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BIEIER ORER P FEA OERBREOERE 2k 8210
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2.5 FAEBARNROERE [REIFOTaXy DU XAF LI
UFIVEENS BT 253D UERICKVEREN EF L. ER
REISEHLIENDHSH, ] [9.1.5, 11.1.11 E]

2.6 BN RO ARE NSRS ICEAERREDH 28BE [AFIHhD S
AU AFLUIH ) FIUEEEIR DY Y EFEEZE L.
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2.7 2EARmMOASE [9.7.1. 11.1.8 2E]

28 HELEEDH 5HEE [1.1. 9.1.3, 9.1.4, 9.3.1. 10.2,
11.1.7. 13.1.1 ]
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3EEERL)
AEFOTF)FILT I RICKVHEZEBLSE 2B ENNH 5,
[11.1.5 &)

9.1.3 7ZILI—ILZEEHRE
FEEFHobNPI <5, [1.1. 2.8, 914, 93.1.
9.3.2. 10.2. 11.1.7. 13.1.1 ]

9.1.4 8 - (RRBIRE - BREZEEICKDIIWIFFURZ. B
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9.3.2, 10.2, 11.1.7. 13.1.1 2]

9.1.5 FRIAARAEDEZE
AKEFOTORAY IV AF LY IV FILBENET AT
NERIC K DIREN LR LU IEREB(LSE A ENH 5. [2.5,
11.1.11 28]
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ZmEABE(IELBZNTH D,

9.3 iTiEElEE RS
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1. BIfER
WOBWERNHS5DONB ENHHDT, BERZTDITIT,
BEEFRDSNIBEICEIREEHIET 7% ) 2 UE 21T
HT o

1.1 EXGEIER

MNA12avd, 7FI745FY— (WITNHEEEAR)

MEIR RS, S5, MERE. SRESFHoDbNEZ LMD
Do

11.1.2 thEMREIEIERIAFAE (Toxic Epidermal Necrolysis :
TEN) . FEIEFERRARGEIREE (Stevens-JohnsonfElREE) . 2%
NFEERZTHERBEE. RIBRMERER (T bHEERE)

11.1.3 EXIHBEUEEIREE (BHERH)

MHEIRE LTRSS, RES A SN, FICHBERE, V3
HifEAR. HMBRIE. FEEERIEZ. BAD) VOSEREREZ S
BREOEELZBBIERS SO DODNEENDH S, THB. b
ANURZT AWV A6 (HHV-6) 07 AV ZOBERELE D
ZENZL BERIEBBLRE. RE. FRERESOERY
BD2VIZBELT A ERDHEDTIERT S &,

11.1.4 BERRMEM. MMERREL . S|EBREREE. SMmEEm.
MUVRRIS (W3 SEEERER)

[0.1.1 ZHE]

11.1.5 REREEOFRE HERH)
[2.3. 9.1.2 =&]

11.1.6 BB MR, FEERMAR (W N b HEARE)

WL, PETRIREE, FHE, HEFOREESRDO SNIEEICIE.
R M ICHIERX AR, BERCT. M~ —H—HOMEZERT 3
&, BEMSTADOSN-ESICIIHRSE2HIEL, BIBEEFRL
EVRIOBREGEOBEY 2 MEZITO T &,

11.1.7 BIERFR. FFEREIEE. BE (W9 b HEARE)

[1.1. 1.2, 2.8. 9.1.3. 9.1.4, 9.3.1. 9.3.2. 10.2. 13.1.1.
13.1.2 8]

11.1.8 ZLURRATEAEIREE (SIDS) . PL\RIBARISMEIFIRFME (W9

NHEEEAR)
Tuxy T sIFEE/NE (IR TS L5e, AR
ZESRFEREMRRE (SIDS) K UYL RRERREHENE TR H & b7z
LO®EPHBHY . [2.7. 9.7.1 BE]

11.1.9 BMEHEBXR. 2UEBEE (LWIFNLHFHERH)

[9.2 ]

11.1.10 HEIARRIRRAE (SHFEANEH)

WP, B CKER, MAEKPRPIA 7oy BRER
METHEUHRMBIEN D5 DNEZERHBEDT, TDED
BISEICEREE R L. B AMEBEZTY I .

