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% o Study P05520 5 — 78 B (v ¥ ~ 5 BiEgk e o~ T (7 s jp R oniphk B% 0
% posaconazole f}é.ﬂﬁ%J iRt h X R EAR A(FNZ B 2GR L DEF B
P FPK)fex 21 722 45 & focdp i, o id% ¢ 45w B R 4p 3% 4 0 Phase IB
(*%#%f Cohort 0, 1 and 2) {= Phase 3 (*2%# Cohort 3)7 84 E5 ¥ & {7 o 5% & i 279
R AEERL T RFERSEd P o Ep 2 00 A\%ﬁ%] 73 %% 5 3\ ehposaconazole
fiwiiik @ Cohort O 4% H — [ B fs st v JRRR A L 0% 7 0 5 Cohort 1, 2.and 3
Bl 5-14 = ﬁ%ii;‘&i g RBRA L LR 28 P o
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A& hE S 4§44k L posaconazole i FI4E w2 w ¥ T3k & (Cavg) ekt Fw i
Feng ® ER(Cmin) > 22 Epow ¢ T3Sk R 43t Cavg 500 ng/mL and < 2500 ng/mL
2 Beng v bl o 4F & dufoocdp e ¢ TRk chA R (clinical failure) & 45 4 RS A $F 4
| Lé.é%r‘%lé W IFIs e 4 5~ 3 Day 70 pFrere= £ 2 ~ i@ d g 0 285%
TR EERISR 6 Y 2 M POl S S A e % o8 .Day 60 ¢ 753 1 (4 2 Day 60 to 70
T - X))o BAEE

I Ep5 85

# + posaconazole;k ‘fﬁﬁ%] i 300mg = 10% 14 49T =i & K PK Sde i
I &4 ¢ T35k A Cavg 5 1500 ng/ml - T 350 5 Jk & Cmin 5 1090 ng/ml ;5 7
94% & & % H- ik ¢ T 12k & 4 5t Cavg 2 500ng/mlfr< 2,500ng/ml2 & - £ 5 6%
R o ¢ %k & Cavg /i »+2,500 ~ 3,650 ng/mlz B & & & ¥ B4R R
Cavg /i *+200 ~ 500 ng/mlz B » 7 & & ¥ 5 * éﬁ%#/;};&: Cavg 2 3,650 ng/mlr2 + -
i 26% {28 fhposoconazole ik ﬁiﬂ Az i o BF T HCmins W G
1320ng/ml (Day 6)4-1297ng/ml (Day8) °
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% $ 751(32%) % 4 Tk b end poo I MRH BT IR E Y § T AN
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55 /SR ik e i AR % (probable/proven IFI)

7 31 (1%) E 57 & 52 i ehik ~ Mk A& % (proven or probable IFI) » + %4 % >
£:POS IV solution2. POS5203# 5 * IFIcs 4 % 1 » @ fok % © JR i 4] :7PO1899
5% 2 C/198-31638 5% 40 §

F 6 (2.5%) 5 ¢ #e X 55 i (empirical therapy)ié * X £ { il FE Sio R A8
wx o fd e = SAMLMDSE > 3 S HSCTR 4 -
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: . . . . . . ,
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Bex 2w B
LA NS 10 7 B e
RS 'S
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o EHiRT
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Az | P % p % p #p
oA | H fav p 4176 ~ - | i BE(1)13936 ~ | = 4+ 50kg 3+
iR (3)F ¥ - B
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3 EEREAD (7Y
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EFE R
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% = 1@%&%&@%@%1%&@%

kiR B 570 1 12 3K
CADTH/pCODR |22 105# 17 8p ik » A & T4 -
(e £+)

PBAC (i#:+) IaM105& 1% 8Pk AEFH
NICE (# &) TAR105# 17 8p ok AEFTAH .

:x : CADTH % Canadian Agency for Drugs and Technologies in Health 4c £ + & 5.2 i}‘?% FLHFER

pCODR & pan-Canadian Oncology Drug Review 4t £ < "8 % 1~ & |r 3= o % m‘ﬁ + 2010 # =
225 CADTH ehé (s & » 2 & § 3G ATEBE S Diphk BIRE =~ *2cf
PBAC % Pharmaceutical Benefits Advisory Committee £ 5% 1 #5349 £ R gmﬂﬁ,ﬁ, ;

NICE % National Institute for Health and Care Excellence B i & TR #E & 4257 7 2 hig B oo
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[iﬂ‘»%%ﬁéﬁﬁ%iiﬁé 18 s/ 2] Fg}%yfi:}i’f—z 3% 4

FLEBL CHMBZAFERLRY CFEPRTRE

LA pPH ARIBE2Y 17 8
ﬁﬁﬁﬁﬂ%Wﬁﬁﬁ%%%ﬁﬁﬂ%% CRAATESATFHE A A S
) CLIRE G TR TR H A S ok B A R B AL o B R P
%z@?ﬁwﬁ@@ﬁﬁﬁﬁﬁ%m"\’%%%f%%ﬁ@m%£*+@ﬁ
%°§¢*—%$‘EW‘fﬁbﬁﬁﬁmf%%ﬁﬂﬁﬁ?’M@kAf%w
Ao (T RAEARY ) X FELARTIINA o HVERE v WL ARTIT
=R ey (T ALY ) i %%$Fﬁ¢ﬁgﬁ$P’ﬁkﬂ%
TE kS A2 BPEEAPN RIFEEAT L (MW THEAERL ) G
PARBEFRGFRESLAPF 2L 44 I EF R OR BFL BHT A K
FAFBHHARESL B HEP R

AL RER LR FRAREG LR H AR ERTTL R RS
O RPEH AR RSB TR R TR B A E AR
Bt i 7 i EARA oo ¥ AL 2 TRk R s 47 e A SR R
HEPEp a0y S FRARL BHop 4 B TR FEH & iR
% o

ol

ERRIVAEFLGFUPEFL DTSRI FERAR 2 ES A FH
;‘%.iﬂﬁﬁ] 1.7 (Posanol 18mg/m| concentrate for solution for infusion | j » %z
¢+ i * 2> T (1)%+ amphotericin B & itraconazole # voriconazole ;¢ # »c & % i
2, 2o AR~ 4G F R (invasive aspergillosis) g = s & o (@i a4

PR RAE D S TR BB A AL 2 E (2 7 0 18
;.% A8 et 0 PN R MRFIR A 0 f L R iR
= —“’4 FletefEir k> »&X3HELEHIHISRK - 2 acute myelogenous
Ieukemla (AML) % 5 *& myelodysplastic syndrome (MDS)-‘I}% ARRAECES
Feooom sl & EP“‘E P IR VR o 2 BRI ARTIINY & R R
FARLI04 £ 127 22 p ’i?‘%%?é?ﬁ%“ S BA AR B F R LR P

Lo AT o

- S A RSR R

&~ i FR % (invasive fungal infections, IFIs) % # % » # 2 & fe & j&
LA é,—‘;]z CEACA B PR 2 R v* ? 4w Ik T (neutropenia) & &
PR B CE R R i B BXidn iF ,:m "z # 48 (hematopoietic stem-cell
transplantation, HSCT) F]m % 4 B & e %8 75 2 & J(graft-versus-host disease,
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GVHD) ?,i‘ c & fe B & AR e & g (acute myelogenous leukemia, AML) = %
% BEIY 4 7 2 1% ¥ (myelodysplastic syndrome, MDS)#: % % & i 8 5% en
i R [L 2D 0 2 AR (T 2 T AT R 1 G A Tang
2015 ¥ A PRt 7 ko IR G 298 I AML X S LT FinRop 4 h fEik e
1% 7 & % (all-category IFIs)s # &~ ¥ 5 346% (H 7 5.7%: S#F T %
[proven IFIs] » 5.0% % st 2 g 4 [probable IFIs] » 23.8% 5 ¥ &t c R % [possible
IFIs])» = Feten g g A IFIs o5 ¥ L5k 75.4% =+ 5 a2 IFlhp ke g
30.2% = # # (Mold, ¢ 3= Aspergillus spp.)sfg 4 > @ 5 4.4% % & fﬁa # (Candida
SPP)R A[3] - Fd R x By s K Brf Liu2015 £ 4 7y B % g
B 421 4%t HSCT in i 18 e 4 > :(-]jé 9.98% @i Grade —IV e 48 75
i F &(GVHD) 5 @ #= HSCT 2 i85 4 IFls e 4 5 5 5 7.4% (5.5% proven
IFIs » 1.9% probable IFIs) » 7 29% % 39 7 % (Aspergillus spp.) s 4 > 54.8%
» GIRFR #[4] - B % IFIs g:@» ® 2 “é%%i«fﬁ,%m«fﬁﬁ‘%z\f_i\iﬁ?* Flet &
R pEHEORE TR LT AR AE SRS AP R Y KA E ST
R XN 3 5 [1, 2]

&~ ik FE A& (invasive fungal infections, IFls) 3% 5 7] o & L zg
7 % (Aspergillus spp.)ig = iz » 148 7 I (invasive asperg|II05|s)ﬂfr AR AE
(Candida spp.) i# = chix » (£ £ 3k FR % (invasive candidiasis) » H & & » 2 7
B Fomw ¢ #54R3% F (fusariosis) ~ A ¢ & & (chromoblastomycosis) ~ &4 4
Jt (mycetoma) ~ 7k ik ) (coccidioidomycosis) ~ v f#& g (mucormycosis) = % 7k
#)7i (cryptococcosis) % [2] - Thompson 111 2009 = kg < )]% P B R aEE R
* A E SRR Aotitekd - [0] 5 A & Guarascio 2015 v gk e o
$2% triazole #FFuik F ¥ 44 2 R B 90% Hod Foor g b MErEE A
(minimum inhibitory concentration that inhibits 90% of isolates, MICgo ug/ml) 4 47 %
50 ¥ S LHeRE - [6] -

B~ 149 A (invasive aspergillosis) e f > 24 B>t 2010 & d 5 %R *oEF
FE cBLRHET ¢ fre BN EFERCEFFELFF % 2 ik B # S TR
R ¢ R R 4 5 50 3 (empirical therepy) - &
7 i (pre-emptive therapy)fesz 2 i (definite therapy) e =% $# 2& 3x 4o fs

= & B2 (empirical therapy) @ #= 3% i * amphotericin B (AMB)\echinocandin .
liposomal amphotericin B (L-AMB) ; % i # # % 3 variconazole -
itraconazole -

