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) i 1/10mol/L HC1 e pH AR EER
ﬁl@ ?ﬁ T | vome Naom | | XIE |Bm | iepi 20mL 500mL
(B)mL ZALs pH 03 [2n|3n| 0 |30]2n]3n
H |18 1.9 ] 3.0 3.0
3.0 (A) 5.5 1.5 1.9 P
~ | 34| 10 [TTRNN I I B R N B R
4.5 (B) 1.0 11.4 8.0 2 *

RWEHFAND, REHOTRHFA~EE (5fiF)

9. AHM
AR OANA

10.84% - 2%
(EEPRELGERSE - LK. SNEIFKRLEEE - AEICET 51FR
L
a %
10mL 17 v7L
QB)FREE
FE L
4)BHROME
TUTN L HT A

1M A& RHE SN D EHMEE
BN AR

12.Z Dt
L L




V. I8EICEY 55H

V. ‘aRICEI SIHE

1. SEEXTHHR
FEHEEA PANEST OE U MIE

(BEER TR DERTEARRL)

AFNFF == DEACARTIY) (A F LT —) 13, AR FEFITER T2 A h~E7 B B MLED
BFERE LT, AP THLS AOMEHA SN TEH Y, WHO MZEESRS Y 2 MO RIEEA & L COR#E ST
%o ENADOHEREIZBNTH, AF LT —F A MNES B B UMAEICRT 2 RERRIBEEKICALE ST S
NTWD, BARTHE, AARPERRE 2 =PRI 2 EM TR EE®R (AT L7 1—] ver.2.03 (L,
AADOHREIFR) (BT, HHMED A b~T 7 o B MIEICH T D FRA & LTAF L 7—RE0 BT S
ncTnag,

ARBLEIR FEARGR I FEIC 72 0 S L 72 SCIRE ORI & Tk, R 1IRTRERZ F.0IS, A h~E 2 | B U MAE Ik}
THAF LT N—OFERAEREREEE L, ZTOME, ZNHOREFICET D A b~ 1 e e KR Y E
X, RHERME SO, AV T AN u T TR BUAEWE, KK, 7oYYL VT 7=
VAR CEOERRGS, WA > R I THEO R - Al (LFEWE, BRREOKETHo T,
INDOREFNZRIT D AT LT —OFMMEIX, IR (12 4) | BEA LB (11 4) V. kO
TaART T 4 TRER (14) 2TIEETOREFCHES VT H A hA~T 7 v B REDKTARD b,
L hrAXT T ¢ TH5E (238 18 4, 45 44) 39TIE, —HORBRT 454 374, &9~ HORBRT 18
A RBIOEEDGRD vz, EWNIAOIEFHRE TIE, EWNTHRA 24 4 23 44, /IR 8 44 TREIDTEFLN LR
D BV, WS TR 163 £t 155 44, /IR T8 4 th 75 £ 2B W\ TR AR S =™ | KIE o 525
ATl AR (1220 40) D 86% DIEF TIRFANRNB O LTz, LE 2 —3Hk (5#H) 59 TITAL
PEIZBAT 5 BARRI R R E THEEE CE RN 12 WT IO URIZIE N T H A F L o 7 — RN G R IG R %
R E MR BTV,

UEDZ Linb AF L7 —EES, R - B iAl ML E S O - BRERIZ K> TRIES 2 5
PEBBOMRAI L L THENRIERIE B 2 v, AT 5 ARFN OB UIRE EFRO X 512 THEERA b
EZ b UMmAE] EFE L,



V. IESRICBIT S
F 1 B> R O AE B R S B
R4 %K A ffn syt B b TR R
AFH 5 ARG 124 | 4£#% 6 H T MR HE S LAY | 1~2mg/kg A5 [B)18
~bB4 7% 173400
Mg SCHR
- IEAEZ (b iR 114 | A% 38 BT F 2mg/kg (bolus #%5- |bolus 5. Fpkifk G- &
(1) v ~61 % H 54, Fii 5 64) | bt A h~E e Ui
FERTF
s Fu AT T 4 TR 14 | FEASEA FVuBAr |1lmgkg A RANE S E B UEEN
1) ? ’F
L haART T 4 TR 184 | Y 62.8 % SR T IR SER 0.7~2mg/kg PG 1 LN
(2 ) 34 B
45 4, | 21~93 % BT N 37 & B EIE
LEa—3Ck (5#) 59
194 | 2~48 7% aBA L, #HR|1~2mglkg FH%h
P AR AR
133 4 | BRI Ea RN 0.6~7.1mg/kg Nz
169 44 | FEAHA SR BRI E 0.5~5.5mg/kg MREL D ATF LT
— &5k EE’TT
7 ) —EntkE
T8 | 1T~T7 7% SR T R SER 1mg/kg : 14 B
2mg/kg : 34
50mg/body : 1 4
60mg/body : 14
K14
ARBH | FEADAR B BT % 1~2mg/kg : 314 |WRHTHo7R, A b
ESRE IR NE ~NES o UEREOR E
HEORMAED 5
77
KE O EEFHA 1220 4 | 2 W% LAF : 9% | BRREE 0 25% | B 86% D HBFH N 5EL Xt
2~17 7% : 16% |HIAEMHE : 19% EIEE eIl
18~65 1% : 65% | JAFTHEE : 11%
65 Ll 1 13%
HESMRE B30 157
SN (142 40) 163 4 | 16~88 i A9 Img/kg> : 10 4, U« 155 4
1~2mglkg : 1374 |dGEET : T4
2mg/kg< : 134 A 14
REH 34
< /B (B1 ) 784 | A% 3 A ~H 1~2mg/kg : 624 |k : 75 4
~15 7% R 134 WwEET 34
[E] PRV {51 )
RN (23 ) 24 41 | 20~68 7% A Img/kg> : 3 4 U 234
(14 70 m%1%) 1~2mglkg : 174 |&EET 14
2mg/kg< : 4 %
<N (T ) 84 |4 21 H N 1~2mglkg : 6 4 WiE 84
~15 7% 2mg/kg< : 14
R 14

