UNAREa , '
201813

Single nucleotide polymorphisms (SNPs) Ainauluiiuees drug metabolizing
enzymes ingadesiumauedTuracanssing 1y CYPIA2*1C, CYP1A2*1F, GSTMT,
GSTT1%0, GSTP1*A, GSTP1*B, NAT2*5, NAT2*6 uay NAT2*7 fanadaauduiudi
mmtimﬁi@mﬂﬁm‘(mmﬁ*ﬂﬁmﬁm Tun wzfaden wzmbesiu wsfasiqun i

a a s, . . 1 ] é’ o a
WALAIUNISA3I93LATIZY single nucleotide polymorphisms mmmmﬂuﬂ@auuuuma

a d’ 1 a o o 1 1 ) ] o = I
wala Fausazmadadianudunizsia SNP uiazsfauansneiull nnsmsaRduasie

o = 9 o’ o/ 1 o & 73 1 b7

SNPs nanadaaanFanfulusqatisduunndasldaiuaraulscunaAautnannn
o 1’/ e eallnlu rd' @/ ac] a Id .
souanAdeiidinglssadANeWmuAEN19AIA3ATIER  polymorphisms 189 drug
metabolizing gene ¥4 9 fadanFaufuAa CYP1A2*1C, CYPIA2*1F, GSTM1*0, GSTT1*0,
GSTP1*A, GSTP1*B, NAT2*5, NAT2*6 uaz NAT2*7 dadalungusisatinalszansdmda
finnylandauau 500 faath Tauldinafia multiplex PCR, single base extension (SBE)
way fragment analysis )

nan1sasanudntuduney muttiplex PCR wenlfidlu 2 reaction #Aa  duplex
(CYP1A2*1C uar GSTM1*0) Lmz.' sevenplex (CYP1A2*1F, GSTT1*0, GSTPT1'A,
GSTP1*B, NAT2*5, NAT2*6 Uy NAT2*7) aantiuwie 9 dafa azgniiasyiisaeids SBE
way fragment analysis LATWLAMND2Y variant alleles 284 CYPTAZ2*1F infill 75.92%,
CYP1A2*1C Winffu 40.31%, GSTPT*A Winfiu 29.51%, NAT2*6 i 12.58%, NAT2*5
Winfl 7.10%, NAT2*7 Winfiu 6.20%, GSTPT*B  wWinil 1.92% way GSTMT*0 Wiy
69.48% WUay GSTT1*0 Wiy 33.40% muandy TnaAtAnsRanusasdadanlatinmg

v o o 1 d‘ d} G a g?f o = dyn/
IndtAeeiuAtAutredszransa e luwaunithaldis wanaInuia 9 daaaueedINNIgn
AanehlEaaeda nineplex PCR waz fragment analysis 34 lnawmiiaudunisdiaszidas
Famanandedund azman Useudn uazsadafisty uaeniddeiianunrasnllldiduisng
g lunsesaadiAgzil  polymorphisms 184V 9 fadatiluadduau uas

Amdftldanansaldiflugrudeyaseengulsransfmininntandalyl



Abstract - 2 O 1 8 1 3

Single nucleotide polymorphisms (SNPs) occurred in drug metabolizing
enzymes that involved in xenobiotic metabolisms such as CYP1A2*1C, CYP1AZ2*1F,
GSTM1*0, GSTT1*0, GSTP1*A, GSTP1*B, NAT2*5, NAT2*6. uaxr NAT2*7 alleles are
associated with risk of lung, liver and breast cancers. At present, there are several
techniques that have been developed for detecting single nucleotide polymorphisms
(SNP). However, each technique is suitable or specific for certain allele. Furthermore, it
is quite time consuming and expensive for screening multiple alleles in many samples.
Therefore, the objective of this study is to develop a method for detecting 9 single
nucleotide polymorphisms in drug metat;o!izing enzyme genes (CYP1A2*1C,
CYP1A2*1F, GSTM1*0, GSTT1*0, GSTP1*A, GSTP1*B, NAT2*5, NAT2*6 and NAT2*7) in
500 samples from Phitsanulok population by using multiplex PCR, single base extension
and fragment analysis. .

It was found that optimi'zed.PCR method needed to be done separately in
duplex (CYP1A2*1C, GSTM1*0) and sevenplex (CYPTAZ2*1F, GSTT15’;O, GSTPT*A,
GSTP1*B, NAT2*5, NAT2*6 and. NAT2*7). Then, all variant alleles were further analyzed” '
by using -single base extens‘ion and fragment analyses. Allele--frequencies of -
CYP1A2*1F, GSTM1*0, CYP1A2*1C, GSTT1*0, GSTP1*A, NAT2*6 , NAT2*5, NAT2*7,
and GSTP1*B were 75.92%, 69.48%, 40.31 %, 33.40%, 29.51%, 12.58 %, 7.10 %,
6.20%, and 1.92 %, respectively. These allele frequencies were similar to those of Asian --
population. In addition, all these 9 alleles were able to be analyzed at onCe‘ by using
nineplex PCR and followed by SBE and fragment analyses. It showed the same result as
those detected by duplex and sevenplex PCR but was better than the previous method
in an aspect of budget and time. Therefore, the methods developed in the present study
can be used for detecting these single nucleotide polymorphisms in other future works.
Allele frequencies obtained in this study also can be served as a database of

Phitsanulok population.





