INH ACGNGN S Wik all

g Lhan 11y

GEN DUOC HOC

ANH HUGNG CUA GEN'DEN BAP. UNG THUGC

SACH DAO TAO SAU PAIHOC

Duogc quét bang CamScanner


https://v3.camscanner.com/user/download

TRUONG DPAI HQC DUQC HA NOI
BQ MON HOA SINH - KHOA CONG NGHE SINH HQC
Chu bién: PGS.TS. Phung Thanh Huong - PGS.TS. P Hong Quing

GEN DU'Q'C HOC

ANH HUO'NG CUA GEN PEN PAP 'NG THUGC
Sach dao tao sau dai hoc

A685%

RUONG DA! HOC Y DUGC HAI PHONG
TTTT - THU VIEN

PHONG DOC

NHA XUAT BAN Y HQC
HA NOI - 2023

Duogc quét bang CamScanner


https://v3.camscanner.com/user/download

CHU BIEN:
PGS.TS. Phung Thanh Huong
PGS.TS. D3 Hong Quang
CAC TAC GIA THAM GIA BIEN SOAN:
PGS.TS. Phung Thanh Huong
PGS.TS. B Hong Quéng
PGS.TS. Nguyén Viin Ru
PGS.TS. Nguyén Thi Lap
TS. Nguyén Quéc Binh
THU KY:
ThS. Mai Vin Hién

© Bén quyén thudc Truong Dai hoc Duogc Ha Noi

Duogc quét bang CamScanner


https://v3.camscanner.com/user/download

MUC LUC

PHAN 1. DPAI CUONG VE GEN DUQC ...ccvvrnrnnnnns P SR, |
Chwong 1. HE GEN CUA NGUOI, DY AN HE GEN NGUOT ..ueoveeen. 12
PGS.TS. Nguyén Vin Ru, PGS, TS. Phing Thanh Hirong
by KK 0000 B BOR ..o csusssncssssiannisnmssnscsmsammissssssosnssasssaenessansenrsnsssarassssssssaressymens 12
2. Dic diém hé gen cla NEUST c..cveeeeeeeeiniieireiseintntensesaeseeeeseesseessesses e e 14
2.1. Quy 00 olia Bl GO0 BEUN . ovreeionimmemmpmmissnppaispipssssssamssesesersrsrmomasepmpesogorrese 14
2.2. Thanh phin ciia hg Zen NZUVL .....vuvueueereirieirsisreseieeeeteseeeee s eres s 15
3. Dy 40 b gen ngudii ........coscsmsmosssenvesbpryispoppins Heryepbipsensssisns SSES—— Y, W 17
3.1. Gidi thiéu v& dy 40 hé ZeN NEUTT ...cvevereecrirereeeceneeeeeeeesee oo e es oot 17
3.2. Y nghia ciia dy 4n h§ Zen NEUST c..covviuieriririecieni e oo et e eeee s enen. 18
CHUGONG 2. CAC KIEU PA HINH VA DOT BIEN GEN ...oovoveeeereneremenesrenesenne 22
PGS.TS. b6 Hong Qudng
1. Khai niém ddt bién va ki€u da hinh gen ........ccoooviviviiiiiiiieecceeccee e 22
2. Phan 10ai d0t bidn theo CAU TG ..o iviiieiiereecee e eee s s sseneeeseea 22
2.1. DOt Bibn GIM ........ o LIVt iitiisedittetsasssassbsiabiaduneassassasasaessessssssassssssssscsonnnns 22
2.2. Dot bién thém doan hodc mit doan (deletion, iNSertion) ..........ceeeeeeeeereereenennnn. 26
3. Phan 1021 40t bién theo ChC NANE ...cvccveveecuererieerieeseseeesesesesssesesessasesssenesaensnca 28
3.1. Céc d0t bién 1am mAL ChIC DANE .....cvveveeveereerseeeseesiessenessesesessssss s sesssssessesencens 28
3,2, Cac dot bién 1am tAng cudng ChlIC NANE .....cvceiveriinieieesieeeseseessssassesnaensenees 29
3.3, Cac dot bién 1am giam chirc niing (dominant negative effect) ........c.cocvreerueanennns 29
4. Chch goi tén, k¥ hidu kiéu da hinh Zen .........coovevernenerninesmssssississssssacssessesans 30
4.1. Goi tén kiéu da hinh gen theo thit tyr NUEIOtd ........ccovuiviiniiinnnieieceneeennens 30
4.2. Tén kiéu da hinh theo thir tir acid AMIN L...vvveesiiineniieeieseeeesssesseesseesssaeeeenns 30
Chwong 3. GIOI THIEU CAC KHAI NIEM LIEN QUAN
DEN OEN DUGE HOC 1o rvss0sissicirneiovisiitonsedsssmhsimseaeiismominiss s ssssesssriass 32
PGS.TS. Nguyén Thi Lap
1. Céc khai niém lién quan dén gen duge hoe ......cccuiiimvinmininnsssssnssssissssessssssesess 32
6

