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Risk MAP

A centralized system islikely to offer the best
safeguards for proper use of thalidomide

« |t establishes the accountability of physicians and
pharmacists

» Without centralization, each physician may interpret the
rulesin hisor her own way, and there is more
opportunity for non-compliance, whether
intentional or unintentional, to occur.

Carlavan Bennekom SEC *
* ST.EPS.

Caveats

e If therearetoo many restrictions, physicians and patients may be
more likely to go outside the established system.

« System needs to do more than simply register patients. 1t must
be aclosed loop system that ensuresthat pharmacies dispense
thalidomide only to patients that physicians have "qualified" to
receive the drug*.

e Evauation of the effectiveness of the system is essential.

« *"Quadlified" = physician has done appropriate testing and is assured that
the patient understands the risks of thalidomide and will comply with the
RMP requirements.

Carlavan Bennekom SEC

- Celgene

Carlavan Bennekom
* STEPS

SEC *

Carlavan Bennekom SEC
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I[CTCAE ver.3

@®SMUD

/ Grade3
CTCAE version.3

Grade4

JCOoG

CTCAE

http://www.jcog.jp/SHIRYOU/ctcae htm

* CTCAE Common Terminology Criteria for Adverse Events version.3.0(CTCAE version3.0 December 12,2003)

CTCAE ver3.0

v3.0 JCOG/JSCO (2004 10 27 )
Grade Grade
< > <CTCAEJCOG/JSCO >
/ BLOOD/BONE MARROW
- Grade4 (Gradel
Hemoglobin <6.5 g/dL <LLN  10.0 g/dL
Grade5 (Grade2
<10.0 8.0 g/dL
(Grade3
<8.0 6.5g/dL
Grade4 Gradel
Leukocytes(total WBC) 3 B
<1000 /mm’ [SLLN 3000 /mm’
[Grade5 (Grade2
<3000 2000 /mm*
Grade3
<2000 1000 /mm*
- Grade4 (Gradel
Lymphopenia <200 /mm”® <LLN 800 /mm®
Grade5 Grade2
<800 500 /mm*
Grade3
<500 200 /mm*
- / (ANC/AGC) Grade4 Gradel
“f;gj;zg(gra"“'“y‘es <500 /mm?® <LLN 1500 /mm®
( ) Grade5 Grade2
<1500 1000 /mm®
(Grade3
<1000 500 /mm?*
Grade4 (Gradel
Platelets S 3
<25,000 /mm I<LLN  75,000/mm
Grade5 Grade2
<75,000 50,000 /mm®
(Grade3
<50,000 25,000 /mm®
/ ANC/AGC  * " + .
CARDIAC ARRHYTHMIA
Grade3 (Gradel
Palpitations
Grade4 (Grade2
Grade5
. grading
- [[Grade3 [[Gradet
Supraventricular and nodal arrhythmia-
Sinus bradycardia ' ' '
Grade4 (Grade2
( -
Frades
CONSTITUTIONAL SYMPTOMS
B B (Grade3 (Gradel
Fatigue(asthenia lethargy,malaise)
Grade4 (Grade2
/ B
[Grade5
Grade3 Gradel
9
ANC<L0%10 7L >40.0 24 38.0 39.0
Fever(in the absense of (Grade4 (Grade2
neutropeniawhere neutropenia is 5400  >24 539.0 40.0
*10°
defined as ANC<1.0*10°/L) Frades
/ DERMATOLOGY/SKIN
/ Grade3 (Gradel
Rash/desquamation / / ' /
BSA 50%
Grade4 (Grade2
/ . !
(Grade5 BSA <50%
GASTROINTESTINAL
Grade3 (Gradel
Constipation /
Grade4 (Grade2
Grade5
Grade3 Gradel
Nausea 24 /
VTPN
Grade4 (Grade2
(Grade5 <24




