Théng tin khoa hoc céng nghé

NGHIEN CUU PA Hi,NH GEN CYP1A1, GSTM1, GSTT1 VA TINH
TRANG SUY GIAM MIEN DICH TREN CAC BOI TUONG

PHO'I NHIEM CHAT BDOC DA CAM / DIOXIN
NGUYEN NHU NGHIA @, UMMOVA N.A.", v® VIET CUONG ", LA THI HUYEN @
1. MO PAU

Céc anh huong lau dai cua chit doc Da cam/Dioxin 1én co thé song dién ra &
nhiéu mtc d6 khac nhau, c6 sy dao dong rat 16n gifra cac loai, cac ca thé, dan dén
nhitng r6i loan chirc nang va bénh 1y ¢ nhiéu muc d6 phu thudce vao dic diém phoi
nhiém, dic diém yéu t6 di truyén... Qué trinh chuyén hoa va dao thai dioxin ra khoi
co thé 13 mot qué trinh phirc tap véi sy tham gia ctia nhiéu enzym khac nhau, trong
d6 cac enzym CYPIA1, GSTM1, GSTTI c6 vai trd hét sttc quan trong. Su da hinh
cua gen CYP1A1, GSTM1 va GSTT1 da dugc cac nha khoa hoc quan tam tur lau.
Mot s6 nghién ctru cho thdy c6 mdi lién hé mat thiét giira tinh da hinh gen CYP1AL,
GSTM1, GSTT1 véi cu ddn phoi nhidm cac chat ngoai sinh (xenobiotic) va nguy co
mic mot s6 loai bénh lién quan t6i dioxin nhur ung thu phdi, ung thu tuyén tién liét,
suy giam mién dich, ban chlor... Nhin chung sy da dang di truyén cia cac enzym
thuong khong anh hudng nhiéu téi biéu hién hoat tinh xuc tac ciia enzym. Tuy nhién
trong nhiéu truong hop cac dot bién gen & cac vi tri dic biét co thé 1am thay ddi su
biéu hién ciing nhu chirc ning ctia enzym va dugc xem nhu 1 mot yéu té quan trong
vé mirc d6 nhay cam khac nhau cua céc ca thé dudi tac dong cuia cac chat ngoai sinh.