= L {7 s % (pre-emptive therapy) : = @ * deoxycholate amphotericin B
(AMB-d) ~variconazole~ L-AMB; % £ 4% # 5.5 echinocandin ~itraconazole -

" FE¥ e % (definite therapy) : L_B?‘ Wfef i R LaE X @ * variconazole ~
AMB-d ; 5 £ # 53 L-AMB - echinocandin - itraconazole - &7 {74 &
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g BLEnR ZaE k@ * variconazole ~ L-AMB ; F R EH F &5 AMB-d -
echinocandin -~ itraconazole » A~ p 3 ~ &£ ~ § 2 (Sinus) B4 ~ A K
frdrm g 4 > 2Z3k @ * variconazole ~ AMB-d ; F ~iE# £ 55 L-AMB -
echinocandin -~ itraconazole -

R PRRFRSEP T o 2RiEH# AMB-d - itraconazole ~ echinocandin
T 5 ok & o

F R 4 x % € (Infectious Disease Society of America, IDSA) ¥+ & #f € ¢ &
HRk :BRPIEERFR AE e R o RO OTRR LR Ap il e 45 R 2l
F)E (invasive aspergillosis) Tk &2 % 4p 31 [7] ~ & » &R AR % 2 TRk 7 w}ﬁ#ﬁ%l
[8] o ¥ 16 i 3k ST ek b2 gt B Y TRk 4 51[9] - £ —b’i?ﬁfx
‘e AP R 4 51[10] 2 & 3 gk (cryptococcosis) 5 dp 51[11]% - H P o
IDSA % 2008 & #F i » 1449 7k (invasive aspergillosis) shfk 25 i 4p 514 Fi;%r
[7]:

= =3k voriconazole i R~ (88 FE < 3R A\:;]% Ly E e (A @
L-AMB (A-11) ~ posaconazole(B-II) ~ itraconazole (B-Il) ~ caspofungin (B-II)
& micafungin (B-11) # iF 5 HF & () 5.2 F# -

= P RRAY TR AenB o~ I R 0 223k 11 voriconazole T G E E LR (A1) 5 @
itraconazole ~ posaconazole ~ L-AMB # 1% % #f voriconazole #& /2 % 2 5%
4 prehd (i 4 (B-II) -

" AR 2w PR s s & s few e s 23k 1 D-AMB . (deoxycholate
amphotericin B) s 47 4070 % 2 5(B-11) 5 & Flp 4 4 1 #0% 3182 3F
P# @ % > i23_ ¥ 12 voriconazole & posaconazole i® 5 % 5% # (C-111) -

= =R A I8 AR % (secondary cutaneous lesions) 0 #£ 3k 14 variconazole i®
= PEIRRAD) FRE#EET L-AMB (A-l) ~ posaconazole - itraconazole
g« echinocandin (B-11) -

" RAGLiFweHIEEHSCT)# 2 4 5 2 5 B(GVHD)A & & & » 1249
A B ;;54 R SRR Y 5 H(AML) R R e RE 2 3 2
IE 1% % (MDS)}]%’\ RAFECE R AL ECBRARTR R ﬁ

B B B FER IR % 223% Y posazonazole i F iE £

(A-I) °

& Strength of Recommendation:

A: Good evidence to support a recommendation for use; B: Moderate evidence to support a recommendation

for or against use; C: Poor evidence to support a recommendation.
Quality of Evidence:

I: Evidence from = 1 properly randomized, controlled trial;

II: Evidence from=1 well-designed clinical trial, without randomization; from cohort or case-controlled
analytic studies (preferably from >1 center); from multiple time-series; or from dramatic results from
uncontrolled experiments;

111: Evidence from opinions of respected authorities, based on clinical experience, descriptive studies, or reports
of expert committees.
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pheb o IDSA B 2011 i 3 F eneh ¢ G b T Sl b 2 diicd
AR TR [0] ) MOt EAE SR Y 2 RREER > NSRS

p .
2
|

LS

= YRS IR T (P S 500/mm®) sy s & 1 T3 (2 38.3°C )tk ¥
BB MASCC" scoring system & {7 & ~ 1% 5 % 3 e (A-ll) -

= FRERER LR Rt £ (antibiotics)inr e 2 - P v #FY
M E R EREAHNK :;E:EPV%’ P n IRMT T SRS X BT R
Pk A E & Sk f i (empirical)ic 0 TR A EF A B BRAR 2R
(IF1s) (A-I) -

RN R IR MT O R REE LT LR Y L {7 i (preemptive
therapy) 1% 5 &gk i3 e RS o

" P ERCERARADESRYER LR FEFRLEL L RS
'*Ff(HSCT) v B E B A% o acute leukemia I ZRA R EPR
BAKFAR ZE L (A 7 EH hF R F 55 fluconazole
itraconazole ~ variconazole ~ posaconazole ~ micafungin ~ caspofungin -

» P E>MBREAR R ESR 2R AE$213 k2 AML/MDS T A
BXFECE LR + o e € 14 posaconazole 3¢ f# i » 1243 F R % (invasive
aspergillus infection)# # (B-1) -

Posaconazole % triazole #f 2 $ifl A% & - £ % 4 2 5 d Fr4] lanosterol
14-a -demethylase iz % - i&@ #rd] & & 74 fig (ergosterol) s & = - Moore 2015 <~ xgk
PR B MR AR R gus R TR & % posaconazole 7 K A A e R i
# (therapy algorithm) » # ¢ » posaconazole éi%JJ_/fékf’-; A ~ v R R A5G
PR R AR R BRI EiEE([2] - @ McKeage 2015 3% }F*L;#;] an o
posaconazole IV solution Ap >t v PREG R H L 5 B ¥ 2 chn ¥ BFER > ¥
H @t % 4 (tolerability profiles) s v pPRG R #4p % @ v ¥ | H s ®m 2 @
posaconazole © PRA 3| R 4 2 4 e [12]

Posaconazole v PRI % | frge ] @ B0 A R GGt A R T A
Sl o FRPHFGRA[B,14]2 EEF § KIS > AN 20128 10 1p A
2015 # 7 7 1 p i gEiEfci 54 o 4t posaconazole ;ﬁé&ﬁﬁi&liii& Ff e &
posaconazole © PR #l/4zdl+ RApF (S L 4 2) 2% 23 Ep &~ LK AR 2
PEACEH T 18K 2 18RI B B 4 0 L B U FIATKAR H 2 i B -

b The Multinational Association for Supportive Care in Cancer risk-Index Score (MASCC score): + ~ 38 4 & %
Burden of febrile neutropenia with no or mild symptoms (weight: 5) ~ No hypotension (systolic blood pressure
>90 mmHg) (weight: 5) ~ No chronic obstructive pulmonary disease (weight: 4) ~ Solid tumor or hematologic
malignancy with no previous fungal infection (weight: 4) -~ No dehydration requiring parenteral fluid (weight:
3) ~ Burden of febrile neutropenia with moderate symptoms (weight: 3) ~ Outpatient status (weight: 3) ~ Age <60
years (weight: 2) ; The maximum value of the score is 26. MSACC score <21 % % /& " ¥ » MSACC score = 21
ERLYCR 5 2
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AR R FEN AR RR

At R iFEs e %k%-?#n Ele IS g;’_r@ ¢ . (WHO Collaborating Center for Drug
Statistics Methodology) 7 & [15] » # 79 ¥ * % ¥ 3% & posaconazole k: fﬁ@] PRI
I ATC & 5585 & JO2AC04- 2> & P Fiilk A& (J02» Antimycotics for systemic
use)z. T 0 > ¥ Ak 7% & (JO2A - Antimycotics for systemic use)2. triazole #E <
i 7% & (JO2AC - Triazole derivatives)® ; #* triazole #f & %>t WHO ATC/DDD
43 > £ 3 fluconazole (JO2AC01)¢ ~ itraconazole (JO2AC02)® ~ voriconazole
(J02AC03)f + posaconazole (JO2ACO04) ¢ isavuconazole (JO2AC05)°F 78 7 e = A
Foo58- AV h AR BRSSP o GREEARLE D FT I A4
’ﬁ fluconazole ~ itraconazole ~ voriconazole £ posaconazole = 7& o

» ’ﬁ'*f‘WP»”ﬁ iz~ AR BAp B 2 «e«')%f%‘?é’r bR ARTIR &
SEYF Y (TFDA) 237 T 18] 1 T« @ r BHFR, & &
» F*EJFU]%J BUIER &~ R AR 4 75 MAET A3 X triazole s ¥ &
LEIAHAT /w\(posoconazole variconazole) ~ = & 7 ke 4| ( PR i & -
gz ) ~ ﬁiﬁﬁ )% 5. 4 W] L posaconazole v PR % | ~ posaconazole 4z 7| ~ Tyfend
#ij/2jft f= VFEND @J i o

bR EE At R iR 2 1&;“,1* i [17] » 2 ¢ voriconazole # %% »]4:?\ B >
3 6 &3 & 5 . T VARICONAZOLE SANDOZ Film-coated Tablets 50mg/200mg
VORICONAZOLE MYLAN film-coated Tablet 200mg ~ VFEND film-coated Tablets
50mg/200mg ~ VFEND 200mg for solution for injection (%7 4z_200mg, 50mg; i &
i1 &4 200mg) ; posaconazole i i F fc ' = > % 7 2 578 # & ¢ 5 POSANOL
40mg/ml oral suspension 4= POSANOL Tablet 100mg -

EPREEA AR L R R F 22 TR f%“ﬁ%"? BT [17]
239 B ARY GELSERELSPT IR o WARe P3P i
T BApMEHR TP FHEELRZ o

¢ ¥ 7 imidazole #E miconazole (JO2AB01) {- ketoconazole (JO2AB02) ; polyene #g amphotericin B
(JO2AA01) ; pyrimidine #g flucytosine (JO2AXO01) ; echinocandins #g caspofungin (JO2AX04) ~ micafungin
(JO2AX05) ~ anidulafungin (JO2AX06) -

¢ Fluconazole (JO2ACOL) : i -5 fc i e & (> § 29 53F 8 5% 1 s vt i o 5 Fulk F A -

® ltraconazole (JO2ACO02) : i % fe ' I & > § 5 &30 # 55 Bt PR g 3 2 YA RINVREAR %
? &(Onychomyosis) ~ & x(Tineacapitis) °

f \Voriconazole (JO2AC03) : i i% % el 2 G 6 &I B 5 (A 42.200mg, 50mg; i S i3 A 200mg) o
ARTNPEE R R - Sie R BRE R i&m;ﬁ(lnvaswe aspergillosis) JZ ek B 2 RP AR AR % (serious
invasive candida infecitons) ; = ~ is % &4 3= [#(Scedosporium spp.)fr4k 7 ] (Fusarium spp.)Z B € i# F &
i w SR ER EJ“;\ 2R RRER R ¢ R gL e e (HSCT)hE -

