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UEEN A DT 72 DITTER 2 BE LN 5 HERFR1 H i85 200~800mg D 1~ 3[m] 43 E# O B 5129~ 5.
72 AFEE ERIC X 0 i EIE D,

HZERUVHAEDERTEREE - Bl

BRFIRIRIC IS T D REE Y T 7 2 O# G-I, BRZVE. BWEH. Mg ) 7 U AREICER LN 5, KIEH]
FHICHE STz, FORE, SEF O H % 581X, 400~1800mg, #2600~ 1200mgD T4 L, Z D4
i U F U LAREIT0.4~1.2mEq/LICHERE S v, ZOHFPERNTIREEY F 7 22 EHT 51 . BT 2FIEH
IEKER Gy, —RREORWER TH 2 Z L BB LISz,

R ) F U LORGHENCE T 2EWERNQERMIEY) T LARED ERICLHEEZ N2 ENDDH,
WHIZ1Z400~600mg/ H D H-ETY 77 AEEZBM L. DRERERZBIEZE L2N D5, 3HZ2V LA O
16@ ¢ F £ 4200~ 600mg 3>l L C Bl a2 % E T 2WEORAN D S Tnah 2]

BN DT 72 DR, BRHARE OG- 26T 72O BIER O TR R LA S HERF&:1 H200~800mg |2
i L OER O BB IR D = & b s 2 9,

PlEns, V<20 HELOHENEE ST,

RERUVHAEICEET 5 EE

7. BERVEEICEET 5FE
WERGICE 2T HEZEZTZENHLOT, BEVHSUIHEZHE L & SITITHRFFENREDLE T
FLAMICIEZ S El2, #ERFEOBRGHIZII2~3y AIC1EZD 2, Mg Y 77 AREORIER I H
SE NI TEFEFME LN OEATL 2L, B, MEY T U LARES ERSEHHERE (BAFELOKY
BEEARE, BAZEZ LT VIREE, JEAT a4 R RERAISE O MR E E5 28 - 3 alaetEnd
LEFN OO P BmOMMERIEO G HHEAICIE, MG Ty LMREZET S L,
(1) MyF Y F 7 LREN1LSmEq/LA 8 % 72 & EILEARIER OBIEL 2 +53 1217V BT U TR SR
WEOWELZITH Z L,
(2) iV F U AREN2OMEQLEBZ 2 & I TRERGICLA2YHEEZR T EBHHDT, WET
S S R R
(8.5, 9.1.3, 922, 9.8, 102, 11.1.1xM]

KIW) & ARG LT & & OTEFIRRICIR U D PRI D Z Lo i PREORERFEHERL O T, BB/ E
WIERTH Y, MHREOCE=X I 72 LT D, — RIS E R G RO REIR G EFHE L 75,

(fi#z)

VT T LAOEMERIME Y F U ARE L EERBEGEADH Y AFORGICEEL X, MY 7 U AREREICX
HE=ZZ VU ITPRETHD, 03~12mELEENAZIMIGY TV ARETHY | EHER L INBEE
BrRAM UL, FEROHEICHE L5 & T2 ORBEORED ER SN D, Bk 5 EIXER SN L0 3k
E LG Y F 7 MR ITEER G IEORETH 5, s, R L MG O U F 7 LREIZIT AN 20,
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AERICEY HIEE

(1)

2)

3)

(4)
1)

(G SUIHREAZEE L &) OmiE) F U AREE, ERRKEBICET S ETICBLESHHZET S
7o, HERFEARE D ETOMMEIE THRRICIEZD &) L LTIEY F U AREZHET D Z &,

(HEFF RO HH ) 1T, FEEOIRBLZ RIRICHI S T20I 12~3 5 AIC1EmZ D & | & L@ -2 ez,
PR Z ER SELERR, U F U AP HROMBIERARO 5N LSO MEY F U LARELZHES S Z
&