Gen CYP1A1 nam trén nhiém sic thé s6 15 ciia nguoi, thudc bang 15q22-24,
ma hoa cho enzym CYP1A1 xuc tac cho giai doan dau tién trong qua trinh trao doi
chat chuyén hoa cac hop chit ngoai sinh (xenobiotic) khong c6 hoat tinh thanh cac
chat trung gian c6 hoat tinh. Cac chat trung gian c6 hoat tinh nay néu khong duoc
loai bo s& tuong tac voi cac dai phan tir ADN, ARN, protein... 1am ton thuong hoic
lam thay d6i chirc ning cua chung, c6 thé gay ung thu va giy dot bién gen [1], [2].
Trong quan thé ngudi c6 sy da hinh gen CYPIAL. Cho dén nay hon 10 alen
CYPIAl di dugce biét dén, trong s6 d6 4 alen duoc biét dén nhiéu hon ca la:
CYP1A172, CYP1A1'3, CYP1A1'4, CYP1A1'5. CYP1A1°2 duoc hinh thanh tir dot
bién thay thé cap nu: T vi tri 6235 thudc exon 3 thay thé bsi C khong ma hoa cua
CYPIAL. CYPIAI'3 dugc hinh thanh tir dot bién thay thé cip nu: A vi trj 4889
thudc exon 7 thay thé bai G, dot bién ndy dan t6i axit amin Ile vi tri 462 duoc thay
thé bang val, dot bién xay ra gan vi tri nhan hem nén anh hudng dén hoat tinh cta
enzym. Mot dot bién thay d6i T thanh C xay ra ¢ nu 5639 thudc intron 7 1am xuét
hién thém mét vi tri cit cua enzym Mspl, dot bién nay hinh thanh nén alen
CYP1A1'4. CYP1A1"5 dugc hinh thanh do dot bién thay thé C thanh A & nu 4887 &
exon 7 1am thay ddi axit amin Thr & vi tri 461 thanh Asn [3]. Trong nghién ciru nay
chung t61 quan tam t&i sy da hinh ctia gen CYP1A1 dugc hinh thanh do dot bién
thay thé cap nu A ¢ vi tri 4889 thudc exon 7 trén gen CYP1A1 thay thé boi G. Dot
bién nay dan t6i axit amin Ile & vi tri 462 trong enzym CYP1A1 duoc thay thé bang
val, su thay doi nay lam thay doi hoat tinh xtc tac ctia enzym.
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Gen GSTM1 thudc ho gen GSTM nam trén NST s6 1, bang p.13.3 mi hoa cho
emzym GSTMI1 tham gia vao pha II ciia qué trinh chuyén héa cac hop chat chat
ngoai sinh; bao v¢ cac phan tr ADN, ARN va protein khoi ton thuong oxi hoa; xuc
tic qua trinh dao thai cdc gbc alkyl, superoxidae va PAH ra khoi co thé. Gen
GSTM1 c6 ba alen: GSTM1°0, GSTM1 A, GSTMI B, trong d6 alen GSTM1 0
trong tng véi sy mat doan gen GSTMI trén nhiém séc thé do qua trinh trao ddi
chéo 1éch cua cap nhidm sic thé tuong ddng chira gen GSTM1. GSTMI'A va
GSTM1'B khac nhau boi mot bazo & exon 7, hoat tinh xtc tac cua cac enzym dugc
mé hoa bdi cac alen nay 1a gidng nhau. Kiéu hinh am tinh (GSTM1 null) va ba kiéu
hinh duong tinh (GSTM1 A, GSTM1 B, GSTM1 A,B) 1a su két hop cua céc alen
GSTM1°0, GSTM1'A, GSTM1'B & trang thai ddng hop tir va di hop tr. Gen
GSTMI tré nén dic biét duoc quan tdm trong cac nghién ctru dich t& hoc phan tir
khi phat hién thiy ¢ quan thé ngudi Causasian voi mot nira dan sb c6 kiéu gen dang
ddng hop tr GSTM1°0. Piéu ndy duoc gia dinh 13 nguyén nhan 1am cho nguoi
Causasian duoc xép vao nhom nguy co cao hon so v&i nhitng ngudi chung toc khac
c6 kiéu gen GSTM1 duong tinh khi tiép xtic v6i cac chat gy ung thu do co thé bi
giam kha nang giai doc [4], [5].

Ho gen teta GST gdm c6 hai gen GSTT1 va GSTT2, cé hai gen ndy nam trén
NST s6 22, cach nhau 50 kb mi héa cho emzym GSTTI va GSTT2. Gen GSTMI1
thudc ho gen GSTM nam trén NST s6 1, bang p.13.3 ma hoa cho emzym GSTM1
tham gia vao pha II cua qua trinh chuyén héa cac hop chat chit ngoai sinh; bao vé
cac phan tir ADN, ARN va protein khoi ton thuong oxi héa; xtc tac cho qua trinh
dao thai cac gdc alkyl, superoxidae va PAH ra khoi co thé. Gen GSTTI c¢6 su mét
doan gen. Alen GSTT1 dang binh thuong dugc ki hiéu GSTTl*l, dang mat doan
duoc ky hidu GSTT1°0. Su két hop gitta hai alen GSTT1'1 va GSTT10 tao ra ba
kiéu hinh: GSTT14/+; GSTT1+4/-; GSTT1-/-. Trong quan thé ngudi, nhimng cé thé c6
kiéu gen ddng hop tir cia GSTT1"0 thi enzym GSTT1 khong duoc bidu hién va day
dugc xem nhu mot nguyén nhan 1am giam kha ning bao vé ciia co thé d6i véi nhiing
tac nhan gy ung thu ctia nhimg c4 thé nay [6], [7].

