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B Y% - & % =t 4R % (second or later recurrence) 5 i3k 4 I 4 i
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¥E o (FFp s 12012 107 4p 2z 2012& 11 % 7p) AFJEE
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A Alimentary tract and metabolism

AO07 Anti-diarrheals, intestinal anti-inflammatory/anti-infective agents

AOQ7A Intestinal anti-infectives

AQ07AA Antibiotics

A07AA01 neomycin A07AAQ2 nystatin A07AAO03 natamycin
A07AA04 streptomycin AO07AAQ5 polymyxin B | AO7AA06 paromomycin
A07AAQ07amphotericin B | AO7AA08 kanamycin A07AAQ9 vancomycin
A07AAL0 colistin AO07AALlL rifaximin
A07AA51 neomycin, combinations

A07AA54 streptomycin, combinations
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¥
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AO01AB17 > =r :

A Alimentary Tract and Metabolism

AO01 Stomatological Preparations

AO01A Stomatological Preparations

A01AB Antiinfectives and antiseptics for local oral treatment
AO01AB17 metronidazole

2t FERFVEAA[] R FR 433[8)
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EERE R LR EFRE F | 1GM ©)
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Teicoplanin 75 AL % PTR2Z | 100mg (3)
g A BEY s pos g~ 3% | NT450%
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400mg (12)
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*Pom RS2 S
s LB
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M.i# % et pksg:ﬂh' 0
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(9) # 4 P rfE )R

(10)¥ 7 ¥ pje 2 @aﬁwﬂﬁgi S R (o o
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PR F S ER B2 - 2R - Rt boa

7. FEEE %Tﬂﬁﬁwﬂ‘ﬁ‘ﬁuPhﬁ4#@w-
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- At R 7201 BE D R P OB R -

‘mk-

8.

9.

10. & e % — St WA FE R oA - X AT EF RS K
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11, @ * &L b2 Fapied F @WAARE - P F*“ﬁ? VA A PR R BARR

56%5*{?% oA Frta k%R L (dom > k.. %) & TPR chart ¥ 4
IR OH s jfw‘.giﬁ;. *;Lf»é, N ﬁx{l ~fEr op Hp uﬂ%ﬁ o

12. 25% - Ui QA AN A B RS HRE V7 RELF R LR
LH 2 -

10.8. H # Miscellaneous

10.8.1. Teicoplanin 2 vancomycin : (88/3/1)

1 $#E 6l 35 ¥R i FABRAR % -

2. HREEL R F RELENF B I WABRERAR S

3. s K L4 F 3l 4= 2. % i (antibiotics-associated colitis) > 5 & *
metronidazole zﬁ 45 ¥ i % v PR vancomycin o

4. vancomycin 10 gm(;é o AR R i Y
5. HE g AR PFITREFE L -

2R (FRTAERER)
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#44 2 & 5% CADTH - PBAC 2 NICE 2 ¥R £ #5= R 474 2 R & &
TALARTEH %M%‘%iifﬁfé ‘5 4% £ 2 Cochrane/PubMed/Embase #p B

?J,?v P UBfRL R FR PRI RS HERE P RAMBETL R

* ik FL DY

CADTH (4 £+) i3I0l # 11 6pit s @pd-

PBAC (:£) IR0 #1107 6Pk BmTAE-

NICE (#®) SF 10L& 117 6 Pk o & AR M F R FHGER

i
2 e ﬁ“%& m:»z 2012 # 7 7 13 p ¥ ATER &
[

H 1 SMC (Scottish Medicines Consortium » g% jF )
¥ A0 3= 17 4% 4 (08 June 2012)
Cochrane/PubMed/Embase == &

R T
BATFE T B %

1. CADTH (*r £ %) [10]

FAF101E 11 % 6 p o ﬁﬁ#grﬁpﬁ%ﬁiﬁir F 2 o {2345 Common

Drug Review submission status p % #77% » CADTH »* 2012 # 7 % 17 p 2 E R

EFTA8 Y 1 p R« AT sen A T 45 B3 i {2 CADTH

FTHEHEL A0 2PXARFAELLORFLTPRELLNI10Y 5p &

2 CADTH-CDEC ¢ 23+ 2012 # 11 * 21 p B 7%k 5 ¥ E REH

P BALRE {?i’t*ﬂ' B ia T FREARY RL A R ERED
PR 12 Kot oo

2. PBAC (£) [11]
2ARL0LE 1LY 6P 0 AEAPM FRFHTERL
3. NICE (% &) [12]

IAR101 & 117 6p 2k >
oo WH R - R EHRATEF

BRI RES @@%&ﬁgﬁﬁi

» B oEAp
w3 oM i & 4 i (Evidence summary: new
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medicing)® - % £+ 2012 £ 77 13 p > LA EFHT AP EHEY > 4
BRP LT & B

Fidaxomicin % #73] e~ 3k fig 5 47 7 % 47 (macrocylic antibiotics) » #3171 iF
¥ # &F 12 5 (European Medicines Agency, EMA): =z » JE 8 F 3 357 o *
oo AR EFE L o P w0 ®B R EE IR R & (Health Protection
Agency, HPA)4q 5122 0 & * metronidazole A s o dE L YR FIELE KR B
BH2%- &% & @ * vancomycin i inBEREFRLE oA ER
TRk 3RS B v % fidaxomicin ¥2 metronidazole ¥ i %% o

S R TS kR %*‘C%*@iﬁﬁﬁﬂﬁﬁ%ﬁﬁﬂi&
A fidaxomicin 775 F = 3T % %“(non inferior) vancomycin » # % 1 g i &
T 25 >3 FDRRAPY o KA > LEMFARARE 5 fldaxomlcm
VoA TRPE e

¥+ g i¢ * fidaxomicin pF > 2 ni—%iﬁt@.ﬁ%@%it“%# @pm? Tﬁ
K eng & LR LR hh R X FE 2
SR B RS U g

e
Sh
=
{
%
St
=
g
_\g..
S
T
=
§
o
§
o,
>

Fohg - FREFAR 0 ANICE > & &5 472 ch T @5 & & 'L
(evidence strength and limitations) ; F & (R < % 9F) > M 2473 A iR FE%
Py B - BRSNS gom T RSk Fé'fqz b'“rfé,ﬁ,. IR
% I e FEEH R 4% ) F R (different C. difficile strains) o 8 6] k 3 > F 5 R 57 e
ribotype 027 2 F1A| » fdt £ 0L (T o BEARA BiRe B AW R AR
Al o R R AR E EE G A - A B3 SR B S ER A E
A0 A S @R RREE RO R AR R Ak o

