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1. 2HERGEETENEET  SREERENER » MEREGWESE -
Topic : APhase I Study of ABT-888 in Combination with Oxaliplatin and
Capecitabine in Advanced Solid Tumors ( &H#EF ABT-888, oxaliplatin F1

capecitabine J&F R E EREE MRV E —BHEERSER )

RTINS EE
This is a phase | dose escalation study of ABT-888 in combination with fixed-dose
capecitabine and oxaliplatin.  Patients will be treated with ABT-888 orally twice daily
for 7 consecutive days every 2 weeks. Capecitabine will be administered orally once
daily for 7 consecutive days every two weeks, and oxaliplatin will be given
intravenously once every two weeks. Cycle length is 28 days.

Patients are eligible for this trial if they have the following malignancies: any
BRCA-mutated malignancy, first or second line metastatic colorectal cancer,
metastatic mucinous ovarian cancer, and any other gastrointestinal malignancy where
oxaliplatin has been shown to have activity.

The dose of ABT-888 will be escalated using a 3-patient cohort design based on first
cycle toxicities until dose limiting toxicities (DLT) and maximum tolerated dose
(MTD) are defined. We will reserve one position at each dosing level for patients
with known BRCA mutations. Should this position not fill within two weeks of
cohort opening, it will be opened to other eligible patients.

st B (R ) — T Y 21 {18 248 DNA B PARP > &
O eV EREE T (CAPOX) - JERE SRR CAPOX HYFEEMDE - fI40 -
KIS ERGRE > UNESE > B > BUIES - DU BRCA ZEBHVIRIE - SUBRAYEETE
FERRHY 3+3 1520 By L HAVEAE ABT-888 fE e iany EHEEMEL S
AL - REHIVELRE TR 8B 8% -

Current status:
The dose of ABT-888 failed to escalate because of DLT of myelosuppression.
Discussion is ongoing about whether to have a dose level between level 1 and 2.



Topic: APHASE I/l STUDY OF PANITUMUMABI/CISPLATIN/FLUOROURACIL COMBINED
WITH RADIATION PREOPERATIVELY FOR PATIENTS WITH LOCALLY ADVANCED
ESOPHAGEAL CANCER. (&6f{£ A panitumumab, cisplatin, fluorouracil BEjEE 4R G

EERERE M R B AN RAYE — - HIERRSER)

RERON FER

Registration

=

PET/CT Scan

4
Therapy
XRT: 50.4 Gy in 28 fractions at 1.80 Gy/day
Chemotherapy: Panitumumab: 1.5, 2.5 mg/kg IV weekly
Cisplatin: 80 mg/m? IV on days 1 and 29
Fluorouracil: 1000 mg/m?/day IV on days 1-4 and 29-32

!

PET/CT Sean, *
Endoscopic Ultrasound
(encouraged-optional)

N
Esophagectomy — 30 pts**

EY
| No Surgery -- < 6 pts***

ERHE ¢ AR ES R EUHE & TET CCRT (£ panitumumab, cisplatin, £ 5-FU B9
AT [EES A E panitumumab EEEGESHVEIE o IEAN - IEERERNY H AVt e ks ARy
AR L T - F i A TR T 7k -

Current status:
The dose of panitumumab failed to escalate because of DLT of mucositis. The discussion 18
ongoing about the amendment of the protocol to restart enroll patients.

Topic:

A Phase | Pharmacokinetic Study of Belinostat for Solid Tumors and Lymphoma in
Patients with Varying Degrees of Hepatic Dysfunction ($}¥ffFIhEER &R M [EIRE
FERE B ES o 8 & 7Y belinostat 55— HH#EY ) ) SR HEREER)

BRI

Background:

Belinostat is a histone deacetylase (HDAC) inhibitor. HDACs are frequently
deregulated in cancer cells, leading to an increase in deacetylation and the
silencing of genes that normally control cell cycle arrest and apoptosis.
Belinostat has growth inhibitory activity in several malignancies in vitro
and in vivo, both as a single agent and in combination with chemotherapeutic
agents. Several Phase I and II clinical trials have been conducted to date
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in patients with solid tumor and hematologic malignancies; belinostat has
been generally well tolerated.

Belinostat is metabolized in the liver and therefore, the safety and dosing
of belinostat needs to be established in patients with varying degrees of
hepatic dysfunction.

Objectives:

Establish the safety and tolerability of belinostat given on days 1-5 of
21-day cycles to patients with varying degrees of liver dysfunction.
Define the maximum tolerated dose (MTD) and recommended dose of belinostat
given on days 1 - 5 of 21-day cycles to patients with varying degrees of liver
dysfunction.

