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Ty —~a AN REE, BEHRET VR L, KB T O R A E &I
YFMTH L. REMREIE LT, REMEYEIRE (population pharmacokinetic analysis, PPK)
FEATORHEE I M ENRE/FK /17 (population pharmacokinetic/pharmacodynamic, PPK/PD) fEHT &
STEbDONREFTOHND. SHICEFETIE, ARIMNOHONLIENT —Z it L, 7
7—~3A M) 7 2O E MW THEIHET L EZ ST 5 model-based meta-analysis (MBMA) %
FHINATWD., Z7—~a A M) 7 2ZBTLHLHRFEE LT, BEMBTE S S, B
EFHIEOFR L LTE, ALY OF — 2 3D 72 WIGECHIERE R B E TR e 85
ATHoTHEICARRTH DO, NTA—FIZEETIRFITONTORFTZITI ZENTED
B, BRLEETNVCESSRA R Y I a2 —va v BT 2 ENRTEL R R ENFTFONS.
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PIEHT 52T, EHRMHEELHICEAL T ORRRERZEREET LI ENAETHLEZE
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ARF T, “EERMEELNZ BN E LEERET —ZICESK 77—~ a A M) 7 ZADEMIC
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~aRAX M) 7 AEERT S LT, EHEGEESHICAARERERMET S, BIFIERLE 2
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Wl ETIE, WMERBIVERSNEEFILNTT—22HA0VT, HITADAETH S
Perampanel (PER) ¢ PPK fi##T % 5&ht L7=. PER (%, TIZHFI&IZISV T cytochrome P450 3A4/5 (2
Lo TR SNDEAITHD. D7, FRHMEESR 28T HBRFEMIT TN A K (enzyme
inducing antiepileptic drug, EIAED) OffHIC LV, RN TTE SV FRENME T2 2 & A3 H
HILTWA. K TlX, EIAED ®—FfiCT# % Carbamazepine (CBZ) (2% H L, CBZ OffH®
B L EE LT PPK T /L2595 Z LT, PER & CBZ OYHA/EFIC W TR L 7=,
CBZ I L2 RHMFEFEORFMZR L BERICENTL2EEBNIORZIIOENEEZET LD

, BEFE o X— kA h &ARGE L 72 Semi-mechanistic PPK £7 /L # 4% L 7= (Figurel) . &5
_H%wwﬁ:ﬁﬂu\é LT, CBZUFHOEEL, SiHOFEEDO LS 07 Y AVEHE L TR
Wy, HER L L TCETIVICHAAAT PPK £5 /L & T, PER O I T E 2 & WS E CTHlT
&5 &L=, £7 Semi-mechanistic PPK 57 /L& W/ I 2L —3v 380, CBZ (600
mg/day) & PER (8 mg/day) ZfOfH L CWHEENL, CBZ 0&ELG 2% 1k L7=H4A, PER OEH
WO R EMPREL, FHRFED 2925 L 705 2 R TRISNTZ. SHIZ, CBZ DE 5 %5842
FIE LTS PER BNFZICEFIRBICED T TOHEIL, BLZ23HTHD Z ENRBEEINT.
ZOZ D, CBZEEFIEDD 3-4 L IL PER O A REE N EH Ukl 2 a[REMENH 5 72
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l Figure 1. Schematic diagram of the
Depot Kagsy | CBZ central semi-mechanistic PPK model. CBZ,
epo —— | compartment |- Induces .
compartment VeemlFosg) | 7 lK carbamazepine; PER, perampanel; Kacgz,
------ > in

(CLcsz/Fcez)XENZl —_ Vodiatos absorption rate constant for CBZ; Kapeg,
@ absorption rate constant for PER; CLpgr, PER

Dose
clearance; CLcpz, CBZ clearance; Vcesz, central

l

Y K volume of distribution for CBZ; Vcprr, central
b Kaper | PER central 7 out L .
epot —— | compartment £S5 volume of distribution for PER; Ki,, zero-order
compartment (Vi P JFor) ~"§@
Crer/Frer ’ .
rate constant for the production of enzyme; Ko,

y
l(CLPER/FPER)XENZ first-order enzyme elimination rate constant;

XNnb. ENZ, ratio of amount of enzyme to the baseline;
Fper, relative bioavailability of PER; Fcgz,

B2 BT, EHE IR ROAR IR Z W T, KRR REE MR R IG R IE % 5
& L7z MBMA %L, EHOAEZM, AFFRICERT 2HRBNEER, kOB RICHE
T LR T ORIl 24T o 72 ARESTIEL, RIEARRREE MR O 1T b AR 72 AT MBS R PE
#PEE (painful diabetic neuropathy, PDN) 35 X OV IZ % 4048878 (postherpetic neuralgia, PHN)
Zxtg L Uiz, LABRROFE, PHN OMIFHIH A GZIMEOEE TH LEW A a7 I r b
ZHZENRBEINTE., YIalb— a0, HEHEIZE W T Duloxetine, Mirogabalin 73
WAL RS Z &, AEFRICGER T 2 BRMERITEYB CRERER T RNV LR
ST (Figure2) . AWFFEAERIT, PDN 35 L OV PHN (281 B IR IR INOE BIRE 21T 9 BERO
—BERVFELEBZRZTND. S BIT, RICHRFEE MR IXTR N 2 R ME <, BB K
DONDEKTHD. ED72D, BFEEOFGIE, ZoMEICBET 2FWEMAZITV, FBERE
DAESTZRMICHET 25 A TAHRXF~—2 2R L7 W) JIZB W TS, A%
TAERRLDOTHDLEZTND.
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Figure 2. The predicted efficacy of painful diabetic neuropathy (a) and postherpetic neuralgia (b) and
dropout rate due to adverse events (c). Circles and bars represent the point estimates and 95% confidence
intervals for parameter uncertainly, respectively. The dosage was set to the recommended dose of each

drug on the FDA labels, excepted for mirogabalin (using recommended dose in Japan).