[ PR R HE
BT — /8y — D
DR L

SHREERR
LB L

AR RGRRER
LR L

FRELRIERER

BN ERRIIEER ¥

H B 2 BRER U U ADOBRICH T HIRRICE T AR E., BERAZR EOBEREI LT 5,

RBT /v . —EE R

X G NIRVEEE T, B O ORI 2 BRREE, JEHIMERE . RIEIEYR O WL & 2 S e BT
RIER Y F 7 LA GREISGE], 7 T a~ Y o GR35

FRRGIE © 135 L 65T AT

FRBMEE « 5505, SVEMER R, B, TADAICHE L -ERREEDBRE, WOAIHELX AT HBE B
PR, GDRE. FARIRZE OO NZWERE, FERW . HRE, EIRE, SR, iR R B

AR ITIE © RIEE Y F 7 5600~1800mg/H . 7 1L 7~ 150~450mg/ H & 3~5 [ 5

ERAEEE - R EHE - IR E R TRICB U 2RBOEEE 2 I L, IRESEE () FEHGGE,
Q. Q)evdE, AZE, 5)# ., (O)WGEOENIZEL (528, REWEBE~DE) D
6B TIRAHITHIBT L7 b 0,

fE R EROBHESFHIEICBW T, RER Y T AR, B O OROBRIRIEIZKH L, BN R E R LT,

R4 Aoz (%) [BELl k]

IRERY F o LR ERE ] 67.6 (25/37)
VA=Y=t QA S ER LTS 47.1 (16/34)

BIWER : kIR Y 70 A B GHEOEZEWERIZ OB 30%) ., EE 27%). BE (22%). i (16%) .
[ (16%) ROKEZES (16%) Thotz, 7 AT~ RO ELRIEMIL. BE (44%) .
R 38%). M (32%), 562X (32%), 2H< bA& 27%). REk (24%). HFEW 21%).
IER (21%) . REZEE) (21%). (HfE (18%)., BEKCRIE (18%). MEZE(L (17%) Thol-,
EL L L EARBREWEALOCEEZBERITRO behoiz,

) AFOEBINTWIHIELAOCHEIZ, LToLEY THDH,
REEY F U & LT, BRATIHIER1H400~600mg L » BitA L, 1 A2~3[ENZHERR N 572, LAE3H 2 L1ERM
2, 1HBEH 1200mg % TOTREREICHIE T 5,
BENH LN DITEREZBE LN b, HERFEL H B 200~800mg D 1~3[EI43E#% 1 & 5135,
7B, A, ERIC X D E TR S,
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V.

AERICEY HIEE

2)

(5)

(6)
1)

2)

)

RLMHB
LB L

BE - BEIRB
YR L

AEAIEA

FERARERE (—REARGERAE. BEERARERE. FARBHLERE) . RERFET —2—2X
RE. HERFTERERABROANE

PHTE S FEOHFERDPTEOTDITIT > B OKGRF BT 2REDO R HTIEBET DA R7 A 12>
W) CEASH6H 28 H 3K2ei5455)  TEEBR SR Ol il i i AL 3 O S T iEICB T 2 0 A KT A4 >~
(ZOWT) CPROEIA2TH 3EL5E3475) | GPSPEGICH D A - slRZ 920 L TV,

AREHLELTERTFEODARXIIERR LI-HE - HEBROBE
L7

Z Nt
AR N L 72 T B EGRER & & o R AR N OVl R A O I L T 0@ ) TH o721,
B4 Hih®E (%) [H%hLh k]
B 76.5 (336/ 439)
Bk 5 DI DB EE 71.9 (728/1,012)
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EEE(CRHYd HIEH

2.
(1)

(2)

3)

EEPMICEES DIEEMR LM
HLY F U 5, ZOMATED ) F U A GRHARER)
EE : BEOH 5 LAMOBREUINRET, RFOETLSNIRMALEESET D2 L,

I {EH

ERERL - fERMRF

U F T MEPRGRESRICE T D, NATEBIR, DAMEENR, S-HTEBRICH N T, DS T EAITFICR S b
DIF7RL . %L DIEMPEEHNCEE L TERT 2 b0 L HEH S TH 510,