Evaluate the pharmacokinetics (PK) of one dose of belinostat (400 mg/m2) in
patients with varying degrees of liver dysfunction

Obtain preliminary evidence of anti-tumor activity at tolerable doses of
belinostat in patients with varying degrees of liver dysfunction.
Determine polymorphisms in the UGT1A1%28 allele and correlate these with the
observed toxicities and the PK of belinostat in patients with varying degrees
of liver dysfunction.

Measure direct versus indirect bilirubin levels and correlate these with
observed toxicities, PK, and UGT1Al polymorphisms.

Eligibility:

Adults with histologically confirmed solid tumors or lymphomas whose
disease has progressed after standard therapy or who have no acceptable
standard treatment options. Patients with normal and varying degrees of
hepatic dysfunction (mild, moderate, and severe) are eligible.

Study Design:

Patients will be divided into 4 cohorts based on their level of liver
dysfunction. Belinostat will be administered IV over 30 minutes. On day -7
(Cycle 1 only), all patientswill receive a single dose of 400 mg/m2 belinostat.
On days 1-5 of each cycle, patients will receive belinostat at a dose
dependent on the level of hepatic dysfunction (see below). The total length
of Cycle 1 will be 28 days; all other cycles will be 21 days. No more than
12 patients with normal hepatic function will be accrued.



CTEP #8846
Clinical Center #11-C-0060

SCHEMA
Cycle 1 Cycle 2 and beyond
(total duration 28 days) (total duration 21 days)

[ I 1

EI B B
PK
sampling <.:Z>ﬂ D1 D5 D21

D-7

B = Belinostat, administered IV over 30 minutes. On Day -7 (Cycle 1 only), all patients will receive a
single dose of 400 mg/m’ belinostat.

Starting on Day 1, patients will receive the assigned dose of belinostat, according to the dose
escalation scheme, for Days 1-5 of each cycle.

Blood samples for correlative PK studies will be collected from all patients on Cycle 1 D-7 before
the administration of belinostat, 15 minutes after starting infusion, and then at the following time
points after the end of infusion: 5, 10, 15, 30, 60, 90 minutes, 2, 4, 6, 8, and 24 hours

Liver Dysfunction Groups

Cohort 1: Normal hepatic function: bilirubin = upper limit of normal (ULN) and AST = ULN
Cohort 2: Mild hepatic dysfunction: bilirubin = ULN but £ 1.5 x ULN and/or AST = ULN
Cohort 3: Moderate hepatic dysfunction: bilirubin = 1.5 x ULN to =3 x ULN and any AST

Cohort 4: Severe hepatic dysfunction: bilirubin > 3 x ULN but £ 10 x ULN and any AST

Topic:

A phase I, open-label, multi-center, randomized, crossover study to assess
the bioequivalence of 2 formulations of TKI258, FMI capsule and FMI tablet,
in patients with advanced solid tumors CEfEF—HixEETEN HEELLER
TKI258 BB EZ)RSERI G EDRVEEYE) 2 » DR Z REEREERRIZIAER)

TKI258 (dovitinib) is a broad, targeted inhibitor of RTKs: FGFR

, VEGFR, PDGFR A, CSF 1R, c-Kit, RET, TrkA, and FLT3 that mediate tumor cell
proliferation and survival. Therefore, it is expected that therapy with
TKI258 would inhibit cellular proliferation and/or induce apoptosis
resulting in an anti-tumor effect.

Based on 1ts potency as an inhibitor of these RTKs both in vitro and in vivo,
and the compound’ s oral availability, TKI258 is being investigated as a
single agent in metastatic renal cell carcinoma (mRCC), metastatic breast
cancer (mBC), advanced urothelial cancer (mainly bladder cancer), advanced
melanoma, multiple myeloma (MM), AML, and other solid tumor studies. TKI258
1s currently in early stage clinical development and efficacy data are



preliminary. In phase I and phase II trials, objective responses and/or
prolonged disease stabilizations have been observed in pre-treated patients
failing standard of care therapies for cancers, including renal cancer,
breast cancer, melanoma and multiple myeloma

The maximum tolerated dose (MTD) of TKI258 is 400 mg/day for the continuous
once daily dosing regimen and 500 mg/day for the b days on/2 days off dosing
regimen, which is the recommended phase II dose and schedule.

