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Medicine is |<CnE | based on
science
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The Practice of Medicine

“If it were not for the great

Osler’s sign
Osler’s nodes

Rendu-Osler-Weber disease m Ed i ci ne ll'ﬂﬂ h"' as WE" hE a

Osler-Vaquez disease
Osler-Libman-Sacks syndrome H n
Oclens i science and not an art
Osler’s manneuvre
Osler’s syndorome
Osler’s triad
Sphryanura osleri

Sir William Osler
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“The margin of safety in the use of these chemicals is narrow,

necessitating the exercise of considerable caution.”
L & M Goodman, M Wintrobe, A Gilman, et al, J Am Med Assoc. 1946;132(3):126-132
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===poor metabolizer
—average metabolizer

e==cxtensive metabolizer

CBDCA dose = AUC x (GFR + 25)

Area under the blood concentration time curve (AUG)
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oCL:BfrRERY -V ED K S Lo miELI S EMAKRES LS

MERT R

P SRS

FE4%tL L.
1BEFS REERT I (REBKEP)

BREELYLMPREDANRE (FREIER) 48R

|

MR 3mSR

® Nonresponder
© Responder

13/18 10/18 15/21
AUC 100%1# T (72%) (55%0) (71%)
E-3IES

SERMEIT IR D31
f::::::::: 82% (14/17)

@©

AUC 33%I§T
RAEITRRE D156

&

AUC (ughimL)

ZME
58% (24/41)

¥ = 0.0576x

FEBNLRE

BlERA LT

0 20
BSATHIETEZLOEK? Dose (mg/m®) (Kte4%+)L) EMo7=T9 1,

Harvey V, et al. J Clin Oncol. 2006 Nov 1;24(31):4963-70. Epub 2006 Oct 10
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Grochow LB, et al. J Natl Cancer Inst. 1990 Feb 21;82(4):323-5
Smoreburg CH, et al. J Clin Oncol. 2003 Jan 15;21(2):197-202
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Shimada T, et al. J Pharmacol Exp Ther. 1994 Jul;270(1):414-23
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[3B#IcEmeOm% |chemotherapy, he experienced constipation

and painful oral mucositis, which were treated with laxatives and

analgesia, respectively. |5E|f£(:ﬂ|F_nu_-|; |chem0therapy, he began to

vomit. One week after, he had a [138R %147 shEA%100 | 10”

cells/L and received granulocyte-stimulating factor. Ten days after,
he entered the hospital with hypoxia and deterioration. He required

intubation, aspirated fecal material, and was hypotensive. He re-

ceived antibiotics and fluid resuscitation. 112#/=% s after his

first dose of chemotherapy. The cause of death was recorded as pneu-

monia.

Bosque E. Ann Intern Med. 2001 Mar 6;134(5):427

EYHEFH

e CYPSADEERE

Classification of CYP34 in vive inhibitory activity

e Fold Increzse i Plasma AUC
Inhibitory Class of Midzzolam -

Strong

Muderale

Weak

Drugs without CYP3A mhibitory actrvify

Bjornsson TD, et al. Drug Metab Dispos. 2003 Jul;31(7):815-32
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Bi%-B=E- ?x'%‘_-HEFHEI SAYSLAUCHE N ()
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100mg 1B 1= x4 B [E

Bjornsson TD, et al. Drug Metab Dispos. 2003 Jul;31(7):815-32
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Doc alone

AUC/dose ing h/imL-mg)

Engels FK, et al. Clin Pharmacol Ther. 2004 May;75(5):448-54
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Yano R, et al. Ann Pharmacother. 2009 Mar;43(3):453-8. Epub 2009 Mar 3
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#2 CYPAMAOEETHHIYY/ 7 A0 AUC ZHEIE & LTERD CYPIAL # HEFICILET LK
Al

) . 147 A AUC
|4 Rk - &, 5106 DRI (%)