*‘?%ﬂ%{i%%g@{kéﬁ j(‘j‘j‘}:)ﬂzﬁﬁlo) Py
VI T RACBTLIMNE ) T IVOBBELY FULLEOEFEE E L ——
Bz, =
OIUNT 2 > ORI E ,fﬁ%@#
@. @ FFANEDOT I VRIS T S EHIEA~DT 2 o i T i
e & MAOIZ L 2 /e Sék (—i¢7zm$
@ F 7 A BB~ F AR e ™ e 2
OIEMET 2 v DOFRLY JABEHEEH N Frsbpisv=z #
®. (Dadenylate cyclase°cyclic-AMP72 CIZ/EH L, 7 2 24 5% ray
RO S ER L bl

7)—>

ko7 240

EhEEf 1T SRR

1) A 3 E b R
[l 7 = VE M OAnimex T, U F 7 40.54~2.7Immol/kg/ H 2~ 7 A (ddYRKE) (27 H MK s 5 L
723546, HERED BRESMHINED BN S, L, BEGEEETCIEHIMEIN AN Enb, Z0)
HIHERNI A AR EIC X2 DO TIERWZ LRI EN D,

2) B MERRY) (26t B FEHU/E 1Y
<~ Z (dANZHE) TliX, AF 72X I, ARAD ) VEQRBMEEY I LT, UVF o L3EHER %
ZT—\‘j_o

3) el [l S A
SidmanBIRMERIBATENC VT, U F U NIFEEBH L OART v b (Wistaskife) 12, BIEERS %
WL SE D,

4) B4 TR BRI

Foot Shockd % \ M EIsolation(Z L » TAT B~ 7 A (dANRIE) ORIFITENZX LT U F 7 AX5EWV-IHITER
Zas L., EDsold45 %, 149, 0.75mmolkg T 5, £/, B ¥ L7 —{EMIZTH,

VE R IRRER] - iR
MM ERe L
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VI. EYEREICET SHEE

1.

I AR BE D #E 75

(1) BELEDGOPRE
Ifig Y F 7 A3 F0.3~1.2mEq/L'Y

(2) KRB CHEIN-MPEE

1) HE#EE

BEBERL I IR U F 7 5200mg A % BRI A% 5 L2 B A DK /8T A — & LN FIRTY,
Cmax Tmax Tin AUC
(mEg/L) (hr) (hr) (mEq-hr/L)

A (n=5) 0.22 2.6 18 2.26
REEY F 7 5200mg  BZHEREREAEL (n=5)
mEa,/L
L ]

L]

F iR b= J =

S [N —| 1 1 1

0 6 12 18 24 5
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VI. EMENREICEHT HEE

TR BRER U T 7 5600mg % 351 73 Bk A & b L 72 G52l 0 IR 512 K 5 G IR EE OMERF 3 - B,

51 A4 B 2455 H 1238\ T 6 0.20mEq/LOJEEE 2R L7219,

JRIEE Y 7 5600mg  3EI3EREROES (n=3)
(R ITRIE Y F 7 L ERE A2 RT)
(mEq/1) °

0.4 } * "

&
=
-q
£~
i
o @ g 12 18 24
4 4+ 4+ R
HEANT—H)

BEITRIE Y F 7 5600mg A HLEFE 0 85 L7 3A 0 ifig U F 7 L OHER 2 DL T IR0,

IR F 7 2600mg  H[AHE S (n=10)

070
0.60F
0 so¢

040

V) F 7 A HEEE

C30F

020F

o (o] o

' A ' ¢ b
024 6 8 1012 24
W

15

48



VI. EMENREICEHT HEE

2) MiE#s

REE) F o LAIRMAE L MIFEY F v LEEORMRIL., IRIEFITERICH 208, [EAENIEFIZRKE VY, B S DF
DEIREE . TR BE 35T R Y F 7 L A 400~2,400mgik A% 5 L7 & X ORI & & g U F 7 AT
TR0 Y Tho72",

