Lékoveé Iinterakce,
napoje, potrava

a rizika
A

) N N ~

N N\ N PharmDr. Josef Suchopar
A N A Praha, 19. Fijna 2013 A

N N ) N N

PDF vytvofeno zkuSebni verzi pdfFactory Pro www.fineprint.cz



http://www.fineprint.cz

Zavazne lekove interakce
(vyrazneé zvyseni ucinku)
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3.300% 3.500%

ramelteon tizanidin lovastatin tilidin vardenafil

fluvoxamin itrakonazol ritonavir

«

Vice nez 100 tablet Iéku na nespavost, vec€er pred spanim?
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ramelteon Obvykla davka :
(Rozerem®) |8 mg na noc
- ~ v kombinaci se silnym

€ e Inhibitorem CYP1A2 zvySeni
. S expozice o0 18.987 %o

333333 ) 1 >150 tablet, pFesné 1.512 mg
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- Mohou obdobné plsobit =
potraviny nebo napoje?

Ano, nebot’ nekteré obsahuji latky,
| které ovlivAuji osud Iékl v organismu a |
mohou jejich Gc€inek zvySit nebo sniZit.
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| Jidlo a medicina zalozena na
diikazech

jeden Salek obilovin

jeden toast s dzemem (bez masla)

8 unci (cca 250 ml) odstredeného mléka
sklenka jable€né st'avy

jeden salek kavy nebo caje

2 g tuku, 17 g bilkovin, 93 g sacharidlt 520 kalorii

dveé vejce smazené na masle
dva prouzky slaniny
dva toasty s maslem
4 unce (cca 125 g) smazenych brambor
8 unci (cca 250 ml) plnotucéného mléka
jeden salek kadvy nebo caje
54 g tuku, 46 g bilkovin, 72 g sacharidli 1036 kalorii
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membrana

strevni bunka

krevni reciste
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membrana

strevni bunka

krevni reciste
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Table IV. Selected substrales and inhibitors of organic anion-
transporting polypeptide (OATP) function!Y

OATP substrales OATP inhibitors

Digoxin Bioflavoncids, apple juice,

Enalapril grapefruit juice, orange juice

[BHDHEAS Ustake (14 of comrol)

Fexofenadine Erythromycin

; ?:#fﬁy Wf Wff Hydrocortisone Ketoconazole

Fia. 1. EMfects of Aavoncds on the uptake of ['H|DHEAS in bom CATPIEL- F'ra\rastatln, lovastatin

expressing (solid bar) and OATPIB]-nepative Hela cells ishadowed barh. The . . . .
uptake of PHIDHEAS (0.5 uM) in boih OATPIB! expressing sad CATPIEL- Ritonavir, nelfinawir,
megalive calls is the absence or presence of favonsids (30 b)) was performed o , .

described under Marerials and Methods. Rifampicin (100 uh) was used o 2 saquinavir
m]iwmuﬂﬁnwhrﬂ[’lﬂﬂ]ﬂﬂisr:m ns the percemtage of
controd (uptake i QAT B -pegative cells in the presence of 0.5% DMS0L The
daa e expressed as mean = 5.0 8 & 6.0, p < 005 #=, p << 001 companed with
e comel of either CATFIB]-expressing of DATPIB [-negative cells, Tn e
ahsence of flavomnids, the quantitative kevel of ["HIDHEAS nptake in CATFIEI-
expresang and GATFIBL -nzgative HeLa cells was 153 L 910 and 308 & 122
PEOCTE pRolEdn, respactivaly imesn £ ML, p < DU0L
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% Ovocné st'avy a fexofenadin §

— = —

jablecna st'ava pomerancova st'ava grapefruitova st'ava

-72%

m plocha pod kfivkou ® maximalni plazmatické koncentrace

« < « « «
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trubice streva

membrana

metabolismus

strevni bunka

krevni reciste
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% Grapefruitova st'ava a léky

k.

- - — - —
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buspiron
felodipin
lovastatin
nisoldipin
simvastatin
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Metabolismus lze:
e ZABLOKOVAT (nastup je okamzity, trva den i vice)
e ZVYSIT (nastup trva dny, odezniva tydny)

- glukuronizace (UGT)
- cytochrom P-450 (CYP)

e zvySeni hydrofility
(rozpustnosti ve vode)
Figure 4. Contributions of enzymes 10 the metabolism of marketed ® Snl’zenl’ tOXiCity

drugs. The results are from a study of Plizer drugs (57). and similar
percentages have been reponted by others in other pharmacewtical
companies (38). (A) Fraction of reactions on drugs catalyzed by various

- ~

h .. FMO, favin-containi ase; NAT, N-

acetylransferase: and MAO, moncamine oxidase. (B) Fractions of F450 Prakticky vsechny
oxidations on drugs catalyzed by individual P450 enzymes. The segment

labeled 3A4 (+3A5) is mainly due 10 P450 344, with some controversy enzymy jSO Uu po IVm orfni

about exactly how much is contributed by other subfamily 34 P4530s.
Reprinted with permission from ref 57, Copyright 2004 American - - -
Society for Pharmacology and Experimental Therapeutics. P M I M E M U M

-
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| Potraviny jako modulatory |°
metabolismu

Induktor CYP3A4
iInduktor P-gp
Inhibitor CYP2C19
Inhibitor CYP2C9

snizeni dostupnosti saguinaviru o 60 %o
zvyseni Krvacivosti po warfarinu
zvysSeni t€inku chlorpropamidu
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| Potraviny jako modulatory |
metabolismu