TV AuwL Yy 500mg 1 A 3[BIX7 ARF 44

T)AuwA Yy 500mg 1 A 3[81X5 AR 381

DNF T L 60mg 1 [ 3[8] %2 HfH 37

Thaty—i 400mg (ER#5) 3
Fheat S — 400mg (FlRHE5) 3
AT I ) 80mg 1 A 3[a] X2 HfY 29
JU—FIN—YVa—2 | WA 240 mL (8 0z) X4 A 24

TIVERUR (A AUF)

Bjornsson TD, et al. Drug Metab Dispos. 2003 Jul;31(7):815-32
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n =35, not sig. ) n =26, p<0.05
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Kerr DJ, et al. Cancer Chemother Pharmacol. 1986;18(3):239-4
Fedeli L, et al. Cancer. 1989 Nov 1;64(9):1805-11
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Bjornsson TD, et al. Drug Metab Dispos. 2003 Jul;31(7):815-32
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not sig. n=7
—— n= 15, p<0.01

Hwithout |

cimetidine
Hwith
p<0.05 cimetidine
—

|

Epirubicin Epirubicinol(Acrivity 1/10)

Murray LS, et al. Clin Oncol (R Coll Radiol). 1998;10(1):35-8
Harvey VJ, et al. Br J Clin Pharmacol. 1984 Sep;18(3):421-30
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Correlation between docetaxel-induced skin toxicity and the use of steroids and H2
blockers: A multi-institution survey.

AF 58 # vtk 95%Cl piE
- Reference — -
Ho5 e
— + 242 (1.56-3.74) <0.001

_ L, =8 Reference — _
FREEEE A701F (mg/B)day2
>8 1.49 (0.79-2.82) 0.219

) Non-TC Reference — -
Lossx 2
[ 0.62 (0.24-1.58) 0.511

- Reference — -

HAE IS
_— + 531 (2.97.9.47) <0001 |

=8 Reference — -
ERME#I3E Z7 04 K (mg/B) day 2
>8 0.44 (0.13-1.48) 0.177

Non-TC Reference - -
TC 3.41 (1.53-7.62) 0.003
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Kawaguchi, Ishiguro, et al: ASCO 2009, Poster Discussion 9536
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Smoking Dose (mg) Erlotinib
status

Cma: Tma: Czan ﬂUCu__.,.D Tlmz
(ng/mL) (h} (ng/mL) (ng-h/mL) (h)

MNonsmokers 150 i 1,065 332 20,577 940

655 71.2 8269 3.93
Maximum 1,470 489 28,766 16.6
Geometric mean 1,056 288 18,726
300 (n =12) Median 2,085 773 43,591 11.7
Minimum 1,300 374 25,362 6.63
Maximum 2750 610 86,673 207
Geometric mean 1,979 776 44,317
150 (n =16) Median 950 57.7 7712 4.25
Minimum 124 1.25 1,008 211
Maximum 1,360 228 15,325 9.35
Geometric mean 629 348 6718
[300]n =14) Median 1,795 259 [(9.676] 478
Minimum 632 351 9,029 267
Maxirmum 2730 479 29701 10.9
Geometric mean 1,577 229 19,050

Hamilton M, et al. Clin Cancer Res. 2006 Apr 1;12(7 Pt 1):2166-71
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Adverse events in IRIS and FOLFIRI

¥ The neutropenia in colorectal cancer patients
who were treated with IRIS or FOLFIRI significantly

increases by a hetero type of UGT1A1%6 or *28.
P=0.009 (Mantel-Haenszel test)

)C,We exl:iudecl homo or doubfe heterc type patients.
Because they were rare.

lwanaga, et al, APCC 2009 @ Tsukuba

Eﬂzlijcﬂﬁ%éu%’éﬂ%tu—ucnm’%‘:?
[ZE DA /THY-5FU-LVDE 1 #iAER

Table 2. Dose Escalation and DLT of Increased Irinotecan Doses in Patients Treated With FOLFIRI
DLT