. ng i U 5 A (mEq/L)
400 0.14~0.20
600 0.15~0.58
800 0.35~0.65
1,000 0.58~1.40
1,200 0.65~1.33
1,800 0.78~

Flo. RN LML KEE Y F U 5400mg A 123 6 (211 EhdE ek G- L7235, iEd ) F o A REITSH
H &0 EFIREIC 27217,

FRIR Y F 7 5400mg/ 120, 11[EDE KR 1 %GR

MAEF Y F o LAREHER
(n=1)
l!.l‘gg: 'i Fa ."'1' f“. ?:! r‘. F'Q r\\ ?“
0.60 - O AUEE BN N AN RN
L~ L3 T ‘I‘i‘lll'p‘i‘l‘ll|l‘lq.‘!
gourh AN H VNV
E iy N
%uzu-é : .
"4 010} .
381 S S T T T R O O O
W 0.06F e
= 004 F
+
e
=
L L i i 1 i | i |
10:00 10:00 10:00 10:00 10:00 10:00 10:00 10:00 10:00am
0 1 2 3 4 5 6 7 8
BEmEEO B

SRR, FEHED & KD 7= W LR 3T A —
A2l EADNTa L a—FZ—TCFHl LT BEHR

) RFOABINTWDIHIELOCHEIL, LToEED ThD,
REEY T A E LT, RN TTILE R 1 H400~600mg L U BAAA L, 1 H2~3ENZEIRR NS4 5, LIR3H 720 L1IERM
I, 1HIBEH1200mgE TORREICHIE T 5,
WERA LN GIFEREBLEZ LN 5, HEFFEL H @ 200~800mg 1 ~3[a] 43 FI#E O B 512 W7 5,
B, A, ERIC X TR S,
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VI. EMENREICEHT HEE

(3) HhEE

(4)

(1)

(2)

(3)

(4)

(5)

(6)

(1)

(2)

Mg Y F 7 LREIREGR S L CEFRREBIZE L2 H & OFHORERENMERIC SN TN D, —REIZIES
RN LSmEYLAZ B2 5 & ke S,

U F U LHRENRIE LT VR

U F U LiGEE A RHIMER LT
HERFEMIER O T2 DI H KBRS 312725 UF U LEHHRGIT L BHERT
FEARIEAR S U F 7 L g IIE IR 2 B B NN X 2 BAEREIR T
FEAEIRIC & 2 KR g 5 EIR B OB
ORI & U F v L OB RRE FEAT v A FUEFRIER], FIRA L & ORMESG
(U F U Lk L OGRS O BEHEIR DR N U F SR TR
LHEEAIHER EEEL L TW D 720) BiACIRRE, EHEEDIKT, HEER
IEER B IR E D 77E TR U D LR
U F U Ll ERE SEAEEDIPPN )i

BE - AEORE
YR L

RYRERA/ AT A —4
Rt &

- N— N AV NEFIL

W% YS9 & 7E 3K
1.84 hr! (fdEERR A 1451, 400mgHL[Al#E 1§ 5-) 17

HEEETEH
0.038 hr' (R A 14, 400mgHa[ElfR ¢ 5.) 17

2VTF7SUR
YT T A 0.6mLkg/min (BEHERA ], 400mgHi[aI#% M%) ¥

DWEE
0.84 L/kg (fdERER A 141, 400mgHA[mlfE (14 5) 17

Z it
YR L

BEH (REaL—Yay) @i
AR 735
AR L

185 4 — S EHER
LR L
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VI. EMENREICEHT HEE

4.

