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EHL R g (SMC) 2B eF » XA A EAM=REFL

2. WMEZRIEFLTH
(1) #M&&%4¢2k (US. Food and Drug Administration, U.S. FDA ) [13]

£32023# 12 19 p 2 > 2E4EF Tbromelain |~ " NexoBrid | &% £ & &
B EE R OB REF 0 W& K NexoBrid # ¥ » X:2- % 4 &5 M NexoBrid 7
%ﬁﬁr

NexoBrid ** % F _F 7 % 3z h5 st= 4~ i anacaulase-bedb( 7 &l # 5 B~ 30
KfRpE R & F AR 0 Ko A i ldp A & SR RAFE&H MW2010-03-02 e
MW2004-11-02 055 % > 5 B Tk sk 2 40 B Bicdy > 20 A 404 T 5 TR R oA
ELCRN - S

BEEARNE R HEERIS 6 0 £ K FDA 23k @ * NexoBrid &
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LA ¥ - KA * 44 o f# (body surface area) *F FTE 15% (18
AR S 1% WA e fF R * 2g NexoBrid) » 7 8 24 /] pF2_ {338 (7 % = & b
i (ARG T ARG ) S AR ARORILE G ff 2 BB 5 F 20% °

(2) ®w % & ¢ ®E (European Medicines Agency, EMA ) [14]

#£32023 &1 % 19 p 2+ > 2 E4EF Tbromelain |~ NexoBrid | 3% gt &
SRR SR RF > FjE- > NexoBrid % 4474 -

EMA i & %% 5285 (MW2004-11-02) i 45 Bichh » & 35 = 3 7o 2
& (MW2002-04-01 ~ MW2005-10-05 ~ MW2001-10-03 ) ~ +%.5= 385 {5 dE 2P 3§ B
#F% (MW2012-01-02) 2 % w s 285 (35-98-910) shs 7% 1T 5 2 FHHE
i o 7 MRk (MW2004-11-02) #icdpir 2452 T3+ TR EZ ok #F% %
RS AREERG M EMA ##@ERE ek dip bt o ot o EMA
A Z4 B ¢ (Committee for Medicinal Products for Human Use » CHMP ) 7= *%
TEHFLFEREAR 6 HHAREFS S CREEFFAoidh o L A IR
2 dHh s BT

ACHMP 2R 7 & R ¢35 TR SrBELR* 5 (ZRHFH)

PRl m g HTRA IR (7 3 EAnd g AR R AR
B rR2PEATEEFEF)2ERMBEFAHG - q’g&g'gz\gg}g\;ﬁbiiyf
Epch TBER% %2 L4052 > @ 3 % {or it (functional outcome) = & &13%
oo TR GFEfoR A0 T A AARHER Stk B S TR FRA R
PR R AR "5 TRIPENEIEREIEELER %’r’ﬁ‘#ﬁ*%’ﬂ'ﬁ’k? h} IR P
ﬁ%;%‘*%Wﬁ%%*ﬁﬁ<wmw>#%*awxﬁﬁﬁ%a&§wﬁﬁ

BT R 2P ENTETRERRAAE LR o3 BMEL L h*f“Tﬁ“IEWﬁvﬁ‘#ﬁ%%’ %
?\mw‘t #F LA LTRSS R R o Ul R A w
vk LT RIT S REOITT o LS f RS T AL e F ,@mi b
7 “f EAARL S AP E & endpdfn 20 R4k o i #2745 1) NexoBrid @k 35

TR PRERSFREL TR E- HPEF R 2P ETFTER -

Pyt THEHAEHEAFBR T E | 2 6 0 24F & 7305 NexoBrid ¥ i ¥k
R (e &%) 3 AL & ﬂ?fﬁ-?%ﬁiﬁﬁ"'“ B (4B L) gtk
RER o EER R AFEAN ETE%%%%%ﬁﬁ HAREG S RT
NexoBrid 7= ¥ s £_% l*xkiﬁk Flen= jx o @ A0 /p}%“i’éﬂ' o ff ER G
(TBSA 42:% 60% ) > NexoBrid mré R LA Al i R j e A 2R
M 0 JRA R P NexoBrid *— K 42¢ g * F "a ff & TBSA 15% o g ¢k >
gm\y}% AT R (doitkse s AR R B @ o E TS K,ﬁ; y pLpFzb L
PR H g AL
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BT AR RE 2 G RAL R TR A ERL G Rk
i At B o R M Ao (Aedia I“i/%%’ L PR R S BT
R ) S LR *Mww“ TR RS RE A REERELT
CEYG s AP RSP TR T F LG e ML AL AIFH R e

B. CHMP 4§78/ i85 3K 31 o % 2 4p M 343 4 it

MY R 2R (MW2004-11-02) 0 & ?\#ﬂ ;,Féﬁﬁ#”‘f Bed G r o
P~ R EWEE G 0 MEOERBREAIF R R SR A T g RER L féﬂt
Foeup A G FRETE (S FOF i 4 o gt eh o BT TR R A & & PR vdp R 5
EFAR >R RCAMAEBE Y ko F D E A e, 2 d %‘ﬁ%.&ﬁ%
Befrt BN IEE T 0 R AR o Rl 0 R AT
R A o BRE BN ER G T B IR R T A G "'T%—_—g{- o {2
%%@ﬁﬁ»%ﬁiﬂ@ﬁua%%ﬁﬂ%@@ﬁ%r%%ﬁﬁn??ﬁg%@
HaMARBE G o FEPFRT B4k 23 -

3. T F FALEARM 2 pr

(1) #&=- =
~3F 2 * 3t 48 %F Cochrane Library/PubMed/Embase & + F A% & 2. = /& 3 p 4o
71T 7] PICOS s H0F (2 » TiRF 4 £ AR ERATEL A FEET L4

¥ (population) ~ i5% * /£ (intervention ) ~ % »T¥f P& & (comparator ) ~ J 5P|
45 1% (outcome) % #7332 2 & (study design) » H $0F i i fFa@yeT ¢

Population S RAez RER G R ;Er}i;; A

Intervention | Bromelain ( & NexoBrid®)

Comparator | A 3% "2

Outcome A%

ST18 ¥ PR E 5% (randomized controlled trial ) ~ [ e <
1,% w R (systematic review ) ~ st & 4 17 (meta-analysis )

Study design

i f it 2. PICOS > % i Cochrane Library/PubMed/Embase % < jek 34 i >

2022 & 12 % 29 p 2+ » 12 Tbromelain ; & "NexoBrid ;> ¥ % Tburn | # i B
HFEEIFE - F LGRS -
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Q) F L%

32022 # 12 % 29 p ok > 2w ik R 4T i (F49F > 4 W3 Cochrane Library
5] 19 4 3k > PubMed 7 3] 127 4 7 » Embase 7 3] 216 4 7 o FiF 4 <
FARALTrF B R G REEA 2 B S BREFL  wiRpAR S 2
A S AR TR EERSEREER S RN R REY R
PHRIAT L RPN TR L ERHRR X 2 2 LR S R
‘s MW2004-11-02 2. Ap A= 7 2 % [15] > 2 & 5 MW2010-03-02 crig k% 3+
T (TR Y B Ena YT E[16, 17]; B4 5 53 M ASETG)
S~ }]?%T}"éﬁ'frffbg A37[18-21]° L ETRB %2 BT R HE A Mot w o

d 3 PR RS L NS B A SF A AR R - S iEA ARTIin e
GEFPRFELFE AT 0 F 2 NexoBrid 7 ¥ - fRhk 5% 7 & b
(clinicaltrials.gov) » 112 ¥ g 2 R E = (2 Mo FEF I LH - mHELH
Wh) P ARM F AW oF ST 0 AT g M B

Wb OB R OF 15 30 F B MW2002-04-01 ~ MW2005-10-05 25 7
T e AR 2 S R o R ok R S dp M R R
R4 £ MW2002-04-01 12 MW2005-10-05 2.5 2_ 40 B v 32 45 © § {4 F AT eF=
7 (MW2010-03-02) B3 » & 4F 2 1 & 3§ 4 MW2004-11-02 = MW2010-03-02
@®ok o &AL MW2004-11-02 £ # i Bigds (MW2012-01-02) 2 4p B #cdy -