ﬂwg%y&#%@@
1. SMC (#+##) [13]

R W?*—‘*T‘ﬁ ¢ (Scottish Medicines Consortium)*+ 2012 # 6 * 8 p =%
Hi#m g% o &3k G i & e fidaxomicin -

(1) #=FLEBEP ¥

“hok? i RS p\ % #rit -+ fidaxomicin 435 7 i £ 3247 NICE fl#3= » B 54 & %
# NICE # 8 1 153 4]0 » 35 fovk

s 2% ? <z NICE & “r#ﬁ 3 R S A RE T fidaxomicin fhis e 3% (101.1.C.003
2 101.1.C.004) > st i i B gt ® > AF| DR T o AY S RFHNELF L GRTR
WL EEAFR LA IR ERN BN o
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FOrLgn o A FEE Ok % FE 2 (Clostridium difficile infections,
CDI) » ¥ F ¥4k 4% #4p B *2 ;5(C. difficile-associated diarrhea,
CDAD) -

(2) EHFIPF

Do § AP RS B FEERLT Y g TR
FIR % % - =43 (first CDI recurrence) 2. = & g5 &

(3) TEHEFL R

Fidaxomicin %+ & > &k t /p)ﬁ FIep ek & AR % 7 73

(non-inferiority) ¥ *t — 44 % > & &' MAR S 5 2 5k MRS
s d
L/ o

BFEAAERF TR FRAGEREOGRS LS A BT
SMC % f ¢ %4 fldaxomlcm AR e BB E TR AR %
SER LS - sk

O THETE

g5 & B B 74 JR#-$%(National Health Service) *+ 2009 & 9 *

A7 IR R RIR IR i (National Services Scotland Guidance) - 4*-%f
FRFE 3 B AR fodndl FIEE R AR R endp sl ) FoERE - X
ok = X FIEERE AR 28 FLipk * BheT

BRI T Bk s A R F E P 2 NI TR R 2
it Fipf 0 U E T R EIEE R o BRI FIH o ok > R

e .

severity markers)m w_

W §:§>385C

B G L k'R TR (A +4\:F§;){;3,“g£w,¢.ﬁw%&)

S A BESYRE IR
W REETE R ST X &F% LT TPy

Yhsk Y it SMCERRARL ¢ erg ¥ - fEdd & 0 %45 vancomycin o
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B 5o >15cells/mm®
B pFE A L5 R ARE

R R —

L F BeE AR iR

T K metronidazole 400mg & 500mg - % 3 =t #F 4 10~14 = © 4%
P Bt b X {53 & > i & * ¢ JR vancomycin 125mg - % 4
S 4FH 10~14 % o

E3 AR EN 2B FEERRIE

T PR vancomycin 125mg - % 4 3§ 10~14 = o 4o % IRk
A AT > E 4o b $#9% 3 84 metronidazole 500mg - = 3 = E IR
WA e

(5) W“HRESE:

T PR vancomycin i ey Bo £ (severe)z FlEL ek 1 FR A 42 Bk
£ eh% - =4 (severe first recurrent)z FIEAE ik 4% FRE R 4 F
— R Bl R .

v JR metronidazole G s e ¢ R ¥ - AR 2 FELEOR A
BRp AT EREE

(6) Thk K pRAL -
# =i fidaxomicin f/k B > & LpF - SMC £ B + £ 11 T S8 R4

B Fidaxomicin #4735 1B e % o % a0 Tiagk & & FEEHE AR
2R A 0 BARE Y e H T TEE Wk FE %
R I B S %%“J 1A TR - R DR R
RAS &R Dia Rt F(ErRELRFT), -

B 5 ReFERY AR FRERRDTEE WML
fr@%@:}ﬁﬁ ¢ (European Society of Clinical Microbiology and
Infectious Diseases, ESCMID) 12 2 &+ §F i i 4p 51 e 2 3% 7
oo dr% 1245 ESCMID ehi % » + 4 25%3 £ 15 & v A 5%
¥ (modified intention-to-treatment analysis, mITT) ¥ =% ;éiﬂz &
BEFRE 5 B chFIE R FR %0 7 1R 1R RSk AR
3 3T%:nsE i st 4 A -
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B FifRed®ky PRREELR F /A a0 gt - ek
e @R ES p AP ETG B L o

B AERRW el AR R A p A ERE R e
P A REEA S L RSB P DT HES L 60~64
o Rm o BB T TR AR R 48 5 70~80 ok
H oo 2010 # o AT ETFIER KRR FR Ao 4 £ & G 15~64
}%—*Ff’ﬁ 692 + » E# < 3" 64 }%«—*Ff’ﬁ 2,219 % o f% i By
EE = EHE L IR 0 fidaxomicin ehfRk s % (&2
vancomycin 4p1t) » A E £ K foll @ X EH B ARIT

B R YR - i B4 #s 49 (adjusted indirect comparison) 0 g
7441 L & R g fidaxomicin £ metronidazole & § 2 /&
Bip R 2SR FEEHEGR B FRE Ao A Rkt chA R0 3
vancomycin i & & fe vt g o & 5o~ fidaxomicin e0iR =2 %
"3 - > metronidazole ;S 7447 o B AT R e
Ffe's MR FE A 44kt o fidaxomicin £ metronidazole
iRl AR KA o gffé“/r)ﬁ] e 5 1 (the odds of
sustained cure)s.s % #r &g fidaxomicin § B %% 5 b @ o
RS ko5 i B Rt Bzl B A (internal validity) s o Aok
A (external validity) & = & & 5 — & 34 - K,ért L PR ;;J%
HOF P R B ERE - & metronidazole # Sk v g A
Flo &5 - ALY RRFE AR FAREFTLAT AL T4
M= YRR B RS B A A

B OSMC £ B 2% %t & 7@ 00305 7 B #(mixed
treatment comparison) B » & 0 » 3% % 5975 40 M TRk iR Sk e
Vo NP A - PREEDFRECREENESTY o

B SMC Tk % g > FIELRREFARE 2 TuepERT L &
W R AR B AR RBE o A 1R R SR g A o B R

i 3% - fidaxomicin #-¢ £.— 35§ * chgp iR EH 0 L A F
FEETRFSFER R oo

5. His
1. Cochrane Library/EMBASE = }gk;}%%f 2%

~ 4R 4 * 3t 40F Cochrane Library/Embase T + FAE 2 2 2 3P 4o !