O Viét Nam, cac nghién ctru vé anh hudng 1au dai cua chat Da cam/Dioxin dbi
v6i st khoe con nguoi dd duogce tién hanh tir nhiéu nam nay. Tuy nhién, cac nghién
ctru ndy da phan 1a diéu tra dich t&, thim kham 1am sang, thu thap va théng ké so
sanh bénh chimg giita cac nhém phoi nhiém va khong phoi nhiém, do vay chuwa xac
dinh duoc mdi lién quan tryuc tiép ctia chit Da cam/Dioxin d6i véi co cdu bénh tat.
Pé tim hiéu mdi lién quan giita da hinh cia cac gen CYP1A1, GSTMI1, GSTTI1 véi
tinh trang strc khoe cua cac dbi twong phoi nhiém chat Da cam/Dioxin & Viét Nam
chiing t6i tién hanh d¢ tai: “Nghién ctru da hinh gen CYP1A1, GSTM1, GSTTI1 véi
tinh trang suy giam mién dich trén cac dbi twong phoi nhiém chit Da cam/Dioxin”.
Viéc nghién ctru nay c6 thé ma ra kha ning tiép can maoi trong viéc diéu tri cho cac
nan nhan phoi nhiém chit Da cam/Dioxin. Dudi ddy 13 mét sb két qua budc dau.
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II. POI TUQNG VA PHUONG PHAP NGHIEN CUU
2.1. Pdi twong nghién ctru

Tir 300 cyu chién binh tudi doi tir 57-62, tham gia chién tranh chéng My giai
doan 1965-1975, co tién sir tiép xuc voi chat doc Da cam/Dioxin, hién dang sinh
song tai tinh Thai Binh, d3 phong van truc tiép cac ddi twong nghién ctru theo bo cau
hoi di duoc chuan bi sin, chon ra 174 hd so, phan chia thanh 2 nhém: Nhom ddi
chimg (controls) gdm 98 ngudi khong bi suy giam mién dich; nhom bénh (cases): 76
nguoi bi suy giam mién dich.

2.2. Phuong phap nghién ctru

- Thu thap cac mau mau ngoai vi ldy tir cac dbi twong nghién ctu;

- Xét nghiém cac chi s& mién dich (CD3, CD4, CDS8, CD19) cua cac dbi tuong
nghién cuu;

- Phan tich da hinh gen CYP1A1l, GSTM1 va GSTTI trén cac dbi tuong
nghién ctru bang céc k§ thuat sinh hoc phan tir:

+ Téch chiét, tinh sach ADN tdng s tir cac mAu mau ngoai vi cia cac ddi
tugng nghién cuu;

+ Nhan ban cic doan gen nghién ctru nam trén cac gen CYP1A1, GSTMI,
GSTT! bang cac cip mdi dic hiéu duge thiét ké dya trén trinh ty cac gen CYP1AL,
GSTM1, GSTT! cua nguoi trén ngan hang gen qudc té;

+ Phén tich tim cac bién thé gen GSTM1 va GSTT1 bang k¥ thuat dién di trén
gel agarose 0,8%;

+ Phan tich tim céc bién thé cua gene CYP1Al bang phuong phap sir dung
enzym cit gii han BsrDI va k¥ thuat dién di trén gel agarose 0,8%;

- S6 liéu thu duoc trong nghién ctru duge xir Iy thong ké bang phan mém SPSS
11.5. Mbi lién quan giita da hinh cia gen CYP1A1, GSTM1, GSTT! véi tinh trang
suy giam mién dich duoc danh gia bang viéc so sanh ty 1& da hinh giita cac bién thé
cia gene CYP1A1, GSTM1 va GSTTI1 giita nhom bénh va nhom dbi chimg. Két
qua so sanh nay duoc thé hién thong qua gia tri P (P value), 2 (Pearson’s Chi-
square), OR (odds ratio), 95% CI (confidence interval 95%). Mdi lién quan giira da
hinh ctia gen CYP1A1, GSTM1, GSTT1 véi tinh trang suy giam mién dich chi c6 y
nghia thong ké khi P < 0.05 .

