WO LTV DHA, BEREMREMICIIRETED ST, BB A o &
10mg/kg/[BILL ETRRH LA TS, #MEMEERITVTROBRSHTLE LN T ROMR,
25mg/kg/Fl (500mg/m/[El) @ 38 1 FHeHIE, 9 VARG E CIIAFERHL L0 L3
Zbhb,

AR LR SRR Tk, v 7 AL 0 A X TEESTE < BH LTV AR
HHILHA, I ATREROMPOT I D EBERE L, BEASOHERRBHETANIC L
HHRANOTF I VAR FERMEBTF I Unw D TH OGS (selfrescue) | HitEA R &
BEILNTEY, ZOZEREEREOFEEDRFETHL EEZEZ LN TWD,

AIED WAR T G mP R TRl b - BT R, o SRR TS & Twn
5%@&@%?%D\It5WEH%M%\Uyﬂﬁ% B, FEPEARAERR . EEICHR
HHNTND, -, FERRHLLEBSITE., R OBl ~DRE0RE Ha S
N5, ZhbOmtERiRD S IRE 8T, %Eﬁrﬁﬁi%tﬁ IRE LSS LIFT
MENENLL T THh Y, RIEOEMRIE TR b RASERKRAE A THLIHE T 2 nlRE
BHHLDEEZLNRD,

3) BismEtt

ARIEOBARTFMERRIL, ME 2 O 2R Bl (3RS A Avis B
TZESRAE AR, LSRN A B T e R B AR TR R A A O TV D s,
= 7 A& O MERRIC B WO TR R R SR TV A,

4) AR
AFED 3 VR, IR, REHR, EISTEERO T RaEHE L, Ji
LZgn & OFIRFR e & T D,

5) AFEFEATEME

RIEDAFEFE L FIET Y 7 AZ O THRET STV 5, ZREER UEIR E TOIHIRZE
AT RS LTy ARBRERBRAERE N C0D, BEEIT 0. 0.1, 1.
10mg/kg/H (0, 0.3, 3, 30mg/m2/ H) T, WEANRGHRINT\D, KRIEFETITHER
DZEHECBE FRICB T 28 T8I0 5, #REIZ 2D THIR TSRS Hh
TEY ., HEEWOLFRERICHT 2 MEMEEIT 0.1mg/ke/H  (0.3mg/m? H) A &l S
T 5,

w7 A IR SRR CiX, 0, 0.2, 1, bmgkg/H (0, 0.6, 3. 15mgms2/ H) @
BHETHIRWIR R &N T 5, FEI CIE bma/kg/ 0 CEEHIMINHINZE O b,
IR AR TR G &S L UR T 2P0 6 TWad, Imgkg/ A L EOR G CIE
HRVEOEACIEEE 3 FRD S, bmglkg/ HBE TP S OBEMD OB (RIEWRE DK 85%)
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THZEANED BN TS, BEMIC R 5 MENE T 1mg/kg/ H (3mg/m2/ H) T 573,
FERIZOWTIE T R TOARBBH THREELSRO SN0, BEdElr 0.2mg/ke/ B
(0.6mg/m%/ H) =7 LHRF ST D,

FROAERE A FENEBROFS R LY . REARK CREICER TS ETHREL DR
LTV D B Sz 2 LITiA . AEOBEIGEE, &5 MR, #GTEREDOE
IR aER/T D L M~ U AZNRRERE. BT o OB TR B 5B, HAERT
KON A4 O A DN B R OB BE 1 B 2 3R - o\ TR SN 5 2 MBI A & kT
MIpENTWD, b, REIETBHEEARCBEFERBE SN 28D, TRk
CHLIR L TW D AfREtE O b g NiZEER L L, B3lmic o TiEmilsPilsg s &m
B TH LD LR TRY, M CEETHEERERT TR D TETH D,

6) RPTRIFE

AIROFEHEMLIZ IS D RFTHIEEZ>WCik, FETREERRBR I I S Tz,
IAER G MR O R HEAL IV TR E 2 R 5T RO b T RN Z Ehb,
FREME A 7R3 Al REME IR S O L HIET S T B,