(1) #05 o
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i% i Cochrane Library/Embase % ~ )]?e?ﬁ:ii AR I101 £ 112 9
p oo * ’fidaxomicin”i i B4 F > T3k T E < B £ 3 2009~2013
E2FEY %’Efﬁl;ﬁfi’? i B o 218 0 @k PRAR LT 22 PICOS ik
[ERREE A Q};J( i o H a\np "F %f}f‘ ,T{D—%\_

(2) 455 i 2

T I PICOS i 0F 12> TIOF B LAY GATEL G FEET
2 i 4 ¥ (population ) ~ 75 = i (intervention ) ~ 5 »< $f & &
(comparator ) ~ § »<if| £ 45 #% (outcome) % 77 3 3k 3+ ¢ = ;2 (study

design) » # 35 i 2 FIW 4o T

Population BoruEE D FERHOR A AR 2 R

BrRiEE AKX

Intervention fidaxomicin

i

3«%

Comparator A3

3

3

Outcome *

b

(@) & k= 1,% T RE R AL E A TR
(b) HEH A 75T 1% A

Study design

(3) #5 &2 %

gigygj Wz 3F Xk 0 A EMBASE 5 TR E » X @3] k5
P prw B2 St g A AT Y jR 6 [14-19] > “TAS A RTRA SRR AR Y
LﬁJe 13 5 [20-32] - 2 5 » 5 B 4% & (abstract) B 3% & &F % > &k Sfr=
I S AL AP R R Tk O (G
Hp g %% Gy p fidaxomicin 2 & B R aikmk 11 2§ = B TRk iR %
A2 AAT) ) BALS A RTRA R T 6 0 BIA R  ERA Y
EFEE-HAIT(RLERFL & 13 hypriridmy v s
fidaxomicin 2 g =% > @ fRleif@B N F © e C ¢ i A o
P RARr TRATEEELY)

bl IR A L;Jewapféﬁégk 1 B5I[33]° 5 il { #4F2 s
% “clostridium difficile infection” » ¥ E'J R e A Jgk?éﬁzﬁﬁ 6H~F
[34-39] - #&= @ » £ = { & & B 4& F 5 clostridium
difficile-associated diarrhea”> ¥ 3] s st~ Jgk?éﬁﬁﬁ 5% < i%[34, 35,
37,38, 40] - 2 f& » #ATF HF DN I2 | v pro SEFRLF LR
W R 25 v R AHT[34, 39] (R E ST LAY AR
P EEFE ) ©

H =% ﬁuﬁ?¢7 #%F {v¢ > & Cochrane Library & + FALE » &7
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BEFER= [;kiﬁ%ﬂzeiﬁﬁ BN~ 24703 K [16, 34, 39]¢/—‘J<v’“r

Borchlg % o ATRAROTING > T UE DT S5 m(%%?fwmﬂ\

B R Z)

n ﬁ<ﬁ’iz€_\ FIEEH 5 FR Ao 4 F PRt “f Rk o

W 5t 4e g % hgm 4 0 % vancomycin ~ metronidazole £
bacitracin ~ nitazoxanide ~ fidaxomicin ~ (metronidazole, rifampin)
BEPART R I S B RIS TR R
e i#ﬂ*ﬂ g ’/L”}s ENFREFLIEANESETER - AR R
HRE B FREN Y- BER - T3 - BFERETIRY
fidaxomicin m},}q A 4R AF FRK (¥ vancomycin Aptt) o ¥t
BER 2 s A metronidazole £ vancomycin 3 2 4p § o

B T EREM 2 Fagioti AFRE G R EFOLB
(vancomycin vs. metronidazole) ~ (vancomycin vs. fusidic acid) -
(vacnomycin vs. nitazoxanide) ~ (vancomycin vs. rifaximin) ~
(metronidazole vs. nitazoxanide) ~ (metronidazole vs. fusidic acid)

B %dod e {5 F g (initial bacteriologic response)dp ¥t
vancomycin = »c kg & > bacitracin(2 s EF X R) o

u _ﬁhzm SRS RN REREY & EE:}F]%ﬂ_ » teicoplanin = 5
Bg % iR vancomycin( £ st F A R) o

B i3 rlfampln % metronidazole ;5% —,’f-!:f,;ﬁ Ay KRR
** metronidazole ¥ = Jo Rk S R (E Rt F AL B) -

B LBFLT MG 0 R FEFRALTE S

Fipd AR kM ;I;Je‘wgﬁﬁ%:sp 2T 2 RS
PEFLRELERT F 0w 0 bRy tA%%@%ﬁ%EL

F1%&

2. RpEZEFFTAH
(1) Frama > FREF AR

(A) RHEFTHES 16 F TP RALIFTITE2L B EN | F
1% Tgitp &0 m?‘#l&?‘ﬁ— ,frgg\’r‘:ﬁ B A ffb:riéjgk

W}éﬁﬁ—gv‘gkjﬁﬁﬁvﬁaﬁ o

WPz PR PP E AP EF TR
")%77‘"/€K/}’\'§;§-F"f'j\//§¥7 GERB| G P> X2EY
PR AR T A A 2 TR R = BN

A EE PR 2L #‘r“”ﬂ@ °
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N

(B) fdx TRk B OTEIRIN ’firﬁﬁlhzzﬁuvﬁk'“ %5 o
¢ ¢ 4 fidaxomicin cts e iRk 2 1,% ‘ rﬂiﬁﬁﬁ* # FE 4 7%
H‘/r'}ﬁf#ﬂ 51~ f”@%\fﬁﬂ N /r'}%“g‘- B e nhy }];J‘ °