% VTV T =LA
) BUERTEAGR
2

X

==
Be
EINTWRN

e o

RIFHRICEES BF

=
=8

FEEEE TEFE UL ROREL OB OS] So@k (1.12 ISR —%) kO THRA2MEORE
(% 2.7.3.3.2-1) &M



V. I8EICEY 55H

3. HARUHAE

(WRZERUVHAEDOMEES
W% 3 » A2 Lo R R ORI, A FVF A == A KR & LC 18] 1~2mg/kg
Z 5 UL BT THARNE G35, 5 1 RERIDINICER S SE L2 WIEA T, LG C, FEE2#D K
LEGTE 50, BERGEIIERKN Tmglkg $TET 5,
W, FAERKOAER 3 » ALLTORIRIZIE, AFATFA==v 28K Ffi & LT 1[5 0.3~0.5mg/kg
5 LA L THIRNEE S35, 5 1 RERIDINICEER D S E L 22 WAL, BTG C, FEE#D i
LELHETE D,

QURERUVHAEDHRTERERE - RN
AEER LZEWNAO ST, &b ILH I TS HEN 1~2mg/kg T, TV ASEEXRIIEHR (BhEREX(E
RORTERI) | THBEDEDSRD ONTIER %2 HTH, BRSO REG# S ©H RS R X 7 253 4
222 4478 1~2mglkg D& TH o T=, £7o, BHRFITIRE SN 5~15 3 ThHh -7, L7=h > T, 1~2mg/kg
DT 5 LA EDT CEIRNIER 532 2 & TSRS/ CE D L E X b,
BeEREIZOWTIE, ENAORETIE, AF LU 7 —0F G2 L 0@ 1 R LN THECOICERRE
FERDPYUGET D03, BERRD LR T2HEITIE, 30~60 47 Z & ITBME S A2 FE T 255050 L S
NTW5, EFHREEOFMT, BMERGDOX A I 7Rt OFHEREICOWVTO S RIERIIEO N Lo
TS, BN G EE S 7% < OFERIT, PllEE SR (1~2mg/kg) & REISFHEOSEREZ B E L T
BEInTnsd Bz b, Fio, BINEEIE, ERETS 30 5~1 BHLUNICHRYELEGEZT>THR
WERHINTEY, BINORMIELRENOFRHE L Z—OFRTHREEHMINTND, LEEn-T, &
51 R DINITIEIR 3 SGE L WG RIdRlRl& E REA G752 & & LT,
BNEEZ GO BEREREL LTI, AF LT A—HIBBEA RV ZADEKR LR D A hA~ES B E Y
MAECIEME 5 E T BENRH D Z Enb, K Tmgkg ZHRTLHBERH Y MO P EHE Y & —
T CIEAER 5~Tmg/kg A BEL TWHEbH o7, Led-> T, BEKGREE LT Tmekg Z# 2 2& 5
FRET D MEN DD EBER T, TNHLDZ & aEiEx, BRKGEE LT Tmgkg 28, ZRMEFTHR LGLE
HEOEREZZ T,
I L D HEREICOWT, AR (~4E% 27 H) | AR (BE#% 28 B~3 » H) | HIR (% 4~23 »
H) L RR(2~115%) © HEH (12~175%) . KOERE (65 mi~) ICX5 LR L7z, ENA Ok T
X, BRI L LIERRE ICB T A EE, LR, SR NED FEML KOEREOWTIZ
BWTH 1~2mgkg BE <, SN 19480, /NEN 22 4% 214, HFEMN 144 134, KOERE
R 324 30 4 TENENA MAES B B UVIEDSEENGRD LIV TV, Lizndo T, I, Sl /R,
HEH, KOEERE T, A LR UAELCHECHREDR/MECE S LB b, KEOMHEHERE
FEICBNTY, AEROHEIIEE CE R0 2h, AR 87%., SR K OVINED 87%., HHEHA 83%.
FIRE S 85% CENTIREMRNIRD LN TEY . ZhDOFITMA LR (86%) THoT, EHNH
DHEREEZHZTH, b OFERXOBEICIT 5 EMEIF IR ST,
FAERKLROER 3 5 AL TF ORI 32 HEIZOWTIL, #EA - BN O STk Tl s 5 &3 1~2mg/kg
DFIRNEE G- TA M~EZ B BV IENEIE Lz, — 5T, HERICR LTI 1.0~1.6mg/kg Tl 465
BEMTHZ LD, AT VLT A—0¥ 58 0.3~1mgkg ZHE L T aHERH B 19, £/, LEe
PEICEE L, 2»oF2EN 1 mgkg A% THD 0.bmglkg & EIRET D Z &2 HETIRMELH 72D, &
SIZERA~EZ o e i3l aned <, AFLUTA—0EHERGIZE > TA F~E S 1 B U IME X
WMAEZ DT NEINTNDLZ s, BaEMEHEZBE L TRALY b 0nEb&E (0.3~0.5mg/kg)
ARETHZ ENHEUTHD &M LT,
PLEORILZE S &, FELXOHEZ NEE, £% 3 » A2 @I AN, NERORAIZIZ, AF VT A



