ation pharmacokinetics

alproate in Chinese
nildren with epilepsy

[lonynauymoHHaa dpapMakoKMHETUKa
BanbnpoaTa y KUTaUuCKux aeTeu,
OOonbHbIX anunencuen



Pharmacokinetics Pharmacokinetics (PK)
The study of how the body IS the science of

handles drugs.

determining the
absorption, distribution,
metabolism, and
excretion of drugs in
VIVO.

¥

dapmakokmHeTnka (PK) — 310 Hayka, nsyyatoulas
NpoOLECChI BCacblBaHUA, pacnpegernenms, metabonmama u

BblBEOEHUNA MNPENnapartoB B OpraHM3mMme.
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Valproate (VPA) is an important drug in the treatment of childhood
epilepsy because of its broad therapeutic spectrum. VPA has potential
toxicity for the digestive system, blood system, and liver function.
Therefore, individualized VPA dosage regimens must be used. This

can be most effectively done when individual PK parameter values are
known.

Banbnpoart (BIK) 3aHnmaeT
BaXHOE MEeCTO B NnevYeHnn JeTCKOU
ANUIIENCUN MOCKONbKY 3TOT
npenapart MMeeT LLUNPOKUI
TepaneBTuyeckuin kopngop. Br1K
noTeHuManbHO TOKCUYHa ans
NULLEeBapUTENIbHON CUCTEMBI,
CUCTEMbI KDOBETBOPEHUSA U
dYHKLUMOHMPOBAHUA NEYEHUN, MOITOMY HEOOXOANMO NCNONL30BaTb
NHAMBMAYyarnbHbIE PEXMMbI JO3NPOBaHUS, KOTOPLIE MOXHO boriee
adppekTnBHO NnogobpaTb eCcnu U3BECTHbI MHOMBUAYAlbHbLIE 3HAYEHNS

napamMeTpoB hapMaKkOKUHETUKMN. -




A new way of determining individual doses uses
population pharmacokinetics (PPK) and the Bayesian
method to obtain individual PK parameters.

HoBbi cnocob
onpeneneHns
nHamemayanbHbIX 003
OCHOBaH Ha MeTogax
nonynaunoHHOU
doapmakoknHeTukn (MPK)

n metoae baneca aong
nonyyYyeHna nHameuayanbHbIX
napametpoB OK.
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Methods: Sparse data of VPA serum concentrations
from 417 epileptic children were collected. These patients
were divided into 2 groups: the PPK model group (n=317)
and the PPK valid group (n= 100). The PPK parameter

values of VPA were calculated by NONMEM software using

the data of the PPK model group. A basic model and a final
model were set up.

MeToabl: bbinn cobpaHbl AaHHbIE pa3bpoca
KoHUeHTpauuun BI'NK B cbiBOpoTKe KpoBU ¥ 417 OeTten,
bonbHbIX anunencuen. lNauneHToB pasgenunm Ha 2
rpynnbl: rpynna mogenupoBaHus MNOK (n=317) n rpynna
koHTpons MN®PK (n=100). 3HavyeHunsa napameTpos NOK BI1K
BbIYMCIIANNCb HA OCHOBE AaHHLIX rpyrnbl MOAENTMPOBaHUS
[MPK ¢ nomoubo nporpammHoro obecneyeHna NONMEM.
bbinn co3gaHbl 6azoBas n puHanbHasa mogenu NOK BIK.

Yy
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To validate the basic and the final model, the
concentrations of 100 patients in the PPK valid group were

predicted by the 2 models, respectively. Then, the values
between the 2 models were compared.
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[1ns1 npoBepkn ocTOoBEPHOCTM Ba3oBOU U PMHANLHOW
mogenen, koHueHTpauumn BINKy 100 nauneHTOoB B rpynne
kKoHTponsa [N®PK cnporHo3nposanm ¢ NOMOLLbIO KaXXaowu 13
2X Moaeren, COoTBETCTBEHHO. 3aTeM CpaBHMBAaNach
pasHuLUa 3Ha4YeHUN Mmexagy moaenamu.




Results: The final model, which contained covariates,
such as age, weight, concomitant medication, and different
formulations, was more accurate in predicting the patients'
blood concentrations than the basic model with no
covariates.

PesynbTaTtbl: PMHanNbLHas mogenb, cogepkallagd
He3aBMCUMbIe NepPeEMEHHbIe, TaKMUe Kak BO3pacT, BEC,
Harnmyme conyTCTBYIOLLEN Tepanun N pasnunyHble
nekapcTBeHHble dopMbl NpenapaTta, bbinia 6ornee To4HOW B
npenckasaHmm KoHueHTpauum BITK B cbiBOpOTKe KpoBM

nauneHToB, YeMm b6a3oBasd moaenb 6e3 He3aBUCUMbIX
NepeMeHHbIX.
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Conclusion: The PPK model of VPA in Chinese epileptic

children was successfully established. It will be valuable to
facilitate individualized dosage regimens.

BbiBoabl: buina ycnewHo yctaHosneHa mogernb [M1K
BIK y kntancknx geten 60s5bHbIX anunencuen. [lJaHHoe
nccrnegoBaHue 3Ha4YUTENbLHO 0bnerynTt noaobop
nHamBmayanbHbIX PeXMMoB O003UpoBaHUA Banbnpoara.
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Thank you for attention!
Q&A

Cnacmbo 3a BHMMaHue!
Bawiu Bonpocel.