AIRD IR R O ERIEME I >V, 7 F 2 AW THER S TS TR Y, IRIZ
KU, BEIOd LT SEEOREMNA G T2 40 L HrEnTn s

7) EOfOEME

IR GO LA EERFRBICS L, VARY F— b UETF IV AISANE L LT
BETDRMBATER S T0D, FRlB T RITAEERBO oD EB LR BEOR
AEE L (50mglkg % 3 AR T 2 [E¥e5) . #O#HIZLARAE Y F— Mt 20~50mgrkg/
Ha 2 MBE#ED 5 EHENS 7 HEiIZhE 0 HE, 532013 Sgm i % 2 MERSO
24 WiE# B T2 KEIC b= W T E R T T h, EORE, LARBR Y F— M FF Iy
COFHIZED, RECL o TELLZBHEORBPRO LN, ZhbEsRERE o
BEOIGRAMEIZANWS Z N TEDL LD LFBLEEIN TS,

<HBEIZBITABFEOME>

X, LFO XD REBSRET o2 R, ARCBTOLRHITAEL RV EHIBT L
L0, WISEENREIEM 2 L0 THL 2 Linh, REOEKEHICOWTIEY 27 « 2
274y NOBRMOTFELGALO LB L, L L, RECHEKREHICH 7 - T
BB O TSN DME, U o SHlfk, B8, HEMAETER. EEICRT 2 HME
BUZOW TSR ERSLELEFZTWD,

BT, 4 X 9 B ARBERGFRBICEON T, S S ®E BT RE MR o4 R
ﬁﬁéhfwk:k#B\:ﬂ%®%%k$%&%k@%ﬁﬁLOWT$m ICEBER R
oY
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FaEEIE. LFo L) ic|EsEs L,

MVEPEN e G0 D =B L, <IIREE 2 #1], AZK Bmelke/ HEE 3 1, 10mg/kg/ B # 4
B, 25mglkg/ HEE 3 1T, HEHEINAEOTESBIEO B G237 IMARIERRD LT
WV, FETL PTROBRERM~BE CHY . REMOENLT, b FOELIVERR T D
WD LD REAMOR AL TR T A, AR TR LM EMEM R, B8
R R A T D L ARSEA G L oBE IR O LB 2D,

ReREIL, REEORMA TR LA, BEMEMAIERECEARRARICS W TLED
HAILTEY., BAERICZBO TS REREHRIVERLLI LD EE 2D,

ML, o/ XITBT D LARRY = MERLERRIZI VT, B ARE ST
oz Enh YR TR VAR Y F— MRS L D ENEO B MR E LG
ENTORWATREMER B D & F 2, HEA IR E R,

HEEE L, A RICBT D LAG Y = MERAERBIT, AAUHELHE SN D IBE
GAf P oo mlEEE O RIEMN A FERE RSS2 2 LA HE LT . BRE
HAERz CRELZ E LT 2T 2 b0 eFEZ T L EEE L,

BT, BEFEORME TR LIz o0, AETED LRSI EEIC O W TR, REICE
STHREET LML H L2 Lnh, SHROEERBRIEIOST RIS - - T+ k
AT LD AR ETEE L,

WATHEREIT, AL A SN AR B 7 2 2 Bre b, SEERHIA BLET D REO IR
BT < — ., Zho OOt ARAREOERIRH R AR S 2 W DWW TH TR T R
Rz,

Miait. Lo X 3 icEE L,

BER COERELE VX I B OfifAld, LAF=— (BIERBALNIZEIZERL, K
BE L, ERAHETAOEAZB OIS S5 2 2 B E T2 Tk,
ayF 4 va=yd (WERRE AT A JREAS —EMLLFICE L, ZEORIER®
FHATY T2 2E0E LB 22BN ELTEY, T 2EROEITL A
F o —HEHIM A S A8 G BN OIIEFIC P BHOKRIFREGALET L Z Lidan
EEZTND,