(2) B+ F S AR

RpE FFR s 12 L ol o Jp P AP 43 Fodd ESL
4 ;ﬁ—é%pp DIFICID & # B g 37572 A A3 H o % L3720 T+ %
& (D4 FlEie e RNA R & s 0 (2) F »eiidnd % 0 Q)Fr 4| 7

Bk Fenae 3 252 (A)Fe ) TS Fend F Wlid o b ke FLiE
oo Lo bW ERY XA 3T 4% o 2. Fidaxomicin 2 4 % i R
JE = FIEEH K 15 7 2L8(C. difficile-associated diarrhea, CDAD) » i
Pwgds F5 kg ki 3.0 %0k F sy
metronidazole £ vancomycin ;o FIEEH FR 2 0 L 2 in R 2 RE

¥ € @ =~ F + & # % 3 F(vancomycin-resistant enterococcus; VRE)

HA P @2 @FERFAA L RFEY o m g2l 3 8w
+ 4 & » F]} 7 iF B~ metronidazole 2 vancomycin i %4 & o |

RorFgh®kY PR o RIT L FIHK FE F & IDSA o dp 5l
T > iE3x 2 metronidazole # vancomycin 4 % & 5 5 o BEmR
(mild-to-moderate, severe, or severe complicated) % jo% (GE%+
FE 5 4T ApieRRR) 2 SMC 3t 2012.06.08 7.8 F L] chi

Eitz T s #2493 3F $5 2 3#5%(101.1.C.003 & 101.1.C.004) -

£e
vl

—

=
& 12 vancomycin 1T A ¥R LAY BE GELAEL S 11T 2
@T:);‘F]‘ PR EFTREY FRREHZ IR ES IEP
vancomycin ~ metronidazole {= teicoplanin > # ¢ 12 vancomycin £
* F FARR 2 ATC w5 5 sefFE BN TR ~ B /IR T B e

PR R AR R L REESR A% Y wE R Y vancomycin
TR AR vz VP RE R

=

L

5

B AT A

1995 % BE % 7 m 4 § (Infectious Disease Society of America, IDSA)**
2012 # 10 * 19 p # ¢ 3 & 0k ATA7 7 % % & or (Intestinal Microbiota
Transplantation (Fecal Transplantation) for Clostridium difficile infection — A
Single Center Experience) » 68 i T 35 & 66 fk » fe & @ & 4R % FIELH R
TEREF & F o R EEERA TR R AR A BRI G F
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T ¥ BT A6 F R 4k (Henry Ford Health System)%%é@ LR S
O~ i 7% 3 FFEH E (Intestinal Microbiota Transplantation, IMT) 3
B o tEEEBR DA R fondp R X TR IR R AR R (TR L i
w) o k& Fprrdp ik s % 100 % Mo AR A b o BT B R RS 0 iE
68 i ¢ % 2t FEAB LA R ERAPM B L o
FRAERIBELSOIAAFFRR Wi B 100X 0 » g
o A FIELR R AR R hiiRa 4 -

N

Furzh o AL e RpeF LY O FRFIAMA LSS AP o
¢ 3 - % The Cochrane Library & #i& {7 &7k St ;;%&1@;?[40] o AB T3 K
MR F LS MY FES R E TR R S TR F A

T RO R B

L ZR&=RrEFI RS
(1) 44+ CADTH
CDEC § %7 %0 2012 & 117 21 P R kot 3 » B8 £ 55
WL PHRART AL REY B o ERFARY R
EREHIFIHATL20 KL OF o
(2) i PBAC
&RARM F R HTEERL -

(3) ¥ ® NICE

TARILE11Y 6Pk HRAPMFHPHETRFL o YRR
WHEAEY > WFR- K HORTER HE T M & & i (Evidence
summary: new medicine)” - $2454f % % “7if > fidaxomicin 433 %
738 £i217 NICE #4376k » B a0+ & A4 NICE # & 1 53 45
»IEiG #,u;; o

%

HEN2012&E 7P 130 A ITER R
BT R B

SHf R R o a

o

P # R R IR R E & (Health Protection Agency, HPA)4y 314
0 &% metronidazole FG e i P OR FIERHOR AR A2 %
- & F o % vancomycin Bs ir R EREARE oW AG ER
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A iREk B 4% v & fidaxomicin 22 metronidazole ¥ & %% -

g PR ERA RBHRSFE T Y ED €A DFEEE RS
e % g A o fidaxomicin emis f = 2 2 % 2 (non-inferior)
vancomycin > A& & iT* > @ 0 B —*Ffm%\ BARE o ARm o A

ERET R B 448 2 o o fidaxomicin ¥ &0 & Ll iE o

+ ¥ * fidaxomicin pF > £ ¥ A W@.ﬁ%‘@i‘,’{éﬁ“%«’r&%ﬁa
o FRaF u&,r}%‘m&“ﬁiﬂ% F 2 oo H oo

4= 4p 1+ fidaxomicin sdp 4t & B+ B3 24 g o

Bt (SMC)?‘ R Fa?%? %12 ¢ (Scottish Medicines Consortium)=*t 2012
#£6 8p ot HFREE - ERT F Py fidaxomicin > * rzingy =
A FIERH P R m}g Z (Clostridium difficile infections, CDI) » ¥ F g4 5 4%
#)4n B */&(C. difficile-associated diarrhea, CDAD) o % i 14| /f 5o :s,‘:’ 2
P2 B R BRmE FEERZT " Mo FIELEOR I FRE F ¥ -

73 (first CDI recurrence) 2 = & J & °

EMBASE/CoChrane Library < )guﬁﬂfi RS

BB RRIH S I BB AR /Hfrms 7;;[16 34, 39] % e = 7

5"1-‘?3?'3‘)%“ Fhi o FLE BT B EVQTEJ?#EF%?P" Ei R
R fter 4 =

PR 2 FIREH R AR FR Ao 4 W PR Rk 2

$3047 g % S 4 0 #-vancomycin ~ metronidazole £ bacitracin

P

nitazoxanide ~ fidaxomicin ~ (metronidazole, rifampin) & % 4~ 4p 3 +* fi

DNIR S RE S RIS TR R ﬁti% vxiﬁ%ﬂr iy

L St ‘E‘%.ﬂm*%%ﬁ"l‘l:m—ﬁa-rr—— FRWT -4
BE o tfi“* - 3RS Ao PR *  fidaxomicin m;g; A 4R SRR (2
vancomycin 4p +* ) $+3¢ B & & % e 4 > metronidazole £2 vancomycin
o pxAp o