V. BRI 55H

==y LEARF & L C 1A 1~2mg/kg & 5 53 LL BT TRIRNEG-T 5, %5 1 RERLINITIEIR A3
BLRWGSIE, LEIILT, RAEZHVIRLEGTE 50, BEEGEIIRK Tmgkg £ TET 5, MHE,
BAERKOA% 3 » AU TFORHIICIE, AF VT A== 2K & LT 118 0.8~0.5mg/kg % 5 47
PLEDNT TERIRNEE 535, 85 1 ReIDINIZIER D SGE L 2 WGEaiE, LIS, REZ#0 IR LS
T&E D, | ERELL,

ek, ZOMEROHEIZER 2 12T 95 FH TER I 472 Methylthioninium chloride Proveblue 5mg/mL
solution for injection DHEMK CHEMK A ARDPEFHRIZIK T 2 ATFNVF A== LEMOEKOH
B (EBITHRAERE) LITFE—8L, £ 3 IR THBFITRINFENRKR G HEL BIZFBET 260
Thb,

# 2 EEOABHEL O ER T AARO T ERFRICE T 2 kL O &

HEE DA AER OCHE™ | The usual dose is 1 to 2 mg per kg body weight, i.e. 0.2-0.4 mL per kg body weight,
given over a period of 5 minutes.

A repeat dose (1 to 2 mg/kg body weight, i.e. 0.2-0.4 mL/kg body weight) may be given
one hour after the first dose in cases of persistent or recurrent symptoms or if
methaemoglobin levels remain significantly higher than the normal clinical range.
Treatment dose not usually exceed one day.

The maximum recommended cumulative dose for the course of treatment is 7 mg/kg
and should not be exceeded, since Methylthioninium chloride administered above the
maximum dose may cause methaemoglobinaemia in susceptible patients.

AAOTHFEERICB T LM | JIEHRY : AFL o7 r—1~2mgkg (1% A F L7 A—ik 0.1~0.2mL/kg) % 5 45yLL
R OH&E ENTFTdo < A,
BN S WREDPAH G A R, 1 RRRBICFAEZ KER ST 5, GEFIT 1A
\IERDUEN BN D, )
WBH K KE SR Tmg/kg £ T,

E) IXNEGSHETORETIKE SR

#* 3 EMERLKRETTE (BRES)

HREL & #5951k
“Goldfrank's toxicologic emergency” 1~2mg/kg IS e 9
ot Edition (BRI 0.3~ Imefkg 734y | 0777 CAHRE
“Cecil Medicine” 24th, Edition 1~2mg/kg 5 T TS
“HARRISON'S Principles of Internal I
Medicine” 18tk edition 1mgrkg RIS
“Hematology Basic principles and practice” & N
o 1~2mg/kg RN PE G- (8~5 43T )
4th edition
“Thrapeutic drug”_1999 1~4mglkg 5 T CHEIRN B 5-
P - (EH 1~2mg/kg)
“Martindale”_2011 1~2mg/kg oy TS
“Nelson textbook of Pediatrics” 19th 1~2mg/kg 5~10 it T 5
Pediatric toxicology 1~2mg/kg 5 T TS
“Avery's Diseases of the Newborn” 1mg/kg RN 5
FEEFR  FE - e - R (LR TR o
e e 1~2mg/k Ay sy =¥ 1+
/B TR /W) BT 2 mefke PRI
h#E N 7 v 27 (Poisoning & Drug N A R
Overdose, Second Edition OFFRAR) 1~2mglkg Borit (53 k) T
Y o NEREE (BARTERR, &5 17 b 1%¥%% 0.1~0.2mL/kg Do < YIEA
p ; . e e -
AUV URERE 4 (18 B A AER) i?giRISON S Principles of Internal Medicine” 18t edition & [Al