BT SE OnEE2 TR L,

4. BRRARBREEICEET 5 &R
4.1 FRREYERICET 5 &8
<%mént§ﬂ®w%>

B DFEOPKIT, ERAOERRBRIZBW T, RERAIRE, CDDPXULI v
$77%/ﬁm&5_;0@ﬂén\K%&%&@mﬁﬁ*K%#é%ﬁi%%ﬁﬁﬁé
NTW5a, 2B, BARAIEBWTCDDPHFARFOAEROPK AR Sz BRiz >\ VT,
IS ESMER P TH Y, KEBEFEEL TEREE SR TV, CDDPRANZ-OWTIL,
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FHEERHIR I E TV,

LUFORERIZBNTIE, AR, Bzl o niR 0. 21 12104 R SR
N5 2RT,

1) HAzs

(0 BRE1#HRR F5RE5 01 LT, 1001) )
BB 310 & o 8RIT. R RO Y 2 > Bt T T4%300. 500, 600, 700. 800,
900, 1000X131200mg/m2% EIRAES Lz Bo m P L8 LA BEMRF SNz, F%
DM PR TR G TIFICREME (Coa) 2R UE. HONITHEL. HERLRE (te)
ROFI2. TARS ] (FBEOFEEOHE : 2.28~3.62) TH o577, 500~1000mg/m2Th
AUCowl Craxtd G- BITHEFE LTI L 72, #58TEMR RS BGB24BMBICHB T3
FEOMBNEEDL, BIRVELY A 7 TERRD SN o/, BEHBUBMETIC
FEORTHIMTIZIFRT L. BE5BRT2HME O RBRY REETERIIEET5.2%
(BHOTHEOCHE : 64.5~827%) THV, BERICHEbSTEEF-ETH /2.

Dose Crmas Vs AUCow Tz Urinary CLy CL; CLx
fmgm?  {pg/ml) LD (ng /mL) ) Excretion (qmIimin/m? L/min) {mL/min)
300 58.2 8.75 70.1 2.28 0.659 716 109 715
n=3) (7.16%) (15.4%) (7.04%) (25.29) (8.78%) (6.80%) (5.89%) (3.21%)
500 115 7.66 158 2.62 0.645 54.5 86.5 56.2
n=3) (19.1%) (12.6%) (21.6%) (3.29%) (8.34%) (24.4%) (32.5%) (36.1%)
600 178 7.50 290 3.62 0.788 347 53.0 418
(n=3) (15.7%) (22.1%) (12.5%) (28.7%) (3.76%) (11.7%) (3.95%) 7.53%)
700 172 6.86 250 251 0.807 49.0 83.4 66.2
(n=6) (9.30%) (15.7%) (23.5%) (3.91%) (10.1%) (24.4%) (27.7%}) (23.7%)
800 240 6.52 361 293 0.705 37.7 614 30.8
0=3) {14.5%) (18.1%) (17.0%) (14.6%) (34.9%) (18.8%) (35.206) {10.8%)
900 217 8.02 388 3.02 0.797 39.9 68.5 58.3
(n=4) {7.05%) (28.2%) (19.6%) (17.8%) (5.11%) (20.5%) (20.0%) {19.4%)
1000 269 7.93 382 2.67 0.648 437 79.3 51.1
(n=3) (17.8%) (9.34%) 6.55%) {(1.90%) (12.5%) (6.33%) (2.57%) (8.88%)
1200 212 9.29 337 2.55 0.827 62.1 99.7 79.6
=6) (13.2%) (6.51%) (24.6%) {10.9%) (7.58%) (21.3%) (24.7%) (29.3%)

Abbreviations: AUCo= area under the concentration vs. time curve from zero to infinity; CLy = plasma clearance:
CLr = renal clearance; Cmw = maximum plasma conecentration; CV = coefficient of variation = [standard
deviation/mean] x 100%:; Ti2= apparent terminal elimination half-life; Vi = distribution volume at steady state.