(1)

2)

3)

4)

(5)

IR 4%
NAFT AL FEY F 42
100%

WS
(%)
B, B BRI DRI S 52,

Xl
1fn it — i BE P @ 4
UF U LIMRATT D, (VLS. (5) ZDOMOMEEA~OBATIEDOHS M)

% — R AR BE P @@

HEAT—4)

UF 7 NIRRT A @iET 52,

Ve R VBN A IR AT E TR U 7 2900mg/ H 2% G- L= & Z A, itk ORBLO MG ) F 7 AR E I
0.9mEq/L T I #2FE & % 720.9mEq/L CTd» - 722,

Fit~DBITH

PERRBF BN IRIE Y F 7 5600~1400mg/ H 245 L7z & 2 A, JUtH U F U LREIE, MY F U LREN
0.8mEq/L < HWVE TIZME Y F 7 AR L IZIEF CEE7R L2 Y F 7 LREN EF-9 52 hilig Y
FULRE LD & (KL Lot

) AKIOERSN TS RELOHRL, UTOLBY Tho,
BERY F 7 AL LT, A TIAIEE 1 H400~600mg & 0 BAA L, 1H2~3EI 45818 0595, B3 A 20 L LER
R, L H @ 1200mg E T OB T 5,
WENA DN DITEREBE LN 5, HaRrR1 B EH200~800mg D 1 ~3[mI4yElkE 0 512+ 5,
¥, ARl ERIC X D EEEEET S,

BRA~DORITHE
REE Y T 7 5600~1200mg/ H 27 H DL B fe 5 U= 838 (1761) OFER IR X iE H R E 00.15~0.28(%
Tho?,

ZT DD~ DT

PRI T 0 LA D R LB U7 C, AR EEHERE 3 — B2 72 5 B FIRAE T OARMERNIREE 1, 4
T EE DHI50% T 517,

FEANT—%)

U F 7 MRS RIBREE O EE 2 0F 58 L7238 C, SIS o U F 7 AR EIX1.38mEq/kg & . [RIREA
WZBTHIMIEF U F 7 AREE0.S5SmEq/LOKI2.5M5 Th 0 . IEEAMRIZ U 7 U MLEWEFIME 2R3 "l gEMED R
N TNDS,

(7w K)

7 v~ (WistarsR) (Z/REEY T A100mg/kg % HilmI G52 & FURAR, FTEE, BEA~STESCHICBITL,
AR LD S EVRE 272, KM, fFAA~O Y F 7 AOSARITAER T, mARE LRSS L <kl
TTHo W, Fi-, 5, 12, 19HBREEY F 7 2100mgkgs KER G LI-HA, A X0 @Y F 7 L
FEMHMER S lgamiE. FRIR, B, MTh o7 B,
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VI. EWEIReICBIv 5EE
(6) MIFEEHEAE

MR & 1EE A SHEA LAV,
6. fUE
(1) ARBHER R USRS

2)

3)

4)

U F 7 M A Z T 2020,

REIZEBET 5EE (CYPE) OHFE. F5F
MM ERe L

DEEBHREOHRRUZOHE
LB L

REYDOEEORERVEEL, FHELE
REERR L

Bt
Bt 7
U F U AOKES LRI S5,

Eﬁﬁlﬂ‘%m‘ 17)

TEFER R Y F 07 A Z AR O L7 & X 200mg T4 LIS B 58 D #160%75 R T I PRt S

7219, 400mg TIX 1285 £ TITHG-E0D94.6%705 R I Rt S 727,

PR
GHEANT—4)

g ) F 7 2 15mEBq/ H* & 12 H MKER O &G4 2 L 5~6HBIZ U F 7 AORSH PRI E LG k& )
F U AOPRINT2720) L3 H B CREICED L, F2MIChzoTY 70 L08R H 572,

%H#9500mg/ H

PR Y F 7 2 15SmEq/ H 212 H B SRS 0 ¢ 55 D
B MNRPYF U LPERE (FOLE)

15- - L_r-l__r—
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VI. EMENREICEHT HEE

8.

10.

1.

S U RKR—42—ICEAT 518
MU ER L

BHFIC K DBREER

MIEEHT

TPERF AR A D 7= 60 VEERT X 0 MK FENT 2 B AA L 2RISR O MENT 217 > TV 5 B I ENT B OF i
THP OB RN TRIEY F 7 5200mehe & 1583 04la] (& &, stiRal, Beatk, Ba%) . 31800mgHk
H L7,

ZOFETHREG LSS, ) 7 U AREIFIROFENTERTTO0.7~1.0mEq/L, #EH& T# T0.2~0.4mEq/LC
B, MY F 7 ADTO~80%BEHIC L - ThrES NI LT 5 WENRD 5.