V. I8EICEY 55H

4. AERUVBAEICEET 23E
7. AERUVAEICEET 5FE
At 3 n AR ELILSE, PMERORACBIT 7T =0 U I TT 7 2= VALK AL D A R~ES
0 MAEDSA O RIER G EITR K 4mglkg FTET 5, [9.1.1, 11.1.2 2]
fRER -
T2V XETPT 7 2= VANV L D A R~ v B VEDE A AFI OB G X 0 ik i 2 E L S
L2 ENDD0, Bk GEIT 4amgkg £ TET5H2 L,

ARBEIR e AR FEICEE Ui, #iic 2B R BR I E i3, MBS KGR SR O B I 7 Vg AR SR
EINA D ZFRE R A FKim L xR LTz,
(2)ERPREH K ER
MR L
R)AERIGIFRAER
MMEE e L
(4)RREE R A BR
1) BINMERREEAER
FMEE e L
2) REMHR
MMEE e L
(5)EBE - RAERIHER
MR L
(6);aERAHfE A
1) EAKERE (—REARERE. SEEARERE. EFRARBLERT) . RERTET—2I~A—X{A
E. HERTREBRABRONE
R L
2) AREFHELTERFEONBRIEER L -HAE - HBROME
ERARERE (FEhah)
HRY : AFNVF A== MEDICET AR T COFREEDL L LI, HEZETICBIT 2448
PER O PRI BT 2 Belilm . S 28T 5,
( TT.5.(1)&RBEH) 1)
(7)Z Dt
MR L



VI, Hoh PRI R4 DT H

VI. E3hEFEIE(IZEY 5I1E8H

1. REZMICEEHHLEYMRIILEYE
L L

2. EIEERA
(M1ERSREL - YERBEF
ARNEZBEUT, ~ET0 B0 2MO8A 4 (Fe2t) DNELINT 34D Fetil/e -2 b DT,
WL TROLEMNI ST X 2 IZRMERN O Ch 218508 NADH (=aF o7 I RT7T=0 VX7 LA
R) Z4ilEE L 325 NADH-F b7 0 A bs i iR RICE VIBILINT 1%L FICHERE STV d, Lo,
S - RIEEOLTFWEIC LY ZOWER D & MDA T B EUREN 1~2%LL L&D
F7 7 —BE, Fx OBKROIERDSHERSNIDRETH L THEEA b~Ea U fE L 725, TaEtEA b
ANEZ B EUVMETIR, ~EZ B EURET SR MGIEN ST S, MMEIRRRE L o T D,
ARMERPIZIE FTRIOAHFNZ R T L 212, EFRRETOEENIIFE A ERVIETLS NADPH (=25 07 2
R7F=0 VR 7 LAF RY VBR) ailiEdE L 9% NADPH-7 7 B VB TBER R NFIET 5, ZORICEY
AF VLT N— (RAFNAFA==0 LK) hoaAf axAF Lo n—NnERS, ZOrA R
FLUTN—N, A NETOE L EZAESBEICETLL T, A MES B U EZET S 1112,

A RAETAOEUALAESTOE L ADOOAS TAF LY TIL—IT & BB THEED

NAD+ ERR AT AAIAFLY NADP+
F R0 Lbs 7ne> =
FRH0 Lbs AP
=LER BETEER
NADH 34 ~ETH AFLUTN— NADPH
F 70 Labs b
JNa—2R-6-) BBk RER )R—R-5-1) B
ELEUE: < Fa—2-61) B > +
T o #E
ILTURAY—HR7ER Fa—=x RUP—R B

RIMERIZIBVN T, NADPH BB FAE T CTAT LU TA—LVAER LR A I AT LT —
B AMNETREVENEZ B E AR LT, A PNES R EVIVEASET D 1112, ks,
NADH (Z= AT v~ A ¥ —H 7#&%# (Embden Meyerhof pathway) <. NADPH (> h—2
U Vs (Pentose phosphate pathway) TENEIAEMRINMIE SN TND 13,

1) BUERTERRRHGEE R« DEIFOUIFE RORE M OB O] FOBEE (1.5 E2FESUITE RO M OB % Ot i)
M



VI BRI B9 H I H

(QEMEEFT T HHABRAKE
A XFREETIVIZE T DA FILFA ==Y LIBILMDOIER (in vivo)
ARMNETOEUVIIELZFHE S ETA XA TF AT A==y A ZFFIRNEN T 5 &, A Rh~ES
BEVREOKT, ®25WIEIEF{EARD bt 1417,

(S)ERFIBFMA - HFimEFR
WHE 1 REF LN CERIRMER PG ET S ( VI EERUVEE 1) .