11.1.11 R/AE (BEEAA)

BHAEREEN S SDNEIENHHDT, BIMER. BESED
HOONIGEIZRSZ2HRIE LGB ZAEBEZTHS 2 &, [2.5.
9.1.5 &)
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ERCE S|
Tz ) FTIV
RMEEW. Z8%
i DA%

g AR - AHEICH Y
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13. BEKS

13.1 fEIR

1BAN 7L N7 I 72 OBEERSICED. K - B - 05
DG (FIHER © B, BH, T, 25888 -
TEDWENDH S, [1.1. 2.8, 9.1.3, 9.1.4, 9.3.1. 9.3.2,
10.2, 11.1.7 ]

13.1.2 BAEREAISCHEAERAEOEAANICIE, T N7 I/ 7
VEEDLLOPHD, KRHETENT I T oXIEFORE
HlED@BRAZMHBAICED, 7T I 72V OBERSIC
K ABERHEESRET A BENSH S, [1.2. 11.1.7 ]

13.2 &

TE N7 37 vEERSRKRORE (FFREOBEE) 121X,
TEFILIATA v DRE#ERBTH L,

15. ZDhDFEER

15.1 EERERICE DK B

1511 AFlFO7E v 73 72 > OEPULE (7 FEF)
ORHKREICLD, NBREEELIITIELHHOT. BH
BE2ETH L,

1512 BZ R UVBEHESEDBE 2HRHE L/ 25, KElFhOT7
NP7 OELUEEY (7T ) BEEEERH - K
IR (B : BARAE1.5~27kg. IRFABRK4~30F) LT
AP BZNEDREDH 5,

15433 —=F >V VAl (REIFOTORAT I AF LIV
FNERIE) X7z /) FT7IVRIEEM. 7FuT ) URILAE
MEICLSOFBMBEOAEEES (BREIAFAIT) 2@
HWER LTV, HBEICE->TIE. 20X IERZHE, B
fbs¥22 855,

1514 KEIFOTaRY IV AF Ly I8 F)UEEE I HIHEH
RET A0, OEFICESL i, BE%E. MEESICX
BHIEMFER 2 AEHLT A ENDHEDTEET S &,

1515 EX T 0+ RHEREER = BRHERRE ShThaHic
BT, —RFHNLEARENREDO SN EDRENH S,

15.2 JEBRAREABR ICE D < 53R
BEIFOT7E T I 7 OEMLEY (723 EFY) &
Rl - RERESL-#HYHRR (VA Ty ) T, BEBERE
DEOOENTEDRENH 5.

16. ZYE)EE

16.1 MGEE

16.1.1 BV FL7 I REEERAICEEREEREOKRE L&, HUF
L7 3 RROZOREWIELS~ 2B NI ES MR EEICET
%5 (BEAT—%)

1612 7t b7 3/ 72 310~600LINICRESIMABEIE LK.
SEFRIBICIAICIZIFE A EHETERL 30 FHEAT—Y) .

16.1.3 £ FNEIE MR
< FFEAER EPLECAERZ, 70+ —N—HIc LD Zheh 2g
AR P I e R AR S U ¢ MR LR EE & HIE L,
BoN-EYEREST A —% (AUC. Cmax) 122\ T 90%(EHEIX i
\CHREHEIT 41T - 72455, log (0.8) ~log (1.25) OEENTH Y,
WA DA SRS SRERS N D

<HUFILFIR>
HIEINT R —% SEINTG A—4
AUCq.4 Cmax Tmax ti2
(ng - hr/mL) | (ng/mL) (hr) (hr)
~)F¥T 1727242507006 +24.9| 0.48+0.02 | 0.53+0.05
ol 225, 64249 0.480. 530,
PLECEER | 712.6+165|699.5+21.4| 0.52+0.02 | 0.48+0.03
(Mean £S.E.. n=12)
~ 800
3
2
il 600 —— U FECE
i o PLE AT
2400
h
)
B 200 -
&
g
08 ; : ;
0 1 2 3 4

%Ml (hr)

<FENPEZ/TI>

HEIRT X — 5 BENRTA—F
AUCq5 Cmax Tmax ti2
(ug-hr/mL) | (ug/mL) (hr) (hr)
<V F)
i & R 28.2+0.4 11.5+0.3 | 0.75+0.04 1.9+0.1
PLEC & FER 28.2+0.5 11.5+0.2 | 0.77 £0.05 2.0x+0.1
(Mean £S.E.. n=12)
12 ¢
£
gm b
i
8 g | —— U TR
'}\1 PLECS FERE
r‘ E .
Q
i
N
& 2
23
L= |
0 :
0 1 2 3 4 5 6 7 8
B (hr)
<EKHTTA>
HEINT A —% BEINTA—%
AUCq 4 Cmax Tmax i
(ug-hr/mL) | (pg/mL) (hr) (hr)
<V FF)
il & R 51.6+1.7 6.8+0.1 0.85£0.06 3.1+0.2
PLEZ& FERL 542+1.1 6.9+0.1 0.79 £0.04 3.4+0.1
(Mean £S.E.. n=12)
7 -
6 L
—— USRS TR