) AANE, ROBFITETES LenZ &
2. e ROBFIZITHREG LN L)
23 UF U LAOENIFREEZRZ LT WIREBIZH D EE [V Ty 20BELZERT BTN H 5, ]
231 BEEDHDEL [92.15H1]

LR i

m & W & VFULAIEERNTA AL L TWB DRI 0,
AT URWRNE - VF LA A DOFMMENMELS | EHTH D,

BENDE=ZET58F
MY ERe L

Z Dt
LR L
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. £t (EALDEESF) CEATLHEHEE

1. BEABREZOER
REINTWARN

2. BERABLZTDER
2,22 (ROBEIZIZBRELEWNI L)

21 TADAEORGERTE DL 2 BFH MERFZHEIELIZLRH 5, ]

22 EEROVEROOLEE IERAZHEL, EEROHEREEZ ISR TN H 5, ]

23 VF U LADENIFEZEZ LT WIREBICH D EE [V F U L20REEERT I IBENRH S, ]

231 BEEOH HBEE [9.2.15H]

2.3.2 EFUIMACKREBICH 5 B
233 B, BT XX THIZEIRBOH HEBEHE
2.3.4 BIEHIREE
2.4 {Tg SUTHER L CW D RIEEE O & % ettt [9.55 7]

(fiF7R)

2.1 V=< ADOKRLTORRBEFIC, MERFEOHLBEITRE) FU 2R LZEZA TWVNAREEZA
Uz & DD 2D RNholZ enn, MEBREOHHBRELEEZL Lz, TO®%, —RICTADAUBRET
I DB DD Z &, 199692 H O SCESGET (CFERk6F11 21 H BSE 375514455 14467512
£2) ORI, TTANAFEORERE DH HBE ] LRELZLDT,

22 VT U MIEMREFEICEE S 2, ZRAVRBICERELZ LIETAREERH Y, UV FULICED
IR DOIEERZR R DOBIEANGRD 5N TNV D728, DAREERIE BOES OBIMYE LR BERE ~O R 5134t
FLL WL EZOND, TD-, EERDMEEREED L LT,

23 UF U LA T NIZFDORBNBENSHMEND, Lo T, BEEOH L BETILY F 7 LDOKRNEE
BMEAT, BEELREWERZAE 2GRN E L, BEEOHEROH HBHE TIIZTOBZENNH D, FH L
BRACIRRE, FEEA, F8IT X MR Z £ D A, BRI NG, UV F U AORNEFRE L 2 X8 2 fakEn
W, O, ThWHLDBREEEZE LT,

24 VIL 6. (5) IEtmdIEZR

3. PEXIFHRICEET HIELZTDER
BWE I TWHRN

4. AZERUVRAZICEEYT 5IELEZFDERH
(V.4 HELKOCHEICEETZEE] 22752 L,

5. EELERMIELZDER

8. EEREARNIEE

8.1 HFEWV, RLTENRHLDLNDZ ENH DO T, AFELHOBEITITH B OERS MM A O HR
HHOBEIIESERWE > EETDHZ L,

8.2 YEMN A LTI BT, SEREBIE L dS HHERF RIS 5 2 &, BUEROBBIECIIAANC ST 5
MHATEA R < . BEER2NAE 5 L AEENME T 5,

8.3 DMK (7= /) F TV UFR, 7Furyx ) RERE) EOATIChEEZRIT S L, FEA
PEO/NBIER ST HERSMBIER Z R T 2 NH DD T, b DOEF T2 BEICI138E42 T4
WATWEEICER G52 &, [10.25/]

8.4 KA TBrugadafiE IR 70 D EEIZE L (AR (Vi~V3) DcovedBIST 5H) MBATE(L L7
EDOWEND D, 2B, TIUTLE D LEME), DT, DEEIIIMGES NSRBI TS 2 ENH DL DT,
Brugada{l. X N B OV 7o BE IR G- T HBRIT, TEERa A B & T A EANCAHR T 570 & HEICK S
DAEEREFT 22 &