9 Isavuconazole (J02AC05) AR AL D o
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ATC % %75 i . i e g IR TSR
FR2F5 T N
XAz FARTRIF T R e (.0 d— )
JO2AC04 (1) amphotericin B & itraconazole | ;& éfﬁﬁi%] P apcS B S A

Posaconazole

[+542 4 3 %

£ voriconazole ;5 & s 4 av %
2o Ao 124 ] (invasive
aspergillosis)cr% = R * # o (&%

18n/xH

1026029771 i & 8 L5 % § ek B o
5L v ] PRAMELI T I ORAE A
e L) (2 * 18 e & 18 Fhu b
BRI A NI R R
P R R R L s L= A
ﬂa%@’%?ﬁq“ AR m B R AT
FoFE e A oJs B 0 £ acute
myelogenous leukemia (AML) & %
7o % myelodysplastic syndrome
(MDS)Jj * X A H - Fing > @
ﬂ{rﬂ?éwnlﬁﬁ & o
AP L8 E /E A K ﬁﬁ%] AR A
P HATINR COFIARFR 0 ¢ VF]
ERFRF 2 o SRAFH
R A 2 7 H o
JO2AC04 1. % amphotericin B & | v RERA |1 FPRAFREEFEE2 - F
Posaconazole | itraconazole £ voriconazole ;5% & | 40 mg/ml #* o (D)ii = A v AR
AR LR LR A BENEHEF AR %o 'Lie ¥ o PR % A H|
s (invasive aspergillosis) 1% = Al o () A i FRwme
BHE o (m:xmg;&z‘-\iﬁ"*’ﬁ X FIH A £ (grade
f»%’méﬁm%ﬂmm%‘f""f it 7 Im -~ N)‘@]q'fﬂ WEiLFE R
2R E ;L‘\‘%n‘ci)z % (GVHD)mrSf”{E.?;’\ » BAE
itraconazole ¢ fluconazole /3% #& R AR R
t;{é]gb‘iéiq\:&r’ﬂﬂgjﬁim o 3 B % i oo
& % (oropharyngeal candidiasis) (A)AML/MDS 5 * # % 3 %
% - AT o (ErinE & A4 ERLE: SEY/ & AU RS
GRS S L IEEE E I -
SR - ﬁiﬁlﬂff'“"#f“ﬁ“l“’f%i%ﬁiﬁ (1).* 4B or2 3 Fi
33 AWALREURAT I & B AR e FE D %
FERFR 4 X ERELSA ER SEAMESEY SR 2 p A
L )3 HII KL B L% EERFEY - FESL
Bt KA B AR S TR g -
?#éiéiﬁ%‘“m”é%yﬁ#‘éi%ﬂé (M) FHEEFihFer
EHFLF B nEXBHE LR I cytarabine(Ara-C)7 = %
Fri 5K 0 2 acute myelogenous anthracycline #g % 4 3 = |~
leukemia & % 7 *& myelodysplastic & s #E Ara-C -~ X
syndrome 5 * ¥ X 3 H 1 o £ 4 (>60 @) * cytarabine
Froom sl kg v—%’ volde on IR (Ara-C)5 = 2 anthracycline #g
JE ° By 23~ SRS ERE L
JO2ACO04 (1) %t amphotericin B ¢ itraconazole | 4z g it B LR o

Posaconazole

£ voriconazole ;5 & et % 5t L
£ 22 A B~ M 8] B (invasive

100mg/tablet

(I).p  Fisk % - % B
R EHEE Y e w TR
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ATC 7~ 5748 . . it T RIS
TN ‘fﬁ AR T R L@éﬁ L(g‘j_ggjxﬁ;i_)

aspergillosis) e % = %‘21’** & o (% (absolute neutrophil
S E AL G Ok F R count,ANC) + ** 500/mm3> &
R BEL P T RORAEMAA DM BREAR R
) (i F A3 R F A R -
T ko *ONIER B KR % posaconazole fg 1 11— B 2 %
%#éi'eii?‘m"?%;ﬁ%‘%i‘ﬁﬂf% OB PR 2aFERF
EWELF R B FHE LA e R AR o
Fra &5 0 2 acute myelogenous 2. & f;“é’? ERLEEF
leukemia (AML) & % £ ‘% FEELmRGgERY -

myelodysplastic syndrome (MDS)
AERLFECF Ik om Ak
LA D e

JO2ACO03 - N EPEPMER ‘;;2]“:1,% (invasive | ik & /L &R | &6 0E R )
Variconazole | aspergillosis) ; = ~ 5% Bc & 2. & | 200mg/soluti

1 & 3R A E % (serious invasive | on for

candida infections) ; = ~ /o & & | infusion

A

= 7 (Scedosporium spp. )frézi?
(Fusarium spp.)2 B & AR %

w?f‘frs e EHE L R R
e oo dadEx le-ﬂ— ¥Fimie #44e
(HSCT):h g, % -

1u\-

EoREREL (FYRTEEL)

#4741 & %% CADTH/pCODRPBAC 2 NICE 2 F #3547 % 2 &
REREZTFTHAGTEH VL FRAK TR & H ﬁﬁ’* =
Cochrane/PubMed/Embase #p B < & » 14 B fB 1 & F o f1 40 5= 5 i 2 3 a2k
P AR M TRA AT L Bk e

% i FL P
CADTH/pCODR 22016 1% 8pak > HEABITREL o
(v £+)

PBAC (&) 312016 # 1% 8pa > AAEMMIFEIHRE
NICE (# 1’ ) 12016 # 1% 8pik > HEAMTGEL o
HisgaTH SMC (&t ) >+ 2016 # 6 * 5 p 2% - (PIERHIFL o

Cochrane/PubMed/Embase == & % -
EEE R L TR

L1 SMC & Scottish Medicines Consortium # . i #4 4 | & 455 -
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(- )CADTH/pCODR (4t £ + )

% CADTH/pCODR *+ 2016 # 1 * 8 p :&£{7 439 » ¥ jE ¥ — {» Posaconazole
(Spriafil™ ) oral suspension == 4 £ [18] > tAM P B3t 5 L A% ik FHT
FR?@ el ?g %fiﬁgllc 32 - [13]

(= )PBAC (i#:)

bR FCRriE2 4TI 2016 &£ 1 7 8 pik {7 A3 0 W& ¥ Posaconazole
(Noxafil®) oral suspension [19, 20]% Posaconazole (Noxafil® ) modified release
tablet =R AR [21] > AR PN RS LAY il FRHAMFEPIFFH S
[14] -

(Z)NICE (& &)

& NICE »» 2016 # 1 * 8 pit{s 439 » A & J& £ posaconazole Ap b <3
PHFREFL[22] -

L 28 FppsEs e
(1) SMC (@it )

SMC #2015#6* = # — i»Posaconazole 300mg concentrate for solution for
infusion (Noxafil® ) e iz 4% 2 [23] 22 F Jc ¢ posaconazole;;é&ﬁﬁiﬁiii& i@ *
W F 2 B GER PR AR K (NHS Scotland) « 37 % i e ¢ 42 -

i. ek A T AR AR FOR

= & > {49 f & (invasive aspergillosis) % & ¥f *% amphotericin B
itraconazole/p i & »x 2 7 it @ X
" BRIE *p,%]’:g‘z(fusariosis):)gs B ¥ramphotericin B 5 R & > F fg @i X jﬂz ;
» A ¢ WFRYE LA F (chromoblastomycosis and mycetoma):@s B %
itraconazole/p i & #x 2t 7 it X
= IRk fﬂ":fi(coccidioidomycosis):),is,,\—"ﬂza*éfamphotericin B -~ itraconazole &t
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fluconazole e & 222 7 dc df = H o

i, R E s ,gl,;] B % (invasive fungal infections, IFI)% # »t7 5%
Kﬁ%ﬂ"mﬁg F] °

- & H ¥ 4+ = J5(acute myelogenous leukemia, AML) = % & '& + &1
L i ¥ (myelodysplastic syndrome, MDS) 5 4 BXFECE S
:};?f ) BI:ETEEP“’F‘, Pe o w R EE 2 SRl B ‘ﬁ%i}ﬁi A
" BEXge i ﬁi (hematopoietic stem-cell transplantation, HSCT)
Fw 4 e k8 5 A & (graft-versus-host disease, GVHD)m Z i * 3 & &
AR UL VL EEY SR I EE R 2

SMC:= iz % % o % # * posaconazole 300mg:k ﬁ’ﬁﬁi%] AR e ¢k & (plasma
concentration)#-% *+posaconazole v JRf& ;% | @ £ posaconazolesz | ~ 4§ o o
* b gk W ¥ % posaconazole jk 5 L ik st kT RANA] S f o sk gk
posaconazoleik itk i * St @iz # % C IRA AL F 0 T R P FRET i
e ¥ gdz FOURE v ORA AP TR e 2 posaconazolev" PR 7% | 2

2. T FHEADM v‘}l%;

A 3F 4 % 3P3® 5 posaconazole 31%]: R B I F R A AR Y o 1 3 (a).
¥+ amphotericin B g itraconazole &% voriconazole ;5% & »x et 7 5 L% 20 % A FE o~
1+ 49 F) o (invasive aspergillosis)sh = & * & 5 w2 2 (b). % S 3E B &~ (LR F R
oo dpid e BHE(HSCT)H % 4 » 2 AML/MDS BB BEFED
CSEY SIIES S LS S L A H Ok p e s % 2 o

(1) x>
3R 2 * v deE Cochrane/PubMed/Embase 7+ 3L R 2. & 2 35 40T !