--o---PLECS ¥EH

Migrh KA T A A (1 g/mL)

24

B (hr)

<TOXRIIIAFULYIBU FIVEE>

HIEIST A —H BEINT A —4
AUCq.24 Cmax Tmax t1/2
(ng-hr/mL) | (ng/mL) (hr) (hr)
< FF)
i & R 442+1.4 5.0+0.2 4.0+0.2 44+0.3
PLEZ& FEAL 443+1.1 5.0+0.2 4.2+0.2 46+0.4

(Mean =S.E.. n=12)

—e— )F RSN
---0--- PLEC S ¥a¥i

18R E (ng/mL)

MIFhTOART U AF LY FILEE

1I2 1I8 2I4
5 M (hr)
MEEREL I AUC, Cmax B0/85 X — 513, WHEDBR,

ROREEEL - REEOHBRIMIC L > TR LWHEMENH 5.

0 6



16.2 DRI

16.2.1 U FL7 I NIREORSGEREDLDPITIT LA EPHEILE D SRS

ns% HEATF—%) .
mzzYtb?i/71yuﬁu&5%ﬁ%ﬁuﬁk%#6mWéﬂ
%0 (SEAF—%) ,

16.3 9h

FIUFLTIR, TN T7 I 72 VI3RIE, B ICIEEAEDH
Bcnfid 550 (HEATF—%) .
16.4 {4

16.4.1 ) FL7 2 NIGEFHARZROKSR. MIGBETIZEA LTS
ICAEEREICRBS N, FFRTHEEANRZ2 255 ,

1642 7t +7 3 7z Y RFFECEIC/ LY 0 v EEaaE, Ak
ICRBIE NS, /-, —EIECYP2EIZIC X D/KER(ES . N-7 & F )L-
P-RUIF ) A IV ERZHN FFRANTT VY F4 U iad %%t
ANHSY—VEERBS ,

16.4.3 517 = A VIZCYPIA2IC X BB A F AL R OBRILIC & » TR#EE =
Ny AFLFHUFUddVIEAFIVREER29 10

1644 FURXAY D VIEFBCEICTORAY DV ZANAFY REFAAFIL
Taxy o icREsns )  FR#ENCIIFEICCYP2D6N ST 5 12)
(in vitro)

16.5 HE;ttt

16.5.1 5 1) FIL7 I FIZ24RRLIPIC B [EFE O 58 D90~ 100% I3 R
ICHEEE MDA, KRELAEOHRRIZSBLL R TH S5 HEATF—%) .

16.5.2 7t b7 3 7 = VI 24B R LINIC B[R 14 5B D RI85% AR
ICHEitE N B0 (SEAT—%) .

1653 W7 A VIRAFILFHUF UHBHVIEAFIVIREEE 72> TRAIC
Pattsne 10

16.5.4 70 X% T IZRHIC
Enasll

17. ERFRARIE

1710 BNERURLMEICET BHER

17.1.1 ENERARAER
TIREREREE L ZEERHERBE TOERISERIIRO LB
DCTHolco YUFLTIR - TEINPI )Ty - BRI TAY -
TURY I AF LY IT ) FUBEREGEMT (UT. ReaEk) 7

BEELTTURY IV AN AFT R
GHEAT—%)

TR U THERICT SNRRPSHER SN .
x ERIREGE
[(hEgit 77K
REIR SEFEH/ WER SEGIH*/ ER
AR ERFIR RIIEL (%) AR FF{0 R (%)
&it 63/73 86.3 45/66 68.2
5B 44/48 91.7 23/44 52.3
LEEELE] 53/64 82.8 37/57 64.9
Bt 41/45 91.1 34/47 72.3

¥ HRE 2HRIC, RERATHA - B L 7ER] 2 dEER & Uiz
BITEFSEBAHE X 3.8% (3/80f1) TdH -7 BUEMIE. BD 2.5%

(2/80f1) « BER. 78 1.3% (& 1/80f) TH-7213
18. FEMZEIE
18.1 fEFER

FUFLT IR (BPUFLEBER) &7 b7 /)72y (73 )72 )—
LVFR) 1. RMIME ZIKE L. BOMEZBAIC L TREMEL, £1-
SRR AT S 0, T 1A DR EES (R R R 2 E
FICTH , FuXyT LR, T2 ) FTIUVROF RS I VAT
e 2% I Ef%2ET 519