8.5 BHE K OZDFIEIZ, REIFEGHICEF R OKSEBIRERE, DKL LT VIRE, EAT A K
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(1) B#HE - BEEZFOHLEE

VI. &£t (FRALDFESE) (CRHT HIEH

PEHRERAIEZ AT 25 A8EF TR F U LT ENRIAT L RREMERH L Z L2 HaIciI L, T
OHHHER DS S ONTGAICIXEMOREEZ 5 L5, 58 TH2 L, [7. 9.1.3, 922, 9.8, 10.2,
11.1. 18]

8.6 AMERREE, MEMBER, F 7o —VEBEERADLLDONDZ LR D0, BiERE (b7 LT T
=y, MPRFER, WEAEOWE) 2175708, BIEEZ 2T 2 &, [11.1.55H]

8.7 HIRIREREIS TIE. HRIERRH LD Z L NH D720, HIRIRERERZE (M PTSH, i fF kTS,
MHEFRETAE ORE) 2175708, BEEZ 04T 2 &, [11.1.63 1]

8.8 BIHRIEAETLHEIE N DO D Z L RB D=, MIFEH LT T DOWEEITH e &, BEE2 0T
9z L, [11L.1.7E5#]

(fi# )

8.1 AANTIFRHRERIHEH T 2720, OFW, RITERLLDLNDIZENH D, LN > TERAIREFTD
BFIIT A B OSSR A O BEEOBEICHEE ISR VWL S FETH Z &,

8.2 HUERFBIRFO MM EL, JERDIRE T Z bk L TG 75 L, ZOHRICHAGRWEGERH D,

83 UF ULkt oI, VF U LHREARELL ., FERTWNED/NMER TSI R IER A
LI OREND D,

8.4 [EIPNJERIEE K OMES TR 39 128\ T, RIBY F 7 4 L ORI FEEMRNAEE TE 22\ [BrugadafiE BERE*
R 72 DB L OBE L] ORENRD D,
DB BB RIS 22 < L SR SR MIEh & U TR0 52 SR AT & e 4 i

85 MY F U L% EFIEHLERIONTIL, BELNZOFEIZERE L TCWEESMLERHDLZ b,
BEKOEOZ G~ AANZ L DHEDREELT 2 ERK &L 2 2 FHICOWTEHH L, HEOHHIER & 5
PTG EIIIEMOZEZZT L X ICHEETHZ &,

8.6~8.8 VII.8. (1) HEKZEIWEM & FIHIER OISR

6. WENERZEIHIEBZICHT HIEE

91 BHHE - BEREOHIEE
911 RHICHEMEZEDHSHEE
MREBEEN S LDNDIBENLH D,
912 NMEEDEREFENHDEE
DHEEREEZ | SR ZTRBENNH D,
913 BERUVKNENEFENDESE
VF o LOERANIFEZEZ LT WIREIZH Y, VF v adgmzREZT8ENA b5, [7. 855
9.1.4 FRIRBEETERIFETEDEE
FRIMSREIR T2 2 B2 H 5720, FRIMERRTTEEOZK 238 o8 2 /iR H 5, £z, H
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WENA LN 72 HITIERZ B LN 5, HERFE H % 200~800mg ™D 1~3[a] /3 El#% 0 % 512 i3~ %,
B, ARl JEIRIC L BEEEET S,

S E T DGR
4 TAU R
=t 4 ANI Pharmaceuticals, Inc.
W e 4 Lithobid

FIE - Btk 300mgfR i
I EERAESHIES LITHOBID (lithium carbonate) is indicated in the treatment of manic episodes of Bipolar Disorder. Bipolar
Disorder, Manic (DSM-IV) is equivalent to Manic Depressive illness, Manic, in the older DSM-II
terminology. LITHOBID is also indicated as a maintenance treatment for individuals with a diagnosis of
Bipolar Disorder. Maintenance therapy reduces the frequency of manic episodes and diminishes the intensity
of those episodes which may occur.

