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Information on the pharmacokinetics of each drug was collected from the
literature or interview forms, and Physiological based pharmacokinetic (PBPK) prototypes were
created for seven drugs: Erlotinib, Letermovir, Mirogabalin, Olaparib, Baricitinib, Abiraterone,
6-Mercaptopurine, and registered in DDI Simulator V.2.6 (Fujitsu Limited). As an example, the
steady-state interactions of Olaparib 300 mgX2/day with the potent CYP3A4 inhibitors Itraconazole
(100 mgx1/day) and Clarithromycin (200 mgX2/day) were simulated, and the AUC of olaparib was 1.50-

and 2.05-fold increase was predicted.
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1) PBPK CYP
[€)) PBPK
PBPK Table 1 PBPK parameters for Olaparib and Erlotinib
MW, F, FaFg 5 Olaparib Erlotinib
Fa, Ka[l/h], Tlag[h], CLh,int[L/h], CLr[L/h], m™mw 434.46 429.9
LogP, VI[L], K12[1/h], K21[1/h], fu,p, Rb F 05675 059
Table 1 FaFg 0.58 0.6114
Fa 0.5675 0.59
Ka[1/h] 0.8935 1.4909
CYP3A4 200 mg Tolh] 0 0
1/ 100 mg 1/ CLh,int[L/h] 10.4257 54.4307
200 mg 1/ 200 mg CLr[L/h] 0.3683 0.0342
2/ LogP 1.49 2.87
V1[L] 16.6973 156.3884
K12[1/h] 0 0
K21[1/h] 0 0
R I fu,p 0.18 0.05
o mechanism based inhibition 0.8833 0773
CYP3A4 0.7
CYP3A4 Ki predicted in vivo Ki
Ki in vivo Ki Ki in vivo Ki
MBI Ki
Tab | e 2 Table 2 Simulation of increased AUC and Cmax ratios for Olaparib and Erlotinib by using PBPK model.
Substrate Inhibitor Ki origin AUC ratio Cmax ratio
CYP3A4 Olaparib Ketoconazole Predicted in vivo Ki 1.595 1.508
PBPK 300 mg X2 200 mg X1 in vivo Ki 21 1.828
Itraconazole Predicted in vivo Ki 1.498 1.357
300 mgX2/ \J}Z(:i:;i:ztle Tn vTvo Kf 1.219 1.154
200 mg X1 in vivo Ki 1.461 1.339
Clarithromycin MBI 2,051 172
predicted in 200mg X2
- - - - - Erlotinib Ketoconazole Predicted in vivo Ki 16 1.571
vivo Ki In vivo Ki 150 mg X1 200 mg X1 in vivo Ki 2.104 2.15
AUC Itraconazole Predicted in vivo Ki 1.489 1.488
1.6 100 mg X1 in vivo Ki 1.207 1.202
2.1 Voriconazole . i
Cmax 200 mg X1 in vivo Ki 1.463 1.44
1 8 1. 5 ;I)znnzzr;;mn MBI 2.176 2.115
AUC 1.2 1.5 Crax 1.1-1.3
AUC 1.5 Crax
1.3 MBI
AUC 2.2 Crax 2.1
Micromedex(Merative US L.P.)
AUC 170%
150mgX2/ Micromedex
300 mgXx2/
AUC 78.8 p g h/mL 150mgXx2/
100 mgx1/ AUC 62.4 pg h/mL
150mg X2/ 79.3%
150 mgx2/
105.2%
(@) PBPK
150 mgX1/ AUC
16 2.1 Crax 1.6-2.2
AUC 1.2 1.5 Crax 1.2-1.5
AUC 1.5 Crax 1.4
MBI AUC
2.2 Crax 2.1 CYP3A4
50mgx1/
53.7% 80.2 AUC
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FEARS 6704 332 (5%) FAERS-Japan
1064 176  (16.8%) JADER 1289 297
(23.0%) FAERS JADER 1
DPBW 12mg/kg aROR FAERS, 4.483 (3.009-6.680),
p<0.001, FAERS-Japan, 1.834 (1.091-3.063), p=0.009, JADER, 1.628 (1.039-2.551),
p=0.034]. (Tables 3,4) FAERS 50kg

BlZ



(Table 3) FAERS-Japan 50kg
Table 3. Anemia occurrence risk with Olaparib of FAERS and JADER
FAERS JADER
ROR [95%CI]  p-value  aROR [95%CI]  p-value  ROR[95%CI]  p-value  aROR [95%CI]  p-value
Female 4.038[2467-6.609] <0.001 - - 0.548 [0.300-1.002]  0.051
=60 years 0964 [0.759-1.224] 0764 1.096[0.861-1.397] 0456 1.030[0.776-1.367] 0840 1.030[0.773-1.371] 0842
>80 years 0952[0.606-1.496] 0832 1.172[0.741-1.854] 0497 0.900[0.482-1.679] 0.740 0.905[0.485-1.691] 0.755
<50kg 4964 [3555-6.932] <0001 4417[3.148-6.198] <0.001 1209[0.796-1.834] 0373 1317[0.861-2.013] 0204
Japan 6967 [5.553-8.742] <0001 5.932[4.704-7.480] <0.001 - - - -
DPBW >12 mg/kg 5.120[3456-7.584] <0001 4.483[3.009-6.680] <0.001 1.525[1.079-2.377] 0042 1628[1.039-2.551] 0.034
Suppressing folic 1280[0.169-9.722] 0811 1.133[0.148-8.643] 0904 = = - -
acid
Suppressing vitamin  2.192[1.130-4.255] 0020 2279[1.1664.456] 0016 0927[0.341-2.517] 0881 0.869[0.318-2.378]  0.785
Bn
Previous platinum 4.195[2418-7.276] <0001 3.822[2.188-6.675] <0.001 1.061[0.420-2.681] 0901 1.091[0.432-2.760] 0854
treatment history

FAERS, FDA adverse event reporting system; JADER, Japanese adverse drug event report database; DPBW, olaparib dose nomalized by body weight; ROR,
reporting odds ratio; CI, confidence interval; aROR, adjusted reporting odds ratio
aRORs were calculated to control for sex.

Table 4. Anemia occurrence risk with Olaparib of FAERS-Japan

FAERS-Japan

ROR [95%CI] p—value aROR [95%CI] p—value
Female 2.302 [0.698-7.591] 0.171
260 years 1.060 [0.744-1.511] 0.746 1.094 [0.766-1.564] 0.621 BRCA
>80 years 1.556 [0.792-3.056] 0.199 1.660 [0.839-3.287] 0.146
<50kg 2.056 [1.263-3.347] 0.004 2.021 [1.240-3.293] 0.004 50
Japan
DPBW 212 mg/kg 1.838 [1.103-3.063] 0.009 1.834 [1.091-3.063] 0.009

Suppressing folic acid

2.531[0.228-28.070]

0.449 2.398[0.216-26.592] 0.476

Suppressing vitamin B12 1.706 [0.667—4.360] 0.265 1.825[0.7054.726] 0215

Previous platinum treatment history 4.732[1.894-11.821] 0.001 4.483 [1.794-11.207] 0.001 17 - 5
FAERS, FDA adverse event reporting system; DPBW, olaparib dose normalized by body weight; ROR, reporting odds ratio;
CI, confidence interval; aROR, adjusted reporting odds ratio 10
Adjusted RORs were calculated to control for sex.
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