX 7'MNIN 7Y "M
nwpn -; nTTR

NYAIN; NU'XI2NIVION ; DY D7I9N
, DIN NWAIN 7710 )nanwn qian Dinw
(ip nwan