MRk R Ty KPR e o

# = ~ NexoBrid 1 & §2/4 3% 7 &

R FIRTER S By h o~ BEE Iy
MW2004- * % = 2% s FRINAEZAK NexoBrid pil A u/ﬁg & A
11-02 © AR (FZ R)E/E > e R R T B
(ff et o Bocstivsk LR (ZR) EF TERLAMARS
P o AT H L 4 f§ il Begp 4 s R bl
3 e TBSA :5 % 30%
e E# 143 554K
MW2010- * % = ¥ #E% s FRINAEAK NexoBrid z > w% & il
03-02 o WA IR (GF= R)E/& 2 o PP B (>95% K P
"R Ak (ZR)EE o« EELE )
s RrEE 2 G L
3 e TBSA :3 % 30%

Eg =18 A

A TR R
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(@) MW2004-11-02 3#2%[9, 13-15, 22]

MW2004-11-02 (NCT00324311) % 50 S REE L R s E¥ R E B
N T E Y = PRk R B P m:a%%’ﬁﬂ‘”*&wm? e SR o o A Ao
BB NT Ko BB R R L ERL AN A /T SS A Tl TG R #{eﬂj&l
AR R RO ER G 0 &R h;%l?é] /i 3% TBSA 5% % 30%97';'_1%-‘)?? Ao 2R
PRPIFIER S L REEH R Bﬁ*’ffif}ﬁa (Aot w4 355 2 vl )~ AL
Btz 417 e 4 (HDAIC>9%)» 112 L 22 A frb2 T S B E | i
o IRfed AEEF G > TR 7‘\+*—?—?rrv3£-f’fm«)§f

S5 1 TBSA 15%A K » £ 101 GISE A R R * & 3 H 5 A4
TR o R AFEREFRHE T DE & HE LS 1%TBSA @@ * 2g
NexoBrid (£ 20g AR & ) #-~% 8 5.5 IY ﬁ;%(\{%iﬁ ,f;; BIRE 4 ) pF
WE BRI R 2 A o Rl R T 4] PR R A ET G S L
15%5":},"5 A p giﬁ-%xjﬁg‘ﬁ = 4 Eﬁ 7 Bl E X% ﬁfﬁxrs I 15% TBSA -
ST LEREEY T E S TR zmw 0 Sl g
Tﬁv(excmon) B & i+ ( dermabrasion ) & -k 7 75 £] (hydrosurgery debridement):
LA Al R R AR R ¢ 7 R IR 2 ’ﬁri% silver sulfadiazine & H © ¢+ * &
&~ B v iRiE (soaking) ~ 7 ,f (scraping) % » & I EASRE o

WL P A Rpocdpte s B - Al S ’*’Eﬁrfkf"ﬁ? B ehiE= R
v (deep partial wounds) ' &] > 11 E FTEX A K ’]fg_rﬁuc_ Bt
x & Fpoedptk s LR Efﬁr*?’“ﬁ?.ﬁ}fé’ﬁﬁl SR REZRGUCHEEF AN T BT
REPEAFHE ()R EE YR LFICFIR AL E ) 3 45 B Aesr § 3
(FP#®@ICF4=% ) > mz £ w202 & (P]E hemoglobin & hematocrit )

JE L RaF S R IECE SR NI RIS L RS [
v R TSR “ﬁ% R SR RS R v A FEE 0.05 A EF LR
B RFRIBIPBMARBEOFE R v MR ERTEELR(14] -

=3

A
23

=N

- i & S C E ¥ Tk LR Af%‘rr?; m»‘h— T RIE S (D)E R A gy
IRV . ;’(i—;’—ﬁqiﬁggglﬁ A2 R ALIROE AL EE Y Lo IS ey - :zi,dtr,ﬁ
Blav-B A%

V1295 MW2002-04-01 385 ¢ > 1R800 3 “,/TT ‘}Fi JenT 32 Ak 5 92.7% 0 TR 23 ﬁ? K P
Z 90%IT 5 =5y fp i o

k rﬂp;}ﬂfﬂras ;ﬁwmﬁ FETREGE T 2FRE (522010 £33 2011 2 F) >

FRERHT B EORPE R ES AR L (W R A E ST 6 0 % L4k f§ 4 SF-36
e o Al ET i E% P4 (Burn Outcome Questionnaire ) 3= ©

88 &% A E 48K (Modified Vancouver Scar Scale » MVSS) : MVSS & & ix43 4 #i &
(pliability ) ~ & & (height) ~ & ¢ 4 & (vascularity)~ ¢ #% (pigmentation) > ™ % J§ £, (pain
and 1tch1ness) %I BApIREFFR 5 3 MW2004-11-02 38% > 4 X35 13 4 » A FeA o)

RPREE . o
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#2006 & 3 2009 & Hp R qc i 182 4 > £ 2156 l*’}ﬁa AN RS
He 75 2528704k (7 163 iFREFH ) 81 ""—Iﬁi‘ El B
TS H(F 170 R R ET § ) A5 F B4R 24 3 3 gl & 7}51‘?(109%
vs. 11.1%) > %ﬁ*&;fz‘%}?%% g0t Gls Ap 07 (6.9% vs. 8.6% ) [15] o 4% gk &
éﬁ—*‘ﬁvi’iﬁﬁéﬁé“f 299 Fo § MR TA%  faE LG A B ;(82%)’3“%}5 it 5%

Uk R R AR T [13-15]0 0 0 RIS B G v ER L 65§ Bt
?éé‘i”’ & * NexoBrid enie w3 BEF W FE § v S0t G| 5 FARINAE LK BTG
(65.0%vs.51.8% > P=0.0141) ; #F-Fr et MFRB G ot b7 24 K&
# 5 (33.7% vs. 45.9% > P=0.0238 ) [14] -

ek A & £ vcdy R4 475 % B © 0 NexoBrid p #0000 B
Pt th R RS R T R A AT FRGL (151% vs. 62.5%) 0 & A A4
KRB R v gg 0 Mﬁ—?ﬁ*%ﬂa@;év@* (17.9% vs. 34.1%) P« =
M%‘%»’z#;ﬁw#fr%ﬁ  NexoBrid # f7r k& Bl cif= A2 2 R r BT
AR E SN ER  (24.5% vs. 700%) £ 4% B AT R (f B8 ICF
) ﬂﬁ“"? ’%%NGXOBM ARG 4T P A F R (0.8 % vs. 6.7
)RR G rP e R (@ ICF 3 5 > plIEL% T NexoBrid
APEE R T G A FIRE (362 % vs. 28.8 % ) fip v w2 FAlan
BB @ e d kg F LR (96.3%vs. 93.5% ) 12 NexoBrid isf enig v # > £ 6.8%
ZE % B4 PFenNexoBrid io 4 it 2 2 F Ao H U RS F Bhpitird 2 o

%31 ~MW2004-11-02 3# 5% & < 8~ %X 3 "*Ffiﬁi#%%f[m, 15]

NexoBrid ISR P e
TEER A R B (L) 75 81
Ty () 31.6 29.3 0.2301
gt 5 (%) 72.0% 75.3% 0.2375
§ Tk 163 170
o ;é—‘ﬁ I 32 TBSA (%) 11.3 £4.9%* 11.0 £ 5.4% 0.4649
& f§ ¢ T 35 TBSA (%) 5.1+3.5% 52 +3.4% 0.7934
LR SR ok A b AR E RS PE (H3526 ) 7 i R B T

R ER L #\ o f./»\%fr

" AEREEL R D EMA BEL FTR[4] RAFL AT ET AR ERREBEHRLEF A
I‘k[lS] ’}\Iﬁ,”/‘vﬂﬁkﬁi—}’?—,& Brai2A kG REAGT SFRNAEAEG T o UZE &
A A% ¢ NexoBrid Ap ¥ BB G o FH gt AR G2 kG (4.3% vs. 10.6% ) ~
R EAE v (294%vs.353% ) iFRIAE AR B v (65%vs. 51.8%) M2 ¥ A5 v (1.2%
vS.2.4% ) B AELVHE > REFEHEGRE EMA F 82 T - K o