VI Ehie B3 5 IH

VIl. EYEREICET 5EHE

1. MPREDHR
(1ABELAEMNGILDRE
VI1.QQERRABR CHREIN-OFEE] ]
QEGRABR THRE IN-OPRE
<HEAT—E>
EEERRA 124 (B T4, LK 54) [TATFLVTF A== 2K % 1mg/kg O HE&TH 5 0T
CTHEFFIRN S U785 6 O AP iR EEHERS ) OSRBIIE N T A — X X, RO LB TH-o72 19,

AFILF A==y LIBAEWKFIY 1mg/kg B EIFRARPE ST O M3E IR EHR

(ng/mL)
700

(mean£SD., n=12)

600
500
400

300

o - B

200

100

" ' } } n ¥ ; 7 ¥
0 8 16 24 32 40 48 56 64 72
BFRE (hr)

AFILFF == LIBEYKFY 1mglkg BEREIFIRFESFFOENENRE/NS A —4

&ﬁ__g‘ n Cmax Tmax a) tie AUCO-OO CL Vz
- (ng/mL) (hr) (hr) (ng-hr/mL) (L/hr) (L)

Le/k 1 492.3 0.19 175 3069.4 19.5 467.2

mgrkg (198.2) (0.08, 0.75) (8.5) (826.5) (4.5) (177.8)

J Ay o= Ay MENT, BATEEIE (SD) | a) TUE GR/IME, BOKME) | Cmax : @ BT IRIE, Tmax ¢ el
SEP YR EEBER R, twe : AR ORI, AUCo-w : 5-5%70> & BERR AR % & T oD i o B —Re R dh R T Al
CL: 257 V7 7 A, V,: DR

()=
U ER R L
(HR=E - ftRAEDOEE
HAEOZE

T/ 72 UBECERICKT HEEER (in vitro)
AHENTE MR MAO (&7 7 3 U fbiE) A Sk AEMEMN 24 L. Kifiix 27nM T - 7= 19,



VIL_ W Ehfe B4 % HH H

2. EMRER/INSA—4
(R A%
J Ay R— KA NET IV
(2) MR UL 2R FEE 5E 3
Y L7
RYHKREEH
RN ORKRIEREEEE - 22z (hr?) =0.0473 (0.0193) [FHiF4E (SD) ]
@HIPITIVR
(VIL1.Q2)EGFRAABR THASIN-MFRE) ZR

B)AEE
VI.QEERARTHREIN-IPEE] 1
(6)Z Dith
NG E R L

3. BEE (RKEalL—sav) @i
()B4 3%
BB L
(2085 2 — 4 EHER
BB L

4. ® 1
YR L

5.9 %

(1)1 7% — R B P @@t
ZUERR L

(2)Mn % —ha BE AP @d it
ZUERR L

B)FET~DFBITHE
ZUBERR L

4)BEBRA~ DT
Y ERR L

(B)Z DD~ DFITHE
<gMT—%>
7 v MZAFNAVTF A== 2GR 10mg/kg Z HEIFIRNE G L7256 0. &5 1 RE%ZICBT 5
WP A TFNTFF ==0 MEEIREZ HPLC EIC XV GET L7z, MR X0 ATFATFH == LEIRE
Do To DX B, APl T - 7z 20,

(6)MITERFES I
In vitro COt MR ARG HRIL 94% Th o7z CEENTE) 2V,



VI Ehie B3 5 IH

6. X

(MR BIEREL R R SRR
<k MEFHEREIZE 1T HHKBEMDIEES (in vitro) >
b NEHREAT AR 30pmol/L K TF 100pmol/L 0 A F )L F A = =7 A LKl 2 N 2 Befiisss L &
Z A, 100pmol/L ##IZH W\ T Azure B ~DREIA T H v, 852 2 KR L0 Azure B &3, KRR &
bl UCHY 1.6 {51 L 7=,

QRBIZEET 58% (CYPEH) OHFiE. F5F
% CYP % 1-f (CYP1A2, CYP2B6, CYP2C9, CYP2C19, CYP2D6 K% 1f CYP3A4) % 8l X+7- B hi
fax 7 m Yy —L&kHV, 2D ORBERIEMEIC T 2 AR OEMER I S 7z, & CYP 5 R OEERIEM:
W25 ICsHIFRkED LBV TH Y, CYP1A2, CYP2B6. CYP2C9 KX CYP2C19 259 % FLEMEM
RO BN, CYP2D6 (Zxf L CIRREMER TR b ho iz,

