Nghién ctru tién 1am sang

e LAB
O invivo: dong vat
O invitro: 6ng nghiém
— PD: co ché tac dung
TD (ching minh)
— PK: dugc dong hoc (trén dv)

e Nghién ctru:
o PK-ADME
O potential tuong tac
0 TK-ddcddng hoc

— doc tinh
o cip * THDB khéng can nghién ctru PK
& o vaccine (vi PK khéng quan trong véi vaccine)
o dic bigt (UT, dot bién, ...) S thude YHCT

o thudc c6 ngudn goc duoc liéu

e Chirng minh TD liu < NOAEL: rat cé thé khoéng cé déc tinh

* Nghién clru anh hwéng trén tirng hé co quan nhung cé thé no cling khéng co tac dung
(d8i khi c6 thé bd sung khi TNLS d3 dién ra) --> néu vay thi can move dén doan

NOAEL < liéu < LOAED

— Doc tinh Cﬁ_a mot liéu duy nhat e NOAEL: No observed adverse effect level

(thuwong dién ra trudc repeated ...) * |LOAEL: Lowest observed adverse effect level

e Nguyén ly:

o 1 ligu duy nhat * jtnhat 2 loai dv (1 loai =/= g&dm nham)
& cac mire lieu khac nhau — Ideal: tinh tinh

— tilé chét, déc & cac murc lidu — Most feasible: khi vang

* Phuong phap tim LD50 e Thoi gian nghién cttu >= thoi gian diéu trj
— Litfield Wincoxon: common (100 mice) du kién max trén nguoi
— ACTD: new, khdng can gay chét * DPanh gid doc tinh trén cac co quan quan trong

(tim, mau, gan, than)

* Liéu chét 50% (lethal dose 50% - LD50) ACTD
2000mg/kg (chudt): kha an toan
5000mg/kg: cuc ki an toan
=> chi can 3 con chudt thoi. tir 2 con tré |én
thi mai phai lam litfield wincoxin dé xem rd

e KQ
— Dy doan TDKMM
— Bjnh huwdng theo doi trén TNLS
— Xac dinh lidéu ban dau st dung trén nguoi

* Nghién clru doc tinh sinh ung thu, di truyén, sinh san, bao thai, ...
e Nghién ctru kha nang kich &rng, dung nap
* Nghién clru nhay cam énh sang * EC50: néng do hiéu qua téi da mot nira
(trong nghién ciru PD)
¢ MTD: maximum tolerated dose
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