Duogc quét bang CamScanner


https://v3.camscanner.com/user/download

1.1. Gen duge hoe (Pharmacogenetics) ........cccvivvvieiiuiinivsivesvsemveesinnssssssssssssssssssmns 32
2. Muc dich chinh, céc thanh tyu dat duge va han ché trong (tng dung

COR GERLTRIGO BP0 voreerarnetstarshasssosssasss sssssnssnsssns 008000 00es0000000sassssessssssssssssnssnsssossossosnvens 40
2.1. Muyc dich chinh ctia gen dugc hQe ..ocviiiiiiniiiviiiiiiiniiiiiiiiiiniiiisissisiiesasssisenns, 40
2.2. Céc thanh tyu dat duge va han ché trong g dung cua gen dugce hoc ................ 40
3. H¢ gen dugc hoc (pharmacogenOmiCs) iuuueuiviiviiiiiiiiimmessisissivsssisssiississsisninnnns 42
I 1. TCE MBI o éotohssndsonsossininanhsrlocindssavvninevhoidogiohashsdiondochonphrebschishotivsontarains sthisach 42
3.2. Phéan bi¢t gitra gen dugce hoc va hé gen dugc hoc .....cvvvvvvcvvvrvvvvvvivrivcirecnen.. 42

Chwong 4. PHUONG PHAP PANH GIA VA NGHIEN cUU

GEN DUQC HOC ........ SESTORIIILIS PV dedbidiiridinrsniniont 1oRRRIdsr e essbrIErId SIS IORI IOt benite 47

PGS.TS. Nguyén Thi Ldp, PGS.TS. Phing Thanh Huong
1. Y nghia snp, haplotype trong nghién ctru gen dugc hoOC ....ccuveceevceevereerenrerioniion, 47
2. Céc cach tiép cin trong nghién clru gen dUQC .........ccvveevevreuercerernesieesiiannieresecaens 49
3. Céac cong nghé X4c Ainh KilU ZeN ......c.ovveeeveereeiericeeesvessssas s biosbseseeessassssassssenns 51
3.1. Cong nghé xac dinh kiéu gen hidu nang thip ..........ciueheereccrerenieceressecsanennan. 52
3.2. Cong nghé xac dinh kiéu gen hiéu ning trung binh ..........ccceverurremrnrnsreccenrecenea. 53
3.3. Cong nghé xac dinh kiéu gen hiéu nANG €20 .......ccceveuerereerereeeneereneeeseeesenarenene. 56
3.4. Cong nghé xac dinh kiéu gen hifu ning SiBU CA0 ........ceeeveeeeeueeeeereeeeereseeesenneens 57
3.5. Cac cong nghé gidi trinh tir song song quy mo 10N .........cocvieiiiceiiiienccineennnen. 58
4, Xét nghiem KiCU HINN .........ovveeveecicteeecicteetes et se s e ssassesessaesassesassnsaans 59
5. Ung dung cong nghé dix liéu 16n trong nghién ciru gen duge ........c.ccoeveeeinerenncnan 60

PHAN 2. ANH HUONG CUA KIEU GEN LEN PAP UNG THUOC ....cccccceen.63

Chuong 5. ANH HUONG CUA KIEU GEN LEN DUQC PONG HQC
Ry L L e o S e —— 64

PGS.TS. Phung Thanh Huong
1. Anh hudng cia kiéu gen 1én sy hip thu, phan bd, van chuyén va thai trir thudc ....64