CTCAE ver3.0

LYMPHATICS
7 [Grade3 [Grade1
Edemahead and neck
Grade4 (Grade2
Grade5
Grade3 (Gradel
Edemalimb >30% - 5
10%
pitting edema
Grade4 (Grade2
/ . >10 30|
(Grade5 %
/ Grade3 (Gradel
Edema:trunk/genital
pitting edema
Grade4 [Grade2
/
Grade5
(Grade3 (GradeT
Edemaviscera , R /
Grade4 (Grade2
Grade5
NEUROLOGY
Grade3 (Gradel
Ataxia(incoordination)
Grade4 (Grade2
/ B
Grade5
Grade3 (Gradel
Dizziness
Grade4 (Grade2
/ B
Grade5
» . lightheadedness
/ - Grade3 (Gradel
Mood alteration-Depression
Grade4 (Grade2
Grade5
Grade3 (Gradel
Neuropathy:sensory
Grade4 (Grade2
/ B
Grade5
Cranial nerve sensory neuropathy - [  NEUROLOGY-Neuropathy:cranial] grading
/ Grade3 (Gradel
Somnolence/depressed level of
consciousness
Grade4 (Grade2
Grade5
Grade3 (Gradel
Tremor
Grade4 (Grade2
/
Grade5
PAIN
- / Grade3 Gradel
Pain-Head/headache
Grade4 (Grade2
/ B
Grade5
PULMONARY/UPPER RESPIRATORY
Grade3 (Gradel
Dyspnea(shortness of breath) 1
Grade4 (Grade2
/ 1 B 1
(Grade5 0.1km
VASCULAR
7 7 [Grade3 "(—Sradel
Thrombosis/thrombus/embolism
Grade4 Lradez
Grade5 v 4
< >
LLN:
ANC:



[ >NCI-CTC Ver.2

®SMUD

/ Grade3

/ Grade4

NCI-CTC version.2 JCoG
* NCI-CTC National Cancer Institute - Common Toxicity Criteria Version2.0 (NCI-CTC Version2.0, April 30,1999)

Nel-cTe™

http://www.jcog.jp/SHIRYOU/ncictc.htm

NCI-CTC Ver2.0

< >

<NCI-CTCJCOG >

Grade

Grade

/ BLOOD/BONE MARROW

Hemoglobin

[[Grade4
<6.5 g/dI

Leukocytes(total WBC)

[Gradea
<1000 /mm?®

Lymphopenia

[Graded

(Grade2

- z
Neutrophils/granulocytes
(ANC/AGC)™?

[Graded

<500 /mm®

1500 <2000 /mm®

(Grade2
1000 <1500 /mm®

Grade3
500 <1000 /mm?*

Platelets

[Gradea
<10000 /mm?

<LLN _75000/mm*

(Grade2

50000 <75000 /mm®

Grade3
10000 <50000 /mm®

* ANC Absolute Neutrophil Count/AGC

Absolute Granulocyte Count

CARDIOVASCULAR(ARRHYTHMIA)

Palpitations

Grade3

Grade4

(Grade0
Gradel
Grade2

Palpitation _grading

Sinus bradycardia

Grade3

Grade4

Grade0
Gradel

(Grade2

CARDIOVASCULAR(GENERAL)

Edema

[[Grade3

[[Gradeo

Grade4

(Gradel

(Grade2

/
Thrombosis/embolism

Grade3

(Grade0

[Grades

[GradeT

}Bradez

CONSTITUTIONAL SYMPTOMS

Fatigue(lethargy malaise asthenia)

[[Grade3
PS ECOG

[Gradeo
Karnofsky 40%

Grade4

(Gradel

(Grade2
PS ECOG

1

Karnofsky 20%

Performance status scales

AGC<1.0*10°/L

Fever(in the absense of

Grade3
5400 , <24

(Grade0

Grade4

Neutropeniawhere neutropenia is 5400 , >24
defined as AGC<1.0¥10°/L)

7 ‘Allergic reaction/hypersensitivity(ALLERGY/IMMUNOLOGY)

Gradel
38.0 39.0

Grade2
39.1 40.0

grading




NCI-CTC Ver2.0

/ DERMATOLOGY/SKIN
/ Grade3 (Grade0
Rash/desquamation
150%
Grade4 (Gradel
(Grade2
<50%
<50%
GASTROINTESTINAL
Grade3 (Grade0
Constipation
Grade4 (Gradel
Grade2
Grade3 Grade0
Nausea
Grade4 (Gradel
Grade2
NEUROLOGY
Grade3 (Grade0
Ataxia(incoordination)
Grade4 (Gradel
(Grade2
7/ Grade3 (Grade0
Dizziness/lightheadedness
Grade4 (Gradel
Grade2
Grade3 (Grade0
Vertigo
Grade4 Gradel
(Grade2
/ - Grade3 (Grade0
Mood alteration-depression
Grade4 (Gradel
Grade2
- Grade3 (Grade0
Neuropathy-sensory
Grade4 (Gradel
Grade2
Grade3 Grade0
Tremor
Grade4 (Gradel
Grade2
PAIN
Grade3 (Grade0
Headache
Grade4 (Gradel
Grade2
PULMONARY
Grade3 (Grade0
Dyspnea(shortness of breath)
Grade4 (Gradel
Grade2
< >
WNL:
LLN:
ANC:
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