O AL FY ARE IR KT z\;w;%u& EMA % é‘a‘\?"% CB IR E ey pdp R
FAE ALY ST ARFLAGINSSE,F P RF L2 ARERGHE > 2 EMARG -
R o ‘é-t,'l*\ﬁ]lf_%f’—? Bedp i it A o

PR EG e (REZ RfP=Z R ) E S~ 787 > NexoBrid cng p A KB G r g7 »
ORI R (70.8% vs. 63.3% )0 F G AF T A A 1T B AN E B 2 (55.5% vs. 45.8% ) [9, 14] -
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NexoBrid g e P&

RRINA DA RER G o ik

< 5)(%)

FrizaAkEETFLG 0 33.7% 45.9% 0.0238
#e 51°(%)

*N=74 ; %¢ * NexoBrid z Fé-*‘ £33 101 4 - 2P 5 26 ri@’ﬁ#{jjﬁa Ao KBRS
AN AT FRAKET GG o foR SFAREEH $ ¢ (mixed depth burns ) ; #
¥R LER § v 3 NexoBrid frfl 2 is s 0t G A B 5 29.4%1r 35.3%

65.0% 51.8% 0.0141

# = ~ MW2004-11-02 #5% &% %*[14, 15]

NexoBrid L P &
(75 * »n=tprdc) (81 A >n=ifvix)

E E},;riﬂgf &R R }iﬁ;r

0 — 0 _
BB T A (%) 15.1% (n=106) 62.5% (n=88) <0.0001

Ak AL RS R T

5.5+ 14.6% (n=106) 52.0 £44.5% (n=88) <0.0001
Hea FF A (%) o (n=106) o (n=88)

FARAE B SES R G TK

£F A (%) 17.9% (n=106) 34.1% (n=88) 0.0099

TRAMARBIEFE- RG T
FR A (%)

=N

8.4+ 21.3% (n=106) 21.5+34.8% (n=88) 0.0054

W

Bk S A iR S R A

0 — Y =
R R /w\ (%) 24.5% (n=163) 70.0% (n=170) <0.0001
% B Mf BEALRIRE =2 13.1 £26.9% 56.7 +43.3%
- <0.0001
B c ke fp A~ (%) (n=163) (n=170)

T TR 2P ERPE (4
PEICF35) (X)) (5t %)

I %“#%%“,% EPrZ pER (p P17
ICF %) (%) (p * #)

XHp I %\I;réyfgkl% £ Pt 2

362+ 18570 +)  288=+15.6(78 +) 0.0185

0.8+0.8(67 *) 6.7+5.8(73 %) <0.0001

22+1.4 67 %) 8.7+£5.7 (13 +) <0.0001
(%) O * 40
B o 2EFAlan 5)(%) 96.3% (n=163) 93.5% (n=170) 0.9301
2w —x ZF %I (mmol/L) (s + #)  -0.52+£0.96 (61 +) -1.04+1.03(55 +) 0.0061
A — F I (mmol/L) (s ¢ #) -3+ 6% (61 *) -5+5% (55 4) 0.0374

(b) MW2010-03-02 3219, 13, 17]

MW2010-03-02 (NCT02148705 » DETECT study) % — 78 % B % # < ~ &%

VRS R TR B A X e ] > NexoBrid £ 483 i A 8 G 22% 7 77%[13] ¢
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ARSER (FRAEXR ) ZFRFDN 2P RFFERD, 13,17] > #F%k P i
A R ESAPEOTAGP(E JFA ) 2 AR i e ,4r‘,EE b &
SRE3I3IEPARI R Y B ER (F 1% TBSA # % 2g)~ ik isg
(7 g2t iy fl) > 2 GBI - BRI FH R 5 #8218 &> FL -
B SR A RS R A 2 R G 0 I G 420 3% 30% TBSA
AoRBRPILIEE Z RN G AV EYS ¢ CEBEEIE GG amﬁ%;ﬁﬁQ (%
Fo 6t A ) ORI & dum A (HbAIe> 1% )~ £ 3 # * 47 FfE
YR B EE R ARG G A B R R o ER L R fondp iR s AR F SR U0
;“W*??u}_fﬂf et b (f50 Bt 95% 114 )1 X R 45 » R ESAH
AR R }_ff”f BB~ LR Eﬁﬂfrﬁ%ﬁg‘_fp’ R o Uk gk
n B2 R
EARTA 175 B A R R R 169 B A X s R TR
A1 T0%e% K B T B 4 5 A5 (81%)0 T RIS 1% P R
vl G 5 6% TBSA » St e i kg 0 -Q)%*Ia‘ﬁﬁ'—" oo AR
7 A “/T“ E P (=295%) et 1) 5 93.3% 0 15 ?ﬂ?ﬁ; 4% > StdlgF A 8 -
WE J‘Jﬁ.g.fﬁr*”ﬁ‘f VA S AREETREIEF RS F ﬁ‘ﬂf B it
TR AR e ARk gk pAck < o

% = ~ MW2010-03-02 %5 % % [9, 13]

NexoBrid LRy FR ERFLEX P&
(75 +) (75 ~) (25 +) (95%CI) .
T 2B R 93.3% i 4% 89% <0.0001
L 51(%) (74% to 96% )
AR S 4.0% 72.0% i 08% <0.0001
Caie = (%) (-78% to -56% )
w e R 1.0 38 i i <0.0001

SELLAS

% & ¥ (ml) 142+512.4 814.5+1020.3 - - <0.0001

* NexoBrid 4p $F> L2858 » &% NexoBrid 4p > /;i’i%? 1 o

©) % >4+ (MW2004-11-02 ~ MW2010-03-02) [13, 15]

5 MW2004-11-02 225 [15]> # * NexoBrid io & 2 a2t 4 2% ’rﬁ’f
A EFFTRAGIEFLR oA ek L F L AF BT 5 3% > NexoBrid .
Foth 5 R et bl A W 5 20.0%F- 19.8%; # =t 5 45/ (NexoBrid &£ 5 15.4% ;
B REL 189%) & v &4 (NexoBrid & 7.0% ; #8755 2 8.6%) > 112
B K (NexoBrid % 4.0% ; #8558 %2 4.9%) -
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AREH R EMA fre 4 2 % lickf > AT 744 B FDA 7§ %
£ MW2004-11-02 fv MW2010-03-02 »+% 2 44 45 e % [13] o BedhBgm o A8
B f;; P LSz B0 R > NexoBrid fei s et & F L7 F R F 2

B AH(15%vs. 13% ) H = 5 3 #(12% vs. 9% )~ v #5552 (9% vs. 6% ) >
"R ?‘ﬂ; (6% vs.5%)  FEMm 5 > A g 4 ot Gipig

(d) & # i gizgs% (MW2012-01-02 ~ MW2010-03-02 ) [14-16, 23]

LR FEWEHS 5 0 MW2004-11-02 L3 E v B A% 21 4244
G %{»; MW2012-01-02 :#5% » NCT01350700) £3589 = (72 A A e
17 =323 ) »* MW2004-11-02 Jc % s 4 o0 MW2012-01-02 X (T E i
B (NexoBrid 54 = vs. #8755 35 ) 3% £ 3+ 191 A& v (NexoBrid 113
o vs. Bin R 78 M) A BFERREL LERES AL LB OREES AR
B & F (MVSS) 112 @& % SF-36 & #4370 2 # & F[15,23]

MW2004-11-02 %5 A~ 45 % % &+ > NexoBrid #p #3428 /5% > MVSS B
B &% 4piT (312 vs. 3.38 » P=0.88) °» # 7 Ev*’i B 2EE G O R LR
EARY A R E R4 0% L 4T MVSS B % o @ +w » R L fr e AR A
% & &9 MVSS ﬁjug LE gtk A *ﬁg{ﬁm F4F e MVSS % %
A% (3.14vs.4.05)° A 4 ERF4E > 6 > M SF36 R Fiiimh > WA R
ARG EAT S B A BT (511 vs. 51.3) T84k AL 312 B % 77 % 4piT (523
vs. 49.1) [14, 15] o