2. Anh hudng ciia kiéu gen 16n chuyén hoa thudc .........oveeveeeeerieeeeeeriesiesreeessesessesenns 71
2.1, Céc giai doan ctia qué trinh chuyén hoa thude .........cocveviveeisereeeiesisssssasessessnns 71
2.2. Anh hudng ctia kiéu gen Ién sy chuyén hoa thude pha @ .......cccoceveuververerrerenenns 74
2.3. Anh huéng cia kiéu gen 1&n chuyén hoa thudc & pha I ......c.cocveereerrennrenseensennns 87
7

Duogc quét bang CamScanner


https://v3.camscanner.com/user/download

kit

Chwong 6. ANH HUONG CUA KIEU GEN LEN QUA TRINH DUQC Ly'C

HQC CUA THUOC ..., R ——— I oprossans 91
PGS.TS. Phung Thanh Huong
1. Anh hudng cua kiéu gen 18n dap tmg thudc thong qua receptor .............c.............. 91
2. Anh hudng cta kidu gen 18n dap tmg thube théng qua cic enzym dich ................. 93

3. Anh hudng cua kiéu gen 1én dép Gng thudc théng qua céc protein truyén tin hiéu 96

Chwong 7. ANH HUONG CUA KIEU GEN LEN CAC YEU TO GIAN TIEP
LIEN QUAN DEN DAP UNG THUOC ..ccouernsuscsnasesssssssasssssssssssssssssssessssssssasssssss 98

1. Da hinh cia gen apoe li€n quan dén d4p UNg thuSC ....evevveeeeeveceivecrevcraeeevenns 98
2. Da hinh gen lién quan dén di ng hUBC oot ea s 100

CHUONG 8. ANH HUONG CUA KIEU GEN PEN TUONG TAC THUOC ...106
PGS.TS. Phung Thanh Huwong

1. Khai nim twong tA6 thUBC .....cvoveveivereeereeeereeeseseresreesseforeaesiresesesessnesessenesessesssenes 106
2. Anh hudng cua kiéu gen dén tuong tac trong qua trinh chuyén héa thube ............. 107
3. Anh hudng cua kiéu gen dén tuong tac trong qua trinh van chuyén thude
ge AP SIAH BHE .............ooiicomsas N R I Fh o rrs SR oM s B oA AR P 111
4., Anh hudng cia kiéu gen dén tirong tac thudc lién quan dén nhiéu gen/
DEOREER KD BB ........ .. o NN snvnnossainiosiasiss s s e an s s e RS A RSB A AR AR S 113
PHAN 3. DI‘;NG THUOC THEO CA THE - UNG DUNG CUA GEN DUQC
THRONG DERINTRI siiisininisaistiiontiniisisisinemsisssmii it sninsaiasihains 119
Chuong 9. PAI CUONG VE DUNG THUOC THEO CA THE ......cccvcueeeeannans 120
PGS.TS. Phung Thanh Huong, TS. Nguyén Quéc Binh
1, “Diing thude theo c4 thé” va cac khai niém lién quan ... 120
2. Y nghia ciia ding thudce theo ca thé ... 122
3. Chc diéu kién cAn thiét dé trién khai viéc dung thudc theo cd thé .......c.ccoevununnee..... 123
4. Céc linh vyc 1am sang dang 4p dung ding thude theo cd thé .......cccovevrceurennnnnnne. 125
Chwong 10. DUNG THUOC THEO CA THE POI VOI THUOC CHONG PONG
VA CHONG KET TAP TIBU CAU [iliiiissinbbisisnriomsmririnasisssirasissssnsissssriosssns 128
PGS.TS. Phung Thanh Huong
1. Ding thude theo ca thé ddi véi cic thudc chdng AONG ......c.cvevereeiererereeieeeeeennens 128
8

Duogc quét bang CamScanner


https://v3.camscanner.com/user/download

« WRPRRIED (s csinnssnssasssisenvannnnsnnmsmmannannsnssssssssennns Sibsbiobhisnibhiaiiassiitivaisbiiaisinsss 128