BT ERG S Bt AFIME G AR FOLB
(vancomycin vs. metronidazole) ~ (vancomycin vs. fusidic acid) -

(\x
[

Jm

%

(vacnomycin vs. nitazoxanide) ~ (vancomycin vs. rifaximin) ~
(metronidazole vs. nitazoxanide) ~ (metronidazole vs. fusidic acid)

B % A 4 e F 5 F & (initial bacteriologic response) I
vancomycin = <& ¥ > bacitracin(F svit g F £ B) o

B Ldi mFpg F 12 m};'af] <& gkt o teicoplanin i ook F i
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*t vancomycin(¥g et B F L B) o
W £ @& rifampin 2 2 metronidazole Js > Hop A G FEF R

metronidazole ¥ = ;5 % % (Jp i E L B) -
LEHLZ 2B G o ;A Fu T R g o

I/E.EJ %&%%lf‘ﬁfbtl‘iQEk\}'éﬁﬁﬁ-lp)\y ﬁif&LL7 FNE’F'&'}/}J‘ ’ Q};JQFE&.
Fr@fp8s7 8 o a3y PR FPBRTEYEL- 12 -

Ko ds wER

1995 % BE % 7 x4 § (Infectious Disease Society of America, IDSA)4,
Slepudig il & < ;I;Je&t%a g%k TIREFPFR(EEFL F LD HFT
FE SRR %2 #FR) &F vancomycin ~ metronidazole 1 %
teicoplanin % % .7 12 s v u:%“é'p o e §_» d 3% vancomycin & ~ % ©

FESLF AR ATCHB e 75 & 5 8 3 2 RA#% > wam &7
SiE R 0 TR pRR A 1Y vancomycm SR E R .
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IghEREd (FrRyEER)

~3f 2 i & %% CADTH ~ PBAC %2 NICE \Fﬁ}%ﬁ;}i’fﬂp FEE B R s
FORART R H R R é’ﬁ #* CRD/INAHTA/Cochrane/PubMed
AR TR B R & FOR T L ?v dL REPTARCEFIT R o

%k 3Py

CADTH (#r £+ ) | =% ¥ > CADTH 3+t 2013 & 1 7 7. B € R3i%:k

PBAC (&) Z#OoBAITARIOLELL? TP aEapMERTHIFEL

NICE (= &) 7 » Evidence summaries 3¢ ¢ - i» (22 ;' NICE4p %) >
2012 # 6 " o F

SMC (& & ) F oo 3ERRLE - > 2012&6 0 2 F

PubMed £

(- )CADTH (4 £ <)

CADTH i {73%f% ¢ » 33> 2013 & 1 7 7 B ¢ 32773k fidaxomicin -
(= )PBAC (;&#)

£3 2012 & 11 * 8 p - & #& fidaxomicin 4p B 2. &AL IR 2 -
(Z)NICE (& ®]) [12]

NICE »+ 2012 # 6 * =% fidaxomicin = evidence summaries > :%3F 2 & &
fidaxomicin p % 4p B e0F 32 F 4L > iz 3 22 NICE 45 % (Quidance) -

AR et ¥ ¥ m @ * fidaxomicin BF o a\ﬁ%%:&:fﬁﬂﬁﬁff,ﬁ
S g vr«‘),%f& LRI ik S8 8 mf”%‘ = o

wCDlepp b > P ¥ fds % - RinkhEHe 7

1. 4#-¥dEic ¢ &« CDI: metronidazole 400~500 mg - = = = » #4550 %
10 )14 = -
2. 4% pc£ e CDIl:vancomycin 125 mg - * » =t > F 5% 10 7] 14 = o
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& s e A 7 (10 % )heT

1. metronidazole 400mg - = = =x : 2.53 & 43 o
. vancomycin 125mg - * w =t : 188.27 %& 4% o
3. fidaxomicin 200mg - = & =t : 1,350 & 4 -

poav e f RO A -t CDI a3 1+ > fidaxomicin +* vancomycin $
7 OEE S Y CDI R & 5 & %R & 4 o fidaxomicin ¥ 4w L5 % i
J%fsasa‘& BT AL A AR E o MR o P o RERTEIR] CDI AR 07 a2

(likelihood) » # fdd 2 2 4F &R % SvenffiR™ » 2o & 12 it fidaxomicin $& 8 =5 5

§ v 23 A

()3 # F R TR
1~ SMC ( g+ ) [13]

Bt i SMC *t 2012 # 6 * > 23k NHS Scotland e §* fidaxomicin - Hiz
2B RRTE A P RS R R R ReriEix T o fidaxomicin FoF 2t % - =&
CDI 42 ch= & o

@ w BRtef SMC dt - = ke 247 > 4 &t g fidaxomicin 2
vancomycin % — #isg > * St FeE CDIjs 4 2 8 - % CDI 4 & & tha ko
BB LAY BT A0l 2GR0 - CDI ot R 10 2 e
fldaxomlcm © vancomycin £ » ¥ i @3 TCDlipd ) ik Bk i o & TisR 4
Pr g PR AL o Fop A AR R LT F B § BRR A B e B A e
vancomycin #| £ - Vancomycin # B % A2 (vancomycin taper regimen) ~ 3% #% 1 8¢ 4.
oo F-d 2 rifampicin 2 35 5% F ks o

e e AR %—g T & oo

5 R AR * T AL EE T
fidaxomicin 200mg = = & = - 1,350 ¥ 4%
10 % '
vancomycin 125mg - %= = 88-126 = 4%
F A 7~10 =
_ 400mg - = = =t » ,
metronidazole BT = 152 4 -
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B R clichy A & % p fidaxomicin &2 vancomycin v gea B % = B R
Wk e RpTRA FRE* > 3 BX A B m/r'}g}—t il > @ 44t e CDI
i A EnsEFE > @ % fidaxomicin 1 vancomycin 3 g S CDIAR 3F 5 o o5 4 end
Fo TR K - BIRAER O 2ER L R AR CDlp A hE B R