III. KET QUA VA BAN LUAN

Két qua xét nghiém dém sb luong té bao CD3, CD4, CD8, CD19 va da hinh
gen CYP1A1, GSTMI, GSTT1 trong mau mau ngoai vi cac ddi twong nghién ctru
dugc trinh bay ¢ bang 1 va bang 2.
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Bang 1. Két qua xét nghiém s6 lugng té bao CD3, CD4, CD8, CD19 va da hinh
gene CYP1A1, GSTM1, GSTT1 trong nhom bénh (Cases)

S6 lwong té bao mién dich

TT | M sb (Cells/pl) Da hinh gene
CD3 | CD4 CD8 | CD19 | CYP1Al | GSTM1 | GSTT1
1 | TT-06 | 250 95 142 77 ile/ile + -
2 | KX-22 | 142 96 41 35 ile/val + +
3 | TT-16 | 484 109 357 100 ile/val + +
4 | TT-04 | 467 111 266 91 val/val + +
5 | TT-28 | 421 120 233 76 val/val + +
6 | TT-27 | 590 153 348 267 ile/ile + +
7 | TT-10 | 421 169 182 54 ile/ile + +
8 | KX-82 | 487 185 261 131 ile/val - -
9 | TT-14 | 446 186 223 65 val/val - -
10 | KX-13 | 553 189 311 90 ile/ile + +
11 | TT-05 | 514 193 266 67 ile/ile + -
12 | T090 555 206 324 50 ile/val - -
13 | KX-88 | 448 207 201 187 val/val + -
14 | TT-09 | 325 209 108 51 ile/val + +
15 | KX-56 | 443 210 220 120 val/val + -
16 | KX-94 | 642 238 350 225 ile/ile - +
17 | KX-78 | 680 239 343 284 ile/ile + -
18 | KX-85 | 410 249 119 199 val/val - -
19 | TT-53 | 757 254 459 309 ile/val + +
20 | KX-24 | 437 272 155 169 ile/ile + +
21 | KX-91 | 535 276 226 97 ile/val - -
22 | KX-74 | 504 281 212 307 ile/ile + +
23 | TT-08 | 632 281 333 65 ile/ile + -
24 | KX-83 | 533 282 214 154 ile/val - -
25 | TT-07 | 562 284 217 132 ile/ile + +
26 | TT-25 | 586 294 289 287 ile/ile + +
27 | T048 489 297 145 106 ile/ile + +
28 | TT-36 | 569 300 208 162 ile/ile + +
29 | TO8&3 622 300 309 122 ile/val + -
30 | KX-73 | 732 302 305 112 ile/val - -
31 | KX-90 | 634 305 228 67 ile/val - -
32 | KX-29 | 764 306 384 110 ile/ile + +
33 | TT-29 | 706 310 236 120 ile/ile + -
34 | KX-41 | 451 312 116 157 ile/ile - -
35 | KX-87 | 510 312 221 170 ile/ile + -
36 | KX-84 | 550 315 210 227 ile/ile + +
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37 | KX-32 | 754 318 381 111 ile/ile + +
38 | KX-77 | 610 321 240 127 val/val + +
39 | KX-42 | 719 324 262 334 ile/ile + -
40 | KX-61 | 628 324 224 273 ile/ile + +
41 | TO45 | 548 335 177 210 ile/val + +
42 | KX-37 | 633 342 116 232 ile/val + +
43 | TOS1 596 345 238 83 ile/val + -
44 | TO18 | 523 347 169 108 ile/ile + -
45 | TT-40 | 698 350 266 129 ile/ile + +
46 | T091 670 354 296 111 ile/ile - -
47 | TO61 658 355 253 195 ile/val + -
48 | TT-17 | 689 360 311 189 val/val + +
49 | TT-03 | 724 361 257 134 ile/val - +
50 | KX-67 | 723 368 323 118 val/val - +
51 | TO87 | 670 374 238 172 val/val + -
52 | KX-35| 697 375 268 191 ile/ile + +
53 | KX-60 | 660 375 212 321 ile/ile - -
54 | TT-23 | 620 375 189 95 ile/val + +
55 | KX-33 | 771 378 302 119 ile/ile + +
56 | KX-23 | 607 382 216 93 ile/val - +
57 | T047 | 912 386 335 166 | hét mau + -
58 | TT-22 | 762 388 260 95 ile/ile + +
59 | KX-21 | 725 394 303 99 ile/ile - +
60 | TO96 | 830 404 399 395 ile/ile + -
61 | TT-41 | 620 408 191 196 ile/ile + +
62 | TO79 | 841 412 369 429 ile/ile - -
63 | TO17 | 699 415 281 57 val/val - -
64 | TOl6 | 883 424 371 220 ile/val - -
65 | KX-95 | 578 429 144 443 ile/val - -
66 | TO97 | 730 441 270 310 | hétmau - -
67 | TO02 | 854 447 350 218 val/val + -
68 | TO10 | 697 452 204 200 val/val + -
69 | TO12 | 814 453 328 123 ile/ile - +
70 | T102 | 745 458 263 210 | hét mau - +
71 | TO19 | 835 482 285 372 ile/ile - -
72 | T021 723 482 208 213 val/val - -
73 | TO95 | 880 482 310 340 ile/val - -
74 | TOO1 724 484 192 278 ile/ile - +
75 | TO46 | 696 495 165 164 ile/ile + -
76 | TO56 | 947 495 354 243 ile/ile - -
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Bang 2. Két qua xét nghiém sb lugng té bao CD3, CD4, CD8, CD19 va da hinh
gene CYP1A1, GSTM1, GSTT1 trong nhom chung (Controls)

