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Oral drag

Capecitabine

Dasatimib

Frlotinib
Fludarabine

Imatinib

[halidomide
Vinorelhine
[opotecan

EMEA approval dare

February 2001

MNovember 2006

September 2
July 2002

November 2001

June 2008
November 2007
July 2006

July 2006
April 2008

April 2004
April 2008

Indications

Colorectal cancer, gastric cancer,
Dreast cancer

Chronic myeloid leukemia, acute
lymphahlastic lenkemia,

lymphoid blast chronic

myeloid leukemia
Non-small-cell lung cancer,

pancreatic cancer

B-cell chronic lymphocytic
leukemia

Chronic myeloid leukemia, acute
lymphoblastic leukemia,
chronic eosinophilic leukemia,
malignant gastrointestinal
stromal tumors,
dermatofibrosarcoma
protuberans

Breast cancer

Chronic myelogenous leukemia

Hepatocellular carcinoma, renal
cell carcinoma

Malignant gastrointestinal
stromal tumor, renal cell
carcinoma

Multiple myeloma

Breast cancer, lung cancer

Ovarian cancer, lung cancer,

CeTVIX Cancer
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Patients Healthcare professionals

e Convincing efficacy e Efficacy equivalent to intravenous
options

e Few tablets e High and predictable bioavailability

e Simple schedule e Patient education tools

e Minimal monitoring/laboratory e Time for patient education/follow-up

testing e Experience

e Effective education e Reimbursement reform in some
countries

e No needles e Tailored/flexible dosing

e Reduced travel/clinic time e Staffing savings

e Empowerment
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Personal Fastors Ireatment Factors
* Emaoticnal state * Reason for therapy
* Health beliers * Schedule
* Soclal supports * Immediacy & evidence
s Fealings about f of benafit
disease, self-efficacy & « Side effects
autcome expectations i _ s Costs
= SocioeLOnomic
status

Interaction With System
= Relationship with providers
= Satisfaction with care
s [NEsurance COerags
» Convenlence of clinics
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Number and Strengths of Tablets Needed to Achieve the Standard
Capecitabine Dosage Based on Body Surface Area®

Body Total Dose Number of Number of
Surface Daily Taken 500-mg 150-mg

Area Dose Twice Daily  TabletsTaken  Tablets Taken

(m?)® (mg/day) (mg) Twice Daily Twice Daily

=1.25 3000 1500
1.26-1.37 3300 1650
1.38-1.51 3600 1800
1.52-1.65 4000 2000
1.66-1.77 4300 2150
1.78-1.91 4600 2300
1.92-2.05 5000 2500
2.06-2.17 5300 2650

=2.18 5600 2800
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Pharmacokinetic parameter

Effect of aging

Mechanisms

Absorption

Volume of distribution

Hepatic metabolism

Excretion

Decreased

Decreased: water-soluble drugs
Increased: lipid-soluble drugs

Decreased drug activation and inactivation via
phase | reactions
Unchanged phase Il reactions

Decreased renal excretion
Unchanged biliary excretion

Loss of absorption surface area
Decreased splanchnic blood flow
Decreased gastrointestinal motility
Decreased gastric acid secretion

Decreased total body water

Increased fat content

Decreased plasma proteins (serum albumin)
Decreased haemoglobin concentration

Decreased concentration and activity of cytochrome
P450 enzymes

Decreased liver blood flow

Drug interactions

Decreased renal mass
Decreased glomerular filtration rate
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CYP3A Inhibitors:
Clarithromycin
Diltiazem
Erythromycin
Grapefruit juice
Indinavir
ltraconazole
Ketoconazole
Ritonavir
Saquinavir
Verapamil