B AT T 4

ER OSE R 4 s E | RS A
=3 guaa | SAEFRE S E A
(Quality-adjusted life year) | 7= & " &
B 16,529 i 43/
B£ CDI 171 =& | 0.01 QALY .
QALY gained
- %Dl " 0.019 QALY Fidaxomicin ¢ #%:
. I
1B 391 =4 Q %
SMC 325 R 2 5@~ 17 5 R

1. #A @ e :ﬁt«#"ﬁ&,ﬁ }%‘:Fén%m:k*zai[)iakm,};%iﬁbﬁﬁﬁ
2 GAVS TR 0 2 % - 0 CDI g m A W g F A Z Nl

FAR o

2. q;r;ﬁk 4 47 (threshold analysis) &7 @ GAA 4758 % % 2 243 5
P R SR E F % ¢ $ R ICER 4248 30,000 #4/QALY
galned °

3. WA FHEBADLREET %_*Kﬁp’ﬂ%“ CDI> g i3] @ i¢ * chidfe X
BTV B o RFREFEIIREEORE RS OELSTESET L H
> Bcg CDI Iﬁa A 5 ICER # #r T 48,000 & 43/QALY gained ; 3t % - =
CDI 4g % R A ICER # 4 & 10,000 # 42/QALY gained -

SMC 2 s td 2 ae@maran2 % (ICER )% 2 £ P48 5% it ¥k
e85 585 2z fidaxomicin 4 & & Az e @i * 3 % - =X CDI 4 % g A 3o

kg2 % 0 p0F PubMed § 3 FALRE 2 2 E P 40T
1 405 ik
11T 7] PICOS s 405 (2 » T4RF 4 £ A5 ¥ ATEL A FET L4

¥ (population) ~ ;5% = ;= (intervention) ~ F »c4f P& 5 (comparator ) ~ % % Jp)
45 1% (outcome) % # 3 k32 = & (study design) » H 3o&F if i 4o ¢
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Population s »~ g ¥ ¢ Clostridium difficile infection g
Clostridium difficile-associated diarrhea
Bopip i o Am

Intervention fidaxomicin

Comparator A%

Outcome A%

Study design Cost analysis; cost-effectiveness analysis;

cost-utility analysis

2. FEH Fuk

& pe it 2. PICOS » i% 1% PubMed élgie%%}:i}i » K101 & 11 % 9 p
2 fidaxomicin % cost( &4 economic) i s MétEF 2 (7HF - X E 10K > F »
e 1RPTdm & 2 RAE RGP R[A4L] 25 > FRDFRERE F 2 5
BEAREIF > ARTRAZLITEAFT RS -
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& (fidaxomicin) g @ i%¥ 5% 1 8A7E (RBLAIAT
A RV AEEE L ;T% ja%“ PP T 2 B RERTE P P LA
i‘rJ’d\‘f':Lr-uJ-W%ﬁx%t‘u‘”ﬁzf"l%’1%%*1%2'5‘?;‘%0%5
AT L P M EEL T ﬁ“'lﬁ&%ﬁl%\@?l?\f 1K
fefe 2 Pl (FEFar 2 D E EH 2 A
ﬁfﬁﬁtﬁﬁ *4ﬁ”4$%dw %@ 33
m%%$%ﬁ54;ﬁo

L Rs AFF AN S 1gs7% P CDE £ 3 1 vancomycin i
LA 2 ’l‘ B 54 & FLfRA L F @ % vancomycin jif CDAD s ¥ & R4
vancomycin F E 4&'t e H B TR RS (31 TRA sk @ * «h vancomycin
U PREA > P R grvancomycin F A L EH# ] ) o

() * GvRi g A RGP & Ao

Panddkd A3 AT EEERESE ASRPE S A E % F o SMC
mllpfv‘ﬁ p 01+ fidaxomicin * % % - = CDI 48 e 4 3 > 7 v 3 & & Aok

o

(2) B %

ﬁ[ﬁ?ﬁ' F3r 2007 & a7 R R 2 SR B R EART I X éf'f?ﬁl.[Z] %
S Brt 2003~2007 # LT R FEES H FP R A B R 225 4 0 H P §F Al g
16:1> T2ad 5 66 & ; 2003~2007 & FIELH & Flep B 2 4 gtp 2z
A S E PN PERBEH 56 B o T uEEX AR BEEFE o F R IMS
2 s FOR 5 2009 & r';g%?gp;,\?‘ #¢ CDAD # %7 /FH,—'*Z (ICD9 code % 00845) =
+3 7,788 X = o

#8400 2003 417 5% F RGBT 4047 3 CDAD fs 4 ik
2 h ot FF[42] o %A 2T 2003 £ 9 7 3 2003 & 12 7 i i 2 E @ F 4R
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#0257 I8 o F1 % 5 g (antibiotic-associated diarrhea, AAD) g AR
B % #m ¢ & ¢ fpld Clostridium difficile toxin A R 7£ 2 5 CDAD © 37 %
top ?{ﬁnw-—‘i{ 48 s 4 05930 B F R Y AP o FTL %A I AAD
g 4 & 5 1/100 Bt H i@ % A psH P CDAD né%“rp AAD 1 12.5%- gt ¢t >
SR fﬁ‘/v\#‘r..%-‘ic%éﬁ : r#m;&ﬁ%#mué * | % CDAD i & b ' 5|5 o

% 432007 £ 17 3 2008 37 oA S T A B F R
£1CDI % » % 127 f# CDI eifipsk 4 #e[43] « 77 & 15 fcip 86 # CDI i % >
HoO Rl B R BB UL 82 A (95.3%) - 47 4 (547%)% 29 *
(337%) ME AL EIR CDIB A F 5 426 61/5 L F B L p o el s
g 4 F g (1106 b)/= L+ g :[3:_)?‘:,/\ p) - CDI A 30 %t F = KL

23.3% -

RN A I A¥ P mABEMNS AP T o Dubberke % 4 v Bfdp
Fﬁgv‘/gkéfiﬂ,[M]: #g CDI thy 4 gt i g H3 CDIos 4 3 e 2.8~6.4 % chilfz
%ﬁ;t,irgféc% %:}%?ﬁa“'ﬂ'ﬂé Ly 2 &:ﬁ* NAEa G irL R & B CDI %