- T iE% MW2010-03-02 77 g4 38 8 RBAE S 2 2 i
c Y- KAFYPIFEE DL SRR L F 12 B RO BRRTD
S EIMVSS 3 2 0 2 5 4 48(3.70 £ 2.10-5.08 £ 3.11-5.63 £2.99) »
4)5 fiFe RBAEE SR W E}FA\’H**J- WBis o AREAPEOERE SR
fi (M MVSSef » 3 2L B 5 1.36)0 2@ FHaip|§ 73t & w2 s4p

>

*‘—"‘\
$oE oo

“rﬁ'&

¥

7

&
4
+=
[ |
—_
(@)
e

B. i Mihe rw TR B g A 1[1821]
WRFPHELFELE TR AR R R AR SLg AT
(a) Imsirovic % * &%t Nexobrid £ {8 jnf * v 4 & A o < i ¢ )Ej £ it

7k Bk g e i A4 R B AR T R 0 TR B2 AR R
seF et a21] -

"R EERES FARBEA R BES 2 (graftloss) s B e 58 g (graft complication )
2 o G (wound decomposition ) e
S MVSS 4 #5032 13-
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(b) Loo % * 4#-#f Nexobrid it {7} suib 2 pew A 45 4~ 778§ & 7 3430( ¢
gwﬁ&p”ﬁﬂwmﬁpﬂnw]&mmﬁAufdwéﬁwgﬁaﬁﬁ
ﬁ;—% i #1% 5-(4r:collagenase ~bromelain ~ papain )2 7 £ 7% % [20] ; Edmondson
AP A RIS “T (knife )~-k 7 (hydrosurgery )» 2 % %% (. enzymatic )

L;Pi | % o

£2 kSR pRw AT F R0 5 o bromelain TR Y {2 M 1 E IR 7 B
cRREA M 0 RS R R R Y A HREFRE AT K
Tf—i%‘ﬁ”ﬁi%‘ = S I

(7) @& FH
A 32022 & 12 % 22 Pzl Jﬁ"izﬁ deniE g R

P ¢
FRoHERd FErv @ FR0E - 2IREFGTH - IE2 fondd w2
RO T BASER 2 g R HARR ST R T

\%i'&

PR FEES B ELHROGTR PO S REVEF TR o hwp
1R kS Rew T2 HF Rk fod0F B8 b S 23 F 2 (7, 15, 17,
n4ﬂ'ﬁﬂ’S%éiﬁﬁwﬁﬁﬁpﬁ’?54%“£%9m%&$$ﬁw
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¥ (population) ~ ;5% > i# (intervention ) ~ F »c ¥ B 5% ( comparator) . f; 5 )
2tk (outcome) % #2% %342 2 ;2 (study design) > H 3#F if & FIZ 4o

Population Debridement

Intervention NexoBrid or bromelain

Comparator A KL

Outcome A 3% L
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cost-effectiveness analysis, cost-utility analysis,
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( intermediate-deep thermal burn ) &5 F = & o 2 3 & * w # 2 4 §
(retrospectively and consecutively ) 7 % » £ T 020 5 4 4 & F# (total body
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SICU) ~ E prr " (escharectomy ) ~ p %845 4& (autograft) ~ % ﬂi;-li E S SR
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ULCERS | 7 " Proteolytic enzymes | #f[10] 5 F st & i\ﬁmé%r‘%%\ G 4T
WARBEFG T A édask/»\—,t”ﬁ 2 IE » & FE trypsin 2 & 50 fE
trypsin ¥ ¥ A FE & A S E2 AR e i R SR e

THRAAFELARTG S FFFRE (5 E S FREME S —'@_J S

Fl1] pa ARAEH 2 g ST 0 F7 g > Tiidl pa?'l
Teschar ; 22 # &+ % 2 f&= 4 » ¢ 45 policresulen 2 * & ; ,%ﬂ\ ’

28/44



111BTD12025_NexoBrid

policresulen 4 » i i% 538 3+ 4 38 (4rfiték= ) 2 policresulen 2 &£ if B 22 &
LR g R SR i

S o AT ATC GE A~ BB IEr & bRy Pl 53 5iF
BeRP o AFEARLASD R RSP Y &

(Z) HFBEE
1. é%ﬁﬁ%

=2k H & 2 concentrate of proteolytic enzymes enriched in bromelain( NexoBrid -
WITE AR &) PO B R 2 W e A B f, e N B
TG R G AR (standard of care, SOC)L L3 e A kT & (2024
£ 32028%F ) AF#F A H - £9X T 45614’*‘445))25%’?3”"\?]%3—51
278F ~1 % 1 ﬂl%&gm’*“ﬁﬁgﬁﬁkéﬂwh% Mg, ¥R
7.3 SOC #it BRIFHIBP PO F - £142F ~ 1 % T #9925 = « 223k 4 M it

P AT 24 & BB S RGP dofl
(1) 7@k ¥ =

PR S R H R RN B2 RE RS AR D B R B2
Y (5 SOC2 F A< i » Tk ¥ 1= 5 B B 14 o

(2 P &%

@ﬁﬁf%Wmiiﬁﬁi%“&ﬂé*%@*%%%ﬁ&A&&éﬁ%
AAH X 3 F Q3 WG AL AP THRTRFLBEERT ¢ B RGP
f%“@"ﬁ‘“wi°%aﬁm%%%l&9%¢gsgﬁrm&ogﬁﬁ
PN JE S S : (acl  LIE 1o I

A. 13352018 5 2020F > % GE B itm st ? [49] 0 £ % o2 W G e F
BPAgITL P IR%EE S T BRAKRT EE E AR -

B. #kHni ASnfr nFigs s m%%/fugblé«/\:)?ﬁ v 441995 3
2055 I 23 ) b & g Gt FALS0] - 3 AT A RS e 6]
O0% ~ & E AL G4k 70% o

(3) & 5t ¥ 4 #rc

® NexoBrid i 5 45 ) 3 23k * »0 1 FERDEG G CFEG G X RSP F TR 2
FRARPGT S G RERAE (R R F SRR -

29/44



111BTD12025_NexoBrid

ERF RIS A S 2ATHF A SO PR L FRER G Y e
F'“?” 222 SOP k2 A& § FK5%135% diim A RT & A 5% L f#cs
- #9443 %7 EB6LA o

(4) » 55 R F Y

gggx@—‘ﬁﬁ% Al ,,;;]%'gg/% ¢ RER f;;}]% Az TiaY RELECE RPN CER G @ﬁ%,,ﬁt
;]%- ALyl % 4 g f% (total body surface area, TBSA) 5 25% > i pt 42 & & &

AR EL10 L RASRF AFEIERLIAF O HEARTI EALERE
HH- E278F ~ 3 5T £1048F A o 2R F B INARE SRR TGP dofd

Sl bra

>

1952018 3 2020 2 it B iFig gt ¢ [49] 0 £ 4 o2 W Gl 4
ﬁ&ijﬂgp%&,MSﬁli;R—ﬁ4§W§%“??w$§i°
TP N R G op 4 2 X A5 g [B1] 0 11£ £=31R AT L i
& 5B 1%TBSA S & 4335 ~ o
C.Hly® A FHFRF ™ (N83F ~) g 15 ink1% TBSA# = & (433
) o ERAPNER G A T ISTBSAY)25% -
D. 2k F g E* 2% £ 2 @]‘/’PQ‘)I%’ A5 o507 B HAER DI KfRRTE
Hede ks R 250 QERIR E B AGRR EY o T F *+250cm? e E T & Af 0 2 4P
BTN A25% MM A G I ISR TBSA2D%E & * & 5104 -

vy)
:t@’ \*ﬁr

(5) BB L E R H

DRSS Z A RE A AMES & PRy e T S kST R

> A AL [42] 0 B B A1 S SOCHE & f vt 5.6% o F A RG] E

ZRINLE P S gggg%s;%% *(H83F )b E A GFA LR 9ATE & -

Bl PRIl 2 AR FREATHE hig * Lo #&rp%i\ AP (R a2l
FERPFEYOY - 241 1 5T #2855 ~ o

(6) # s Fpp v

WHGFHF I ERF IR LKA L hF R AP A
L[5l wE s 49‘&'@&%}% "# (%8375 ~) Téﬁﬁlﬁs\iﬂ\?jq* = g
TRPAFEIRERT AT RS OB FoR S A[42, 52] s RS F
HER e R AP R CEREREFRP P RAERP oL