CYP »FREICHY HIEEER

ICs0 (uM)
CYP1A2 CYP2B6 CYP2C9 CYP2C19 CYP2D6 CYP3A4
A <0.05 2.7 1.3 <0.05 30 4.0
FRERREA] @ 2.6 11 0.45 5.7 0.089 0.015

a) CYP1A2 : Furafylline, CYP2B6 : Tranylcypromine, CYP2C9 : Sulfaphenazole CYP2C19 : Tranylcypromine,
CYP2D6 : Quinidine, CYP3A4 : Ketoconazole

iz, B e MR T 28404 CYP 43+ (CYP1A2 KO CYP3A4) (Zx4 28 EH M T S
728, 45 CYP o FHEOEERTEEF E/EHITRED b irin-o Tz,

QWEEBHROERRVZOHE
AR L

ORBDOFEDERR T, FELE
AR L

7.8 it
(1)BE it BRI B R R
AANDOE 7 PRI IXBIMCH 2 ( [VIL6.Q)BHEEEETRE 2 |
(24t 3=
<HEAT—E>
fEEERR A (19~53 %) 7 BllZ A F T A== LYK 100mg % HEIFARNES L2 R, #51%
4B ETORATF N T A== 2 (BnllzEt) ORMBIRTHEEEIX 28.6% Th 7= 22,

8. FIUAR—F—IZET H1FE®
AFNF A== MEAARTIE, ke b= b AR —HEFEMZAHT S (ICs0 : 1.2uM) 23

( TIXA.(2) )—MREBERBREE 20

9. BNiZICLABREE
MM ER L



VIL_ W Ehfe B4 % HH H

WREOEREET HEE
AR L

1. Z Dt
AR L



VI et (BEH EovEES) (S 5IHA

VIl. &% (FERLOFES) I 5EE
1. EENB L TOER
E STV
2. ERRNE L TOEHR
2. B2 (ROBHFICITBESLEWI L)
21 KAIOSy, 7= ) FT7 20 REEW R OE OFEEULE I3 L BUE OBEERED & 5 B
22 JNa—2-6-Y UK EEESE KB L HH L TWABRE [ A h~E 20 B MUE OB HE K O 1L % i
T RREMEN D D, ]
2.3 NADPH & e KM E M L TV S EBHE [ A FE 71 B iE OB OV % 2 4 ks
Ho, ]
24 WHRBEIZEL DA ME v B UMERE [BEHEOROVREERBIEDN R SN D RN D 5, ]
25 VT ALEMPEOMEAE L TELE LI ElBEAWIC LD A bae o e v ERE [T itk
DN LT 0D, ]
fi#

1 AR ORSy (AR SATEINA) 5 LIRBUEDREERE O & 2 & (CAA 2 G LIche. L0 EER
RUWERDRREL T H2BENDRH LD T, KOG ERTHZ L,

22 AF LU T N—ZAEMERN T NADPH /7 F CNADPHE LR IC L Y v A a A F L U T —ITiE L S 4L,

BATAFLUTIV—=RNAINETOE L EANTETOECETT DI LI A PA~ES 0 B VIES
KET S, NADPH |7/ a—2-6-V VEEiKFEMEREZ T LT, 7 RUREOHRKHIEIERD—>Th 5
YRR VBRI LEAESND D, va— 26V VERDIKEREXBIERE TIEATF LT —
TR E RS, TDD, KBV EF~EZ o U 2EERILL, A h~E 78 B2 E O E L OVE
Mz Z RN H 5 DT, Zba—A-6-V SRl KFERESR KEAE & B L TV LB ITE, AHlo&K
HaweT sz &,

23 AF L U7 N—3AEEAN T NADPH 777 F CNADPHE LRI LIV v A a2 A F L 7 —ITiE LS,

DA AAXAFLUTN—NARNETOE L EANETS O EAIRTTHIEICEY A PAES 0 v U IES
U#ET 5, TD7H, NADPH & iR KIEERE TIEA F LU 7N — 3R E R & 720, —J7, AFNLE
WANE e AEERILL, A MBS 1 B U MAEOER AN 2 & Z 3/l Retks d 5 0 ¢, NADPH
MU KARSE LI L W B IR, AFOREZRT D Z L,
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KEOBATCE 1 INDICATIONS AND USAGE
(PROVAYBLUE- PROVAYBLUE ® USP is indicated for the treatment of pediatric and adult patients with
methylene blue acquired methemoglobinemia.
injection This indication is approved under accelerated approval. Continued approval for this
American Regent, indication may be contingent upon verification of clinical benefit in subsequent trials [ see
Inc., 20214-44) Clinical Studies (14.1)].

2 DOSAGE AND ADMINISTRATION
2.1 Dosage and Administration

+ Ensure patent venous access prior to administration of PROVAYBLUE®. Do not
administer PROVAYBLUE® subcutaneously.

* Monitor vital signs, electrocardiogram and methemoglobin levels during treatment
with PROVAYBLUE® and through resolution of methemoglobinemia.

* Administer PROVAYBLUE® 1 mg/kg intravenously over 5-30 minutes.