(2) MABIARCEIARR (RBEE  H3EE-MC-JMAA (BLF. JMAA) |
H3E-MC-JIMAS (LLTF. JMAS) , H3E-MC-JMAB (B{TF. JMAB) . H3E-BP-0001
(BLF. 0001) )

B A B 37H & I, FFEE0~700mg/m2 % BRI #5 L 7= B i R4S i 18 Es
PRETENE CEBAUYESY I UBeOfRRL) « REERRSBmERNSEDN L
L. BEZFMUMIC BICREMARE L TRSEORNTO~0% GRE : R(EME41%.
REE108%) NERPHEM I N, SEHFAODEPBEDLRII2~THMTHD. 50~
T00mg/m2D HFE TAUCowd Cuald HREFAREE KEAND TR o7, M)
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7oA (Cly) 7 LT F =207 502 (CeCl) ICIIEDOFIENRS S (EAAHE
8 0.62) . BHEEED B REE TIRCLIESEL R L,

Dose Cnax Traax Ves AUCoo Tie EUrma.ry CLp Clx
(mgn’)  (pg/ml) (hr)a @Lm?  Gghrinl) @b TN mingn)  GnLanin/m?)
50 11.9 0.25 6.88 21.9 25 70 38.1 26.8
(=1) 12.7° 70.5° 19.6°
75 10.0 0.25 9.58 13.6 15 41 92.1 38.1
@=1) 20 9° 201° 83.0°
100 27.3 0.25 5.92 395 2.4 80 42.2 NA
(n=1) 11.3° 80.7¢
150 12.9 0.5 53-118 40.1 —53.9 22-24 108 464 -62.4 50.1
(n=2) 39.5 0.25 763 _30.7° 67.4 — 163° 72.6°
225 64.4 0.25 5.50 121 2.7 70.0 31.2 21.8
(n=2) 10.6° 59.8° 11.9°
350 91.4 0.25 5.68 158 2.7 67 36.8 24.8
=1 9.88° 64.1° 43.1°
525 121 0.08 -0.25 6.85 231 3.9 700 40.7 97 49
n=3) (13%) (12%) (32%) (29%) (33%) (52%)
13.6° 80.7° 54.7°
(12%) (31%) (50%)
600 137 0.08 -0.25 7.00 266 3.1 3¢ 40.0 35.9°
(n=20) (33%) {20.0%) 27%) (15%) (24%) (41%)
13.8° 77.7° 62.8°
(27%) (26%) (25%)
700 175 0.08 -0.25 6.39 398 3.7 88¢ 33.6 99 g4
(n=5) (27%) (7.7%) (43%) (20%) (39%) (12%)
12.5° 65.7° 62.4°
(11%) (42%) (79%)
Abbreviations: AUCo-«= area under the concentration vs. time curve from zero to infinity: CL, =plasma clearance;
CTy = renal clearance; Unax = maximum plasma concentration; 'V = coefficient of variation = [standard

deviation/mean] x 100%; Tma= observed sampling time of Cmas Tus= apparent terminal elimination half-life; Ve =
distribution volume at steady state.

! Tinax reported as range.
b .
Ty reported as harmonic mean only.

c

n=4.
n=3.

e

nonBS A normalized units (mL/min for CL,, CL,, and L for V).

a

AT TR B E 99 4 X 5o A EO BB SUTEE R OEMRF TR a v X L VAl
OB T TARIEC00~1400mg/m 2% FlRNHE G- L7z BEo miT h R A LR E RS KRt S vz,
ARIED M AT P E X = FHMEICH R L, Cockeroft-Gault=( iz L 0 HH S 7= CrCl

(CrClegsta) A3109mL/gy, BERTE (BSA) 781.88m2Th 5 BHICHWT, BHERSEY
e (PPK) RT7A—Z L LTHEE L2 U T T A (CL) RUVEFEREDAEFE (Vss)
i, %% 4 88.0mLI4y B TRT.0LTHh - 1=, CLIZ600~ 1400mg/m2 D #iFH T 58 R,
AUCIH YA BHMA IO TSRS+ A LB 2 bz,