Y \\\?{r Nud

30/44



111BTD12025_NexoBrid

#ZD (%) SOC 5 o
Lok 5 8- B 5 g
5 F ed 1t 989%% 11% -
5 » s
B5 g (304%) 925265 | 91926~ |° 'f} if;;ofjﬁ:;%i
5] X175% % 86% -
3. FtorAEKLSOCHT6% -
y T4
/r‘-—‘),%‘v,‘a;’ff (21.8%) H13473~ | §1348 ~ ;_;;Of#if7; ’“#;%4 & "
Fmt (11.4%) 995§ =~ | 995§ ~ | £2SOCHk
1 RRAEA £ e 500 B i
Bork f L ER bt 62%
35%% 3% -
g (9.6%) Y87 ~ Yoy ~ 2. @& k58 SOCH Fez §
FiL o AN E L £ S 60% o
3. FloAFESXKLSOCHT5%-
Bofly (78%) | 9645 ~ X647 ~ BSOCHF -
51‘!1. ‘%” (4 9% ) X418 ~ 158 ~ ﬂkr%é’ﬁﬁ%li 7 = SOC:38% -
waF (4.0%) Y3478 ~ Y3478 ~ BS0CHp I o
FEEE 3 (3.9%) 9320~ | 932§~ | #SOCHF -
1B f;é;%’j (2.5%) 2.1 ~ 2.1 ~ BSOCHp e o
L ®R ks & - Rp s bl
Beds B % o b b X 75% 2
25% -
[ENERL> 3;3’?» (25%) | H2.08 ~ Hl.6g ~ (2. # % AFESOCH 2z = ¥
o Bt m s B - R/ S A
5] X175% % 86% -
3. 1o AFE2ALSOCHT78% -
¥R "” (0.4%) 13+27 ~ 913+2F ~ | #SOCAp e ©
%wfﬁ B3 (04%) | 93+ < 13+ < | 22SOCH I -
| ?j (0.3%) 12+67 ~ 912+ 67 ~ | #SOCAp e ©
st % (0.2%) G137 ~ | 91437 ~ | #SOCH F -
HA e ¥ (0.03%) | $2F ~ 927 ~ BISOCHp e »
n R AT ?f (0.003%) | 930~ 30~ B2SOCHp Fe o
ﬁﬂ?:&ﬁ’*ﬁﬁ,@, “78F ~ “o67H ~

A RERT ’@"i‘q‘ﬁﬂ&"‘* &ﬁ’r}gﬁf%%} (. ¥1838

SEVERE

| £

(9478~ ) 15 wHS0Cz & 4 H s ?5),%‘3” * X)78F ~ o B fs > 13IRSOCH

31/44




111BTD12025_NexoBrid

FABHEART ERFR TR FHR Y FENLITRA

BATHRT » 2R ERI R AT EL R TR \;;@?‘ijﬁ?ﬂ\ﬁﬁi?
ﬂnl‘;‘o;/%%’f%ﬁ’# fohms AW g g 9635~ SOCH & ¥ f * I
o kfs U ARLSOCH * Adcd e A kT EATHRTHR FRF Y FEY
F- #1360~ 1 %7 #1331~ o

FrOEREFGRT AEART ELL W FRF T AR F - £ H6

Rp il  AREREFEIRPHEREFMBPE 5 - £278F ~
%7 E1,9488 ~ ; ¥ EMB A %&,ﬁéljigﬁiﬁgﬁ B LE H %5.-;;;3
A Rt ff“izd”? BART EHEERAFMBBENS - 21420 ~ 1
7 #9928 ~

(8) 7Rt B A 17

EEF R P F MR A& F &A 4B
EFd A FIP AR RS AR T8 A KT EHEFRIEMERE B
- 2

el HE RIFMHBRE BITHBRE
e BiR
N 119502 I H FR LT | $- #1183 A | $- E171 A3
" 1394 ~ } #2211 4 § 7 £788F ~ %37 £1196F ~
E AR | MOB% I R AR T ¥ - 21198 A% | ¥ - 21648 <X
FHET | H69F A 1 LHOTH A | ¥ 7T £833F ~ $7 £1,150% ~
—;rtf‘iir'—r‘;[f:ﬁ::'_i; ) ) » )
TN N v *Ek Y- B718 ~ % -~ #2838 ~ %
(2.5%3 17.5%) &84 | 7 - e
% ] ;7 #4965 ~ 7 #£1,9835 ~
-2 (10%3 70%)
PHAH | XS EFROI55%A | §- E1RF A3 | $- £l1428 A3
+EABE | H 40 15.5% 5 7 25044 ~ 7 &21768% ~

2. LY uiTHeiEG
ﬂ‘i’ﬁpwh@‘&—‘kmﬁ?}%%x HES-F ¥ ;wﬂﬂgm,,gugﬁ%%i.{%
e 2t £

i%f%fjf%‘&*&"’Fﬂb“%‘ R AF R F e < 7%@:;5;—45:,&
A b V'K&P'}ﬁip&fg’p?ﬂi ?ngr%%‘éjih‘??‘ﬁlb%}%‘ ,a'f‘r\li})';;

32/44



111BTD12025_NexoBrid

ARG ko P IREHAMBREE B P AL L
EURERFHEERF D R MR R G R R S HER Y MR PR
AT

(1) Tk = =

AWLRFERF RS DR LEL A SHRP R PR R B2 wq
SOCZ 4] =/t » fsk & i 5 P~ B 1% o

(2) P&

AR 4 4 & 9452017 & 3 2021 i f&fﬁu@w\ R R L
18 11 1o £ S R E B2 G @AM AL R R OIRIEIE P A 4 TR 4
AR (doT &) T AL K7 F 4] (R4562072B ~ 4 i1 2-410,861
BL) O T IF AR (LB R L] S i dfﬂe'ng A ﬁj%ﬁ!‘: R UNN N
?3‘?:*?}5!“%%5“"?&3/~] BePfRAk ® N AR F R o b T E R E
<o R AR A BB AR RS R T IOER TR E A
ER- L EFARE RS bt Y ERF FEE S IG5 4 90%
HPRF A I AR T E P ARRE L F £2104 o

-

75 - * i Bhik
5 AR EII (N D ) 22 ERR 2 R
sgorac |- 7 HIFRECE T T %W%?% FEPLRE
2 o)A G L - BSAGRE L% )
FOA R EIT(L N T Nk BRI G R R R 2 T
sgorsg |+ P HIREC LR R REENGIREG AR
2 E)—Mi oL - 1217 BSARE - o ff)
AR EIR (N N ST S s BRI R R 2 L
23 E)—MA G fFZ L2 1T L BSARE = %o fE)
GoAITR EIR(L N ST kN R R 2 R 2 AT
T U LAt T
2 E) ML T - 3~ - BSAURIRE %)
WIE Y ACRE BB Y 1 B EIEE 2 fe R
sgonop |© MG RRCE T Bo R G2
2 E) Wi G fi- - 24+ BSAURIRE %)
Ao G RGZ(N W~ R BRI G2 R 2 L
48030B | HE) ML A < BSA(%W&E) 17854

(B) &5t * %k

CoRZ AR R REF(F)ME 2R G 6 A 20%(F ) o X p A KB E I
B Ak Fpl e 24 ,—jLﬁ,g{a'(l)}F Frak-mbh-§3 U H--QFFPFh -
(3); @ p;p,*;e' £+ HEELRITP : 48015B ~ 48016B ~ 48017B ~ 48029B 3 48030B ° (4)- 4k
,H-,i_liﬁj LN R CE W vﬁ}wr,é/,tgg » B ¥ et 309% o

33/44



111BTD12025_NexoBrid

i F fs F:\s; ',)E'—’\:/{ TN T
"’,}_'v“ﬁ.%%’é]ﬁp\,ng- i‘«*)ﬁ EED P FREARM B RS 1A
E 7