1 5] PICOS #s 0% iF 4 > THF & AR ERATELHER T 24
¥ (population) ~ i > % (intervention ) ~ % »c ¥ & & (comparator ) ~  »<ip]
2 4% (outcome) % £ 3 k347 > 2 (study design) > B H0F if 2 IR 4o
BorE R & o 188 Fe (invasive aspergillosis) st 4§,
‘F}f v i w ir e A5 48 (HSCT) & % &% i ZRFFHELE
e f}?s& ) AML/MDS@f‘§«@4#*%%€-1 s
Jpm slAz ﬁFF*" Mo & R RSk F e

#U,%vﬁxi LA »,’44‘ g p\)\m—x——m&—‘}‘ °

Population
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Intervention Posaconazole solution for infusion
Comparator A%
Outcome B Eid 4 F S 1R (PK parameters) i I 4 T2 s

¢ T 3ok & (Cavg)fris o i 4 ek ¢k & (trough
concentration, Cmin) o

B EHa P T3Sk R 43t Cavg= 500 ng/mL and < 2500
ng/mLz [ & 4 v 6 o

B AFERondptRt BERR Y DR RIS o 2 F o iRk
% pr (clinical failure) » 7= £ 2 » T P32 d 37
Nk EHRpERY 2V RRAE SR EL
T FIEIER o

B oM I K RERAFEE

Study design Randomized controlled trials & systematic review
/meta-analysis

& pe + it 2 PICOS » i% 1% PubMed/Embase/Cochrane % < }I%?ﬂ‘:i& » %> 2016
# 1% 7 p > 12(posaconazole) ~ (injection)£2 (intravenous solution) % &3 B 4¢3
BEE OF KA R L .

(2) #F =%

& PubMed % + F ¥ E 54 » B 4 F (posaconazole) - (injection) £
(intravenous solution)it 7 3% » & #-filter 2% 2 “human” Ap R Esk (s » & EF
29 h A7 g 2 %t Embase T+ FAAE G EMEFEFHFLET 257
¥ j& i % Cochrane Library £+ FAL R 2} BAETF & 7408 - B % &E- | M
U FRR A IR F R 2 & <0 Cochrane review < )l% RE AT ARARM 3G TRE
E )]% A % JE 22 technology assessment #p A &1~ zgk o gL eb > A 2 APBE <
)I;Je";ff}:i’ﬁ 'L Pt Grey literature & 749 F > 2 B 423 (posaconazole) ~» %) &3
® Food and Drug Administration {-®: ' European Medicines Agency # &7 4L &
LH T HATEMMAERFTAFTLHE o
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Citations identified in literature search:
n=34

Citations excluded due to
duplication: n=5

4

Potentially relevant citations identified
and screened: n=29

P 1ally relev.
otentially relevant reports >
from other sources: n=3

Potentially relevant citations identified
and screened: n=32

Citations excluded: n=25
other therapeutic interest (16)
review (6)
drug-drug interaction (3)

Citations retrieved for more detailed _|

evaluation: n=7

Citations excluded: n=3

5| review of different formulations
(2)

PK of health subiects (1)

4 study reports included :
=  Maertens 2014
FDA Medical Review 2014
EMA Assessment Report 2015
Cornely 2013, conference abstract

& — ~ Flow Diagram for Inclusion and Exclusion of Studies

_ # PubMed/Embase/Cochrane & 4+ & £ 4 j& 34 & ﬁL B EZ Y v;l?ﬂi
A REL YRR FREH vf‘wvgm,” mr@« g —m; 5% -
Ef—ﬁ':‘ review ]“_t%ff 6h A REFTLMY 16 4 CEHLITEYFET 35
posaconazole # I 4| 3| e1 review < }}?\- 2 & 2. 14 » ¥2 posaconazole IV solution #p i
SRR S < f G Maertens 2014 [24] ¢ Kersemaeker 2015 [25]3 & = o #F > 4p
B 45 FDA - EMA #+*% posaconazole IV solution 3%z 38 £ [26, 27] » 11 %
— J Cornely 2013 %+ ICAAC ¢ A2 FH 2 B AEP AP (E 2 85 )% =
Tk 35 & % ehig £ [28] -

19/51



104CDR12046_posanol 18mg/mL Concentrate for Solution for infusion

Kersemaeker 2015 [25] = }I?% 7 E YRR IR ;;E—'F% T posaconazole v
solution % 4~ % 4 # (pharmacokinetics)fr¢ > {28 3 %% > bt 2 ¥ 3

Maertens 2014 [24]= )*Jc % — 78 #-%F posaconazole IV solution i * »+ % % i&
PR AR %2 p e T %, er1Phase IB/3 (Study P05520) &% 2+ ¢ » B >+ Phase
IBz &4 BEPK)frg 2 a7 %% 0 &0t - E% 4Pk 2 Phase3 %4 » H
FHkREE “,% 1R FDA e EMA T n 3R £ [26, 27]2 ¢h > p o e B & Wy
Cornely 2013 7= 7 %% % 1% & [28] - B »* posaconazole IV solution g/ 7 & » B
FEE RIS 0 A 5] 7S IRir e Phase IB/3 E 64 &
(PK) #r4%3# 5% (bridging study) » £ f@/k »< & © J& ¥ & 7 < posaconazole © PR %
A AP PR F o ¢ FRORR &0 RIB R TRk L bk S WokAp M 2
f‘%i,ﬂbiﬁ S UARR

Study P05520: Phase I1B/3 Trial [24, 26-28]

R N e i'Fé‘n’(open-label) s 5 BT w o~ TF s 4p MR 5 (sequential
and parallel-group) Pk 35 > A 1 H3 2P R AL 2 ;jz(IFIs)mrs o R
ﬂ » 3f f# M enig * posaconazole (POS) IV solution z_ & » 2, ﬂ 35 e
Pk R oEsk e 3L B %3 (Cohort 0, 1,2 and 3) »*4p 43 4 h Phase IB (Cohort 0,
1and 2) f= Phase 3 (Cohort 3)% 54 &% ¥ & {7 o F& & JTip 279 =% f£'& Hh
Booorf BFORLEd ¢ oo F 2 90 A ML E S S POS Bk -

91 s g 4 [24]

] 2 18 1 b & L H R & m B (AML) > F REM 4 7 g i3 F::(MDS)
.}]% zk T Hd g5 (secondary Ieukemla)},% AR AR A E I Rio R

" XRE L 7& - e A Iat J# " Jg (absolute neutrophil counts [ANC] <
500/mm?*[0.5 x 109/|_]) AT GRER O B A K ETB AL C B AR AT P
wm A vé’ vMe o TR /-Iﬁ; » ¥ neutropenlaa;w PlR-FEFARE S P

" ik frmte e ¢ (HSCT, &5 & Cohort 3)[27] ;

" RER Y eER %?m%;‘l“.u&um%,

B g7 3407 o

PR B0 SR B g 4 [24]

" RAc R EARARLEFPERFARL A > F - B SOE R 2 (type |
hypersensitiwty) B ¥tazolesip # 5 € # 4 4 R 1 F J& (idiosyncratic
reaction) s X ¢ & R g FF 5 3 2> (AST or ALT levels > 3x ULN and total
bilirubine level of > 2x ULN) ~ = %&QTc interval z £ (>500 ms) ~ & ¥ # it
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7 i (creatinine clearance rate of <50 ml/min)% ;
S 10p o * i v PRePPosaconazole o 2 527 iES% w30 P £ K 1B >
i

A

e o Yok Rty U S e g
0 F] 7 F‘

o R B N (e o) [24, 26, 27]

®  Cohort O (¥ - #|& *3% > posaconazole [POS] n=10 - placebo n=11 ): POS
200mg IV 2 = & > B - # & > &% fDay 2-7 1POST pR& % % 400mg
- PpPALd 26X
®  Cohortl (% =x#& & *% > n=21): POS 200mg IV (Day 1: 200mg- p = =X » ¥
¥ tDay 2-14 & p 200mg# % £ 13 =) > £ & Day 15-28 1 POS v PR & i |
400mg- p & X %5 £ 14=%
u Cohort2 (%= r??l | & *% % > n=24): POS 300mg IV (Day 1: 300mg- p = =x » £
#Day2-14 & p 3 Omg @ 13% ) B4 ADay 15-28 2 POST R % #
400mg— p At 214
®  Cohort 3 (% =& & & %% > n=213): POS 300mg IV (Day 1: 300mg- p = =< >
#£¥F p300mgL®E s b4x) > 24 1POST PRE R A 200mg — p = = &
400mg- p A = o e IVE LR 5 2 1283 i o

Cohort 0 : Day 1 Day 2-7
POS IV 200 mg single dose (n =
10) or > POS oral suspension 400 mg bid

placebo IV single dose (n=11) (bid: — 8 & =k)

Cohort 1 (n=21) :
Day 1: POS IV 200 mg bid
Day 2-14: POS 1V 200 mg qd

Day15-28

POS oral suspension 400 mg bid

Cohort 2 (n=24) :
Day 1: POS IV 300 mg bid
Day 2-14: POS IV 300 mg qd

Cohort 3 (n=213) : Up to 23 days
Day 1: POS IV 300 mg bid
Followed by 4-13 days (at least4 === POS oral suspension 400 mg bid or
days): POS IV 300 mg qd 200mg tid (tid: —a =)

(qd: 8 —=%)

B = -~ #F % P05520 &4 Phase IB/3 3 5x3%3t: Cohort0, 1,2 and 3
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L& kg i 824, 26-28]

A& h#E e 4 F Sodicdy f(primary PK parameters) © & posaconazoleiE 5|48
2 5 ¢ T3k B (Cavg")fr i E 5 ehi @ kB (trough concentration,
Cmin) o e B¥ » 4418 4 0 ¢ T 95k B (Cavg)eh P & 3% %5 4 > Cavg> 500
ng/mL and < 2500 ng/mL* Beng v b e
i & rxdptk ¢ #-¥fCohort 35 4 @ oy pedp 7 (D) Fes % po 5 (clinical
failure) & 3= d é%s%% LFE A N AR ¥ IFIseE 4 % v 3 Day 70pF e
o RS EPIRd R ER UR RRIR » E F# A
> % % ¥2(2).Day 60:7% 537 % (4 >t Day 60 to 70z - %) o

>H3FRE Cohort 1 and 2 4 %] @Bk A #Hp - Day 1 (Bl €454 =) >
Day3 ~ 7 ~ 14 EOT (IVig# 8 & &) » Week 3~ 48 EOT (v JRZ Zip 9 &
R) > 2 EH T (B ts— AR LB - X 2 {5)2=R o $Cohort 30 &
ek # o Day 1 (B £ &3 'rr)’ Day3~6~8~10 (+ 2 days) ~ 15 (£ 3 days)
22 (£ 3 days) ~ 28EOT » 12 % if gedlp AF ({8 — XA E L E (S X 2_{8)
FieHE 2M o

355 2 % [24, 26-28]