S0 luwong té bao mién dich \
TT | Ma sb ' g(Cells/ul) ' Da hinh gene

CD3 | CD4 | CD8 | CD19 | CYPIA1 | GSTM1 | GSTTI
1 | KX-81| 1033 | 496 | 473 | 347 | val/val - -
2 | TT-59 | 1019 | 498 | 457 | 184 | ile/val - n
3 | TT-60 | 900 | 500 | 450 | 118 | ile/ile + n
4 | T059 | 818 | 500 | 243 | 114 | ile/ile + +
5 | T005 | 1441 | 501 | 565 | 251 | ilefile + +
6 | T003 | 1069 | 504 | 555 | 319 | ile/ile - -
7 | TO89 | 1003 | 505 | 430 | 290 | ile/val + -
8 | To36 | 1403 | 509 | 707 | 311 | ile/ile - +
9 | T023 | 846 | 511 | 320 | 230 | val/val - -
10 |KX-76 | 910 | 515 | 363 | 149 | ile/val - ¥
11 |KX-05| 996 | 522 | 461 | 169 | ile/val + n
12 | To60 | 789 | 522 | 249 | 162 | val/val - -
13 | TT-32 | 828 | 526 | 306 | 195 | ile/val + n
14 | TO34 | 1092 | 528 | 562 | 152 | val/val + -
15 |KX-72 | 920 | 530 | 413 | 337 | ile/val + -
16 | KX-98 | 1272 | 532 | 339 | 341 | ile/val + -
17 | KX-07 | 1022 | 533 | 455 | 267 | ilelile n
18 | TO50 | 1002 | 538 | 392 | 296 | ile/val - -
19 | T020 | 844 | 539 | 275 | 102 | ile/val + -
20 | TO72 | 1267 | 544 | 664 | 177 | ilelile + -
21 |KX-69 | 945 | 549 | 310 | 259 | ilelile - ¥
22 | T044 | 1319 | 554 | 609 | 291 | val/val + +
23 | T092 | 956 | 554 | 339 | 202 | ile/val - -
24 | TO14 | 935 | 557 | 284 | 222 | val/val - -
25 |KX-65| 999 | 558 | 414 | 202 | ilelile + -
26 |KX-92 | 1014 | 564 | 376 | 265 | ilelile - -
27 | T040 | 871 | 566 | 268 | 376 | hét mau - +
28 | KX-89 | 874 | 569 | 247 | 206 | val/val - -
29 | TT-12 | 968 | 573 | 359 | 351 | ile/val - n
30 | TT-26 | 874 | 575 | 256 | 243 | ilelile + n
31 | TO8 | 964 | 576 | 303 | 157 | ile/val + -
32 | KX-71| 1110 | 578 | 528 | 243 | ile/val - ¥
33 | T043 | 864 | 583 | 258 | 123 | ile/val -
34 | TT-33 | 1040 | 585 | 435 | 210 | ilelile +
35 | T099 | 1113 | 587 | 515 | 330 | hét mau + -
36 | KX-53| 1018 | 591 | 266 | 286 | ile/val n -
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37 | TO09 | 1305 | 594 | 585 | 149 | ile/val + -
38 | T049 | 972 | 595 | 285 | 166 | ilelile + -
39 | KX-03 | 1251 | 596 | 546 | 206 | val/val + T
40 | TT-52 | 1312 | 596 | 493 | 332 | ile/val + T
41 | TO67 | 1269 | 596 | 654 | 209 | ile/val - -
42 | T024 | 938 | 597 | 155 | 145 | val/val - -
43 | T098 | 1005 | 597 | 395 | 370 | hét mau + +
44 | T025 | 1146 | 602 | 516 | 289 | val/val + -
45 | TT-01 | 1667 | 604 | 555 | 272 | val/val - n
46 | T069 | 1055 | 604 | 432 | 140 | ile/val - -
47 | T026 | 957 | 605 | 339 | 396 | ile/val -
48 | T029 | 1206 | 605 | 551 | 219 | ilelile - -