Primary objective

To assess the bioequivalence of 2 formulations of TKI258, FMI capsule
(supplied in 100 mg strength) and FMI tablet (supplied in 250 mg strength),
in patients with advanced solid tumors, excluding breast cancer.

Secondary objectives

To characterize the safety and tolerability of TKI258 following a 5 days on/?2
days off dosing schedule in patients with advanced solid tumors, excluding
breast cancer.

To evaluate preliminary evidence of anti—tumor activity of TKI258 in patients
with advanced solid tumors, excluding breast cancer.

Exploratory objectives
To investigate, in archival tumor samples, mutations as well as expression
of biomarkers related to TKI258 mechanism of action

Study population:

Adult patients with a cytopathologically or histopathologically-confirmed
diagnosis of an advanced solid tumor, excluding breast cancer, which has
progressed despite standard therapy, or for which no standard therapy exists,
will be enrolled into the study. At least 48 evaluable patients will be
required for the bioequivalence (BE) test. However, due to the potential need
to replace patients not meeting evaluability criteria, up to a maximum of
approximately 80 patients may be enrolled assuming a 40% non-evaluable rate.



Overview of study design:

This is a phase |, open-label, multi-center, randomized, two way crossover study to assess the
bioequivalence of FMI capsule and FMI tablet in patients with advanced solid tumors, excluding breast
cancer. The bioequivalence phase will be performed in the first 4 weeks of the trial.

Bioequivalence phase

Period 1 Period 2
Sequence Days1-18 Days 19 - 21 Days 22 - 25 Days 26 - 28
1 500 mg (FMI Day 19 only: 500 500 mg (FMI Day 26 only: 500
capsule) 5 days mg (FMI capsule) tablet) 5 days mg (FMI tablet)
on/2 days off PK samples0—  ©On/2 days off PK samples 0 —
72 hours post 72 hours post
dose dose
2 500 mg (FMI Day 19 only: 500 500 mg (FMI Day 26 only: 500
tablet) 5 days mg (FMI tablet) capsule) 5 days mg (FMI capsule)
on/2 days off PK samples0—  on/2days off PK samples 0 -
72 hours post 72 hours post
dose dose

Topic: A phase | study of FOLFIRINOX plus IP1-926 for advanced pancreatic
adenocarcinoma (iE & —E st B R E R BB R 7 FOLFIRINOX &4
IP1-926 Fy—HEEER)

The Hedgehog signaling pathway is important for normal mammalian embryonic
development and for adult tissue remodeling. Recent reports have demonstrated that
aberrant activation of the Hh pathway is associated with many types of cancer, including
basal cell carcinoma (BCC), medulloblastoma, pancreatic adenocarcinomas, small-cell
lung cancer (SCLC), metastatic prostate cancer, glioma, breast cancer, hepatocellular
cancer, and hematologic malignancies. High levels of Hh pathway activation, either
through mutation of pathway components or through constitutive expression of Hh
pathway genes, appear to be involved in both the initiation of cancer and tumor cell
survival, as well as tumor growth and metastasis. Given the therapeutic potential of Hh
pathway inhibition in cancer, Infinity has developed 1P1-926, a potent and specific
antagonist of the Hh pathway that binds Smoothened (Smo), a key signaling
transmembrane protein in this pathway, thereby diminishing downstream promoters of
cellular proliferation.

Primary Objective

The primary objective is to determine the maximum tolerated dose (MTD) for
FOLFIRINOX plus IP1-926 in patients with advanced pancreatic cancer. This will
include

Secondary Objectives
10



The secondary objectives include the following:
=To establish the safety profile of FOLFIRINOX plus IP1-926
=To gain preliminary data on the efficacy of this combination
=To evaluate the pharmacokinetics of IP1-926 and its relevant metabolites when
administered in combination with FOLFIRINOX
Exploratory Objectives
The exploratory objectives include the following:

1)To analyze pre-treatment tumor samples, where available, for expression of potential
predictive markers of 1P1-926 activity, including (but not limited to) Hedgehog
signaling molecules

2)To evaluate potential pharmacogenomic markers of IP1-926 activity

3)To explore potential serum or plasma pharmacodynamic markers of IP1-926 activity

5-FU
Dose s:li infusion LV Oxaliplatin | Irinotecan | IP1-926
level (ma/m2) :T_i/gfr:) (mg/m2) | (mg/m2) (mg/m2) | (mg/day)
-1 - 1600 400 50 120 130
1* - 1920 400 65 150 130
2 - 2400 400 85 180 130
3 - 2400 400 85 180 160

*Starting dose level.