4 Figih  PK4Bicd & 1Cavgia s for PRI R A Sinigrds Siicdy
o

Maetens 2014 2. Phase IB (Cohort 1, 2)er= 3 % % (%L & w ) > B o7 #ri0id
T E 4 2 ¢ T35k & (mean steady-state Cavg, ~1,200ng/ml) %200 mg qd
(% p-=&)HE 251,180 mg/ml > £300mgqd # & % % 1,430 mg/ml ;
FRFATEHETES e ¢ kR 43 Cavg 2500 ng/mlfe< 2,500 ng/mlz & &
BF v 51290%:0p 2T 0 22200 mg qd#| £ =5 94% & LiJCavg > 500
ng/ml and <2,500 ng/mlz & > @ 2300 mgqd #| & =5 95%R FiE = - % 2
14 & % &g 57 posaconazolesnat X 14 2 4+ o d Phase IBevid % & IPUH’:?:;—% =P
posaconazole 300 mg qd i 5 Phase 3ev:& 5% % 3 3| £ i3 % [24] - -

Cornely 2013 2. Phase 3 # % &% (%L 4w ) > B & & ¥ Cohort 2+3*% %
AL posaconazole IV solution 300mg = 10= ™} 04977 =05 B & H i
PK%#c 5 ZE 54 v 0 ¥ T35k B Cavg (steady-state Cavg) = 1500 ng/ml »
L33 # k& Cmin % 1090 ng/ml ;5 94% (46/49) %, % enCavg = =500 ng/ml
Fe=<2,500 ng/mlz fF o ,_LAML/MDS (1470ng/m|)ﬂfrHSCT (1560ng/ml) = =x *=
+ o 4 ehsteady-state Cavgp ¥ o™ &R 26X {r= 8% posoconazole 1V
s B ﬁ e 2aCmin4 %) 5 1320ng/ml (Day 6)4=1297ng/ml (Day8) [28] -

h Cavg was the exposure parameter used in studies with POS oral suspension; therefore, it was the major bridging
PK parameter.
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" Phase IB/32 Cohort 1, 2 and 3*%%# » # Cavgeix » Jk & i 3|Cavg = 500 ng/ml
and <2,500 ng/mlsh & 4 v 53932 94% » ¥ § 6% R i @ %4k & Cavg i
2,500 ~ 3,650 ng/mlz ’F 5 x &5 & i ¢ %k & Cavg /i »+200 ~ 500
ng/mlz @ > 7 & R 5 %4k & Cavg 23,650 ng/mlrt b > ded T #57 [24,
27, 28] -

# 9 ~ Study P05520 #-Fposaconazole TV solution 1% » [ 345 & dn F 449 8
N B 5B EER [24,27,28]

Cohort1  Cohort 2 | Cohort1 Cohort2 | Cohort 2+3  Cohort 2+3 Cohort 243
All subjects AML/MDS HSCT
n=20 n=22 n=14 n=19 n=49 n=30 n=19
Day 1 Day 14 Day 10/14 Day 10
Posaconazole 200mg 300mg 200mg 300mg 300mg 300mg 300mg
& bid bid qd qd qd qd qd
Cmax . 990 1,590 1,950 2610 3,280 3,230 3,390
(mean CVID | 45) 61) (50) (39) (74) a7 71)
| (ng/ml)
AUC ; 5,390 8,240 28,200 34,300 36,100 35,400 37,500
mean [EVIED 1 59 (26) 1) (42) (35) (38) 31)
ﬂgu’l‘pl) = 3 3
Cavg’
1,180 1,430 1,500 1,470 1,560
(mean [CV%]) NA NA
(ne/ml) (51) 42) (35) (38) @1
Cmin
958 0 )90
(mean [CV2%]) NA NA 958 1,068 1,090 1,050 1,170
(ng/ml) (63) (50) (44) (46) (39)
Ac.cudmulatlon 36 28
ratio NA NA A4 1] NA NA NA
(mean [CV%]) (44) (3
Cavg of 2500
and <2,500 NA NA 924 95 94 93 95
ng/ml (%)

4 CV, coeflicient of variation; Cmax, maximum observed concentration; AUC, area under concentration-time

curve; Cavg, average concentration at steady state; Cmin, minimum plasma concentration.
? AUC from 0 to 12 h (AUC 0-12 h) presented for day 1; AUC 0-24 h presented for day 14.
¢ Cavg =AUC 0-24 h/dose interval, based on Cmax.
¢ Accumulation ratio based on AUC 0-24 h.

% & ~ Study P05520 #:-F % =k #| & posaconazole IV solution 7% » 7] 34& B.# a9
. 43 4

4 ¥R CavgiE 3 Fa#A B A2 4] [24, 27, 28]

Cohort 1 Cohort 2+3 Cohort 2+3 Cohort 2+3
AML/MDS All subjects AML/MDS HSCT
n=I5 n=49 n=30 n=19
Posaconazole IV solution #]& 200mg qd 300mg qd 300mg qd 300mg qd
%) of subjects
n_'( o) of subjects 0 0 0 0
Cavg of 2200 and <500 ng/ml
n (%) of subjects
: 14 (94° 46 (949 28 (93¢ 18 (95¢
Cavg of >500 and <2.500 ng/ml (94%) (94%) (93%) (95%)
n (%) of subjects
) ) 1 (6% 3 (6% 2 (7% 1 (5%
Cavg of >2,500 and <3,650 ng/ml (6%) (6%) (778 (5%)
0 C 1 rhiorfe
n‘(ﬁ) of _sufyrucrs 0 0 0 0
Cavg of >3.650 ng/ml

AML/MDS: acute myelogenous leukemia/myelodysplastic syndromes; HSCT: hematopoietic stem cell transplant
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" Phase 3 773 ¥ 1 Cohort 3 % 5 213> & & » H|4& < 1 > 1 p #POS IV
soloutionz_ f& » %/ 1 1.1 &) 4 7% 3 200 mg tld (- P = =x)£400mg bid (-
p 7 =) POS oral suspension (4.5 i % (step down therapy) - Posaconazolesi
w ¥ M EERECMIN §Fd IV solutionf 4k = v PRG R HPEFMEE K> @
200mg tid ] & % =7Cmin (974 ng/ml)+% % *~400mg bid#| & % (657 ng/ml) » 4
Z > 7o [27]

#& 75 ~ Study P05520 (Cohort 3) 4% Fposaconazole IV solution £ ‘v & B 1% #34 f,
O AR B B dn P 8 4 85 R B Cmindd K56 4 R[27]

Cohort 3 Cohort 3 Cohort 3
IV solution 1V transit to Oral IV transit to Oral
300mg qd 300mg qd
Posaconazole & & 300mg qq (POS 1V solution) . (POS IV solution) .
(POS 1V solution) followed by 200mg tid followed by 400mg bid
(POS oral suspension) (POS oral suspension)
Cmin % Cmin Cmin % Cmin Cmin % Cmin
(%CV) <500ng/mL (%CV) <500ng/mL %CV) <500ng/mL
Day" 3 n=169 1073 (42) 7 — — — —
6 n=108 1320 (44) 6 — — — —
8 n=56 1297 (44) 5 - - - -
Day 1-3  n=117 - - 1253 (57) 15 — —
4-6 n=12 — - 974 (58) 33 - -
7-10  n=37 - - 1072 (74) 19 - -
=10 n=68 — — 1126 (80) 28 — —
Day** 1-3 n=103 — - - - 1245 (55) 9
4-6 n=10 — - - - 657 (64) 30
7-10  n=45 - - - - 765 (55) 31
>0  n=72 - - - - 765 (59) 42

*2on POS 1V solution; ** : after transition to POS oral suspension;
*¥%: 9% of subjects with mean Cmin concentrantion below 500 mg/mL.

Il Bt e [26,27]

& a3 ¢ TRBk 0% g (clinical failure) @ 350 ok 1 3% 4 2| 2 B 5
B HEFIFIseg 4 5 ~ T Day 70pF ez = £ 2 v T e32d gul gk ~ 1R &
B 2P MR A E SAGEE X 0 12 aDay 60¢77% %% (4 > Day 60
to 70eniz - X )

= Phase IB/32 Cohort 2+3*%% @ » & § 2375 & #% %< POS IV solution 300mg
FamBLE S B 5 750 (32%)% 4 Tk b 4 pr(clinical failure) 390
RER BTk ¢ F T AR ehA pe(treatment failure) 0 H ¢ ow i 3

possible IFls » — = % probable/proven IFI ; * L‘Kx\sﬁ:im upfﬁ“fﬁmlﬁr ¥ &
d 3ok boen4 pr(treatment failure) » 2% 280 & = o
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m %300mg#| £ % (Cohort 2+3)F 31 (1%) L5 # F & 5 iz » Lk AR 2
(proven or probable IFI) » < %8 = » #POS IV solutionz_ P055203# %% © IFl=n
A F Mo ¥ fedkw v PR A PO1899E % 2 C/198-316:E % 40 & ©

"  {%300mg# £ = (Cohort 2+3) 7 61 (2.5%)p * % X 5 % % 2 (empirical
therapy) & * > ¥ B i A& &ichAREr X > 27 2 =2 AML/MDS &
—"Ff B A HSCT,&—*F,’ °

m %300mg# £ w(Cohort 2+3)F 89%:iu £ 7 i A2 Day 65 ¢

# £ ~ Study P05520 (Cohort 2 and 3) E&ZJR k% g% & B H[26, 27]

Posaconazole | &

(POS 1V solution)
followed by 400mg bid
(POS oral suspension)

(POS IV solution)
tollowed by 200mg tid
or 400mg bid
(POS oral suspension)

Cohort 2 Cohort 3 Cohort 2+3
n=24 n=213 n=237
300mg qd 300mg qd 300mg qd

(POS IV solution)
tollowed by 200mg tid
or 400mg bid
(POS oral suspension)

n % n % n %
HMER LR R
9 38 66 31 75 32
(overall clinical failure)
BT R T Aoy IFI 1 4 2 | 3 1
1 F R B S Bk ok 1 4 5 2.3 6 2.5
T FES 3 12 13 [16%] 6 16 [19%] 7
IR s AR e 7 29 60 28 67 28

[16*]40[19%]% £ B FDAfR4& v ey B FE -

. = 2>+

®  { Maertens 20142 Phase IB# 3 # - % [V solution 300mg qd#&| & ‘e » £ /55
ARRE 2 LE E 4 5 5 33% (8/24) 0 4 w12 & % (rash)ferE < (nausea) B
L3 FF A P ERINRBRH Y (AE s Ieadlng to discontinuation )3 29%
(7/24) > ¢ 3= gm];],]er;',:L,)i ST BB B T oA R rs,g@m B~
R~ P S RE Y T U E o @ ACornely 20132 Phase 3#7 3 ¢ v &
e R AR M7 LE G LIR8%) ~ s (5%) ~ L (B%) 0 & G = B w2
&7 /¥ i ch(proven/probable) i » 4% F R % o ~ %87 3 > posaconazole IV
solution=% 2 % (safety profile) s af <X {4 fo v PRIG R A <~ R4 F o

