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ENAK ODMEREK ZA VSE TOKSICNOST IN
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TDM - pri katerih pacientih?

Pri specificni populciji bolnikov (spremenjena FK )

kritid bolni Personalized Therapy for Mycophenolate: Consensus
riticno bolini Report by the International Association of Therapeutic Drug
Monitoring and Clinical Toxicology

Stein Bergan, PhD," Mercé Brunet, PharmD, PhD.> Dennis A. Hesselink, MD, PhD.?

okvara organov (ledvica, jetra..)

Therapeutic Drug Monitoring of Tacrolimus-Personalized
TX Therapy: Second Consensus Report

Merce Brunet, PharmD), PRD," Teun van Gelder, MD, PhD,” Anders Asbery, PhD,’
Vincent Haufroid, PharmD, PhD, ‘? Dennis A. Hesselink. MD, PhD,® Loralie Langman, PhD

debelost
l CONFERENCE REPORT AND EXPERTPANEL |

™
dializa ECMO 'Antimicrobial therapeutic drug monitoring
’ lin critically ill adult patients: a Position Paper,

zdravljenje okuzb (slaba obcutljivost na patogene bakterije)



TDM — Katere ucinkovine?

Zdravila z ozkim terapevtskim oknom (digoksin, aminoglikozidi)
- i toksichost
Zdravila s sirokim terapevtskim oknom (betalaktami)

- i subterapevtske koncentracije

Zdravila s kompleksno, nelinearno FK

DEFINIRANA PK/PD

- npr. vorikonazol, fenitoin ODMEREK _
Interakcije med zdravili |IZPOSTAVLJENOST -

UCINEK/TOKSICNOST




KLASICNI TDM
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CAS JEMANIJA VZORCA

Sele v stacionarnem stanju (Css):

« sepsa (hitrost je Zivijenje)
 zdravila z dolgim razpolovinim ¢asom
(npr. izavukonazol)

. Attained after approximately four haif-times

2 T - Time to steady state independent of dosage
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TIME (multiples of elimination half-time)

Wanigasinghe, Jithangi. (2016). Epilepsy and your child A guide to parents.
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nacrtovan ¢as odvzema Cmin
VS.
dejanski ¢as odvzema Cmin
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Natancno belezenje in dokumentiranje

Tocenga casa, ne samo planiranega:
odvzema vzorca

aplikacije odmerka zdravila

Tocnega podatka o : \

odmerku, odmernem intervalu in Casu
aplikacije zdravila (intermitenta infuzija vs.

kontinuirana infuzija)




CILINE VREDNOSTI ZDRAVLIENJA (»target«)

I

Concentration
— - -

Target @9‘
X

Time

PK/PD Cmin — Ali obstajajo boljSe

indeks tarée?
Szl uéinkovitosti
B - AUC

- Cmax
- T>MIK

;7 6



Cmin < AUC

Vankomicin

nova priporocila:
Odmerjanje glede na AUC
nefrotoksicnost
PK/PD = AUC/ =400 -600

(MIK< 1)

Rybak MJ et al;Am J Health Syst Pharm 2020 May 19;77(11):835-864.

ASHP REPORT

Therapeutic monitoring of vancomycin for senous
methiCilin-resstant Stapiyiococcus aureus infectons

A revised consensus guiceling and review by the Amencan
Socety of Haalth-System Pharmaasts, the Infectious Diseases
Society of Amenca, the Pediatnc Infectious Diseases Society,
and the Society of Infectious Diseases Pharmacists

Rybak MJ. et ai. Cin Infect Dvs 2020 Sept 12.71(6).1361-1364




Ucinkovitost - toksichost < Cmax - Cmin

Aminoglikozidi (gentamicin, amikacin, tobramicin) - 2 meritvi

ucCinkovitost :

Cmax = Peak concentration

Cmax = 8 — 10 > MIK oz. 3
-
AUC/MIK >120; S
‘é AUC = Area under the curve
varnost: g
Cmin G [ - - -~ e

16.12.2025 Time’ h
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PK/PD indeks ucinkovitosti

Betalaktami - PK/PD =% T > MIK

MIK odvisen od bakterije
Od resnosti okuzbe - 45—-100% T > MIK

Kriticno bolni 100 % T > do 4x MIK

Busulfan - PK/PD = kumulativen AUC

4-dnevni kumulativni AUC = 75 -100 mg*h/L

16.12.2025
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Interpretacija - MIPD

Populacijska

PK
KliniCne ~
lastnostl Modeliranje na Dol_omtlev
osnovi Bayesove ggﬁqn;?kgega
Predhodni statistike )
odmerki g i (/)
o Upostevanje
Meritve in PK/PD indeksa

) .
‘ &
- of .

biomarker;i



Concentration (memol/L)

DoseMe - VANKOMICIN

=
n
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n

Dose
mg

1500

Infusion
hours

1

\ \ '}

PK Parameters

vd: &
vd..: ©
CL:

Terminal T1/2:
Ke:

W\

Calculated by DoseMeRx

Interval Doses AUC24 Peak
hours No. mg.h/L mcmol/L
12 §] 501.01 20.64

Individual
7441 L

7441L

5.99 L/h
8.61h
0.0805 /h

Trough

mecmol/L

8.87

Population
73.5L

73.5L

6.83 L/h
746 h
0.0929 /h



DoseMe — BUSULFAN iv

Individualized Dose Recommendation ©
Total Cumulative AUC target: 80 mg.h/L

Dosing Profile

4000

g

Concentration (meg/L)

E

Dose
mg

269

MNov 13, 13:19
Population: 1071.55 mecg/L
Individualized: 1034.6 mcg/L

N

Nov 14, 23:40

Interval Doses
hours No.
24 2

PK Parameters

Vd:

Vdg.:

CL:

K elimination:
Terminal Tq3:

Predicted Outcomes ©
Calculated by DoseMeRx

Regimen
days

2

Individual
4927 L
4927 L
12.67 L/h
0.2612 /h
2.65h

Cumulative AUC96
mg.h/L

79.98

Population
51.36 L
21.36 L
12.72 L/h
0.2476 /n
28h
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KIaS|cn| TDIVI vs MIPD

onventional 1

Prednosti:
“*izracun zacCetnega

1 P S * "\ ucinkovitega odmerka
Label, guidelines, etc. fg,p[?'bas‘f’d HC Conaiinbics . . .
| preicton ofan . ‘*meritev koncentracije pred
i ose ok J @ dosego stacionarnega
—> Wait f?r steady No neet to wait gpem:gm:; Sta nJ a
state for steady state tme
gt.:,D Drug contentration Drug ‘ trati .
- rug concentration *o v
8 | g i “*Casovno neodvisno
3 Comparison with .g S clan § . .
= targeirange g Bes»;imatioan g /,.' S J e m a.nj e VZ 0 rca
- l

§ o - SRS 26 ena sama meritev
Organ toxicity attainment
A lahko ustrezno

Thrombocytes
CRP

Considrationo oceni celotno FK krivuljo In

biomarkers

Wicha SG et al., Clin Pharmacol Therapy. 2021 Apr;109(4):928-941 izraéu n F K param etrov