HEROHE Acute Mania

(%R ) Optimal patient response can usually be established with 1800 mg/day in the following dosages:
ACUTE MANIA
Morning Afternoon Nighttime
LITHOBID® 3 tabs 3 tabs
Extended-Release Tablets! (900 mg) (900 mg)

ICan also be administered on 600 mg TID recommended dosing interval.

Such doses will normally produce an effective serum lithium concentration ranging between 1.0 and 1.5
mEq/L. Dosage must be individualized according to serum concentrations and clinical response. Regular
monitoring of the patient's clinical state and of serum lithium concentrations is necessary. Serum
concentrations should be determined twice per week during the acute phase, and until the serum
concentrations and clinical condition of the patient have been stabilized.

Long-Term Control

Desirable serum lithium concentrations are 0.6 to 1.2 mEq/L which can usually be achieved with 900 to

1200 mg/day. Dosage will vary from one individual to another, but generally the following dosages will

maintain this concentration:

LONG-TERM CONTROL

Morning Afternoon Nighttime
LITHOBID® 2 tabs 2 tabs
Extended-Release Tablets! (600 mg) (600 mg)

ICan be administered on TID recommended dosing interval up to 1200 mg/day.

Serum lithium concentrations in uncomplicated cases receiving maintenance therapy during remission
should be monitored at least every two months. Patients abnormally sensitive to lithium may exhibit toxic
signs at serum concentrations of 1.0 to 1.5 mEq/L. Geriatric patients often respond to reduced dosage, and
may exhibit signs of toxicity at serum concentrations ordinarily tolerated by other patients. In general, dose
selection for an elderly patient should be cautious, usually starting at the low end of the dosing range,
reflecting the greater frequency of decreased hepatic, renal, or cardiac function, and of concomitant disease
or other drug therapy.

Drug@FDA [LITHOBID® (ANI Pharmaceuticals, Inc.), 20224510 H &&&T
<https://www.accessdata.fda.gov/drugsatfda_docs/label/2022/018027s0691bl.pdf> (20244E1H17H T 7 & A) XV
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FDA  CKRIETRAT SCE DR

Usage in Pregnancy

Adverse effects on nidation in rats, embryo viability in mice, and metabolism in vitro of rat testis and human spermatozoa
have been attributed to lithium, as have teratogenicity in submammalian species and cleft palate in mice.

In humans, lithium may cause fetal harm when administered to a pregnant woman. Data from lithium birth registries
suggest an increase in cardiac and other anomalies, especially Ebstein's anomaly. If this drug is used in women of
childbearing potential, or during pregnancy, or if a patient becomes pregnant while taking this drug, the patient should be
apprised by their physician of the potential hazard to the fetus.

Usage in Nursing Mothers

Lithium is excreted in human milk. Nursing should not be undertaken during lithium therapy except in rare and unusual
circumstances where, in the view of the physician, the potential benefits to the mother outweigh possible hazard to the
infant or neonate. Signs and symptoms of lithium toxicity such as hypertonia, hypothermia, cyanosis, and ECG changes
have been reported in some infants and neonates.

Drug@FDA [LITHOBID® (ANI Pharmaceuticals, Inc.), 2022410 A 27T
<https://www.accessdata.fda.gov/drugsatfda_docs/label/2022/018027s0691bl.pdf> (20244F1H17HT 7 & R) LV
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Pediatric Use

Safety and effectiveness in pediatric patients under 12 years of age have not been determined; its use in these patients is
not recommended.

There has been a report of transient syndrome of acute dystonia and hyperreflexia occurring in a 15 kg pediatric patient
who ingested 300 mg of lithium carbonate.

Drug@FDA [LITHOBID® (ANI Pharmaceuticals, Inc.), 20224510 H &&Z&T
<https://www.accessdata.fda.gov/drugsatfda_docs/label/2022/018027s0691bl.pdf> (20244F1H17HT 7 & &) LV
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