31&4—

AF R ERE S AR b F 2
b

\ Y

AR REATT AL AT A RT £ AR

(4) » 55 R F Y

TEELGHLAF R FAFREBARTE IR UG AT FR
* A5 AR 1 fgfs-’g“\ﬁ‘:iiaf%%%fﬁ s A 518k 1 b E K g fg 2 ~‘i ) ﬁtr?ﬁs)g‘::
JRAZIE P eaid * A Poo 1L L IE P 2o fFe? B E R & H ‘@:*E‘-ﬁlf”l‘ b de
FI8f L L E < W G op A T IRIT G ff H2T% 3 20%2 B (F3527.9% ~ iR
£0.8%) - 4p R da i B & grsE if“#ﬁx‘r Rt a-‘ﬁliﬂTBSARZS%m&: T
mAEE AR E L1058 G H %g%" cfRAFE Y A ZRAMGY AFLAE
ARTIEATEREFY 5 - £3348 ~ 1 %7 £2337F ~ o

Ra oo % BN 2015& ~ A& 7 0 ?‘)I?% o B RER 2. T I5TBSA 5 40%14
vk AR j\;;,q,;ﬁ Wig N E g7 % A G fF2500m2 o ¥ AR H £
7 4 52 TBSA 2.5% » 12 R A T39BSAZ 1.6 m2k ¥ & T332 F § & ##25% > R
GETE RS S rﬂij‘fﬁ?lgﬁﬁﬁlﬁ‘*’\lﬁqii AR BT e

G
S
¥
s
&
it
et

eSS L

AR B R R R R A1 S R R SOCHh R & ot ki B4l
BERH o T ORRGEEE EF RPN R AR wa,ﬁu EEFREFRE A 1718
A BRI a1 f%iiﬁié'liﬂf?«‘%wﬁiﬁ Penid® £3F0 00 LIF P 2 F A T
PEED JWRFRETE S A FAI SR 939 A 1515 A2 B (T
29445 ~ ~FREL05F ~) o Li;;iz—‘ﬁr/{ AR TR RE Y PR I 3
FTEREFBHLE AFLF Y QATH A PR R 5L %F?m@%&&
e AR ERPRDAEFELERFF 45 - £49F 1 5T £342F ~ o

7

(6) # s Fpp v

AL RIEFRF AP LR 2GR FE L LSRRG o ¢ LR
BHLFRERDEL AL RIP IR AAET LS PR 6 PR P RIS
L3 A FEEN - A BW#&?Vli AL RS AT ERE R L
\aﬂ \'E‘Jv\*f"r B1s o 193 vhst BRTH B i ¥
E A Fg}%} TRy - & sfllSéT;bfL % 1 F

(7) Hir B

34/44



R atfin  ASEREFTERPHEREIMUBEE 15 -
%7 #£23378 7~ L BB —%r%i%ﬁllizﬁaﬁ&% R A
BREGARNAS > AWLIERART EHEFAEMBAELNS - £1
57 #1190 ~ o

(8) TRt B A~ 17

111BTD12025_NexoBrid

*ﬂrwbﬁrﬁJ$‘*%@“§E7ﬁiﬁﬁﬁ${¢@ﬁi‘%@%
FRHEPRAKS LB BEFRARE RSB R TEART EFHEFRL
TR IR B ets £

HPp P BIMBEE BRI RBE
LA BT

N LT S A RSP ¥ - £340% A1

& (25%317.5%) 3% - %7 #5958 ~ %7 #2380 ~
2 (10%2%70% )

& A NG | FTITBSAL20% > B2

i * g #r AE8E VYT ERY | 5- #1035 ~ % - #3708 ~ %
KRE ALGFHEZRY A | T ETR2F ~ %71 #2592 ~
164 g *

E AR | 19S% B ERFRELT Y| ¥ #1355 ~ 3 % - #2058 ~ %

%r}ﬁ?{ #* He9Fm ~ ~ 1975 ~ %37 #9433 ~ %37 #1437 ~

PEAHK | RT>AEFRD 1I55% | - #1708 ~%2 | %- #1703 ~ 3

+ EAB% | B4 15.5% $7 #6078~ |%7I#21175~

*ZF RPN 2015 F o~ & R é[?e B REW B 2 TS TBSA 5 40%11 ;¥ R0

R E4 I E g7 % 2004 6 ff 250 om? > ¥ AET H £ % 22 TBSA2.5% 0 11 B 4

T3aBSA L lom® k¥ § TEEF G 6 4 25% 0 BIE 5 ¥

35/44

TR 16 £ o



111BTD12025_NexoBrid

= S~ EANTRER

LR R RS

22023 # 1% 31 p k> ¥ 434 £+ CADTH ~ ;2% PBAC % # & NICE
T AFIIPMEATGHEL

(2) Mg

1. g‘g;;—‘ﬁ;,gé AEEBP-N R W RS L2y ng%ﬂ},r)%v\,ﬁ AR
CENESENY S R %ﬁ WG A g PTG A L E R
FRELFPEEHILG > ¢HEFREIIET G0 & A E ¥

BARP Y PEERIRARSG Y 2 HEFRE T BE - 2RATE A

A\

RIEhGRr (g5 5 - 94T HTEGI jw&;;;& ,:,, £278
B‘“?L%gf'ﬁiﬁl ez Ft“” s g ?5 CHCA m% %EH%

Yy - 21428 ~ 3 %7 #9927 ~ -
2.$$pwhﬁ&%mﬁ&?wﬁk@% c’w”éﬂ%%7%f%ﬂ%*
il » Vo e 42 H B ;«*L, 41[:’_?5')%@-][“7”4?5 . ok %,,Jf s A L B
%;gt?;ﬂugﬁ;; Aik oo g@;gx,x,dt&%gm}g £+ ﬁ% * o~ H o Ps)g& FRAE W
Pepdifiia ko AP RAEHEUBEFL &5 %Eiu:to S
1B 2017 £ 3 2021 EREEAE A E £ 1’%:}"‘5@‘2{1’%3@%&1 18
Perrbom o v Ap AR R PRARIE P S 4 (F G e A
AKT & AT 4@:;“ £ 10 A ia?‘ E 734

3. *EFEZIR E R
FRO%-#3348~1%7&23378~> g;fg-_aaﬂ«;pﬁm.g;
TSR Y RPN 2L F RS e fo Erﬁ SRR FRE T EY
SHERATMAE TS - 21708 ~1 57 £ 1,190 § ~ o

4 AFLFEAEI I F AR EL ALY L LY ERYF A FHS
HFrEPRA RS LA SRR RSN RS- EHEREY
M ST 985§ A1 3700 A~/ > %7 &7 4 4595 F <3 2,502 § ~

36/44



111BTD12025_NexoBrid

3 FR

1. ART. BTG TS s LRI, AT ;fﬁﬁé.\ g g7/ 2020; 64(9):
33.

2. Yoshino Y, Ohtsuka M, Kawaguchi M, et al. The wound/burn guidelines - 6:
Guidelines for the management of burns. The Journal of dermatology 2016;
43(9): 989-1010.

3. Yast1 A, Senel E, Saydam M, Ozok G, Coruh A, Yorganci K. Guideline and
treatment algorithm for burn injuries. Ulusal travma ve acil cerrahi dergisi =
Turkish journal of trauma & emergency surgery : TJTES 2015; 21(2): 79-89.

4, Jeschke MG, van Baar ME, Choudhry MA, Chung KK, Gibran NS, Logsetty
S. Burn injury. Nature reviews Disease primers 2020; 6(1): 11.

5. Bettencourt AP, Romanowski KS, Joe V, et al. Updating the Burn Center
Referral Criteria: Results From the 2018 eDelphi Consensus Study. Journal of
burn care & research : official publication of the American Burn Association
2020; 41(5): 1052-1062.

6. FRMar gD 2 L AR AR, FAARTI0Y & B e ¥ .
https://www.nhi.gov.tw/query/query2.aspx?n=26A2326C926C947C&sms=36
AOBB334ECB4011&topn=SFESCIFEAE863B46. Accessed January 3, 2023.

7. Hirche C, Kreken Almeland S, Dheansa B, et al. Eschar removal by bromelain

based enzymatic debridement (Nexobrid®) in burns: European consensus
guidelines update. Burns : journal of the International Society for Burn
Injuries 2020; 46(4): 782-796.