Ginkgo biloba Inhibitor CYP3A4
% Inhibitor CYP2C19
Inhibitor CYP2C9

zvyseni krvacivosti po warfarinu
zvySeni G€inku tiklopidinu a klopidogrelu
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1 Potraviny jako modulatory
metabolismu

Trezalka induktor CYP3A4
iInduktor P-gp
iInduktor CYP2C19
Induktor CYP2C9

ovlivneéni (snizeni az ztrata) ucinku
mnoha lékt, které jsou substraty CYP3A4 |

nebo P-glykoproteinu
-
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1 Potraviny jako modulatory [
metabolismu

Kvetak induktor CYP1A2
.| a brukvovité

ovlivnéni (snizeni) uc€inku lékd, které
Jjsou substraty CYP1A2
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Azithromycin a lékové formy

(souc€asné podani se standardnim jidlem)

. —

-50%0

azithromycin (sirup) azithromycin (tablety) azithromycin (tobolky)

“

Tobolky nalacno, tablety a sirup kdykoliv
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LéCiva, u nichz potrava zvysuje
biologickou dostupnost

m plocha pod kFivkou

B maximalni plazmaticke
koncentrace

cc

N\
ogo
N o
5 =8
= O '=
©

cinakalcet
ganciklovir
meflochin
cilostazol

alfuzosin
(tu€né jidlo)
montelukast

posakonazol

< « « « «
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LéCiva, u nichz potrava snizuje
biologickou dostupnost

c
Q
@®
X
o
=

atorvastatin
cefaklor
cipro
erythromycin
furosemid
ketokonazol
alendronova
lansoprazol
melfalan
methotrexat
takrolimus
takrolimus
(tu€né jidlo)

m plocha pod kFivkou

B maximalni plazmatické
koncentrace

< « « « «
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Napoje a biologicka
dostupnost IéCiv

Citrusové st'avy, jablecny most, cervené
Vvino...

0 mohou blokovat influxni pumpy
U mohou blokovat efluxni pumpy
U mohou blokovat metabolismus

—» zvySeni nebo sniZzeni Gc€inku lékd

~ N N N N
N N N N
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W St'avy z citrusovych plodi
+ felodipin

7
7

pomerancova

7

pomerancova

ena

g

©
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550

(&)

sevilska
y4 {=Yo!
grapefruitova
grapefruitova
pomelova
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E Napoje a biologicka ~
dostupnost lIéCiv (ionty)

Soli vapniku/horc¢iku/zinku/hliniku
(mineralky, mléko, jogurt, antacida...)

U mohou vytvaret nevsrebatelné

komplexni slou€eniny s radou IéCiv

—» shizeni U€inku lékd
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% Chemoterapeutika (chinolony)

— = —

ofloxacin
ciprofloxacin
pefloxacin
enoxacin
temafloxacin
norfloxacin
lomefloxacin
sparfloxacin
rufloxacin
levofloxacin
trovafloxacin
moxifloxacin
gemifloxacin
gatifloxacin

® plocha pod kFivkou
B maximalni plazmatické koncentrace

« < « « «
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. Alkoholické napoje N

Za alkoholicky je povazovan napoj,
obsahujici pres 0,75 % objemovych
procent alkoholu (26 g alkoholu v 1
litru).

pivo (—30-50 g alkoholu v 1 litru)

vino (—=70-170 g alkoholu v 1 litru)
lihoviny (—180-400 g alkoholu v 1 litru)
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Disulfiramova reakce:

disulfiram

latamocef (dale cefamandol, cefmenoxim,
cefoperazon, cefotetan)

griseofulvin

metronidazol
co-trimoxazol (Biseptol®)
ketokonazol

tolbutamid

furazolidon

levamisol
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Jaterni toxicita

ZvysSeni hodnot jaternich transaminaz az
hepatitida:

statiny

NSA (zejména nimesulid, diklofenak)

rifampicin

Isoniazid

azolova antimykotika
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Neurotoxicita

ZvysSeni Utlumu az kdma:
opioidy

anestetika

hypnotika

antipsychotika
myorelaxancia
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Doporuceni vyrobcli

Acifein (ASA+paracetamol+kofein):
Po dobu IéCby se nesméji pit alkoholické napoje.

Alprazolam (alprazolam):

Po dobu IéCby je treba se vyhybat alkoholickym
napojim.

Biseptol (co-trimoxazol):
Nezakazuje a neuvadi nic.

Stilnox (zolpidem):
Soucasné podavani s alkoholem neni doporuceno.
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Doporuceni dle realnych
dikazh

Kvili disulfiramivé reakci:
disulfiram, metronidazol, co-trimoxazol,
ketokonazol, cefoperazon

Kvlli jaterni toxicité:
INH, rifampicin, nimesulid (a nékteré dalsi
vzacne pouzivané léky)

Kvili jinym déivodiim:
acitretin, hypnotika a benzodiazepiny
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. Potravinové dopliiky .

Trezalka te€Ckovana obsahuje
flavonoidy, které

0 urychluji eflux
.| U urychluji metabolismus

—» snizuje ucinek lékt

~ N N
N N N
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. Trezalka teckovana .

ciklosporin
desogestrel
fexofenadin
imatinib
ivabradin
midazolam
nifedipin
norethisteron
simvastatin
takrolimus
verapamil
vorikonazol

m plocha pod kfivkou ®m maximalni plazmatické koncentrace

< « « « «
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