+ If the methemoglobin level remains greater than 30% or if clinical signs and
symptoms persist, a repeat dose of PROVAYBLUE® 1 mg/kg may be given one hour
after the first dose.

+ If methemoglobinemia does not resolve after 2 doses of PROVAYBLUE®, consider

initiating alternative interventions for treatment of methemoglobinemia.

2.2 Recommended Dosage for Renal Impairment
* The recommended dosage of PROVAYBLUE in patients with moderate or severe renal
impairment (eGFR 15-59 mL/min/1.73 m2) is a single dose of 1 mg/kg.
+ If the methemoglobin level remains greater than 30% or if the clinical symptoms
persist 1 hour after dosing, consider initiating alternative interventions for the

treatment of methemoglobinemia.

2.3 Preparation and Storage

Each mL of PROVAYBLUE ® contains 5 mg methylene blue

Each 10 mL ampule of PROVAYBLUE ® contains 50 mg methylene blue. Each 2 mL
ampule of PROVAYBLUE® contains 10 mg methylene blue.

PROVAYBLUE ® is hypotonic and may be diluted before use in a solution of 50 mL 5%
Dextrose in Water (D5W) in order to avoid local pain, particularly in the pediatric
population. Use the diluted solution immediately after preparation.

Avoid diluting with sodium chloride solutions, because it has been demonstrated that

chloride reduces the solubility of methylene blue.




Parenteral drug products should be inspected visually for particulate matter and
discoloration prior to administration, whenever solution and container permit.

Keep the ampule in the original package to protect from light.

P[E D SPC
(Methylthioninium

chloride Proveblue

5 mg/ml solution for

injection

PROVEPHARM
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4. CLINICAL PARTICULARS

4.1 Therapeutic indications

Acute symptomatic treatment of medicinal and chemical products-induced
methaemoglobinaemia.

Methylthioninium chloride Proveblue is indicated in adults, children and adolescents (aged 0
to 17 years old).

4.2 Posology and method of administration
Methylthioninium chloride Proveblue is for administration by a healthcare professional.

Posology
Adults

The usual dose is 1 to 2 mg per kg body weight, i.e. 0.2-0.4 ml per kg body weight, given over
a period of 5 minutes.

A repeat dose (1 to 2 mg/kg body weight, i.e. 0.2-0.4 ml/kg body weight) may be given one
hour after the first dose in cases of persistent or recurrent symptoms or if methaemoglobin
levels remain significantly higher than the normal clinical range.

Treatment does not usually exceed one day.

The maximum recommended cumulative dose for the course of treatment is 7 mg/kg and
should not be exceeded, since Methylthioninium chloride administered above the maximum
dose may cause methaemoglobinaemia in susceptible patients.

In the case of aniline- or dapsone-induced methaemoglobinaemia, the maximum
recommended cumulative dose for the course of treatment is 4 mg/kg (see section 4.4).

Too limited data are available to support a continuous infusion dose recommendation.

Special populations
FElderly
No dose adjustment is necessary.

Renal impairment
Methylthioninium chloride should be used with caution in patients with moderate to severe
renal disease since there is limited data available and methylthioninium chloride is

predominantly renally eliminated. Lower doses (<1 mg/kg) may be needed.

Hepatic impairment

There is no experience in patients with severe hepatic impairment.

Paediatric population

Infants above 3 months, children and adolescents:

Same posology as for adults.

Infants 3 months old or younger and newborn infants:

The recommended dose is 0.3-0.5 mg/kg body weight, i.e. 0.06 to 0.1 ml/kg body weight, given
over a period of 5 minutes.

A repeat dose (0.3 to 0.5 mg/kg body weight, i.e. 0.06-0.1 ml/kg body weight) may be given one
hour after the first dose in cases of persistent or recurrent symptoms or if methaemoglobin
levels remain significantly higher than the normal clinical range (see section 4.4 for
important safety information).

Treatment does not usually exceed one day.
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Method of administration

For intravenous use.

Methylthioninium chloride Proveblue is hypotonic and may be diluted in 50 ml glucose 50
mg/ml (5%) solution for injection to avoid local pain, in particular in paediatric population.

It must be injected very slowly over a period of 5 minutes.

It must not be administered by subcutaneous or intrathecal injection.

For instructions on handling and dilution of the medicinal product before administration, see

section 6.6.
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A=A N T U T oA D Drugs which have caused, are suspected to have caused
(PROVEBLUE, or may be expected to cause, an increased incidence of
methylene blue solution human fetal malformations or irreversible damage.
for injection, These drugs may also have adverse pharmacological
Clinect Pty Litd, effects. Accompanying texts should be consulted for
201949 A) further details.
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(PROVAYBLUE-

8.1 Pregnancy

Risk Summary

PROVAYBLUE ® may cause fetal harm when administered to a pregnant woman.
Intra-amniotic injection of pregnant women with a methylene blue class product during the
second trimester was associated with neonatal intestinal atresia and fetal death.