2. BEYIGASHIEEEAVRISE -

Topic: Pharmacokinetic study of **I-NM404 in mice by small animal imaging.(/NEWIEZ 2y
BEYENEER)

St © NM-404 2 —{EBEBZHE 28R EEY) - BRE MR A R RIVAS &t - R SRt
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Topic: Evaluation of Polymorphisms and Mutations in Genes Postulated to Alter the Efficacy
of Gefitinib in Samples from E1302(¥f B EEIREABR N EEYEN 128 » BEY BN ERTRASE) -

Schema
Step 1:
Treatment Arm A'
Docetaxel + Placebo
PS 2, if patient had no -
prior chemotherapy for Premedication: Dexamethasone (see Section 5.1.1.1 for doses)
Le;;:gl;;eenet.‘metaslauc R . Docetaxel as a 60 minute infusion > CommureD l:iaslgoennt until
35mg/m? to be given on days 1,8,and 15 of a 28-day schedule preg
A , 2
OR Cycle repeated every 28 days
o - N - Placebo one tablet daily orally starting on day 1
PS 0-2,if patient had Treatment to continue from days 1-28 of each cycle.
prior chemotherapy for o
recurrent/metastatic Rev. 9/07
disease 5 |
Docetaxel + ZD 1839 (lressa. gefitinib)
Stratification factors M
1. Performance status - Premedication: Dexamethasone (see Section 5.1.2.1 for doses)
(0,1, 2) |
2. Prior chemotherapy - Docetaxel as a 60 minute infusion Continue treatment until
(Yes or No) z 35mg/m? o be given on days 1.8, and 15 of a 28-day schedule > rogression
3. Weight loss in the Cycle repeated every 28 days? prog
last 6 months E
(< 5% vs >5%) - ZD1839 (Iressa, gefitinib)
4. Prior cetuximab 250 mg/daily orally starting on day 1.
treatment (yes orno) Treatment to continue from days
1-28 of each cycle.

In the recently completed E1302 phase 111 study, the efficacy of docetaxel alone or in
combination with ZD1839 (Iressa, gefitinib) was evaluated in patients with recurrent or
metastatic head and neck cancer. Gefitinib is a tyrosine kinase inhibitor that targets the
epidermal growth factor receptor (EGFR). No statistically significant difference in
survival between placebo and gefitinib when combined with docetaxel were observed in
the parent protocol. The study included a total of 270 patients of which samples are
expected from 183. Of the currently evaluable 146 patients, 80 tissue blocks have been
provided which are available for analysis.

Since the development of this clinical trial, substantial evidence supporting the efficacy of
EGFR inhibitors in only Kras wild-type individuals as well as the role of c-MET in Kras
regulation have emerged. Utilizing the samples from the study, we propose to evaluate
mutations in Kras and c-MET  to identify those that may be predictive of gefitinib
efficacy. Polymorphisms included in the initial protocol targeted for analysis in the study
include those within EGFR, CYP3A and ABCBL1 (P-gp). Additional genes have been
postulated to also be relevant in modulating the efficacy of gefitinib in this patient
population and thus we propose to investigate polymorphisms and mutations in c-MET,
ABCG2, and K-ras.

s AR = HA SR AR RS - — 4 A BESZ docetaxel JAHE - —4HIH A
PEZ gefitinib JAHE - HUR ABEREHVIRASHET T2 4HA ARl (EGFR, CYP3A, ABCBI,
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¢-MET,K-ras, i1 ABCG2) HYZE8EA polymorphism HYHIE » HE MR TEHIELTE S
IR

Topic: Physiology-based pharmacokinetic model of capecitabine (capecitabine HYJ4: ¥R &EY &
DAL tid)h
This PK model is based on some in vivo and in vitro human data. The parameters in
each enzyme system, such as K, and Vmax, Were obtained from in vitro experiment
with enzymes extracted from commercialized human cells.

carboxviesrarass

capeciiabine
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The picture above illustrates the 4 steps of enzyme metabolism to transform capecitabine
to 5’-DFCR, 5’-DFUR, and 5-FU serially. There are some problems for the model.
First of all, we do not know the real K,, which is not equal to the K, we gained from the
previous PK model. Secondly, the enzyme parameters, such as Ky, and Vpmax, are
obtained from in vitro studies and needs to multiply scaling factors to be applicable in in
vivo scales. These scaling factors, K, and K, (partition coefficient) can be obtained by
fitting to blood concentrations of capecitabine and all its metabolites. However, this
sophisticated model is developed under many assumptions and could be used with some
uncertainty.
However, if we can prove the physiology-based model is reliable, it can be very useful.
As we see from the graphs above, we can estimate the drug concentration in all kinds of
tissue and tumor, which is difficult to measure directly. The concentrations of active
drugs in these specific compartments are responsible for the treatment effects and side
effects.
Here, we tried to estimate the drug distribution of 4 different dosing schedules by this
model in a human with height 175cm, weight 70kg, and BSA 1.84m?.