]ig%cpﬁ)é‘ 7 3,006 £ £~15397 £ £ > A 32 &> CDIaﬁ-E:Pg-},%:fL- ‘i;’fl
= 10 H~48 B F ,{E

f{r;il PAERANEELG B - F1 %I E AR F A EE 500~2,300
Lo ERERHA000 L9 BA P FEASL R FERRFAFESEY
A2 ERET SR A EREY EEHE (940007 ~~19 R~ )

9%

CDE 3®Rins ' P2 AHBIEL I » © & $4c) F EnFHR LR

TR B RERERET G o
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E=S

%+4%— Definitions of the strength of recommendations and the quality of the
evidence supporting them [3]

Category and grade Definition
Strength of recommendation
A Good evidence to support a recommendation for or against
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 at least 1 properly randomized, controlled
trial
il Evidence from at least 1 well-designed clinical trial without

randomization, from cohort or case-controlled analytic
studies (preferably from more than 1 center), from multiple
time-series, or from dramatic results from uncontrolled
experiments

I Evidence from opinions of respected authorities, based on
clinical experience, descriptive studies, or reports of expert
committees
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101.1.C.003 101.1.C.004
Fidaxomicin Vancomycin All patients Fidaxomicin Vancomycin All patients

(N=287) (N=309) (N=596) (N=252) (N=257) (N=509)
Sex, n ,%
Female 164(57.1) 169(54.7) 333(55.9) 148(58.7) 162(63.0) 310(60.9)
Male 123(42.9) 140(45.3) 263(44.1) 104(41.3) 95(37.0) 199(39.1)
Pts status,n,%
Inpatient 167(58.2) 187(60.5) 354(59.4) 174(69.0) 173(67.3) 347(68.2)
Outpatient 120(41.8) 122(39.5) 242(40.6) 78(31.0) 84(32.7) 162(31.8)
Stratum,n,%
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Baseline disease
severity, n, %
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failure, n, %
Yes 13(4.5) 17(5.5) 30(5.0) 12(4.8) 8(3.1) 20(3.9)
No 274(95.5) 292(94.5) 566(95.0) 240(95.2) 249(96.9) 489(96.1)
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101.1.C.003 101.1.C.004 Pooled 003 & 004
Fidaxoicin Vancomycin | Difference Fidaxoicin Vancomycin | Difference Fidaxoicin Vancomycin Difference
n/N, % n/N, % 95%Cl, n/N, % n/N, % 95%Cl, n/N, % n/N, % 95%Cl, n/N,
n/N, % n/N, % %
mITT | 39/253(15.4) | 67/265(25.3) -9.9 28/221(12.7) | 60/223(26.9) -14.2 67/474(14.14) | 127/488(26.02) -11.89
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p-value 0.006 <0.001 <0.001
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Fidaxomicin Vancomycin 95% CI

N n (%) N n (%)
Clinical Cure Rates
Overall 539 474(87.9) 566 488(86.2) (-2.3,5.7)
Severe CDI 135 102(75.6) 144 108(75.0) (-9.5, 10.6)
Non-severe CDI 404 372(92.1) 422 380(90.0) (-1.9,5.9)
Recurrence Rates
Overall 474 67(14.1) 488 127(26.0) (-16.8, -6.8)
Severe CDI 102 14(13.7) 108 33(30.6) (-27.4,-5.6)
Non-severe CDI 372 53(14.2) 380 94(24.7) (-16.0, -4.8)
Global Cure Rates
Overall 539 407(75.5) 566 361(63.8) (6.3, 17.0)
Severe CDI 135 88(65.2) 144 75(52.1) (1.6, 24.2)
Non-severe CDI 404 319(79.0) 422 286(67.8) (5.2,17.1)
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T FR
Amoxicillin
Ampicillin
Bacampicillin
Cefadroxil
Cephalexin
Cephradine
Clindamycin
Cloxacillin

Colistin
Dicloxacillin
Doxycyclin
Ethambutol (EMB )
Griseofulvin
Hetacillin
Isoniazid(INH)
Ketoconazole
Methacycline
Metronidazole
Minocycline
Mycostatin
Nalidixicacid
Neomycin
Nitrofurantoin
Nitroxoline
Oxytetracycline
Penicillin
Pyrazinamide (PZA)
Rifampicin (*3# 3t 247 AR 4 %)
Tetracycline
Trimethoprime/ sulfamethoxazole
Cefatrizine (97/9/1)

e b
Amphotericin B
Ampicillin

Benzathine penicillin
Cefazolin

Cephalexin (87/7/1)
Cephaloridine
Cephalothin

Cephapirin

Cephradine
Clindamycin
Cloxacillin
Doxycycline
Gentamicin

Hetacillin

Kanamycin
Lincomycin (*2* 10ml & %)
Metronidazole
Oxacillin
Oxytetracycline
Penicillin

Rifamycin sv inj (*3#* *t 2 4% AR 4 &)
Rolitetracycline
Streptomycin
Flucloxacillin (94/3/1)
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BRI 285 ¥ JR A je b

TR 430 MeEZ i e
EMBASE 20121113 ‘fidaxomicin'/exp AND ([cochrane 6
review]/lim OR [meta analysis]/lim OR
[systematic review]/lim) AND [english]/lim
AND [2009-2013]/
2009-2013 [ Vpy
EMBASE 20121113 ‘fidaxomicin'/exp AND ([controlled clinical 13
trial]/lim OR [randomized controlled
trial]/lim) AND [english]/lim AND
2009-2013]/
2009-2013 [ Vpy
Cochrane 20121113 "fidaxomicin" 1
Library
1800-2012
Cochrane 20121113 "Clostridium difficile infection” 9
Library
1800-2012
Cochrane 20121113 "Clostridium difficile-associated diarrhea" 5
Library

1800-2012
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‘it4% = EMBASE/Cochrane Library < 1,%:}%:%? TR EE [16, 34, 39]

1.Comparative effectiveness of Clostridium difficile treatments — A systematic review

TR KR MEDLINE, AMED, ClinicalTrials.gov, and Cochrane databases
¥EE N Inception through August 2011
G~ B #/ ~ #c | 11 trials that included 1463 participants
A R metronidazole vs. vancomycin (3 trials)
metronidazole or vancomycin vs. other agents* (8 trials)
*other agents included bacitracin, nitazoxanide, fidaxomicin, (metronidazole, rifampin)
IR No study comparing 2 antimicrobial agents demonstrated a statistically significant difference for initial cure; all

comparisons were of low to moderate strength of evidence. Moderate strength evidence from 1 study demonstrated that
recurrence was decreased with fidaxomicin versus vancomycin. Subgroup analysis of a single study comparing
metronidazole with vancomycin for patients who have severe CDI showed no difference by intention-to-treat analysis; this
was rated as insufficient-strength evidence. Harms, when reported, did not differ between treatments in any study.