Irinotecan Dose  No. of *1/*1  No. of Patients
(mg/m?) Patients With DLT
215 4~

DLT

No. of “1/°28  No. of Pauems
Type of DLT Patients Nith DLT
0

Type of DLT

Grade 3 nausea, diarrhea, anorexia,
and asthenia

6 1
260 12t 1 Grade 4 thrombocytopenia, grade 3 a3t 0
diarrhea
310 6 1 Grade 3 stomatitis, grade 4 10 0
pancytopeniad
0 4 2
420 3 2 Grade 3 anorexia, grade 4 asthenia,
grade 3 diarrhea

Abbreviations: DLT, dose-limiting toxicity; FOLFIRI, infusional fluorouracil and leucovorin plus irinotecan
“One “excess patient” (see Discussion for the definition of excess patients)

1Six excess patients.

+0ne excess patient.

§0ne toxic death (grade 5)

Grade 4 neutropenia and
leucopenia, grade 3 asthenia

UGT1A1*28/*28 2 B B E % x5 3 N IX. FOLFIRIEEIZH 7511/ THUHER A E180mg/ m2l&.
FBRSNBBREERULHBYVERE CHoT=,

Toffoli G, et al. J Clin Oncol. 2009 Dec 28. [Epub ahead of print]
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Genetic polymorphism
RIBE: CYP2D6*45E
{ETE: CYP2D6*10%:E

Japanese

Goetz MP, et al.
Caucasian J Clin Oncol. 2005 Dec 20;23(36):9312-8
Fujita K. Curr Drug Metab. 2006 Jan;7(1):23-37

0% 20% 40% 60% 80% 100%
Percentage of population
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Endoxifen concentration (nh)
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JinY, et al. J Natl Cancer Inst. 2005 Jan 5;97(1):30-9
Lim HS, et al. J Clin Oncol. 2007 Sep 1;25(25):3837-45
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(Retrospective analysis of German and US cohorts of patients)

Hypothetical Al

1325631 oo | e Unstatied

) Y
FICEARE EM 95% Cl

——— Decreased

Hazard Ratio
(95% Confidence
Variable® Interval)

Time to Recurrence

CYP2D6
EM 1 [Reference]

hetEM/IM 1.40 (1.04-1.90)
PM 1.90 (1.10-3.28)
Tumor size 1.52 (1.20-1.91)

Node status
1vsO 1.76 (1.30-2.39) Follow-up, y
~ 3 413 < No. at risk
2/3vs0 238(1.37-4.19) — Unstratified 1325 10756 649 346 166
Grade 1.76 (1.35-2.30) EM 609 496 289 161 81
Decreased 716 551 338 171 79

Schroth W, et al. JAMA. 2009 Oct 7;302(13):1429-36

Probability of Relapse

NOFFUBRBRI#OIVRX Dz mbERE

Endoxifen

p =0.004

—— Wild-type alleles(n=7)
Variant allele(n=5)

Endoxifen (ng/mf)

After
Stearns V, et al. J Natl Cancer Inst. 2003 Dec 3;95(23):1758-64.
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Event-Free Survival

~ S E CYP2D6[EE &I D B £Event-Free Survival

I—-Hn CYPLIDG inh —=— Moderate-Potenl CYPLZDS inh

No CYP2D6 inh (N=945] 7.5%
Any CYP2D6 inh (N=407] 14.0%
HR 1.92,95% [1(1.358-2.73)
p=0.0002

»

70 810 %900 950 1080
Follow-up Days

RE Aubert, et al; ASC02009
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=== A Mo hot flush === o= T Mo hot flush
A Hot flush T: Hot flush

A: 7FRAY =)L
B: 2 X7V ”

£
[ 3
-

S (%)

Buzdar AU and Cuzick J. Clin Cancer Res. 2006 Feb 1;12(3 Pt 2):1037s-1048s

AR ZREIERFICBINT,
Lhkay—I)LIE7 ROV —)L &Y
TIRANSOA—ILHIEIZh R AV R

ERIREAER + HEERIK

12.1pg/mL=44pmol/L (on L)

F ez 0000001
5pg/mL=18pmol/L (FR&KF)

<5pg/mL (on A) q3~4d (IZTYEER+)