(7 )i ;Q.ﬁﬁ'y o

B o 52015127 220 Je ] A R E (FH o~ B AR G R
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) REFHH Y AL L % Eposaconazole (Posanol):rix B 2 4p B fr px g & 2
A T S g S ?f“%"-‘)%"ﬂi—%i’ 3SR T S ?%HEF&@ TR FIEATIREE P
% o At EE ?ﬁtﬁ °

B ROkl Bk

(= )Tk o s =2 % &

T

= 3R

&~ posaconazole jk: fﬁﬁ%] Ak enif e £ posaconazole v PR A 4
R E NI O MR AP I8 KR 18 K B A%
Ao B AT &R T FIAKRFRE 2 & % 2 3 & o Posaconazole T PRI ik | fr
gl e his awlph o~ EIRTEH o Iz 0 Phase IB/3 48+ 4 F dri iR g
% > posaconazole ik @ ilik AT T RBRAIL FRA L & RAFFRR
(steady-state Cavg) » F H % 2@ as BE v JRBRBANE > VR IERL £2
¢ * posaconazole v PR &|F| e @, X A ZERIE R o BB wiER T

S
as)

fs il ‘%ﬁ‘e

posaconazole v PR & % #| -~ posaconazole 4z i s Frx 54 & o
(=) Aagtpres % 2t
i+ posaconazole IV solution =k »c 7 » B %0 I & B £ ik Bk 2

% » @ & d - 7 Phase IB/3 Study P05520 A N> EH R EL B 4 F(PK)§F
#%éﬁ%%(bridging study) > & gk s F @ J& (87 F o posaconazole ¢ PR % A 4p v
Foo g d RIRE S YRR B R TR b ek o

Study P05520 3 — 78 F¥ %;:,]4 T % (open-label) ~ % BREFH P o ~ T 7 - g
4 (sequential) <7k 322 > #7 7 posaconazole IV solution & # »t % X & = 13
BA(F)Z 3 5 %ﬁﬁém%#%4§@6%*iﬂ'uﬁﬁ€%xﬁﬂﬁ%°
Pk ¢ & v B % (Cohort 0, 1, 2 and 3) *t4p #4% 4 < Phase IB (Cohort 0, 1 and 2)
F Phase 3 (Cohort 3) 7 R a 385 ¥ 817 o @Bk £ JTip 279 =3 & "G BT
% PRLgd P s EE2 90 A:\ff'%] 3 %2 = ;U g posaconazole %],: ;% :Cohort
Oj'q_)\ — A %]/__“Q fgexrl v PRRE A E 5k 7 p s Cohort1,2and 3 4 B %
o-14 = ﬁ;?]/.—ui’ SRF U PRRBRA R 5K 28 P (4rBl =) -

A& h#E R 4§44 L posaconazole i | E w2 o ¢ TR R
(steady-state Cavg)fris % % i< & s ¢ Jk & (trough concentration, Cmin) > 12 2 %
oo @ L 320k R A3 Cavg 500 ng/mL and <2500 ng/mL 2. B e R 4 1t b < 47 &
e rxdp G (). 585 04 pe g (clinical failure) # 4% o t# 5 3 3% £ 2 J i
PR IFIs g 4 %~ 3 Day 70 pFese = £ 2 v 3 m32d i@ d13gsk ~ 1R &
St > b PR F# A e = ;22 (2).Day 60 (v £ 3R (4 * Day 60 to
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0 eiz— 2) o EREE !
I Ey 4 ik

=  J: - posaconazole 1V solution 300mg 2 10% 14 F 5497 3= & F ePK %
B P EFE T P Tk R Cavg ; 1500 ng/ml > T 32 %k & Cmin i
1090 ng/ml 5 7 94% (46/49) & & ch% 4+ i @ L 32)k & 4 >+ Cavg 2 500ng/mlf=
<2,500ng/mlz & - 53 6% & ¢ %4k & Cavg 4 *+2,500 ~ < 3,650
ng/mlz [ 5 & s & chak @ %4k & Cavg /1 »+200 ~ 500 ng/mlz [ - 7= & &,
¥ ¥ E kR ECavg 23,650 ng/mlrs b oo dedom ~ T AT e

= 2AML/MDS (1470ng/ml){=HSCT (1560ng/ml) = =& %+ 5 4 hsteady-state
Cavgip 4 -

* &2 26% fr28= hposoconazole IVz 5 > & F dhF 3HCmins B 5
1320ng/m| (Day 6)4=1297ng/ml (Day8) - % ¢ IV solutioni# 4 = v pR& /%
o HOminp &% 1< > @ $3.200mg tid & & 2 HCmin (974 ng/ml)wi § *¢
400mg bid#| € = (657 ng/ml) » 4= = #7155 o

2. A &k h

. Phase IB/32 Cohort 2+3*% ¥ ¢ » & 3 23715 & # < POS IV solution 300mg
ZAHEEE S B P 5 751 (32%) % A TRA + 0% pr(clinical failure) » i3 )3

B cnb7 = kK ¢ § T Aok b eh& pr(treatment failure) - H ¢ ow - 3
possible IFls » — i= % probable/proven IFl ; * 3% (> #5239 41 88k chp 7] 4 25
d 3ok b oen4 pr(treatment failure) -

= £300mg#| & % (Cohort 2+3)3 3= (1%) £ G#F & & W ehiz » ik AR %
(proven or probable IFI) » ~ %@ = » APOS IV solutionz_ P055203#% ¥ IFl
4 s P ek w v R H| HPO1899:% % &7 C/198-31638 2k 40 § o

=  %&300mg# £ k= (Cohort 2+3) 3 61 (2.5%) s * ¥ < 5 5% & 2 (empirical
therapy) & * > ¥ Bk A& &ic AR X > 27 2 =3 AML/MDS &
¥ A =AHSCTR 4 -

= A300mg# & (Cohort 2+3)7 89% =g 4 F =4z Day 65 o

3. x>

= PhaselB &3 ¢ o grinfAp b i ﬁ»i L4 % 5 33% (8/24) WIDFE
(rash)fr+& < (nausea) B ¥ L ; F17 2 ¥ # ¥ i3 43¢ % ¥ (AEs leading to
discontinuation ) 29% (7/24) » ¢ ;fé ‘m [;]'I“i;&:m JES R R RFRESF T
o VRN AR Ao~ IR A P SR T L% o @ & Phase 3 &7
T B ARM S A E 2 ALIE(8%) ~ R (5%) ~ A T (5%) 0 £ = i
BB ERFIT R m(proven/probable) ErERAR L o~ WA 7 o
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posaconazole IV solution 1% » {82 &£ {4 oo pRE % A4~ 2} Ap E o
(2)2 & FRp =i g L ek

1. 44+ CADTH/pCODR~ £ PBAC &2 ® R NICE> % 2016 # 1 " 8 p 1 >
BhEAPMTREL -

2. Ft. 5 SMC 2015 % 6 * = # — i» Posaconazole 300mg concentrate for
solution for inf usion (Noxafil® )iz 4k 4 [23] » 2 3% { §* posaconazoleik 45
ﬁ%] AR R R R B RER 5 (NHS Scotland) - =% & i
el @ 4% ¢

(1) AL T IEARFAR R
= & > {49 f7 & (invasive aspergillosis) % & ¥f ** amphotericin B
itraconazole; s & »x & % i it X dﬁ ;
" 4k3z i (fusariosis) s & $tamphotericin Bio g & 22 7 i af X &
= A R Y LA FE (chromoblastomycosis and mycetoma) s & %
itraconazole; s & »x & % i it X dﬁ ;
= 2k 7]’ (coccidioidomycosis) s £ 4 $tamphotericin B - itraconazole ¢
fluconazole 5% & »xe 7 s @t % T:{ o

(2) FF &~ R AR % (invasive fungal infections, IFI)% 2 37T 7% &
R A

w AR & :f}ia(acute myelogenous leukemia, AML) & 3 & *& ¥ &L it
2 % % g 3 (myelodysplastic syndrome, MDS)z * #% 3 ¥ 1t & in

R SATR AR M R e 2 2 S IFIENE B G o
" BEXEnirwe fé‘i(hematopoietic stem-cell transplantation, HSCT)
1 4 {5 %8 5 o & Ji(graft-versus-host disease, GVHD) @ Z & * % | &

f AR B R 2 S AFIg i o A

SMC = '5 % 3% 5 ¢ * posaconazole 300mg ik &yl s ¥ ik A& (plasma
concentration)-#-% >+ posaconazole v PRJg /% & @ £ posaconazole 4z 3| ~ ik 4p
% o d 3T AR B % posaconazole jk: ﬁﬂ%} i e fe g RAL R 0 &
1% 3% posaconazole jk: @3@1,: RPN EER Y T PR Jméﬁ2 » ¥R R
Bz ¥ i de 3‘7 BE7T R FRA?IJ A PF > i TP pE B 4 & posaconazole
T PR i A B b JWI%‘
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(- )ERF RN AP i GAEF Y

BRELALSHAILHAERBRIAN L EFFLRFFY -

A4F £ 1 & %4 CADTH/pCODR-PBAC % NICE 2 ¥ f 3= 4 & 2 &
I *1‘» A R R R R
CRD/INAHTA/Cochrane/PubMed/Embase #p i < /F*Je » B fREL R %5)% TR E
%i%ﬁ@ﬁapﬁﬁiﬁipié%o

ik FL P

CADTH/pCODR 32016 & 1% 1pikh@pFHe

(e )

PBAC (/&) 32016 & 1% 1pathFoH-

NICE (& &) 32016 # 17 1piamEa-

B Fh iR SMC(FRKEW) 2015 % 6 7 5 p o F Fp k=i dF
’_E'_.aF‘« 2 .