F Ly &*ik

U.S. Department of Health and Human Services

2.Antibiotic treatment for Clostridium difficile-associated diarrhea in adults (Review)

TR KR MEDLINE, EMBASE, Cochrane Central Register of Controlled Trials and the Cochrane IBD/FBD Review Group
Specialized Trials Register
HHE &N MEDLINE (1966 to March 24, 2010); EMBASE (1980 to March 24, 2010)
5~ B #/ * #c | 15 studies (total of 1152 participants) with CDAD were included.
A 2% a8 Vancomycin, metronidazole, fusidic acid, nitazoxanide, teicoplanin, rifampin, rifaximin, facitracin and fidaxomicin

T

The risk of bias was rated as high for 12 of 15 included studies. Patients with severe CDAD were often excluded from the
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included studies.

No statistically significant differences in efficacy were found between vancomycin and metronidazole, vancomycin and
fusidic acid, vancomycin and nitazoxanide, or vancomycin and rifaximin. No statistically significant differences in efficacy
were found between metronidazole and nitazoxanide or metronidazole and fusidic acid. Vancomycin was significantly
superior to bacitracin for initial bacteriologic response.

Teicoplanin, an antibiotic of limited availability and great cost, was significantly superior to vancomycin for initial
bacteriologic response and cure. Initial bacteriologic response was achieved in 62% of vancomycin patients compared to
87% of teicoplanin patients (2 studies; 110 patients; RR 1.43; 95%CI 1.14 to 1.81). Bacteriologic cure was achieved in 45%
of vancomycin patients compared to 82% of teicoplanin patients (2 studies; 110 patients; RR 1.82; 95%CI 1.19 to 2.78).
These results should be interpreted with caution due to the small number of patients and the high risk of bias in the two
studies in the pooled analysis. Teicoplanin was significantly superior to metronidazole for initial bacteriologic response.
Initial bacteriologic response was achieved in 71% of metronidazole patients compared to 93% of teicoplanin patients (1
study; 59 patients; RR 0.76; 95%CI 0.60 to 0.98). This result should be interpreted with caution due to the small number of
patients and high risk of bias in the study.

Adverse events including surgery and death occurred infrequently in the included studies.

F Ly &*ik

None

3.Effectiveness of early diagnosis, prevention, and treatment of Clostridium difficile infection (Comparative effectiveness review)

A R

Clinical trial: MEDLINE, AMED, the Cochrane Library, and ClinicalTrials.gov
Systematic review: MEDLINE, the Cochrane Database of Systematic Reviews, and the Web sites of the National Institute
for Clinical Excellence, Guidelines.gov, and the National Health Service Health Technology Assessment
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Program

Hox &

No date limits were applied.

iR

(1) What are the comparative effectiveness and harms of different antibiotic treatments?
(a) Does effectiveness vary by disease severity or strain?
(b) Does effectiveness vary by patient characteristics: age, gender, comorbidity, hospital- versus community-acquired
setting?
(c) How do prevention and treatment of CDI affect resistance of other pathogens?
(2) What are the effectiveness and harms of nonstandard adjunctive interventions?
(@) In patients with relapse/recurrent CDI?

R S S

(1) Eleven RCTs were identified that evaluated different antimicrobials (or different doses of a single drug) available for
treatment of CDI in the United States. These 11 studies enrolled 1463 patients and reported efficacy analysis on 1239
patients.

(2) Five RCTs on nonstandard adjunctive treatments of CDI and 13 studies that addressed prevention of CDI formed the
basis of this analysis.

ht!
oy
e
*=

(1) Overall, study quality is low.
Moderate-strength evidence from one large, high-quality study demonstrated that vancomycin and fidaxomicin
performed equally well for initial cure, but that recurrence was significantly decreased with fidaxomicin versus
vancomycin. No other head-to-head trial demonstrated superiority of any single antimicrobial for initial clinical cure,
clinical recurrence, or mean days to resolution of diarrhea. Combination therapy with rifampin and metronidazole
resulted in significantly higher mortality when compared to treatment with metronidazole only.
Harms were not reported with sufficient detail to compare the risks of any particular antimicrobial with another

antimicrobial. When harms were reported, they were generally not serious (e.g. nausea, emesis) and transient.
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A single study assessed initial cure and recurrence by strain, categorized as North American pulsed-field
gelelectrophoresis type 1 (NAP1) versus non-NAP1. Strain data was available for 324 of 629 (51.5%) participants. For
initial cure, no significant difference was observed, regardless of strain. However, among patients with non-NAP1
strains, those treated with vancomycin (10% vs. 28%; P<0.001), whereas among patients with the NAP1 strain,
recurrence was similarly frequent regardless of treatment.

(2) Overall, study quality was low. Definitions of CDI with regard to diarrhea, that is, number and consistency of stools,
were inconsistent across studies.
Four of the studies on treatment of CDI compared a nonstandard intervention with an active control, that is, a standard
antibiotic treatment for CDI, oral vancomycin or metronidazole. One study compared a nonstandard intervention with
placebo. All of the 13 prevention studies compared the nonstandard intervention with placebo rather than with another
intervention, reflecting the current state of the science in this area.
For treatment of CDI, C. difficile immune whey that binds C. difficile toxin A is similar to metronidazole in a small
study of 38 patients with recurrent CDI. Colestipol, an absorptive resin, is not more effective in treating CDI than
placebo. Probiotics administered as an adjunct to antibiotic treatment were not more effective than treatment with
antibiotics alone.
There is limited moderate-strength evidence from 1 study that monoclonal antibodies are effective in preventing
recurrence of CDI.

F Ly &*ik

USA Department of Health & Human Services, Agency for Healthcare Research and Quality
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