Estradiol (pmol/L)

0.8pg/mL=3pmol/L(BEETvt1)

Post A Post L

Estradiol MW 272.38 Doxon JM, et al. J Clin Oncol. 2008 Apr.1;26(10):1671-6
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E, level by AI (Kyoto Only)
10 E; (pg/mL) P=0.0131
A Unsuppressed E,
35
30
2% * = \
Py A \J + ANA
20 BLET
15 EXE
10 + =
5 4
15.00=3 I (5.0)=16 I (5.03
D L L 1
Anastrozole(n=12) Letrozole(n=22 Exemestane(n=12)
Ishiguro, et al,
APCC 2009 @Tsukuba Total (n=46) Cut off for E, is <5pg/mL

Hot Flush and E, level Plot
E; (pg/mL; =0.913
o0 EeFmD P=0.9130
*
35
30
%5 [ 2
Sweating and E, level Plot
20
E, (pg/mL)
0% : :
; 0 Joint Pain and E, level Plot
| s E; (pg/mL) SERTTR
0 40
2 ¢
35
15
20
2 s
* GO
20
¥ =561
15 $ :
: 1
10 + .
5
0
GO(n=52) =Gl(n=17)
Total (n=69)

NPOE AN HATEHRB 20105F4H24H
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F—ECLREANBERENREL ARt
(3R AE)

Overall survival logrank test P=0.0005

A Grade 0
gamEy o

Grade 3—4

VNR&Gem=Doc
or
Pac&CBDCA

Survival distribution function

600 800
Days after randomisation
No. at risk
Grade O 55 6 3
Grade 1-2 48 13 B8
Grade 3—4 236 74 37

Kishida 'y, et al. Br J Cancer. 2009 Nov 3;101(9):1537-42. Epub 2009 Sep 29.

THEIERABER LR LE AT
(5 FAEHE)

P=0.006
Log rank=7.510

Early skin toxicity
(= 1mo)

Cumulative Survival

No early skin toxicity

Sorafenib in HCC

T T T T
6.00 800 10.00 12.00

Time to Progression (months)
18

Vincenzi B, et al. Oncologist. 2010;15(1):85-92: Epub 2010 Jan5
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Cumulative Incidence of Hypertensive Toxicity

10 15
Time (months)

Dahlberg SE, et al. J Clin Oncol. 2010 Feb 20;28(6):949-54. Epub 2010 Jan 19

EVEREST: Study design

I
D-ﬂ‘_f | Randomization
| Skin toxicity 0/1

Screening

Mot eligible for
randomization
Skinfoxicity 2/3

FEFIREM (DLT) A
HIRITHFETEARNEE
All pafients confinued fo receive irinotecan
Treatment untl disease progression, unacceptable foxicity or withdrawal of consent

Skinand fumor bicpsy at baseline, week 2 and, in dose-escalation arm, at maximum cefuximab dose

Wan Cutsem E ef al Ann Oncol 2007, 5 Tejpar f al, Proc A
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Dose escalation

KRAS mutation present KRAS mutation present
== KRAS mutant = KRAS mutant

— KRAS wild-type — KRAS wild-type

BEMNETFRICE O TEIRSN-BEFHITEWLTIL, PDIZKL
FRASREICE ST, ABRMRIHNET HaIaE

FURETHRMIGCRAERES A
WARFARINDOSING ...

Age: Sex: |-Select- = Ethnicity: |-Select- -
Race: |-Select- ﬂ

Waight: Ibs or kas

ight: || feet and | inches) or (| &

= -Selec(-:l iver Di = —Sele
Indication: =|

Baseline INK:

Target TMR: ™ Randomize & Blind

VKORC1-1630/3673: | Not available/pending x|
CYP4F2 W433M: Mot available/pending -
GGCX rs11676382; | Not available/pending

CYP2C0*2: Mot available/pending

C¥p2co* 5. Not available/pending
CYP2Co*6: Mot available/pending

=]
El
=l
CYP2C0*3: Mot available/pending |
=]
E

wrms of Use

HERSERE
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