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New In Vitro Transporter Queries
The DIDB has expanded its content related to drug transporters with:

1- In vitro studies related to transporters, focusing on P-gp, OATPs and BCRP. These studies provide the basis
of clinical transporter-based DDlIs.

2- Four new in vitro transport queries that allow users to search for in vitro information related to efflux as
well as uptake transporters.
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This section focuses on drugs that have demonstrated

transporter-based drug interactions in an in vivo setting and e
provides relevant information on the in vitro basis of these Transporter .
i | interactions. P
|
Send feedback
IN VIVO
Object Precipitants
Transporter with with

Transporter{s) Transporter(s)

Find all In Vivo drug interaction studies discussing

the Transporter: load list
——
INVITRO HNew!
Object(s) Transporter Precipitant{s) Transporter
& with & with
Transporter{s} Objects Transporter(s) = Precipitant(s)
Find fransporters evaluated in vitro for the uptake / Joad list

efflux of the following Object{s)/Substrate(s)

Objects Selected:

Double-click drug name fo remove drug

Remove All

Search for Substrates of P-gp
Search for Inhibitors of P-gp



Users can search for substrates and inhibitors of a given transporter, or for all transporters involved in the
elimination of a drug, as well as all transporters inhibited by a drug.

For substrates of a given transporter, the parameters presented are:

1 Km, Vmax and Vmax/Km for the efflux or uptake of substrates (figure 1).
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You searched for Substrates of Transporter OATP4C1 (SLC04C1)

2 drugs in this search result have monographs available: Selecta Monograph to View ~

E-{2Results (6 Studies)

=-DTransporter: OATP4C1 (SLC04C1)

=-2)0verall effect: object transported [specific inhibitor not tested]

(EHET T 3,3, 5-riiodothyronine T(3) [Hormone Replacement Therapy]
E-2)0bject: digoxin [Antiarrhythmics]
=-2Cell System: MDCK-transfected cells
=-2)0bject concentration: 0.37 uM (uptake) - 0-30 pM (Km determination)
=+ 2Results:

- E1Km: 7.8 pM

-1 Comments: Digoxin (0.35 + 0.027 vs. 0.15 + 0.004 pmol/mg protein/30 min) was significantly transported by
human OATP4C1 compared with control (P< 0.01).

- Bl Accession Number: 14993604 @ € 2004 Mar 9
#-2)0bject: methotrexate [Antimetabolites]

#-{Z)0bject: ouabain [Cardiovascular Drugs]
#-20bject: sitagliptin [Dipeptidy! Peptidase-4 Inhibitors]
{L20bject: thyroxine [Hormones]

Figure 1: results of query finding substrates of OATPAC1.

1 Apparent Permeability values in Apical to Basolateral and Basolateral to Apical directions (PappAB
and PappBA, respectively), for efflux transporters.

1 Efflux ratio (i.e ratio of PappBA / PappAB); In the case of transfected cell lines, it is indicated whether
the efflux ratio presented is corrected or not for wild-type as follows: Wb 2 i/ 2AviIBBedr BeStR Q
to the efflux ratio value if the ratio presented is from transfected cells only and not corrected for efflux
ratio in wild-type cells (figure 2).
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You searched for a list of P-gp substrates (In Vitro)

(22 Results (337 studies)
Ei {22 Object abacavir
B Efflux ratio: 3.1 (MDCK-transfected cells) Accession Number: 17709369 O € 2007 Nov
#-42) Object acebutolol
E.D Object acrivastine
- ) Efflux ratio: 3.71 Not Corrected (MDCK-transfected cells)  Accession Number: 12438524 (D 4 2002 Dec
Figure 2: results of query finding substrates of P-gp.




For inhibitors of a given transporter, the parameters presented are:

9 Percent of inhibition of Transport
I KiorIC50 values for each inhibitor
9 Computation of I/1C50 or I/Ki (figure 3)
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You searched for Precipitant(s) Inhibiting Transperter OATP1B1 (SLCO1B1)
Filter applied:ICsg is less than or equal to 1.0pM
Filter applied: Show All values for Ki

5 drugs in this search result have monographs available: Selecta Monographto View
=-Results (18 Studies)

=2 Transporter: OATP1B1 (SLCO1B1)

E-{)0verall effect: transport inhibited
#-{)Precipitant: atorvastatin acid [HMG CoA Reductase Inhibitors (Statins})]
&-{2Precipitant: bromocriptine [Dopaminergic Agonists]
#-{ZPrecipitant: bromosulfophthalein [None]
E-Precipitant: cyclosporine [immunosuppressants]
. =-F0EE: bosentan [Endothelin Receptor Antagonists]

- {E-Cell System: CHO-transfected

=-{)0bject concentration: 10 pM

E-2Precipitant concentration: 0.1 - 100 pM
=8 u_:JResuIts

B[]+ / Ki (or [1]1 / ICs0): 3.66 with [I]y= 1.1 pM

- ) Accession Number: 17495208 @ @ 2007 Aug
11:30b1ect estradiol-17-beta-glucuronide [Estrogens]

~~[Z)Comments: |1 is the Cmax (total) of cyclosporine following 344 + 122 mg/day oral (Neoral).
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