Methylene blue produced adverse developmental outcomes in rats and rabbits when
administered orally during organogenesis at doses at least 32 and 16 times, respectively, the
clinical dose of 1 mg/kg /see Data/. Advise pregnant women of the potential risk to a fetus.
In the U.S. general population, the estimated background risks of major birth defects and
miscarriage in clinically recognized pregnancies are 2-4% and 15-20%, respectively.

Clinical Considerations

Fetal/neonatal adverse reactions

Intra-amniotic injection of a methylene blue class product hours to days prior to birth can
result hyperbilirubinemia, hemolytic anemia, skin staining, methemoglobinemia, respiratory
distress and photosensitivity in the newborn. Following administration of PROVAYBLUE ®
to a pregnant woman at term, observe the newborn for these adverse reactions and institute

supportive care.

Data

Animal Data

Methylene blue was administered orally to pregnant rats at doses of 50 to 350 mg/kg/day,
during the period of organogenesis. Maternal and embryofetal toxicities were observed at all
doses of methylene blue and were most evident at the 200 and 350 mg/kg/day doses.
Maternal toxicity consisted of increased spleen weight. Embryo-fetal toxicities included
reduced fetal weight, post-implantation loss, edema, and malformations including enlarged
lateral ventricles. The dose of 200 mg/kg (1200 mg/m?) in rats is approximately 32 times a
clinical dose of 1 mg/kg based on body surface area.

Methylene blue was administered orally to pregnant rabbits at doses of 50, 100, or 150
mg/kg/day, during the period of organogenesis. Maternal death was observed at the
methylene blue dose of 100 mg/kg. Embryofetal toxicities included spontaneous abortion at
all dose levels and a malformation (umbilical hernia) at the 100 and 150 mg/kg/day doses.
The dose of 50 mg/kg (600 mg/m?) in rabbits is approximately 16 times a clinical dose of 1
mg/kg based on body surface area.




8.2 Lactation
Risk Summary
There is no information regarding the presence of methylene blue in human milk, the
effects on the breastfed infant, or the effects on milk production. Because of the potential for
serious adverse reactions, including genotoxicity discontinue breast-feeding during and for
up to 8 days after treatment with PROVAYBLUE ® /see Clinical Pharmacology (12.5)] .
HED SPC 4. CLINICAL PARTICULARS

(Methylthioninium | 4.6 Fertility, pregnancy and lactation

chloride Proveblue Pregnancy
5 mg/ml solution for | There are no adequate data from the use of methylthioninium chloride in pregnant women.

injection : Studies in animals have shown reproductive toxicity (see section 5.3). The potential risk for
PROVEPHARM humans is unknown. Methylthioninium chloride Proveblue should not be used during
SAS, 2020 /=2 H) pregnancy unless clearly necessary, e.g. in life-threatening methaemoglobinaemia.

Breast-feeding
It is unknown whether methylthioninium chloride is excreted in human breast milk. The

excretion of methylthioninium chloride in milk has not been studied in animals. A risk to the
suckling child cannot be excluded. Based on kinetic data, breast-feeding should be
discontinued for up to 8 days after treatment with Methylthioninium chloride Proveblue.

Fertility
In vitro, methylthioninium chloride has been shown to reduce motility of human sperm in a

dose dependant manner.
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(PROVAYBLUE-
methylene blue 8.4 Pediatric Use
injection The safety and effectiveness of PROVAYBLUE ® have been established in pediatric patients.

Use of PROVAYBLUE ® is supported by two retrospective case series that included 2
pediatric patients treated with PROVAYBLUE ® and 12 treated with another methylene blue
class product. The case series included pediatric patients in the following age groups: 3
neonates (Iess than 1 month), 4 infants (1 month up to less than 2 years), 4 children (2 years
up to less than 12 years), and 3 adolescents (12 years to less than 17 years). The efficacy
outcomes were consistent across pediatric and adult patients in both case series /see Clinical
Studies (14)].
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4. CLINICAL PARTICULARS
4.4 Special warnings and precautions for use
Paediatric population

Extreme caution should be exercised when administering to newborns and infants below the
age of 3 months due to lower concentrations of NADPH-methaemoglobin reductase necessary
for reducing methaemoglobin to haemoglobin, making these infants more susceptible to

methaemoglobinaemia produced by high doses of methylthioninium chloride.

4.9 Overdose

Paediatric population

Hyperbilirubinaemia has been observed in infants after administration of 20 mg/kg

methylthioninium chloride.

Death occurred in 2 infants after administration of 20 mg/kg methylthioninium chloride.
Both infants had complex medical circumstances and methylthioninium chloride was only

partially responsible.

The patient should be maintained under observation, the methaemoglobin level should be

monitored and appropriate supportive measures taken as necessary.
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