AEOPKIZE X 2 OFHOFE « fEH FEOEG (5HEOER OIEEROER Y 5
DRAEZ I VA | AFEEEOBVNCLOETIRO N7, 2B, #ESNJMAB
AL 0001 BRI ZH5 W C, AGEHTE L TR 2 HiE (B xTHEREROSHIEEH K 5)
TOAREOPKARE S TWB28, EERITAKT 5,
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(B MAERBRE X% L L BEREDSEANT &% JIlPOPK (L. F.POPK),
B rri2 (0L F. PPK2) )

WEE BRI E MR EB RS 3 B0 B UICAE 2 BAIBIRN IS L st
1075 (H3E-MC-JMACiRE: (PAF. JMACHER) . H3E-MC-JMAD#E (BAF. JMAD
) . HSE-MC-JMAGHS (UTF. IMAGHS) . IO VATRS: (UL F, IMAH
A5 . AR OF. MAIER | VAR (CUF. IMAJR
% . IR MAKER T, IMAKES) . IV AMES: (CUF, IMAM
i) . H3E-MC-JMAL#RS (LAF. JMALES) . H3E-MC-JMBR#E (B F. JMBR
B ) ZENT, PP ASENE S Nz, #)lel i B13500313600mg/m2& L, %241 7)1
AT S8 7NV B I 2BEF R CCERR 3 /-, AED b e
ABREIEE LR ESY 1 7 CERE Nz, REOPKIZ. CL, LI S— R A2 D%
MAEM (VO . A2NR—=bAZMEZITS A Q) . KA N— P AL FONTHEM

(Vo) NI A—F ETB2-2NX—bAMEFNVBREZETNELTERENE. &
PENZ A—F I BEEABWHEEOH SRT (BB, 4Eih. S, SR, B %
BT L7c#E R, CLIZCrClogsail, ViIIEBSAIZBE S % S &z, B, AEDOPKIL.
. Fils. Rk e, BUER, fUEECK S, EELBEEERD SNl T,

Population Between-Patient
Parameter Description Estimate Variability
(%SEE) (%SEE)

Clearance

TVCL, base parameter for CL (mL/min}) 43.0 (16.6) 19.3% (14.1)

©1, parameter for effect of CGCL on CL (mL/min) * 47.2 (14.8)
Central Volume of Distribution

TVV1, base parameter for V1 (L) 6.18 (5.04) 16.6% (29.3)

@y, parameter for effect of BSAon V1 ° 1.32(11.6)
Intercompartmental Clearance

Parameter for @ (mL/min) 14.5(17.6)
Peripheral Volume of Distribution

Parameter for V2 (L) 3.38(10.9) 24.5% (24.8)
Residual Exror (proportional) 28.4% (8.22)

* CL = TVCL + @1¢CGCL/92.6 where 92.6 is the median baseline CGCL,

PVI=TVV1eBSA 02
Abbreviations: SEE = standard ervor of the estimate.
Method: FOCE with interaction

B2Y U IWPEBIIELIY T Z AR TCLB43%IEF L, Vidl10% L& L. 2hoo
EAHAFNICARTH -2, BENEHLD bAE < R  §419.3%. 16.6%)
BIR EOBRIIDINEZBRINTNS, FEOCL, ViUV, BFtahiz AEREN

(324 (BT : FERHIC K 0244mgiZ3TE) ~1494mg) TIHARIEELRN 2T E
G, FEODAUCE U Chaxtd HRIZIFI L CHINT 23N TS,

o, MEEEZRERE L TEFIMCHIAR, REOPRMNCLT20%,. ViXIIVaT40%
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ULZE R HDBEE [REOPKICEBOEENH Y | LEELTHEN LEER. AK0
CLEUVATERC & 53213530 bhahoTe, VUL, 5NN & OB b
ETIHERRNZEEBIT NSV EBEZ DNABRECETHRD bR 0D, BRI O
K. ZOETEMA S V2 —VOEWNIL D Z EWNRB SN, BERCCLIZER R -
T2 nb, BEMTOAREDOEDROEWIAEOPKIZER TS O TIIRNWEENT
Wa,

