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transcriptase inhibitor :NRTI
(2) non-nucleoside analogue
reverse transcriptase inhibitor: NNRTI
€)) (protease inhibitor: PI)
NRTI PI 1 NRTI
NNRTI highly active antiretroviral
therapy: HAART
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2_HIV-1
HIV-1
1
10" HIV-1
2
HIV-1 DNA proof reading
RNA  DNA
30 1
3.
NRTI  NNRTI Pl
(DNRTI NRTI
decreased uptake
Ex. M184vV 3TC
(excision, pyrophosphorolysis)
Ex. AZT Thymidine Analogue resistant
mutation: TAM M41L D67N K70R L210W T215Y/F K219Q/E
Ex. TDF K65R
(2)NNRTI
Ex. L1001 K103N V106A/M V1081 Y181CY VY188CLH G190A P225H
P236L
3)PI
Major mutation
D30ON,M461/L, G48V, 150V,V82AFTS, 184V, L9OM
Minor mutation:
4 _HIV-1
HIV-1
Genotyping (Phenotype)
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1.
P450(CYP)3A5
CYP3A4 CYP3A5
CYP3A5*1
2.
mercaptopurine(6-MP) Methotrexate(MTX)
6-MP MTX
MTX Methylenetetrahydrofolate
reductase(MTHFR), Thymidylate synthase(TS)
MTX
6-MP
Thiopurine methyltransferase(TPMT)
Bamyie i | Sanngie Harme | Pl los |
(A1l TPMTMINFRGOZ2 1 | TPMT MTHER 6022 e I —
n ! 28 315 lIJ‘ L1 58
TPMT*3B

ki TPMT*3C MTHFR C677T  yTHER A1298C

480 G/G

240 A/A

MTHFR, TPMT
3.
MTX
MTHFR TS
MTX
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5-FU
CYP2C19
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CYP2C19

(FDA)

UGT1Al

UGTA1A

Dihydropyrimidine dehydrogenase
CYP2C9, VKORC1
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Oncotype DX™ cDNA

21 RT-PCR Recufdnce
Score™ 10
21
Proliferation HER2 Estrogen
Kig? GRB7 ER
STKIS HER2 PGR
Sunivin BCLZ
CCMNET {eyclin B1) SCUBEZ
MYEBL2 GSTM1
Reference
Invasion coos ikt B0 el
MMP11 {stromalysin 3) CAPDH
I:'_'TSfE' {llcqthe 5'}n ILE]lJI R
SR BAG1 GUS
TFRC

(Soonmyung et al, N Engl J Med,
2004)

Epidermal growth factor receptor (EGFR) HER2
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EGFR

antibody-dependent cell-mediated
cytotoxicity (ADCC) Fc y-receptor 1A CD16a
SNP  Val158Phe
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Log [rituximab] (mg/ml)
(Dall’Ozzo et al, Cancer Res,
2004)

uridine diphosphate-glucuronosyltransferase 1Al (UGT1A1l)
TAG6/TA7
2005 8 invader
FDA

FDA

Patients with Reduced UGT1A1 Activity

Individuals who are homozygous for the UGT1A1*28 allele are at increased risk for
neutropenia following initiation of CAMPTOSAR treatment. A reduced initial dose
should be considered for patients known to be homozygous for the UGT1A1*28 allele
(see DOSAGE AND ADMINISTRATION). Heterozygous patients (carriers of one
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variant allele and one wild-type allele which results in intermediate UGT1A1 activity)
may be at increased risk for neutropenia; however, clinical results have been variable
and such patients have been shown to tolerate normal starting doses.

SNP
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