T RRE CRD/INAHTA/Cochrane/PubMed/Embase 483 & % o
EHRERELFTH | ERFARETH

3x : CRD % Centre for Reviews and Dissemination, University of York, England.ﬁv&%,’.@, °

INAHTA % International Network of Agencies for Health Technology Assessment iz 8 -
1. CADTH/pCODR (4t £« )
42016 1% 1paamFae
PBAC ()
201617 1pkAmFope
NICE (& &)

32016 # 17 1pakdamFfo
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4, H %}%‘7}1;}:1:’:&, 9&%
(1) SMC (gt 5 ) [23]

5%1‘% W %4 4 B ¢ (Scottish Medicines Consortium > SMC)*+ 2015 # 6 * 5 p
H ?5 #3350 123k (Area Drug and Therapeutic Committees » ADTC) g
%}5 BE Y A ET R o

\

ke i g T
Ao R

(A) %t amphotericin B & itraconazole /pf & F e« 2 7 i L X 2028 A B

W -

(B)#¥t itraconazole & & & & §_7 @t % 2% f;f]':}]’%;g\l i gﬁ;@- Lo

(C)¥ amphotericin B - itraconazole ¢ fluconazole # @t < 2_ 3 ik *1;5]}};‘5}};‘5 A o
B.3g !

(A& ¥ Bl i 5 (AML) & B ¥ 485 7 7 g i 3 (MDS)# % 3 14
CE R AT VAR AR Y R L T SR BREAR AL B
PR o

(B)ig i #7 im¥e A5 fE 4k £ K (HSCT)#e X % M LA 3r 4142 Ko & el
%iﬁ@@vmnT%ia%ﬁ&mﬁ%i$f%%°

Posaconazole 300mg jk: ﬁﬂ%l AR RAPEST T PR ER AL BRF :Ff: POER
(plasma concentration) » g #p st £ 3| & ¢ pReZAAP T P ER o KA ﬁi%lii;‘%‘
R AEF T IRAA W A R R RAUHER Y 2 3R A KaHE
o R R AR T PRANA P Rk PR

—*

5. T3 TARARM

1) x> 2

(\x,
N

~4r 4 * 2t 48 F CRD/INAHTA/Cochrane/PubMed/Embase & + F #L &

P ATl

T 5] PICOS #aadoF i5it > THH 0L AN ERITELGIERT 2 [’;‘5
¥ (population) ~ ;5% = ;= (lintervention) ~ & »c 4t P& 5 (comparator ) ~ % % ip)
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2 3p1% (outcome) % #% 3 K 3-# =z (study design) » H 3% i i+ 3L 4o

Population i~ % & ¢ Invasive Aspergillosis © AML/MDS

Intervention posaconazole IV Infusion

Comparator posaconazole suspension, posaconazole tablets,

voriconazole

Outcome Quality of life estimates, cost estimates,

Cost-effectiveness

Study design Cost-benefit analysis, cost-effectiveness analysis,

cost-utility analysis, cost studies

& pe w2 PICOS > i% 3 CRD/INAHTA/Cochrane/PubMed/Embase % < }I?t?‘
FLE > 2016 & 17 7 PR {TIOF > 30F Jk G e o

(2 #FEE%
;;Je[lz,zs, 29-35] > 4L & > W5 A K % 2 Posaconazole IV infusion > -

A 45 v

B R WEAEB R V- By - DIRRFEKRON FEEL GAEF Y cEmbase &
ATl 4k 2 ko - k% PubMed €47 > R 3 K RAE% 4§ £ [36-38] 450 - 0
Aoy s fRARZ AT Y o 4 FT Y posaconazole A A| 2L B4AIA] o A gt AR H P

6. EHAJELH UL XA REFTY FH

éﬁﬁ%ﬁ%i&i#iﬁépzﬁﬁo

A AR REHBEE

(A b %

ZpbATZ AR 101 & Rr E e dR £ [39] 0 A X LTS B A KD nop
(ICD-O-FT » ICD-O-3)% £ 782 A (F 2460 A 5 &322 K)o rait B L vt
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PlEE ot 71.61% 0 E&¢ HH T 61 Ko LS Koo BETE A gL 7 2
fi'??:‘ijﬁi’—? 258 4 > T M B EHI74 4 > L84 4 o Jﬁ:zg;fgi,lz.ugm;;;fu
Gld B & 52.7% -

BFHETRAEY 2 cBga Fwe B2 FoRp A & ERC AR i

2003 # 3 2006 # = F-FORL AT 0 Ay St R B ks 42X 0 Y

i 875177 A - E PN AR g e TLAOBEPN RFRT Y (F
P 25)¢ -dcs 1,399,816 = [40] -

AL EREFTRETMA] e Rwe BEEE L B BRFAR $ T %
rﬂ:*”‘ PR R S R SR A B A ARG F B RE
“k‘F‘ r]ﬁffm'% *ood %/\L:'/%;E R EPR S BlEER ﬂ%i Ii”'ttiglﬁ)é 22
Wk oAt TRANSNET FHRE L 47 ffrd L frwie B (s - & S 2
A FESF 5 25%-2002 1 2013& B R AR 42 R A3 2 5 (overall
cumulative incidence) = 7.4% > p EX B I LU RN MK FR % 0 #7
s 139 % o mEAMA M A GG L F@iﬁ%iu»w&m hz 55
32% ¢ BAGMEEMBELF BF AR > PRAL F 255 35.1% -

REEY AR ERL D 2HFR AR SRR 2 VRE REEF B AT
PxAARE PR R BT

‘& %% WHO ATC/DDD Index 2015[15] 5 * % & 5-%#% 5 JO2AC04 >
"antimycotics for systemic use ; #f > ATC = 5 mipk ch&E X5 4 538
fluconazole ~ itraconazole ~ voriconazole ~ isavuconazole - 434 3 R & S &4 ¢ 12
B E S FREH FECREFTREAPT] 4G AT @ E
¥ ¢ 3% fluconazole ~ itraconazole »voriconazole - 1345 & 5-¥ 2 @ BOE N F 6 E
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i

- T 2ARERGRES L
% 10 & $uic2 4 &) Antimicrobial agents (4§ 4)

HIE R 2 A R B dRTP F (RATR) ¢

10.6.4<# /) ®  Antifungal drugs
10.6.1.Fluconazole oral (4= Diflucan oral ) : (85/10/1 ~ 87/4/1)

&l
L2V AR %2 ivk -
2B 2O e R AT RER RRER Y o
33”1 ?%ETJ{E{](’JN-&—’\% ]%'ﬂ‘ ’}%IEJJ ]é?618ﬁ’ﬁifﬁﬁ&q¥‘$}ﬁ;;)@;’
*f’b}%' {l%lﬁj:t"é’ L%F’%g}%ﬁp’m/r‘f%{ﬂ‘#‘#7 ‘xll’ll II%T%E]—"-‘&H{;
’Lk%\?[ﬁi&ﬂi/z‘ g * %»ﬁl},r}%—iﬁﬁ_

I

T RIEELE RA -
4.% 20 BRI EEE L U B &

ﬁfd_"ﬁ? °
10.6.2.Fluconazole Inj (4 Diflucaninj) : (85/10/1)
i
12 #F 5 2 ¥ LRARL (5 e *i‘“%\pp_g)f,%m | * o
% s RplF@* 631 8% %R-‘I%“TEJ%F),T%’

2.2 o "Bk L R F
Fum 2 Il%ﬁi‘“y SEDERY m)éfﬁl]ﬂ%’?«#’7 LR A A SR

IR EEMELRRA -
10.6.3.Itraconazole : (85/1/1 ~ 91/4/1 ~ 91/8/1 ~ 96/6/1 ~ 96/8/1 ~ 96/10/1 ~ 98/8/1)
10.6.3.1.Itraconazole *% % #| (4- Sporanox cap) : (85/1/1 ~91/4/1 ~ 91/8/1 ~ 98/8/1 ~

104/1/1)
(R
L9 ey A R % o % pF o 457 gfT% 84 4F o & 37 100mg (4 itraconazole
»E R 2%;) M“9;%1:\ #r 2o g Y FL* 168 3 -
¥ & AGZ 12BN A FEAH

B

100mg *+ &
/r'}%‘ q\ 2 ‘1’\ e

Tor 17N B R
@%%wﬁ—wm@rm&w (91/4/1 ~ 98/8/1)

2.5 FRIHIEE L(UF AR B RILGRp A BT ZAIORK R L)
3.8 s A F AR o
4.2 Bt i o~ R FRE AR P A P R fe R L 2 B
&»ﬁ%m@%’f;&4&%%gﬁ Aé%éﬁﬁﬁﬂi,lyim
¥ 0 12:% 3 243 5 Rpl) - (91/8/1 - 98/8/1)
B A 4R M F 2 o 0 FE R 200mg i 7T R A - pAR o BN -
2 % ' o (104/1/1)
PP R @ pgh > pane % FHHEIFFLBED Y o

6.+ =%
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TR A MR 2 FEY B pEE -
10.6.3.2.1traconazole ;= &+ (4 Sporanox inj.) : (96/6/1 ~ 96/8/1 ~ 99/10/1)
192% 0 % — &5 F % 4 amphotericin Bisf & vxs 5 B & (8% 2~ 1248
B~ B A RFAR A - B 5155:;;7?]"1%3 SR ERF 114 p T
20U K - SULHEP BB A ERDLAS N 22 P A G LR
BBk Fm (9 3885 F R :\)m/ﬁa Ao 14 p FRTo
3FHNRE  KEAREPFFELARTERY F(Y KR FRRTE
%ﬁ&£wwiﬁﬁ%ﬁ)%%wlﬁwwm
10.6.3.3.Itraconazole p PR;% #| (4 Itrazole oral solution) : (96/10/1)
xfl?rf’\H|Vr,,%]V+Ff@£’d fﬂ,,bz}_-[%/\mr'a;m;ﬁc\ﬁ:] j,L}. EILE

EZ%\E‘:] 2 X F]
10.6.4.Terbinafine (4~ Lamisil tab) : (85/1/1 ~ 91/4/1 ~ 98/8/1)
1]