CYP3A Inducers:
Carbamazepine
Efavirenz

Nevirapine
Phenobarbital
Phenytoin
Rifampin

St. John's wort
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donne
wormen

casi cases
controlli controls |

Comorbidita alla diagnosi
Comorbidities at diagnosis

Malattie psichiatriche
Psychiatric disorders

Anemie
Anemias

Disturbi equilibrio idroelettrolitico
Fluid and electrolyte disorders

Coagulopatie
Coagulopathy

Malattie reumatiche
Rheumatic diseases

HIV/AIDS
HIVIAIDS

Ulcera peptica
Peptic ulcer
Malattie del fegato
Liver diseases

Insufficienza renale
Renal failure

Ipotiroidismo
Hypothyroidism

Diabete
Diabetes

Broncopneumopatia cronica ostruttiva
Chronic obstructive pulmonary disease

Demenze
Dementia

Altre patologie neurologiche
Other neurological disorders
Paralisi
Paralysis

Patologie cerebrovascolari
Cerebrovascular diseases

Ipertensione
Hypertension

Patologie vasi periferici
Peripheral vascular diseases
Malattie circolo polmonare
Pulmonary stream diseases

Patologie delle valvole
Valvular diseases

Aritmie
Arrfiythmias

Infarto miocardico
Myocardial infarction

Scompenso cardiaco
Heart railure




Number of drugs Incidence of interaction (%)

Estimated Actual

5.6 5.6
16.8 15.8
33.6 34.3
56.0 40.7
&4.0 72.0

100.0 06.0
100.0 100.0
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Lucas L. M. et al —J. Gen. Intern. Med. 8,278,1993
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Leukopenia

Thrombocyto-

WBC x 10
Granulocytes/Banas
Lymphocytes

Hgb

500-749

250-49.9

6.9-79

Bilirubin
Transaminase
(SGOT, SGPT)

Alk Phos or
Snucleotidase

25N

<L.oxN
26-50xN

28-50x)

1.5-30xN
5.1-200xN

21200 N

Nausea

\Viomiting

Diarrhea

able o eat reasonable
intake

1 episodle in 24 hours

increase of 2-3 stools/day
over pre-Rx

intake significantly
decreased but can eat

2-5 episodes in 24 hours

increase of 4-6 stools/day,
or noctural stools, or
moderate cramping

no significant intake

6-10 episodes in 24 hours

Increase of 7-9 stools/day
of Incontingnce, or severe
cramping

>10episodes in 24 hrs or

requiring parenteral
support

increase of »10 stools/day
or grossly bloody diarrhea,
or need for parenteral
support




4 "HET

% & % " "(
*n Y (1- /E 199/

By Patient

E- " $# g-" All Grades Grade 3/4
(%) ()

. . . . Neutropenia
% 8 & ¥ $ Leucopenia
% % & "$3 (8 # Anemid
o A " B -. 1A ) $% Thrombocytopenia
"$H $ #" o*g 1 4 Infection
01A "$# Gastrointestinal

Nausea

Vomiting
" / B *# D " Diarrhea

1 &9 8" $ / -A Stomatitis

B OA )$% " $# Alopecia

Neurologic
Neuroconstipation
Neuromotor/sensory

Asthenia
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Event*

Anemia
Diarrhea
Dyspnea
Fatigue
Nausea
Neutropenia
Pain

PPE
Stomatitis
Thrombocytopenia
Vomiting

Standard-Dose Cohort (n = 30)
Grade 1-2

No. of
Patients

Grade 3-4

No. of
Patients

Grade 1-2

No. of
Patients

1

o

1

o1

1
15

—
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- O 0O 0O 0 O0ONNN-DM~M

Grade 34

No. of
Patients

o
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Low-Dose Cohort (n = 43)
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Toxic Effect

Erlotinib (N=485)

All

Grades

305

percent

Placebo (N=242)

All

Grades
Jtos

All

P Value

" $

/E/ -1/ 199E

Grades
Jto5

Rash

<0.001

<0.00]

Anorexia
Nausea
Vomiting

Stomatitis

<0.001
0.12
0.52

<0.001

0.06
0.07
0.45
031

Diarrhea

<0.001

<0.001

Dehydration
Ocular toxic effect
Fatigue

Infection
Pulmonary fibrosis

Pneumonitis or pulmonary
infiltrates*

0.64
<0.001
0.22
<0.001
1.0
0.64

0.67
0.67
0.33
0.03
1.0
1.0
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