2) HEESARAILOHA

(1) ENERRR RBRES : H3E-JE-MEOL (ML F. MEO1) )

AILCDDP L A% E LIZENSE 1/ TERBRORIEREE (EpahEsEi) 1
BIEERF TH B,

(2) BAERAR FRBRES . H3E-MC-JMCH (B F. JMCH) . H3E-MC-JMAP (UL
T. JMAP) . H3E-MC-JMBZ (LLF, JMBZ) )

LSRR O 2 BN T B R E CEMBRBAEATAER] : 7081) % %8RI A FK500me/m?
ZEFIRMNIRE L72%& . CDDP 75mg/m2% 285 ] AU ARt 5 U 7o BR o 552 SR M IR BE 3 ik
ez (JMCHRER) . ARBRTIL, RREABYVIIERKOEZ I VBred it AILER
SNRPoTEH, BRBREP LY 2 OFANER Sz, PPRENK OFEE, CDDPHHH

WL AEREDOCL~DFEIIRD b hro Tz, VIE30%ET L2 &ns,. CDDPO#F
FIZ LD Cuaxl T KRT 25, AUCK U1l B L Lia W EHEE SN T3, PPRAENT CTHEE
SN 7z CDDPDOPKITARM L DFER L FFETHY (Clin Pharmacol Ther 25: 351-357,
1979, Clin Pharmacol Ther 29: 658-664, 1981, Drugs 59(Suppl 4): 19-27, 2000) . CDDP
DCLIZEIAROZEIIRD by, CDDP & AROHFAICI W TERYBREFRIAEER O
BANDREROTEL VE L5 L5 REVERED bhR & ERIN TN,

Dose BSA AUCo CLy Vi Va Q Vs
(mg/m2) (m2) (ug hr/ml)  (mL/min) L) @ (mL/min) L)
Pemetrexed b 500 1.93 179 89.7 8.17 8.08 83.0 16.25
Between —
Individual 20.1%
Variability
N =170
Cisplatin € 5 1.96 199 12.3 32.9 52.0 312 84.9
Between —
Individual 41.5% 37.9%
Variability
N = 140

Abbreviations: AUCo- = area under the concentration vs. time curve from zero to infinity;

BSA = body surface area; CL;, = plasma clearance; Q = interdepartmental clearance;

Vs = distribution volume at steady state; V1 = central volume of distribution; V2 =

peripheral volume of distribution.

* AUCo-» = dose/CLp.

® All of pemetrexed-treated patients had also received cisplatin.

© Of 140 patients, 64 patients had received cisplatin in combination with pemetrexed and 76 patients
had received cisplatin monotherapy.
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E7z. AEECDDPHHBEOPKE&H Lz iistmg (MRS, R ok
Rid, IMCHiBOBFE SR TH o2 N TN S,

28, BHHIE-MC-JMAUREKICBWT, WK T SF LA T TOEROPESBRI X
NTWBMN, BHAEE R D ORRITEET 3,

8) BEHEEERETCKI 2EYER (RRES  HIE-MC-JMAW (BLF. JMAW) )

$mTe-DPTAMIF Y V7 5 0 AEEAWTEE LR HRE S BEE (GFR) K& TN TiE
ITREFATH (BRREEEEZET) 2Bk L [80mL/4LL E (18#]) . 60~80mL/
4 (13#1) . 40~60mL/% (1581) . 30~40mL/4y (HANBELL) , 20~30mL/4 Gl
ANEFRL) . 20mL/FKE (1) | . KEZ2600mg/m2E B8R 2WHRTHERNES
L. BERBRBBRIIEIEREOEY I DB fBIdHEENTW o248, REg -
HED INSOHMRERI N, 2B, GFRA20mL/Y KO BHEIHS, FEADMRS
BIZETE (GFR: 19mL/43) IZXDEELE. ZOSKEFATREEEOFRBERIESE
FETERWEHB SN, SEEEC B O TGFRA30mLAY A0 B# DO AR LA 1k
.