1+3p " 2 Kl ¥ fp bl % > & p 250mg > +4p 7 eflh 4237 > 30 8
EPR R RE o R TR B4R T I6HPA R F RE o JL B AP
d,:;*, 262 12BN AEEAFR Y AFAH B AT PRE & - (98/8/1)

fs AE F M RE R A 5;’1-‘),@’:3[,53'1}111%’ o Ep - o BRERY 2R DEFE

*H e R o
S.EE:ﬁ;:fsﬁm €% > & p - hERY 4G FRFUERICRFR  FRRE

i p & 4 - (98/8/1)
10.6.5.Amphotericin B Injection colloidal dispersion % liposomal complex #| %] (4
Amphocil Injection ~ AmBisome for Injection) : (91/8/1 ~ 93/2/1)
R ko R AR 2 (invasive fungal infection) > & 7 i 2 2 ?,J"
10.6.6.Caspofungin Injection #] %] (4= Cancidas Injection 50mg) : (92/8/1 ~ 94/1/1 .
96/7/1 ~ 99/10/1)
xé\z?_j LT 5,]&;{4?‘{7' -
19 W H B RFAFEF IR AN RER T 2 B0 BRFARE T EAR
FIEFEZ & - W & -
2.5 R i’?“fg%;fﬂf FRed ez i —“’4 faicf @3 Ak FR 2 *L* 3¢ fluconazole
ETS G BE BT 4 (99/10/1)
10.6.7.Micafungin Injection fr-ﬂ | %] (4= Mycamine for Injection) : (96/4/1) (97/10/1)
LR N
Lick 16 gk b £ A cha i AR AR %
2P R G Fwme BiH L DLRFR F
BirHARFAL REH B BEREZ AKFAR 2 © (97/10/1)
10.6.8.Flucytosine (4 Flusine Tablets)(96/6/1)
*3# > Cryptococcus infection £ B oo
10.6.9.Anidulafungin /2 &+ (4= Eraxis for Injection ) (97/10/1)
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RH a2t LT 2 A A ARFL R C ARFEELE AKRFEE
S B%:}% °
10.6.10. Posaconazole (4= Posanol) : (101/1/1 ~ 104/7/1)
1.9 T g it 2 — & %

(1)¥ amphotericin B # itraconazole ¢ voriconazole /- & e 7 it L X 20 =
AR 'ttmm:fgﬁ (invasive aspergillosis) 1% = % % o (& seen T & A
R éiiﬁf&ﬁrfmév’ﬂ;g:}%%}ﬂi LTECRAELR A )

(2)%t itraconazole £ fluconazole ;¢ f & »x 7 ic L% 2. % A v FA K FR %
(oropharyngeal candidiasis ) % = &% £ o (& r»xen T KA LT * 3 2%
FU AR SR AT L S sk - RER EFE fé’fp«?]'iﬁ 3% LB
e AR AT G .Eﬁiﬁﬁp‘l4:& TR AL RTEL ) R v R
R AR - (104/711)

(3)* **tid w IR w4 :f&z Fla A Bed(grade T~ IV)EMHERTLF &
(acute graft versus host reaction, GVHD) » @ &% 3 & & & £ Frf]H
(prednisolone i * & & 4z 0.8mg/kg/day)ipf 2. 13 k11 + 3 5% A
Me PR CEREFRE G R HRELIBY ST

(& LF 8tk d Lo (acute myelogenous leukemia) e % /& & F &1~ 4 7 2
JE i ¥ (myelodysplastic syndrome) 5 * 4% < 3 Wi B L Jﬁ s B iE
£ 4o 1 (104/7/1)

I A S R JERLE SR R A I N e A SIS
&*éﬁ%%&éﬁﬁ%@%—ﬁ%%ﬁﬂ§$%ﬁo
Mg 5% 2@ cytarabine(Ara-C)7 = % anthracycline #f Z 4~
3% pAT B AE Ara-C pAT % E 4 (>60 &)@ * cytarabine (Ara-C)5
% 2 anthracycline 2 Z 4> 2 = |~ o fie b it iz L it B 5k o

M.piEioks- B4t » 9 %V%‘ ¢ 46 i 3k #ic(absolute
neutrophil count, ANC) = ** 500/mm3 » & | 3% » {23k F R 2 P & 1%
H i * o & U424 4 posaconazole %El‘ﬁ M- B A RS2
SR JERLE SEY & A

2. @ AE R 4&%;}1P5§ﬂ? VRERERRET Y ETRE
VR BE AP TR
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e R ki 2 ;;H%ﬂit’? vz (Literature search via PubMed/Embase/Cochrane

Library)

1. PubMed k& # R4 Z Rug R (7 Jan. 2016)

No. Query Results

#1 "posaconazole"[Supplementary Concept] OR 1703
"posaconazole"[All Fields]

#2 ("injections"[MeSH Terms] OR "injections"[All Fields] OR 640203
"injection"[All Fields]) OR "intravenous solution"[ All Fields]

#3 Search #1[T1] AND #2[TI] Schema: all 0

74 Search #1 AND #2 43

#5 #1 AND #2 AND "humans"[MeSH Terms] 29

#0 Search #5 AND "randomized controlled trial" Filters: Humans 2

2. Embase Uk &R E I F Reg sk £ (8 Jan. 2016)

No. Query Results

#1 'posaconazole'/exp OR posaconazole 5,444

#2 'posaconazole injection’ 0

#3 'posaconazole injection' OR 'posaconazole intravenous 5
solution'

3. Cochrane Library Xk & H E 48 F Reg 24 £ (8 Jan. 2016)

No. Query Results
#1 posaconazole in Title, Abstract, Keywords in Cochrane Reviews 1
#2 'posaconazole intravenous solution":ti,ab,kw in Title, Abstract, 2

Keywords in Trials
#3 'posaconazole injection' :ti,ab,kw in Title, Abstract, Keywords in 2
Trials
#4 #2 OR #3 3
#5 'posaconazole injection' in Title, Abstract, Keywords in 0

Technology Assessments
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® Cochrane Database of Systematic Reviews : Issue 1 of 12, January 2016.
There is 1 result from 9214 records for your search on 'posaconazole in Title,
Abstract, Keywords in Cochrane Reviews'

® Cochrane Central Register of Controlled Trials : Issue 12 of 12, December 2015.
There are 2 results from 912712 records for your search on 'posaconazole
intravenous solution' in Title, Abstract, Keywords in Trials.

® Cochrane Central Register of Controlled Trials : Issue 12 of 12, December 2015.
There are 2 results from 912712 records for your search on 'posaconazole
injection’ in Title, Abstract, Keywords in Trials.

® Health Technology Assessment Database : Issue 4 of 4, October 2015
There are 0 results from 15612 records for your search on ‘posaconazole
injection' in Title, Abstract, Keywords in Technology Assessments'.

Grey Literature search:

® Select international regulatory agencies:
Food and Drug Administration (FDA): www.fda.gov
European Medicines Agency (EMA):
http://www.ema.europa.eu/ema/index.jsp?curl=/pages/home/Home_Page.jsp

® Conference abstract:
The American Society for Microbiology (AMS): http://www.asm.org/
Interscience Conference of Antimicrobial Agents Chemotherapy (ICAAC) :
http://www.icaac.org/
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Wiz GARGTER R Lﬁ%:&"iﬁ vz (Literature search via PubMed/Embase/Cochrane

Library)
TR L p g M 4= A S
PubMed 2016/1/7 ("posaconazole"[Supplementary 8
Concept] OR "posaconazole"[All
Fields]) AND intravenous[All Fields]
AND ("solutions"[MeSH Terms] OR
"solutions"[All Fields] OR
"solution"[All Fields] OR
"pharmaceutical solutions"[MeSH
Terms] OR ("pharmaceutical[All
Fields] AND "solutions"[All Fields]) OR
"pharmaceutical solutions"[All Fields])
invasive[All Fields] AND 5636
("aspergillosis"[MeSH Terms] OR
"aspergillosis"[All Fields])
""cost-benefit analysis"[MeSH Terms] 83448
OR ("cost-benefit"[All Fields] AND
"analysis"[All Fields]) OR "cost-benefit
analysis"[All Fields] OR
("economic”[All Fields] AND
"evaluation"[All Fields]) OR "economic
evaluation"[All Fields]
#1AND #2 AND#3 0
Embase 2016/1/7 'posaconazole’/exp OR posaconazole 4
AND iv AND (‘infusion'/exp OR
infusion)
cost effectiveness analysis 113319
#1 AND#2 0
Cochrane | 2016/1/7 Posaconazole 1
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1

Fitéh&k — HUBEH R SE R LEMN [5]

AMB FLU ITR VOR POS CAS MFG ANI 5FC

Aspergillus fumigatus + - + + + + + .
Aspergillus flavus +/- - + + R
Aspergillus terreus - - + + + + + -
Aspergillus niger + - +/- + + + 4 + .
Aspergillus nidulans + . +/- - - - - - -
Candida albicans + + + + + + + +
Candida glabrata + +/- +/- + + + + +
Candida krusei + - +/- + + + + + +/-
Candida tropicalis + + + + + + + + +
Candida parapsilosis + + + +/- + + +/- +/- +
Candida guilliermondii + - + - + + - - +
Candida lusitaniae - + + + + + + + +
Cryptococcus spp. + + - - + - - +
Blastomycoses + + + + +/- +/- +/- -
Histoplasmosis +/- + + +/- + - +/- +/- -
Coccidioidomycosis + + - - - - - -
Fusarium spp. +/- - - + - - - - -
Phaeohyphomycoses - + + + + - + + -
Pichia spp. + +/- + + + +
Saccharomyees spp. + + + + - +
Scedosporium apiospermum +/- + + - - - - - -
Scedosporium prolificans - +/- +/- - - - - - -
Trichosporon spp. +/- + - - + + - - +
Zygomycetes +/- - - - + - - - -

Source : Thompson GR, et al. (2009).

AMB, amphotericin : ANI, anidulafungin ; CAS, caspofungin ; FLU, fluconazole ; ITR, itraconazole :
MFG, micafungin ; POS, posaconazole : VOR, voriconazole : 5FC, flucytosine «

+ R HERE ER o - AR REARBEINEAE REERE o - ATEHEZERFRR R
HEME -
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M4k #& — Triazole #8 HLf# & % Sb 2 s A&Hp BB Z (MICy ug/ml) [6]

g?% UDY‘J':%: {&#KF /%. E(M]Cgu ug/ml)

B BE Posaconazole  Voriconazole Itraconazole Fluconazole

Filamentous fungi

Aspergillus fumigatus 0.5 0.5 2 —
Aspergillus flavus 0.5 1 l -
Aspergillus niger 1 2 2 -
Aspergillus terreus 0.25 1 0.5 -
Fusarium sp >8 >8 >8 >8
Rhizopus sp 2 — — —
Mucor sp 1 — — -
Candida sp

C. albicans 0.13-0.25 0.06 0.05-0.5 2
C. glabrata 1-2 l 14 32-128
C. parapsilosis 0.06-0.13 0.06 0.12-0.25 1-2
C. tropicalis 0.12-1 2 0.12-1 1-16
C. krusei 0.5 1 0.5-1 >64
C. lusitaniae 0.06-0.13 0.06 0.25 24

Source: Guarascio Al, et al. (2015).
MIC gp: minimum inhibitory concentration that inhibits 90% of isolates.
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