49 | TO68 | 980 | 605 | 275 | 126 | ilelile - -
50 | TO53 | 1157 | 610 | 529 | 186 | ile/ile +
51 [ KX-55 (1,026 | 613 | 245 | 340 | ile/ile - -
52 | KX-04 | 1378 | 614 | 685 | 216 | ilelile - n
53 | TO27 | 953 | 614 | 324 | 108 | ile/val + -
54 | TO71 | 1444 | 615 | 703 | 257 | ilelile + -
55 | To64 | 1108 | 618 | 375 | 259 | ilelile + -
56 | TO28 | 969 | 619 | 274 | 207 | hét mau - -
57 | TT-18 | 940 | 629 | 299 | 295 | val/val + T
58 | TO55 | 1046 | 636 | 378 | 145 | ile/val + -
59 | TO81 | 1260 | 637 | 603 | 184 | ile/val + -
60 | TO73 | 1157 | 641 | 408 | 261 | ile/val + -
61 | TO32 | 1028 | 643 | 288 | 241 | ile/ile - -
62 | TO30 | 1059 | 645 | 402 | 154 | val/val - -
63 | TT-47 | 979 | 653 | 281 | 315 | ile/val + T
64 | TO57 | 1010 | 656 | 273 | 237 | ilelile + -
65 | TO76 | 1168 | 657 | 455 | 238 | hétmau + -
66 | TO70 | 1004 | 658 | 325 | 286 | ile/val + -
67 | T101 | 1447 | 668 | 707 | 198 | hétmau + -
68 | TO33 | 1024 | 679 | 246 | 406 | val/val - -
69 | TO77 | 838 | 679 | 148 | 195 | hét mau - -
70 | TO31 | 958 | 680 | 258 | 208 | val/val - +
71 [ KX-25| 1133 | 681 | 365 | 148 | ile/ile + -
72 [ KX-54 | 932 | 683 | 223 | 181 | ile/val + T
73 | KX-14 | 1481 | 686 | 694 | 178 | ile/val + T
74 | TT-31 | 1111 | 687 | 292 | 323 | ilelile + T
75 | KX-47 | 1492 | 688 | 709 | 489 | ile/ile - +
76 | KX-58 | 1269 | 688 | 518 | 299 | ile/ile - +
77 | KX-80 | 1348 | 688 | 497 | 129 | ile/val - T
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78 | KX-16 | 1152 | 693 | 368 | 225 ile/ile + +
79 | T022 | 1413 | 696 | 610 | 337 | val/val - +
80 | TO8O | 2450 | 699 | 1620 | 179 ile/ile - -
81 | KX-86 | 1271 | 707 | 436 | 234 ile/ile - +
82 | KX-46 | 1117 | 711 | 342 | 273 ile/val + +
83 | KX-17 | 1296 | 712 | 425 | 283 ile/val - +
84 | TT-51 | 1459 | 712 | 632 | 312 ile/ile + +
85 | KX-40 [ 1,149 | 713 | 376 | 170 ile/val - +
86 | KX-63 | 956 | 722 | 196 | 152 ile/val + +
87 | TO13 | 894 | 754 | 320 | 217 | val/val - -
88 | TT-57 | 1698 | 759 | 929 | 330 ile/val + -
89 | KX-49 | 1489 | 762 | 526 | 520 ile/ile - +
90 | TT-55 | 1183 | 763 | 411 130 ile/val + +
91 | KX-96 | 1513 | 837 | 580 | 200 ile/ile + -
92 | TT-02 | 2473 | 846 | 1428 | 223 | val/val - +
93 | KX-28 | 2249 | 925 | 898 | 403 ile/val + +
94 | KX-31 | 1411 | 927 | 463 | 303 ile/ile - +
95 | TO93 | 1568 | 939 | 492 | 418 ile/ile - -
96 | KX-15] 1476 | 966 | 485 | 401 ile/val - +
97 | KX-30 | 1755 | 1014 | 656 | 167 ile/ile - +
98 | TT-49 | 1749 | 1113 | 483 | 199 ile/ile + +

