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In a phase II clinical trial of weekly paclitaxel (TXL)/ IP carboplatin (CBDCA)
administration on ovarian and peritoneal cancers, we determined various genetic
polymorphisms and analyzed their associations with pharmacokinetics (PK) parameters of
TXL at first administration and adverse effects. We found that GSTMI deletion, ABCBI
2677G>T/A and CYP3A5 rs776746 gene polymorphisms were significantly associated with the
PK parameters, appearance of grade 4 neutropenia and extent of leukopenia.
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CYP3A5 rsT76746 BinZMIX, A4 777
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F1. BEHELE XL PK/XT A—HF—

Mean 95%C1 Range
Age (yrs) 59.9 (56.5-63.2)  (37-78)
Body
surface

area (m%) 1.43 (1.40-1.47) (1.10-1.76)
Cmax

(ng/mL) 2364 (2062-2665) (285-4620)
AUC) pgpy

(ngxhr/ml ) 4756 (4260-5253) (1996-9611)
MRT (hr) 5.41* (4.99-5.81) (3.14-13.67)
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Gene symbol  Polymorphism  Genotype N

GSTM1 Null 24
Wt 23
GSTTI Null 22
Wt 25
GSTP1 rs1695 A/A 32
AG 14
G/G 1
ABCBI rs3213619 /T 38
T/C 9
rs1128503 /T 14
T/C 26
C/C 7
rs2032582 /T 7
AT 9
G/T 12
G/G 12
G/A 5
AA 2
rs1045642 /T 9
C/T 19
C/C 19
ABCC1 rs4148356 A/A 2
A/G 8
G/G 37
ABCC2 rs3740066 Cc/C 31
C/T 14
/T 2
CYPIBI rs1056836 c/C 1
C/G 14
G/G 32
CYP2C8 rs11572093 G/G 42
G/A 5
CYP3A4 rs12721627 C/G 2
Cc/C 45
CYP3AS rs776746 A/A 3
AG 11
G/G 33
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/:?f\;ecrtse Grade (n) Frequency /:;if\;ec;se Grade (n) Fre(z:ﬁncy
Leucopenia 1 1 2 3 Albumin 0o 11 256
2 16 36.3 1 5 11.6
3 23 523 2 20 46.5
4 4 9.1 3 14.0
4 1 23
Neutropenia 1 1 23
2 7 15.9 T-Bil 0 42 97.7
3 16 36.4 1 1 23
4 20 454
AST 0 30 69.8
1 13 30.2
Lymphopenia 0 1 23
1 23 52.3 ALT 0 30 69.8
2 1 25.0 1 12 279
3 7 15.9 2 1 23
4 2 45
ALP 0 27 62.8
Anemia (RBC) 1 2 4.6 1 16 372
2 14 326
3 26 60.5 Creatinine 0 40 930
4 1 23 1 3 7.0
Thrombopenia 0 5 11.4 Na 0 43 100.0
1 23 523
2 9 20.4 K 0 32 744
3 6 13.6 1 209
4 1 23 2 2 4.7
Anemia (Hb) 1 2 4.5 Uric acid 0 32 94.2
2 15 34.1 1 1 29
3 26 59.1 4 1 29
4 1 23
Febrile 0 44 100.0
neutropenia
Fever 0 40 90.9 Diarrhea 0 39 88.6
1 3 6.8 1 6.8
2 1 23 2 2 46
Infection with 0 44 100.0 Rash 34 91.9
G3/4 neutrophils 1 3 8.1
Hypersensitivity 0 43 97.7 Muscle pain 0 25 59.5
4 1 23 1 14 333
2 1 24
Fatigue 0 27 61.3 3 1 24
112 273 4 1 24
2 4 9.1
3 1 23 Stomatitis 0 34 71.3
1 8 18.2
Anorexia 0 18 41.9 2 2 45
1 16 372
2 186 Hair loss/alopecia 0 1 213
3 1 23 1 15 349
2 27 62.8
Nausea 0 12 27.3
1 18 40.9 Hypotension 0 39 92.8
2 13 295 1 1 24
3 1 23 2 2 438
Vomiting 0 32 744 Neuropathy 0 24 54.6
1 5 11.6 (motor) 1 1 31.8
2 6 140 2 9.1
3 2 45
Constipation 0 18 40.9
1 1 250 Neuropathy [ 25.0
2 15 34.1 (sensory) 1 22 50.0
2 7 15.9
3 4 9.1
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# 4. Graded JfPERBUDHIEL & B in+ 2
Neutropenia Univariate analysis
Grade 4 Grade Odds
(n) =<8 (n) Ratio 95%Cl P
GSTM1 Null 13 8 3N (1.06-12.97) 0.036
Wt 7 16
CYP3AS A/A or A/G © 4 409  (1.02-16.40) 0.040
rs776746 G/G 1 20
G/G or A/A or
ABCB1 G/A 12 7 364 (1.03-12.78) 0.040
T/A or T/G or 8 17

2677G>T/A _T/T

GSTMI R D BEIL, B AEREE TR ANH
EAZ Grade 4 4 H BRI O BB 23 R 2> o
72 (OR=3. 71, P=0.038), CYP3A5 rs776746 T
TAT VILERETLHEENG/GHREDRLIC

@mem4ﬂ$%ﬁ9@ﬁﬁﬁfﬂ o
7~ (0OR=4.09, P=0.040) , & & & ABCBI

%W@UA%”Tﬁ\TTVW%ﬁL&w%

F(G/G, G/A, A/A) T ZF D fh D B E 12~

Grade 4 4fFH BRI O HBUHE 2 R o 7o

mw3m P=0.010), T b D&ELE %
BEL L CEEREMTZIToT2E 2 A, 2

7}160).5’— TV HIHANTLIT Grade 4 4FHER

BWAOOHBEBEEST L ERHLNE RS
(5% 5)

#5. BURT 4 v 7 EURIHTIZ L B Graded
I ERID & s 12 o B

Logistic regression

Adjusted
OR 95% CI P
GSTM1 Null 5.11 (1.22-26.42) 0.025
Wt

CYP3A5 A/A or A/G 10.04 (1.89-77.22) 0.005

rs776746 G/G

ABCB1 G/G or A/A or G/A 7.11 (1.57-43.43) 0.010
2677G>T/A T/AorT/Gor T/T
F 72 [ M ER A o W OB BE B 1. ABCBI

267TTG>T/A ZHUT A 7 LV Z R DHBHE (T/A,
A/, G/MIZENLSNDBEICKS LV E
EBhEmERT I ERHALNER -T2
(P=0. 038, Mann-Whiteney’ s U test, % 6).

% 6. ABCB1 2677G>T/A £51 & A Bkig> OFE
JE 7 B E

Leukopenia
Grade Grade 3 Grade 4
1/2 (n) (n) (n) P
ABCB1 G/GorT/Gor T/T 14 14 1 0.038
2677G>
T/A T/A or A/A or G/A 3 9 3

PK RT A —H— L DOBHENRFRO Lo
T BIE 72D 5 6 ABCC2 A T- 3 3972C5T
(rs3740066) 21T, C/C zh{—&:?ﬁa“%_’) %%4
Grade2 LA EORMMREENGEICH E
EHZ L LRSI (P=0.023 % T)

2% 7. ABCC2 3972C>T EinF LM & KRRy

B & o B
Neuropathy
(sensor) Univariate analysis
Grade Grade Odds
2/3 (n) 0/1 (n) Ratio 95%CI
ABCC2 C/C 10 18 8.33 (0.95- 0.023
3972C>T C/T or T/T 1 15 72.75)
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