a.Capecitabine 1000mg bid daily

b.Capecitabine 2300mg (1250mg/m?) bid 14 days on and 7 days off in a 21-day

cycle.

13



c.Capecitabine 3220mg (1750mg/m?) bid 7 days on and 7 days off in a 14-day cycle.
d.Capecitabine 4140mg (2250mg/m?) g8h for 2 days in a 14-day cycle.

The concentration in tumor is related to treatment effects. The concentration in Gl
mucosa is related to side effects of diarrhea. The concentration in soft tissue is
related to side effects of hand foot syndrome. The concentration in blood is
supposed to be related to metronomic chemotherapy-associated anti-angiogenesis
(effects on vascular endothelial cells). The concentration in liver is related to side

effects of hepatotoxicity (elevated liver enzymes, hyperbilirubinemia).

AUC(umol*hr/L) | tumor | blood Gl mucosa liver Soft tissue
Schedule a 0.35 0.5 (1.43) 1.43 (4.09) | 1.7 (4.86) |0.28(0.8)
Schedule b 0.97 1.25(1.29) 4.08 (4.21) | 4.24(4.37) | 0.7 (0.72)
Schedule ¢ 1.63 1.88 (1.15) | 6.96 (4.27) | 6.34(3.89) | 1.05 (0.64)
Schedule d 2.67 2.63 (0.99) 11.41 (4.27) | 8.78 (3.29) | 1.47 (0.55)

The numbers in parentheses are the relative AUC in each compartment to in tumor in

each dosing schedule.

From this table, we have some observations:

1.Lower dose schedules have more 5-FU distributed in blood than in tumor, which
means more anti-angiogenesis than direct anti-tumor.

2.Lower dose schedules have more 5-FU distributed in soft tissue and liver than in
tumor, which might be responsible for the different toxicity profiles for different
schedules.

A randomized phase I clinical trial comparing schedule a and b showed the risks of

grade 3/4 diarrhea were 5% and 9%, respectively, and the risks of grade 3/4 hand-foot

syndrome were 10% and 15%, respectively. Another randomized phase Il clinical

trial comparing schedule b and ¢ showed the risks of grade 3/4 diarrhea were 9% and

12%, respectively, and the risks of grade 3/4 hand-foot syndrome were 0 and 2%,

respectively.

4, EYGETEAIER
Tpoic: Comparison of Weekly versus Every 3 Weeks Paclitaxel in the Treatment of Advanced
Solid Tumors, A Meta-analysis

SRBH ¢ bR T S HEEEREERG AT T AR R 0 S RS 43 T (meta-analysis) Y P G2 H
—(EETE - HATHETEC&TER T &S AT Cancer Treatment Reviews
ABSTRACT

Background: Paclitaxel is commonly given as a 3-hour infusion every 3 weeks for a
variety of malignancies. Several randomized clinical trials comparing weekly paclitaxel

with Q3-week (Q3W) have produced mixed results in terms of efficacy and toxicity

14



creating controversy about the ideal dose and schedule.

Methods: A literature search using PubMed, Cochrane Library, and Proceedings of the
American Society of Clinical oncology from 1995 to 2011 was performed. We included
all published and registered RTCs for advanced solid tumors which compared weekly
paclitaxel with Q3W. Primary dependent variables—grade 3, 4 neutropenia rates and
grade 3 sensory neuropathy rates—were analyzed for all cancer types. Secondary
dependent variables—hazard ratios for survival and response rates—were analyzed for
each cancer type. Moderators of cancer types, ethnicity, and paclitaxel dose ratio were
analyzed for primary dependent variables.

Results:  Ten trials were included. The summary effects of the meta-analysis revealed
less grade 3, 4 neutropenia (odds ratio: 0.49, p=0.0023) and a trend towards less grade 3
sensory neuropathy (odds ratio:0.54, p=0.092) with weekly paclitaxel compared with
Q3W. Moderator analysis by meta-regression revealed that paclitaxel dose ratios have a
significantly positive correlation with rates of G3/4 neutropenia and sensory neuropathy.
In the five NSCLC (non small cell lung cancer) trials, the summary effect revealed a better
response rate with weekly paclitaxel (odds ratio: 1.24, p=0.042).