- Két qua so sanh ty 1¢ da hinh giita cac bién thé dang ile/ile, ile/val, val/val ctia

gen CYP1AL, céc bién thé dang mat doan (null) va dang khéng mat doan (non-null) ctia
gen GSTM1 va GSTT1 gitta nhom bénh va nhém déi chimg duoc trinh bay & bang 3.

Bang 3. Méi lién quan giita da hinh gene CYP1A1, GSTM1, GSTT1 va tinh trang

suy giam mién dich trén cac doi tugng nghién ciru

Nhom benh \1om doi
Da hinh gen N (0/5 ching OR 95% CI %2 P
¢ N (%)

ile/ile | 38 (52.1) | 36(39.6)

CYPIA1| ile/val | 21 (28.8) |37 (40.7) 3.029 | 0.22
val/val | 14(19.2) | 18 (19.8)
null 28 (36.8) | 46 (46.9)

GSTM1 1.516 | 0.822-2.797 | 1.785 | 0.18
non-null | 48 (63.2) | 52 (53.1)
null 39 (51.3) | 51(52.0)

GSTT1 1.029 | 0.565 - 1.875 | 0.009 | 0.92
non-null | 37 (48.7) | 47 (48.0)
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Két qua bang 3 cho thay:

- Ty 18 da hinh gen CYP1A1 trong nhém bénh va nhom dbi chimg cua cac dbi
tugng nghién curu tuong tng la: 52.1%, 28.8%, 19.2% va 39.6%, 40.7%, 19.8%;

- Ty 1& da hinh gen GSTM1 trong nhém bénh va nhém ddi ching ciia cac dbi
tuong nghién ctru twong ung la: 36.8%, 63.2% va 46.9%, 53.1%,

- Ty 18 da hinh gen GSTTI trong nhém bénh va nhom ddi chimg cta cac dbi
tuong nghién ctru tuong g la: 51.3%, 48.7% va 52.0%, 48.0%;

- Khong thay sy khac nhau ¢ ¥ nghia thong ké khi so sanh ty 1& da hinh giita
cac bién thé dang ile/ile, ile/val, val/val ctia gene CYPIA1 giita nhom bénh va nhom
d6i chimg (P = 0,22). Su khac nhau khong c6 ¥ nghia thong ké nay chung to tinh da
hinh cta gen CYP1A1 khéng lién quan dén tinh trang suy giam mién dich trén cac
d6i tugng nghién ciru;