8. Treatment of deep burns. Uptodate.

https://www.uptodate.com/contents/treatment-of-deep-burns?search=deep %20

burn&source=search result&selectedTitle=1~150&usage type=default&displ

ay_rank=1. Published 2022. Accessed January 3, 2023.

9. ZRPHEAATL"EAGAIARE FEARNS R EFERE.
https://mcp.fda.gov.tw/im_detail 1/%E8%A1%9B%E9%83%A8%E8%97%A
5%E8%BCY%B8%ES%AD%97%E7%AC%AC028069%E8%99%9F.
Accessed January 3, 2023.

10.  ATC/DDD Index 2023. WHO Collaborating Centre for Drug Statistics
Methodology.  https://www.whocc.no/atc_ddd_index/.  Published  2023.
Accessed January 3, 2023.

11. 0% - %5”,%? EH - FRrRORESFVE. AR B, Y.
https://info.fda.gov.tw/MLMS/HList.aspx. Accessed January 3, 2023.

12. Cancio LC, Barillo DJ, Kearns RD, et al. Guidelines for Burn Care Under

Austere Conditions: Surgical and Nonsurgical Wound Management. Journal

37/44


https://www.nhi.gov.tw/query/query2.aspx?n=26A2326C926C947C&sms=36A0BB334ECB4011&topn=5FE8C9FEAE863B46
https://www.nhi.gov.tw/query/query2.aspx?n=26A2326C926C947C&sms=36A0BB334ECB4011&topn=5FE8C9FEAE863B46
https://www.uptodate.com/contents/treatment-of-deep-burns?search=deep%20burn&source=search_result&selectedTitle=1~150&usage_type=default&display_rank=1
https://www.uptodate.com/contents/treatment-of-deep-burns?search=deep%20burn&source=search_result&selectedTitle=1~150&usage_type=default&display_rank=1
https://www.uptodate.com/contents/treatment-of-deep-burns?search=deep%20burn&source=search_result&selectedTitle=1~150&usage_type=default&display_rank=1
https://mcp.fda.gov.tw/im_detail_1/%E8%A1%9B%E9%83%A8%E8%97%A5%E8%BC%B8%E5%AD%97%E7%AC%AC028069%E8%99%9F
https://mcp.fda.gov.tw/im_detail_1/%E8%A1%9B%E9%83%A8%E8%97%A5%E8%BC%B8%E5%AD%97%E7%AC%AC028069%E8%99%9F
https://www.whocc.no/atc_ddd_index/
https://info.fda.gov.tw/MLMS/HList.aspx

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

111BTD12025_NexoBrid

of burn care & research : official publication of the American Burn
Association 2017; 38(4): 203-214.

Drugs@FDA: FDA-Approved Drugs: NEXOBRID. U.S. Food and Drug
Administration.

https://www.accessdata.fda.gov/scripts/cder/daf/index.cfm?event=BasicSearch

.process. Accessed January 3, 2023.

NexoBrid (concentrate of proteolytic enzymes enriched in bromelain).
European Medicines Agency.
https://www.ema.europa.eu/en/medicines/human/EPAR/nexobrid. ~ Accessed
January 3, 2023.

Rosenberg L, Krieger Y, Bogdanov-Berezovski A, Silberstein E, Shoham Y,

Singer AJ. A novel rapid and selective enzymatic debridement agent for burn
wound management: a multi-center RCT. Burns : journal of the International
Society for Burn Injuries 2014; 40(3): 466-474.

Hickerson WL, Goverman J, Blome-Eberwein SA, et al. One year follow up
results of the detect enzymatic debridement multicenter RCT. Journal of burn
care & research 2021; 42(SUPPL 1): S1-S2.

Nct. A Study to Evaluate the Efficacy and Safety of NexoBrid in Subjects
With Thermal Burns. https://clinicaltrialsgov/show/NCT02148705 2014.
Edmondson SJ, Ali Jumabhoy I, Murray A. Time to start putting down the

knife: A systematic review of burns excision tools of randomised and
non-randomised trials. Burns : journal of the International Society for Burn
Injuries 2018; 44(7): 1721-1737.

Loo YL, Goh BKL, Jeffery S. An Overview of the Use of Bromelain-Based
Enzymatic Debridement (Nexobrid®) in Deep Partial and Full Thickness
Burns: Appraising the Evidence. Journal of burn care & research : official
publication of the American Burn Association 2018; 39(6): 932-938.

Salehi SH, Momeni M, Vahdani M, Moradi M. Clinical Value of Debriding
Enzymes as an Adjunct to Standard Early Surgical Excision in Human Burns:
A Systematic Review. Journal of burn care & research : official publication of
the American Burn Association 2020; 41(6): 1224-1230.

Imsirovic A, Butler C, Drake P. Does Nexobrid improve healing outcomes in
treatment in adults with partial thickness burn compared to standard of care? A
meta-analysis. British Journal of Surgery 2022; 109: v76.

Enzymatic debridement in burns patients (Children & Adults): a comparison to
standard of care (protocol MW 2004-11-02)
https://trialsearch.who.int/Trial2.aspx? TriaID=EUCTR2005-003662-41-SK.
Accessed January 16, 2023.

38/44


https://www.accessdata.fda.gov/scripts/cder/daf/index.cfm?event=BasicSearch.process
https://www.accessdata.fda.gov/scripts/cder/daf/index.cfm?event=BasicSearch.process
https://www.ema.europa.eu/en/medicines/human/EPAR/nexobrid
https://clinicaltrialsgov/show/NCT02148705
https://trialsearch.who.int/Trial2.aspx?TrialID=EUCTR2005-003662-41-SK

23.

24.

25.

26.

27.

28.

29.

30.

31.

111BTD12025_NexoBrid

Long term follow up of scars for patients that participated in study
MW2004-11-02, as  well assessment of quality of life.
https://trialsearch.who.int/Trial2.aspx? TriaID=EUCTR2011-001889-17-GB.
Accessed January 16, 2023.

Schulz A, Shoham Y, Rosenberg L, et al. Enzymatic Versus Traditional

Surgical Debridement of Severely Burned Hands: A Comparison of Selectivity,
Efficacy, Healing Time, and Three-Month Scar Quality. Journal of burn care
& research : official publication of the American Burn Association 2017,
38(4): e745-e755.

Schulz A, Fuchs PC, Rothermundt I, et al. Enzymatic debridement of deeply
burned faces: Healing and early scarring based on tissue preservation
compared to traditional surgical debridement. Burns : journal of the
International Society for Burn Injuries 2017; 43(6): 1233-1243.

Krieger Y, Bogdanov-Berezovsky A, Gurfinkel R, Silberstein E, Sagi A,
Rosenberg L. Efficacy of enzymatic debridement of deeply burned hands.
Burns : journal of the International Society for Burn Injuries 2012; 38(1):
108-112.

Krieger Y, Rubin G, Schulz A, et al. Bromelain-based enzymatic debridement
and minimal invasive modality (mim) care of deeply burned hands. Annals of
burns and fire disasters 2017; 30(3): 198-204.

Bernagozzi F, Orlandi C, Purpura V, Morselli PG, Melandri D. The Enzymatic
Debridement for the Treatment of Burns of Indeterminate Depth. Journal of
burn care & research : official publication of the American Burn Association
2020; 41(5): 1084-1091.

Euctr ES. A multicenter, multinational, randomized, controlled, open label
study, performed in children with thermal burns, to evaluate the efficacy and
safety of NexoBrid as compared to standard of care (SOC) treatment.
https://trialsearchwhoint/Trial2aspx? TrialID=EUCTR2014-003066-24-ES
2014.

Rosenberg L, Lapid O, Bogdanov-Berezovsky A, et al. Safety and efficacy of

a proteolytic enzyme for enzymatic burn debridement: a preliminary report.
Burns : journal of the International Society for Burn Injuries 2004; 30(8):
843-850.

Schulz A, Perbix W, Shoham Y, et al. Our initial learning curve in the
enzymatic debridement of severely burned hands-Management and pit falls of
initial treatments and our development of a post debridement wound treatment

algorithm. Burns : journal of the International Society for Burn Injuries 2017,
43(2): 326-336.