Conclusion: Weekly paclitaxel has a favorable toxicity profile compared to the current
standard of Q3W paclitaxel.

Topic: Decision-Tree-based multi-variate Analysis for metastatic or recurrent
esophageal cancer patients treated with regimens with and without taxanes.

The data of esophageal cancer patients are a combination of 2 clinical trials and a
prospective cohort in National Taiwan University Hospital. One clinical trial is
MP-HDFL (methotrexate, cisplatin, and 24-hour infusion of 5-FU) with 26 patients in
1997. The other clinical trial is TP-HDFL (paclitaxel, cisplatin, and 24-hour infusion of
5-FU) with 41 patients in 2001. The prospective cohort includes 46 patients treated with
P-HDFL (cisplatin and 24-hour infusion of 5-FU), TP-HDFL, and DP-HDFL (docetaxel,
cisplatin, and 24-hour infusion of 5-FU) from 2004 to 2009.

15



recurdenovo
in S,

4.59 4.75
Node No. | Case number Hazard (paclitaxel : non-taxane : docetaxel)
4 59 2.23 (p=0.045): 8.25 (p=6*10°): 1
5 14 Non-significance
6 18 0.36 (p=0.34): 11.82 (p=0.048): 1
14 15 Non-significance
15 7 0.027 (p=0.0258): 0.040 (p=0.039): 1
recur |N=14 N=10 81
D:P:N=ns D:P:N=1:0.027:0.039 |
In elderly patients with |
previous RT, docetxel 68.55
could be detrimental.
N=10 68.55
D:P:N=ns |
De novo [N=59 |
D:P:N=1:2.23:8.25 |
. . . 94.17
For patients with advance disease at
o . . N=20 94.17
initial diagnosis, docetaxel-contained
. . . D:P:N=1:0.36(ns):11.82 |
regimen is the best choice. ) )
In young patients with |
previous RT, taxanes |
combination could still |
be beneficial. 37
Pre-RT(-) Pre-RT(+) Age
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Conclusion

From Guide analysis, we got very useful information. It told us that for fresh
advanced stage esophageal cancer, we should treat with docetaxel, but for patients
recurrent or refractory after radiotherapy, it is still beneficial to treat younger patients with
taxanes but becomes detrimental to treat older patients with docetaxel.

5. BENLEERHT R N R ASEE OB E SR
Topic: Population Pharmacokinetics of Paclitaxel with Platinum in Patients with
Non-Small Cell Lung Cancer, Ovarian Cancer, and Breast Cancer ;8 &—{EHE £
FEFLNEER - B8 EEN—ERN - BRIEEARE IRB 2£FH)
A

AR IR B Z E R AR R E LB 65 B R IRm4a IR/ N R A
B FLEEEUN SRR lo e BB A LRI AR A M LR - R BE B IS0
EHHE - B RAVE it T o BEACE By =14 - MBI R E T -
HRAE L ERHEERIAIEE H AT 7T —(E BT 1 - S EHsEsesuieft R
SR EAEHE AL BRI EHVHERE -

i = i

1.ABCBI1 HYELER 2 A& 4 (polymorphisms) MRS F SR AZBE SE @) T 22 aY AHRA 1 -

2.CYP3A4, CYP3AS, CYP2C8 HYAEL R Z fa M (polymorphisms) M LA BE 8E Y E) /]
ERANAHRAME: -

3.ABCBI, CYP3A4, CYP3AS, CYP2CS, ERCC1 HYEER 2 HEM: (polymorphisms) FIA
RAME L EA 4 OF I B SR BB A AR RE T -

THITEERE:
JE/ Nt ~ P B UN S R A R R A IS B8O < OF A i B M B4 e MR PR Y

G A\ BEHERR R
1 SRR R B/ N ~ ONESLER B L -
2AFEHR AN 20 5% ©

3BT~ BB T B AR P -

LT T IR IET R AR (LR 4 Je/ N AR LR T H R 2
ATLLHIR AN AR IR SR T -

5 2T AT LR IEAE e A 7L -

6. 141 I 2 R S BARE HF  FR A  F9 Z7 2, -

T BT R B o R I -

8. 5Zad A N AE B KA PR SR A R B =LA (cremaphon) 2B -
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