- Khong thiy su khac nhau ¢ y nghia thong ké khi so sanh ty 1¢ da hinh giita
cac bién thé dang null, non-null cia gen GSTMI giita nhém bénh va nhom ddi
ching (P = 0,18). Su khic nhau khong co ¥ nghia théng ké nay chimg to tinh da
hinh ctia gen GSTM1 khéng lién quan dén tinh trang suy giam mién dich trén cac
d6i tugng nghién ciru;

- Khong thiy su khac nhau ¢ y nghia thong ké khi so sanh ty 1¢ da hinh giita
cac bién thé dang null, non-null ciia gen GSTT1 giita nhém bénh va nhom d6i chimng
(P = 0,92). Sy khac nhau khéng c6 ¥ nghia thong ké nay chimg to tinh da hinh cua
gen GSTT1 khong lién quan dén tinh trang suy giam mién dich trén cac ddi tuong
nghién clru;

- Kiéu gene GSTM1 dang null ¢ ty 1¢ suy giam mién dich & nhom bénh (36.8%)
thap hon so véi nhom chimg (46.9%). Do vy, nguy co suy giam mién dich & nhiing
ngudi c6 kiéu gen GSTM1 dang null thip hon 1.516 1an nhitng nguoi c6 kiéu gen
dang non-null (OR = 1.516, 95%CI = 0.822 - 2.797). Tuy nhién sy khic nhau nay
khong c6 ¥ nghia vé thong ké (P = 0,18);

- Kiéu gene GSTTI dang null c¢é ty 1& suy giam mién dich & nhém bénh
(51.3%) twong dwong véi nhém chimg (52.0%). Do vay, nguy co suy giam mién
dich & nhimng ngudi ¢6 kiéu gen GSTT1 dang null twong dwong voi nhimg nguoi cd
kiéu gen dang non-null (OR = 1.029, 95%CI = 0.565 - 1.875). Tuy nhién su khac
nhau nay khong c6 y nghia vé thong ké (P = 0,92);

- Nguy co suy giam mién dich cao hon & cac déi tuong co sy hién dién dong

thoi cia cac bién thé ile/val thuéc gen CYPIA1 va bién thé dang null cua gen
GSTMI1 va GSTT1 (P =0,012).
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Théng tin khoa hoc cong nghé

(mile/le milenval Ovalval |
Hinh 1. Két qua so sanh giira nhom ching (K) va nhém nghién ciru (O)

theo cac bién thé da hinh cua 3 gen
Cha thich:
ile/ile, ile/val, val/val: Céc bién thé cua gen ma hoa CYP1AL;
(--), (+++): Cac bién thé dang null va non-null cia cac gen ma héa GSTM1, GSTTI.
IV. KET LUAN

1. Tinh da hinh cua gen CYPIA1 (do ddt bién tai vi tri nu 4889 trén gen
CYP1A1), GSTMI (null, non-null), GSTTI1 (null, non-null) khong lién quan dén
tinh trang suy giam mién dich trén cac dbi tuong nghién ctru;

2. Kiéu gen GSTM1 dang null ¢6 ty 1& suy giam mién dich & nhém bénh
(36.8%) thap hon so v6i nhom dbi chung (46.9%). Sy khac nhau nay khong ¢ y
nghia vé thong ké (P = 0,18);

3. Kiéu gen GSTTI dang null c¢6 ty 1& suy giam mién dich & nhom bénh
(52.0%) tuong dwong v6i nhém ddi ching (51.3%). Su khac nhau nay khong c6 ¥
nghia vé thong ké (P = 0,92);

4. Nguy co vé suy giam mién dich cao hon & cac dbi twong c6 sy hién dién
dong thoi cua cac bién thé dang ile/val thudc gen CYP1A1 va bién thé dang null cta
gen GSTM1 va GSTT1 (P =0,012).

Pay la cac két qua mang tinh dinh huéng nghién ciru ban dau. Dé c6 cac két
ludn rd rang hon vé mdi lién quan giita da hinh gen CYP1A1, GSTMI, GSTTI va
tinh trang suy giam mién dich trén cac d6i tugng nghién ciru phai tién hanh thém cac
nghién ctru voi quy mo rdng va sau hon nira.
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