1. Chic thubc chong dong dudng SN MOT ........cvvevvveveeveeeeeessssensssnssireesesseosssis, 132
Duing thudc theo ca thé ddi véi cac thube chéng két tAp tiéu AU vvvverrrrrnn, 132
1. Clopidogrel ...t dosboisivinthbssibdiidbdssad yeidbosisirinsiiv 132
R Py N P A AR S 136
3. Céic thudc e ché p2y12 the hg MBi w.vvvvvvvvvrerevssscvvvvirnnennsssscsssicaceecenennnn, 136
‘hwong 11. DUNG THUOC THEO CA THE POI VOI THUOC PIEU TRI
VAT THAQ DUUNG v iovsisisivivvamaitnsdbabssavoisssibsssesiosotsvsanibisososssinsebsosossinbtbrasbocis 139
PGS.TS. Phung Thanh Huong
L DRI ... covvovivinssinsorvsarsnbosdisosihamonsih oy i bl s b Adeddithii exsiibhiokvabidessibdins 139
B SUMOBYIIBR ... ooneonsqonsoss sssnsonsqosossnddabidd i bbinh diigochid e b a0 K0u doudibiubbiin b ol stina i 143
3. TR RBIE ........iiouiniaunansmneniaiaiiissinsamasisan S Xo 146
4. Céc thubc ha glucose mau Qudng udng KhAC ........cvuevveervecrvcisnienisesiietosiosesnenenn. 150
Chwong 12. DUNG THUOC THEO CA THE POI VOI THUOC
HUONG THAN ....cccouvuesnsencsssssone B I manen, W, Vi St e 152
PGS.TS. Phung Thanh Huong
1. Diing thubc theo c4 thé i véi cac thubc chéng loan than ..............ovveeeeeeeens 153
2. Dung thubc theo ca thé d6i vai cac thude chdng trAm cam .......ooeeeeveereeceereeeennnnn. 157

Chuong 13. DUNG THUOC THEO CA THE POI VOI THUOC TIM MACH ...163
PGS.TS. D6 Hong Quing

1. Cac gen lién quan dén duge dOng hoc ciia thudc ........veevvveooeooeoee 164
1.1, C4c enzym chuyén B0 thUBC ......vvuuuueissivsseenessssessesssessessnsoes e eeeeeeeeseseeeeee 164
1,2, CAC PIOLEIN VAN CHUYEN ...vvvvvvvvvvvvvrsvvessssssssssssssssssssssssesssessssssssssssssssssssssssssssesseens 165
2. Cac gen lién quan dén dUge IWC €A LAUOC ©.vvvvvveroeeeees oo 170
3, Thudc chOng K&t tAP iU CAU ..vvvvvvvvvvvvvvrrsrisrsssssisssssssssseeessssssssesesssseesssse 172
4, THUBC ChONE QONG ..vvvvvvvvvsiisiiiissnii s sesses s sesessssseeessesssenns 173
5. Thudc didu trj 10 1080 Pid MAU ..vvvvvvvivsmmsiiiisssssssn e seeseessssssessesseannns 173
L B . s taotnm b s A S R R R s s R b B cevsice 173
B0 £ BURL oocinuimaaniisisasssesiskoieysianabni s iR ST I ors sSES st Cer R s esmi b esobassd 176
6. CAC thUBC 2 BUYEE AP ....vvvvvveeiieeiieesieseeeese e ses e ssesessesssess s sses e ee e eeoes 177

9

Duogc quét bang CamScanner


https://v3.camscanner.com/user/download

6.1. H¢ renin-angiotensin-aldosteron ..., 177

6.2, C6 BB M tHL ...coonvsesensseronassnsssssss bt sfildoiin lisiasbibe A b Sdeiditessbldds id it 179
6.3. Céc thudc chen kénh aloi w...oniivinniiiiithibisbiinabisiiiisiodisisividiantissiinioiin, 179
Chwong 14. DUNG THUOC THEO CA THE POI VOI THUOC PIEU TR
UNG THU ..covvenninnsnns oS oINS OSBRSS A SO o4 S AN OO WP S ORI A O s 20 SO LA Ot 00 180
PGS.TS. Phing Thanh Huong
1. Céc chi ddu sinh hoc gitp du dodn dap (ng diéu tri MR S v priensmipien b asess,s 180
2. Ung dung trong 1am sang cua cac chi déu sinh hoc du doan dap g thubc ... 182
3. C4 thé hoa trong diéu trj ung thir PhOi ...c.eeeveveeeereeereeeererereeeeeereeeesesereeeeeeeeseanns 183
4. Cé thé hoa trong didu trj ung thir VU ......cveveveeeeeverererreeicseeesnessreeresvesessseanes 186
5. Cé thé hoa trong diéu trj ung thu dai trurc trANg .......cecveeeveeevrvvreneereeeeesiseeiioenn. 188
10

Duogc quét bang CamScanner


https://v3.camscanner.com/user/download