AEOCLEREIEIU 72 A (CLy) &, GFREIEME., CrClocsal DBIEIHAEEIC LS
WMERL DEH L CrCl (CrCleciam) & DELEIL, GFR 80mL/4Rimd BE Tl E 4
LTI WERBRICH - 248, BHEEEEE (GFR 80mL/4a B L) T 5/ BFIER
Honiahof. . REOCLEUCLAT, PEEOBHERSERS CIIBHETEA
FHDV2LANTHY, mETOHEFBERLHRE () EGFRIEGEKIZHNT HCLD L (CLi/fs-
GFRE BEOBHREZOEEENPEENS EETRIZBWTLNS 21 ER L.
CAE, BREAIERICED IZDONT, KMEE S WRTE U0 IE RO 595
BEPET LD EERINTVS, GFR 40mL/0 L EDBEFIZBWT, AHE - AR
DABFHIIEFTHO, BEMSTEEOFHERERHAIIH L THEREORSEFHEITH
Tzl IntTnha,
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Dose Chnax Tmax Ves AUCo- Te Urinary CLp CL»
(mg/m? (ugmL) (hr)° (Lim? (g hr/mL) (hr) Excretion  (qL/minfm®  (nL/min/m?)

500% 131 0.13 —0.42 9.75 188 44 0.65 16.7 29.8
@=11) (29%) (58%) (27%) (57%) (50%) (21%) (50%)
20.2°F 93.2° 60.9°

(65%) (18%) (52%)

600" 153 0.15-0.17 8.09 228 4.1 0.72 47.2 37.3
(n="7) (12%) (24%) (28%) (39%) (60%) (28%) (85%)
16.5° 95.0" 75.3"

(27%) (25%) (86%)

500" 136 0.13 —0.42 8.99 228 5.0 0.52 38.2 21.7
(n=8) (54%) (19%) (27%) (7.1%) (47%) (22%) (56%)
16.6° 69.6° 38.4°

(25%) (22%) (57%)

600° 138 0.15 —0.42 8.94 373 5.0 0.37 28.1 10.5
(n=5) (33%) (24%) (28%) (9.7%) (9.7%) (21%) (24%)
18.7" 58.1" 21.7"

(32%) (22%) (26%)

400° 94.9 0.15—0.17 9.69 235 5.3 0.32 30.6 9.98
(n=6) (40%) (16%) (36%) (7.1%) (56%) (27%) (66%)
17.1° 54 .47 17.57

(21%) (30%) (67%)

500° 91.4 0.15-1.18 10.8 300 5.8 0.42 20.7 12.3
(n=9) (31%) (44%) (27%) (46%) (60%) (29%) (62%)
19.2° 54.7° 23.3

(35%) (34%) (69%)

150¢ 26.7 0.17 13.1 360 19.4 0.35 6.91 2.42
(n=1) 26.6° 14.1° 1.94°

Abbreviations: AUCo-.= area under the concentration vs. time curve from zero to infinity; CLp = plasma clearance;
CLr = renal clearance; Cmax = maximum plasma concentration; CV = coefficient of variation = [standard
deviation/mean] x 100%; Tmax = observed sampling time of Cmaw T12= apparent terminal elimination half-life; Vs =
distribution volume at steady state.

aGroup 1A (GFR >80 mL/min), *Group 1B (60 <GFR <80 mL/min), .« Group 2 (40 <GFR <60 mL/min), ¢ Group 4
(GFR <20 mL/min), ¢ Tmax reported as range, fnon BSA normalized units (mL/min for CLp, CLr, and L for Vss).

