Table 1. Overall summary of FE dataset by BCS class based on AUCR; N (%)

Title: Exploring the Relationship of Drug

N drugs No FE Positive FE Negative FE
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BCS Classification, Food-Effect, and N\ (AUCR0.81.25) (AUCR21.25)  (AUCR<0.)
BCS Class 1 25 24 (96) 0 (0) 1(4)
Gastric pH-Mediated Drug Interactions BCS Class 2 69 39 (57) 26 (38) 4(6)
BCS Class 3 26 16 (62) 3(12) 7 (27)
. . BCS Class 4 26 19 (73) 6 (23) 1(4)
Katie Owens BCS Class not specified” 24 12 (50) 8 (33) 4 (17)
e a C O a O 0 - e e C a I g n e W I "Including BCS Class 1/3 (N=6), BCS Class 2/4 (N=17), and BCS Class 3/4 (N=1).
— BCSClass1 21 _______________________________________________ BCSClass2 ~  °
. E 1.94
BACKGROUND: the lack of a pH-medlated DDI
Food-effect (FE) and gastric pH-mediated drug-drug interactions (DDlIs)
o |
are absorption-related. Here, we evaluated if the Biopharmaceutical @ o
Classification System (BCS) may be correlated with FE or pH-mediated O r B CS C a S S 1 O r 3 r u gS o @R
, o o
DDI observed. R —— < Ay
DIDB data query: I - _ 1| = [ %'f*’é* """"""""""""""""""""""""""""""" L o iy
PK of object in food-effect I _’: Other routesNoiaOdmlnlstratlon : o
tudi 0.3 (@) 34
VIETHODS: — d but not for BCS Class 2 or 4 drugs
d " d Oral dosage forms ',----a;dize:'r:’;a-s;---\= e ~ ] =
Trenas in FE data were N = 350 e cmeme BCSClass3 I scsciasss L P
investigated for 170 drugs with e 1o
o . Immediate-release I ed-dose combinations | _ . . N
clinical FE studies from the doszga forms RS AUC ratios Cmax ratios -
. N e e o w : ' : H 1.5 15 e
literature and new drug (=== mmmmmm e . ; . 5 o O BCSClass 1 o L1 9 o
o Single agent drugs Otver mealtypes | 5 i | i X BCS Class 2 ©
applications (2013-2019) (UW N =314 | e } O : ; : 5 = Ll © A o o g
---------------- — i | i | A BCSClass 3 © | | ' | —0 1 | —+ - [N W (S
‘" Natabhacpn @ 000 o . ) E 1.7 E E 1.7- E = 0.1 0.3 0!5 0.7 0-90.£A-1 1.3 1.5 o 1.9 21 0.1 0.3 0:5 0.7 0.%.9‘% 1.3 1.5 1.7 1.9 ! 10
Drug Interaction Database & E— .J T @ 5 5 ; ; O BCSClass 4 O B Es i % 00
high-fat meal 8 : ! : ! | 7. | i 7,
Drugs@FDA search). N = 242 v } Q— 5 . i ; e | - Aol 56| o
. . | p——— ] e o . ~ D i | brexpiprazole i i | i A S T 1 1 1 T T T 1T T T 1
FE studies were defined as: oo Do aninedons | MY cvetcroboscf (voakack) of/ ammchana|  sechob S | 0o :
. - \ N =132 J ()] = ——— 1.3- eliglustat i 1.3- : sl 55
* No effect (AUC ratio [AUCR] o e ) J:;ng;gl \\ e :/ e"glug&—(ebeticholic acid (weak acid)
Fed / Fasti ng, 0.80-1. 25)’ qV) EEEE :A \ }’e"c’,‘gﬁ;ﬁ’g betrixaban a fegratinib E L alectinib BCS Class 1'_/_ 3- [ | 2 1 ______________________________________________ | BCS Class 2I410j: _____________________________________________ | .
.. Also evaluated for pH-mediated '(C) dabraifenib % o cabozantinib isévuconazole1'o1-]>( x8agi)i;[8ptinib 1.9, 191 |
 Positive (AUCR 21.25), or DDI with a proton pump inhibitor - b, CAMCHINID, | . — . — | osimertiribp e —— |
. N = 38 N D blnln}gﬁiglﬁt;“b = pcgg?iﬁg,bdflutegrawr (weak acid) g o ibrexpiprazole)$<\ )s(enci)lrafenib | . R 1.7- 1.7-
¢ Negatlve (AUCR SO.S) FE + DDI DATASET D edoxaban — ; orapaxar i x ibrutinib dabrafenib)( binimetinig'g O\\ gl Ute.g.rawr (Wteal aCId) : 1.5 : 1.5
1 @) ubrogepant : - X doravirine [neutral) glas:degib O Elr\cob?i;?e\;ilﬂirt])e (neutral) | oo -
. ) E ARaRy X entrecti 'bi ul?r(‘:)g?pant X entrectinib ! | 13 | 1.3 |
A subset of 38 drugs was also evaluated to determine whether FE e . riocigut 7 dacomitnip! X e s 7o -4 R S S | | o o
. . . — E i . sonidegib ok edoxaban =smo edl X , , , , | , , , , , | | _ | | | | |
results can inform the need for a gastric pH-mediated DDI study. D ; Wad oI o ; sonidegib 9T 9 o5 o Joggl W [ Wk W fep| (A o o or (Gl & fi5 1w
SR . § | IR . S 4 eguik SRRNEE . 1 ) Y W — E
RESU LTS g velpatasvir@ acalabrutinigt’)eﬁtlnlb - O d§omitinib)( pexidartinib 5 o | a0
o Ibociclib velpatasvir | :
¢ :5_ a5 - ool 1 neratinib i geﬁting)( X ibrutinib i G ﬁ} i I R R it S - o S it
. . . o . . =] [ neratinib _ .
* Overall, drugs with significantly positive FE (AUCR 22.0; N=14) were O ceritnib S 36 cor A |
BCS Class 2 or 4, while drugs with significantly negative FE (AUCR 0.1 ] L | |
AUC ratio

<0.5; N=2) were BCS Class 1 or 3 (Table 1 & Figure 2).

* Lack of FE was aligned with the lack of a pH-mediated DDI for all six
BCS Class 1 or 3 drugs (azacitidine, baricitinib, cobimetinib, eliglustat,

Figure 2. AUC and C__, ratios for all drugs with FE studies, by BCS class:
A amphoteric or neutral, o weak base; 1 weak acid; — AUC and C_,., ratios
within 0.8-1.25; --- AUC and C___, ratios within 0.5-2.0.
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Figure 1. Change in drug exposure (AUC and C_,, ratios) of weak base drugs during evaluation of FE and gastric pH-mediated DDI, by BCS class;
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— AUC and C_, ratios within 0.8-1.25; --- AUC and C__, ratios within 0.5-2.0 (drugs are weak bases, unless otherwise specified).
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Class 2 or 4 drugs in this dataset (Figure 1).

 Forthe 12 BCS Class 2 or 4 weak base drugs (WBDs) with a positive
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e Among the 13 BCS Class 2 or 4 WBDs with no FE, 6 had a pH-
mediated DDI (AUCR <0.8): acalabrutinib, dacomitinib, entrectinib,
palbociclib, riociguat, and velpatasvir (Figure 1).
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