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Enc;ggifen dose finding in CYP2D6 IMs
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A: Loose combination of tamoxifen and endoxifen

20 mg TAM + 0 mg END (for cyp2pé6 EMs and uoMs)

20 mg TAM + 1 mg END (for CYP2D6 IMs)

20 mg TAM + 3 mg END ({fOr CYP2D6 PMs)

20 mg TAM + 0 mg END (for cyp2Dp6 EMs and UMs)

20 mg TAM + 1 mg END (for CYP2D6 TMs)

20 mg TAM + 3 mg END (for cyp2pé PMs)

Tamoxifen (TAM)

. Endoxifen (END)

Figure 8
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Standard Dose CYP2D6 EMs

<
Y3
—

— T
- L
—Cr-—- L I |
T —{OH
HIH
g 2 - o9 =
nuﬁ —
}
[1/461] Hot "0 61 ana b
: :
Tﬂ“ul_ HDH
Tnmul_ HIH
r Tnﬂul. HiH
HDH HH
HIH HIH
HIH 1+
g = g 8 e
hdlwyl’s
[vBr) wan '

Figure 12

I
{1 1
—{1 1 _Im_mul
—{— —0r—
| B | 1TJ
I I
- S
5 ]
[1/84] Hot "0 [/64] gna Y
m : T Tt
=5 HIH HIH
o
&t i HIH
[
a [ HIH I
g
o r I [ N o |
=]
£t ™15 HO—
)
% F =HIH {11
w8 = =3 2 2
w T
[1/60] WL *o
[1/61] wan o

Figure 13



Standard Dose CYF2DE IWs

-12/15 -

750 EU[
T -y
B 100 M—%W . & 10 1 r'L r_'w
= ! ; = T
= 104 % -t 1F é 1
g o é
01
1500 150 —
E & 3 11
2 100} g I I, =2 -
= % 0 T T
= % =BT % E[
o é &8 é
NS A Y S D A N A xR B e oA
A A g AN WV L0 R L g
Figure 14
q:tég Holida; 14 days CYF206 EMs D;l;g Holiday 1 month CYP2DE EMs
70 < ¢
f
— — — —
< I T T ] m B L e e TRy S R A o R N WS, (HOE: .
[ 1] o th o
R e a R PITEE R BT
E 1 g § e
o [+8 o [y
B
1500 ! 150l 1500 150
=2 PR S s A = =Y 2 10
Z 1w g 1w T T z ? ? ? ? 5
z uw = o] 1
> o o’ [y
10+ 1l 10
& & £ & & & \é’ ¢ & & & &
$ & 9 # P LI G w7 T
Dr;;g Holiday 2 months CYF205 Ebls D;ug Holiday 3 months CYP206 EMs .
i bl f B
= 10 R g N0 g PR O S
TUTEEEE| 2 TR 3w 3, CRNE I
T @1
z g z ]
o o " o
1500 150 ¢ 1500 150
ERC P e o TEE é‘E 3 w TITY 7 TR
SRR 2 Z w0 o
2 & = g 1
o It < o
N A U & F B B P S
6T T 5 PP G gy PP g UL

Figure 15




- 13/15 -

Drug Holiday 1 month CYP2D5 £EMs Control
758

Drug Haoliday 14 days CYP205 EMs Controf
750 SB[ SU;
- T - -5 vy - PR = R —_— 0
2| BB E v g wi e8| g " -g-g-—4
K i R e - 2.
z 3 ¢ Z 5
—  1¢ = jad g
*8 g >3 [
[N ]
1500 l 1511l 1500 180
g =) =) I M= N
s popoale o e Laasd oaiiif
£ 490 2 g T 0 2
2 [ g ; T T 2 &
° © S °
10 1
& &8 & & F R - ) & & L P S
& g B # o & t&‘ 9" L P A
Drug ';g;'ldﬁv 2 months CYP2D5 EMs Control p Drug Holidsy 3 months CYP206 ENs Contol
— mﬂ._._..n.._,....é......mé._._._.%.......é... I L] T S T - T T g é_ é § ml PR S S
g LAEEEET. i B
g ; g1 % = g9
2 g z g
It 4 [Te 3y
1500 150 1600 107
E Wl I S B % 10 % %%E g wl ] & ~Egeed]  F © "“‘“’%”‘%“%‘E
2w s = g 2
= g z I
[« B o (i
¢ F S F $ F 4 S F P 58 B S 4 o
$ P @ AP @ g &Jﬁ @'D“ é,ﬂ;? Qﬁa@ oF @'f} &.\é} i :3;\"?



- 14/15 -

Drug Holiday 1 otk CYP2DS5 1Ms
759 v T . .

®)
-

I
<
[ ]

.
]

Drug Holiday 14 days CYP206 |Ms
TED Sﬂi EGI
= - _ = e Toee T |
-Ej. 158 - o o T'Tm 1 T | T c(;f‘ e ! é % % ? dn'n 1
= Z =, 2 .l %
3 : Hi sz 5"
L = £ = ] 8
3 37 g i <
8.4 . 4
1500 I 130 l 1800 150
z = T2 |- =
I 1z mwmémm?w T LI 1-1 1] %
Z 00 o 1 I | I} g ? @ % @ 2
z ] = (TTR
" o o o
107 4
10 s Py = Ly P > o a *9 D
o B & & $ & & .-9 '19 R
& & ¢ SO M bﬁ\ L
Drug Holiday 2 months CYP2D6 1M Drisg Holiday 3 months CYP206 iMs
750| 5ﬂi 8l Sg[
S —— _ - 1O e gt _ 1
3, FETE 3 & & 5 8] 3 n 3
= = = =0
2.1 3
Z 3 z z
ol < [l -
3 s 3 +3
1500 150 I 1hoo 150 {
%mné é ﬁ 4 B - é B w0 L 5 &% w0 58 §|%
T T
= 10 2 1 Z 10 g 1
=z o = i
o o g s
n:i‘m“""«z? Aﬁ'xra':?q"}‘ LR & &
& 8 S g SO g @ ¢ @ & g

Figure 17



Drug Hol[day 14 days CYP206 1Ms Control

3
E]

G, TAM [ugit]

150

C, NDM [pgh]

¥

i
-+

S

w‘@@

, 40H [pgi]

€, END [ug

Drug Hollday 2 menths CYP2D6 IMs Centrol

B3]

:Wﬁ

2w

-

s

-

1560

— - T I . ._T

% e W ETTETR

Z 1

=

-
# L PP
I A

Figure 18

C, 40H [pgi|

C, END Jpgil]

- 15/15 -

TR
11

& & 4
A

-
o
<

-

Ny
+
&3

o

Drug Holiday 1 month CYP206 115 Control
750

©2
©

C, TAM [poi]

1560

, NDM [pgiL]

wa
=3

o

it
=3
=3

5

- mé__%_Hm

& 0 IS
P < o o

C, 408 [pgiL]

¢, END [pgh]

Drug Holiday 3 months CYP205 I Contral
750

100
10

C, TAM [ugi)

1500

-
=
o

€, NDM [pgiL}
a3

s—E—d—F

|

i

S

# S B P

R

€, 4CH [pgiL]

€, END [pg]

B

10

b
53
=3

-
b=

-

®

T%—H—E

G A
R R )
P @

e .
[ -]

J— én.".%____é,wé -

ah
[
=]

P

443

g\w

,9’& v .ﬁ""
& &* &‘