39/44


https://trialsearch.who.int/Trial2.aspx?TrialID=EUCTR2011-001889-17-GB
https://trialsearchwhoint/Trial2aspx?TrialID=EUCTR2014-003066-24-ES

32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

42.

111BTD12025_NexoBrid

Cordts T, Horter J, Vogelpohl J, Kremer T, Kneser U, Hernekamp JF.
Enzymatic debridement for the treatment of severely burned upper extremities
- early single center experiences. BMC dermatology 2016; 16(1): 8.

Mataro I, Lanza A, Di Franco S, et al. Releasing burn-induced compartment
syndrome by enzymatic escharotomy-debridement: A case study. Journal of
Burn Care and Research 2020; 41(5): 1097-1103.

Fischer S, Haug V, Diehm Y, et al. Feasibility and safety of enzymatic
debridement for the prevention of operative escharotomy in circumferential
deep burns of the distal upper extremity. Surgery 2019; 165(6): 1100-1105.
Harats M, Haik J, Cleary M, Vashurin I, Aviv U, Kornhaber R. A
Retrospective Review of an Off-label Bromelain-based Selective Enzymatic
Debridement (Nexobrid®) in the Treatment of Deep, Partial, and Full
Thickness Burns and Hard to Heal Wounds. The Israel Medical Association
Jjournal : IMAJ 2020; 22(2): 83-88.

Cherubino M, Valdatta L, Baroni T, et al. Selective Enzymatic Debridement
For The Management Of Acute Upper Limb Burns. Annals of burns and fire
disasters 2021; 34(4): 328-333.

Rivas-Nicolls D, Aguilera-Saez J, Gallardo-Calero I, et al. Does Enzymatic
Debridement Allow Us To Perform Conservative Treatment On Clinically
Deep Hand Burns? A Retrospective Review. Annals of burns and fire disasters
2020; 33(3): 239-244.

Shoham Y, Krieger Y, Rubin G, et al. Rapid enzymatic burn debridement: A
review of the paediatric clinical trial experience. International wound journal
2020; 17(5): 1337-1345.

Nct. A Study to Evaluate the Efficacy and Safety of NexoBrid in Children
With  Thermal  Burns  Compared the  Standard of  Care.
https://clinicaltrialsgov/show/NCT02278718 2014.

Bowers C, Randawa A, Sloan B, Anwar U, Phipps A, Muthayya P. Enzymatic

debridement in critically injured burn patients - Our experience in the
intensive care setting and during burn resuscitation. Burns : journal of the
International Society for Burn Injuries 2022; 48(4): 846-859.

Hofmaenner DA, Steiger P, Schuepbach RA, et al. Safety of enzymatic
debridement in extensive burns larger than 15% total body surface area.
Burns : journal of the International Society for Burn Injuries 2021; 47(4):
796-804.

Giudice G, Filoni A, Maggio G, Bonamonte D, Vestita M. Cost Analysis of a
Novel Enzymatic Debriding Agent for Management of Burn Wounds. BioMed
research international 2017; 2017: 9567498.

40/44


https://clinicaltrialsgov/show/NCT02278718

43.

44,

45.

46.

47.

48.

49.

50.

51.

52.

111BTD12025_NexoBrid

Farahati F, Nystrom S, Howell DR, Jaffe R. Economic Spillovers From Public
Investments in Medical Countermeasures: A Case Study of a Burn
Debridement Product. Disaster medicine and public health preparedness 2017,
11(6): 711-719.

Kern M, Depka N, Schackert C, Henkel W, Hirche C. Enzymatic burn wound
debridement with NexoBrid®: Cost simulations and investigations on cost
efficiency. Gesundheitsokonomie & Qualititsmanagement 2017; 23.

A ARfIIne & Rk e . FAARTIIN? L R ReF ERRERS
https://www.nhi.gov.tw/Content List.aspx?n=6A330BB09FBOEA45&topn=2
3C660CAACAAI159D. Published 2022. Accessed Dec 30, 2022.
LAY L REFEF. 2ARERSEE LG HAP
https://www.nhi.gov.tw/Content_List.aspx?n=28193BF5D75C9B18&topn=5F
ES8CI9FEAE863B46.pdf. Published 2022. Accessed Dec 30, 2022.

A oAm IR s . 110 E R 2 N R KR F O R E R
https://dep.mohw.gov.tw/dos/Ip-5103-113.html. Published 2022. Accessed Dec
30, 2022.

FAABTINY SR BRE. 2B RGFRLEAR Y RTHP £
:}F] # & ¢ -111 # % . https:/dep.mohw.gov.tw/NHIC/Ip-1665-116.html.
Published 2022. Accessed Dec 30, 2022.

2 4w 3P & R FROF . o2 N E KR SR
https://www.nhi.gov.tw/Content List.aspx?n=82B811CDE03526FB&topn=23
C660CAACAAI159D. Published 2021. Accessed Jan 17, 2022.

PMEZE A #ARIITGAEE. TG H RLF (R I 2015).
https://www.cbf.org.tw/ugC Pro04.asp. Published 2015. Accessed Jan 17,
2022.

Mathews AL, Cheng MH, Muller JM, Lin MC, Chang KW, Chung KC. Cost
Analysis of 48 Burn Patients in a Mass Casualty Explosion Treated at Chang
Gung Memorial Hospital. Injury 2017; 48(1): 80-86.

Chang C-W, Huang H-F, Liu T-J, et al. Treatment Cost Analysis of the

Cornstarch Explosion Incident-Experience of National Taiwan University

Burn Center. Department of Surgery, National Taiwan University Hospital
2017;26(17): 99-108.

41/44



111BTD12025_NexoBrid

i

- ok A v

wE M4t ik
PubMed (483 p #p 2022 £ 12 % 29 p )
#1 (NexoBrid) OR (bromelain) 2,335
#2 Debridement 17,576
#3 | burn 132,263
#4 | #2 OR #3 148,240
#5 | #1 AND #4 127

EMBASE (#% p # 2022 # 12 % 29 p )

#1 | nexobrid'/exp OR nexobrid OR 'bromelain'/exp OR bromelain | 3,246

#2 'debridement’ 64,280

#3 | 'burmn’ 117,803

#4 | #2 OR #3 178,023

#5 | #1 AND #4 216
Cochrane Library (3% p # 2022 & 12 * 29 p )

#1 (NexoBrid) OR (bromelain) 189

#2 | MeSH descriptor: [Debridement] explode all trees 671

#3 burn 5,123

#4 | #2 OR #3 5,750

#5 | #1 AND#4 19
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"debride"[All Fields] OR "debrided"[All Fields] OR
"debridement"[MeSH Terms] OR "debridement"[ All Fields]
1 |OR "debridements"[All Fields] OR "debrides"[All Fields] OR | 40,149
"debriding"[All Fields] OR "debridment"[ All Fields] OR
"debridments"[ All Fields]

"NexoBrid"[All Fields] OR "bromelaine"[ All Fields] OR
2 |"bromelains"[MeSH Terms] OR "bromelains"[All Fields] OR 2,336
"bromelain"[ All Fields]

Search: "cost-consequence analysis" or "cost-benefit analysis'

PubMed

or "cost-effectiveness analysis" or "cost-utility analysis" or
"cost analysis"

3 |"cost-consequence analysis"[All Fields] OR "cost-benefit 150,621
analysis"[All Fields] OR "cost-effectiveness analysis"[All
Fields] OR "cost-utility analysis"[All Fields] OR "cost
analysis"[All Fields]

4 [#1 and #2 and #3 1

debridement OR debriding 64,632
2 |nexobrid OR bromelain 3,250

'cost-consequence analysis' OR 'cost-benefit

EMBASE . . . .
3 |analysis' OR 'cost-effectiveness analysis' OR 'cost-utility 267,565

analysis' OR 'cost analysis'
4 |#1 and #2 and #3 4

(debridement or debriding):ti,ab,kw 3,918
2 [(NexoBrid or bromelain):ti,ab,kw 225

Cochrane ("cost-consequence analysis" or "cost-benefit analysis" or

Library 3 ["cost-effectiveness analysis" or "cost-utility analysis" or "cost 23,015
analysis"):ti,ab,kw
4 |#1 and #2 and #3 0
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