4) BeEEH 2wy (@5E  Illlrorp ¢ F, porD). IIEEPPD1 (21T,
PPD1))

IR AR & BRI G- L 72 GRS 6 ERER O ¥ X Bk fF L72ah
S 1IEASHER (JMACHE, JMADRER, JMAGHE., JMAHREER, JMALRER, JMAJ
B, JMAKEER, JMAMRER) %J5iC (POPDRER) | SUTNSHER L £ 7 2 o &2 44T
L72338 (100138, JMASHER, JMAWRER (£ 77 a7 = Ot 7— % 25<) )
DA T =4 (PPDLikBR) % M2, Friberg® @#% (J Clin Oncol 2002: 20: 4713-4721)
BB, RS EOHREREOHER, SHREE LGPk ORI R AR 5
IZ X AUFHPERB BT A BANEECKA & ORBEZEIC DV TNONMEM % AU CREM =
ATz, RBEAR G O TR OHER IR U.CL Vi, 2 2= R A Ml Z U 75 2 A (Q1,

(Q2) ) . KMz /3= bA L FOSAETE (Voo (Vo) ) | BERTOLPERE (BAS) |
SERIHERER] (MTT) | 54T 2—4% (DS) | 74— F w735 2—% (FP)
IZDOWTET AL L2708 a o= s A o NMEBSPHPK/PDE T VA2 A L7n (B
7 POPDERBATIE2-2 v /S— R A FEFAICT, PPDIEBR TiE3- 20— h A v b E
FIAZCPRE S AT ST, ) . BETLAREE, NIRRT A—F O, (B
FIZR 8N M OHEEE O #ERE (SEE) & FRICT T,

49



POPDER THiFT L7381 PPD1FER CHiet L 7368 &

Continuous Variables Categorical Variables Continuous Variables Categorical Variables

Albumin, Body surface area, Vitamin,
Total protein, supplementation,

Age, Albumin, Body surface Gender, Ethnic
area, Body Weight, origin, Aleohol use,

Creatinine clearance Smoking status, Homocycteine, Ethnic origin
(estimated by Cockeroft- Treatment cycle Cystathionine,
Gault formula using age, Methylmalonic acid,
weight and serum Methylcitrate I ,
ereatinine), Total bilirubin, Methylecitrate I,
Total protein, Total methylcitrate
Homocycteine,

Cystathionine,

Methylmalonic acid,

Methylcitrate I ,

Methylcitrate IT,

Total methylcitrate

POPDRRER DI F 3T A —F

Population Between-Patient
Estimate Variability
Parameter Description (%SEE) (%SEE)
Baseline Neutrophil Count (BAS)
Parameter for TVBAS (x10°/1) 5.05 (4.83) 30.3% (32.7)
01, parameter for effect of CYS on BAS 0.00262 (23.0)
69, parameter for effect of HCY on BAS -0.102 (30.1)
Mean Transit Time (MTT)
Parameter for TVMTT (hr) 108 (2.45) 9.85% (28.7)
63, parameter for effect of ALB on MTT 0.824 (22.8)
Dose Stimulus (DS)
Parameter for TVDS 0.223 (6.01) 45.6% (29.0)
04, parameter for effect of TPR on DS -0.00590 (25.1)
05, parameter for effect of BSA on DS -0.185 (25.5)

8¢, parameter for effect of CYS on DS

Feedback Parameter
Parameter for FP

0.000183 (35.3)

0.190 (7.63)

27.6% (38.4)

Residual Error (proportional) 35.6% (11.3)
Abbreviations: ALB = albumin; BAS = baseline absolute neutrophil count (that is, prior to pemetrexed disodium
administration); BSA = body surface area; CYS = cystathionine; DS = dose stimulus parameter; FO = first order
estimation method; FP = feedback parameter that determines the strength of the feedback action from the colony
stimulating factors that regulate the physiologic process; HCY = homocysteine; hr = hour; MTT = mean transit
time; SEE = standard error of the estimate; TPR = total protein; TVBAS = population estimate (_typical value.) of
baseline neutrophil count; TVDS = population estimate (typical value.) of dose stimulus; TVFP = population
estimate (typical value.) of feedback parameter; TVMTT = population estimate (typical value.) of meantransit
time.
*Estimation method: FO.
Parameters for covariate effects are centered on the median.
BAS = TVBAS + 01+ (CYS-228)+62 «(HCY-9.25)., MTT = TVMTT + 63+(ALB-35.0)., DS = TVDS + 04 +(TPR-71.0)
+05+(BSA-1.81) + 06+ (CYS-228).
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