18.2 EIB{EH

18.2.1 $8/E{ER

THFEAVEZRBET, YUFLTIREAT oA YOFRICEDER
PEF DB TR 57 10

19. HRMS CRY BEILZHIR

19185 UFIL7ER

—MRIIRFR: U F L7 2 R (Salicylamide)

{34 : 2-Hydroxybenzamide
2FR 1 C;H/NO,
SFE: 137.14
W RV FUT I NEHBEOBEISEEEORERT, IKBLEY
BRIZ 72 Ve AREIE NN -D X FILAILLT I RICED TEITR
<. TH =) (95) WKBET®RT L, FuLyrya—i
ICRDBETRT L, VIFILI—FIIRREIFICL L, KX
37 00RVAISEFIC W REmFKER{EF b U AKIC
B 5,
{EFEERN
Il
C—NHo
OH
Al s 139~143C

192 7 b7=/7xY
—WRH9RFR: 7 7 3 7 x> (Acetaminophen)
{E%¥4& : N-(4-Hydroxyphenyl)acetamide
5HF 1 CsHoNO,
SFE:151.16

M K777 EABOKRIEREEOB R TH B, K
FERX Y ) —VXIELT Y ) —)b (95) IZIBETFRT L, KIZRR
BFICK K, YIF LI —F VIS THEIFITL Ve RFIEK
Bl U ARKICIET 5.

{EFiEE

OH
0

H3C )J\”

Bl m:169~172TC
193 BKATTAY
—H%#9RFN : K57 =1 > (Anhydrous Caffeine)

{E%4& : 1,3,7-Trimethyl-1 H-purine-2,6(3H,7 H )-dione
SF: CgHioN4O,
SFE:194.19
M R EKHT A VIFABORERIHET, IKBVWIER L, K
E, REIEZZ ORIV AIETRT <, K, BEKEERE IZEE
e (100) IZRREFIc< <. ¥/ =)L (95) XEYTFL
I—7)UIZETIC< W AR 1.0g 27K 100mL 12D L7z
@D pH IE 5.5~65 Th 5,
{EEEE
0
/CHJ
H30-. N)
* N
CH3

Bl = 235~238C

19.4OXIIIAF LY IYUFIVELE

—RREIRHS . TU XY VU AF L IVH ) FILEE (Promethazine
Methylenedisalicylate)
KBIXDAF L VP ) FLBOFBEEDREM TH
2o
%1: (2RS) -NN-V AF)-1- (10H-7 = ) F7 Y -10-
AI)) FaISr-2-4 5355 -AFLrY (2-k RaFx
IRV I—}H)

2: (2RS) -NN-Y AF)-1- (10H-7 = ) F7>-10-

AI)) Ta)Nr-2-453I235-AFL Y (2-k R+
IRV I—})
%31 (2RS) -NN-Y AF)-1- (10H-7 = ) FF7 Y >-10-
AN) Tar2-45323 B3-ANAFT-4-Rafx
IRVII)55-XF LY (- FEF IR I I —})

{£%¥&: *1: (2RS)-N,N -Dimethyl-1-(10/4 -phenothiazin -10-
yl)propan-2-ylamine 5,5-methylenedi (2-
hydroxybenzoate)

21 (2RS)-N,N -Dimethyl-1-(10A -phenothiazin -10-
yl)propan-2-ylamine 3,5-methylenedi (2-
hydroxybenzoate)

*3 1 (2RS)-N,N -Dimethyl-1-(10/ -phenothiazin -10-
yl)propan-2-ylamine 3-(3-carboxy-4-
hydroxybenzy) -5,5-methylenedi (2-hydroxybenzoate)

FFI: k11 CygHyNLS, - CisH O
*2 * C34H40N4S; - CisH 206
#3 1 Cs51HeoNeS3 * Co3Hj309

SFE: x1:857.09
*2:857.09
*3:1291.64

B R ORIV URAF LY IT Y FILEREIL A G~ HE ORGSR
@ﬁ*f%é AimI3EERE (100) 1ICBFRd < T8 -

(99.5) IZMD THEFIC < AR Y IF LT —FLICIEE
AT R,
{E2EE

H3C \M/ CHs

@cfi

#* 1 :n=2,
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