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Risk Factors Associated With Comphcatlons
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Demographic characteristic

Age, median (range), years

Ie-"al:ient age category, years
1-17
1864
65-79
=80

Sex

Female
Male
Pedical history
Irflammatory bowel disease

Frevious bowel surgery
Hesoitalization | :

Exposure to medications

Antibiotic use
aeid b
Proton-purmp inhibitor
Histamine-2 receptor antagonist
Corticosteroids

Admission diagnosis was CDI

MO utcomes

_. Hospitalized (inpatient)

Duration of hospitalization, median (range), days®

Complications
ICU admission

Death

Surgery
Megacolon

.’ CH’|’I'F’I"|‘J\‘|"\le Ly

D BRI

(gl

€3 (12)

195 (40}
56 (12}
82 (17}

135 (28)

291 161)

G@w

35 (7}
23 (5)
3 (1)
3 (1)



) Assgciation with complications, including mortali Association with mortality alone
Wariable (no. for all o ' ¥ JTIHRGTLY &G

complications, mortality along) OR 95% CI OR 95% Cl

211835 7.91 3.31-18.89
—_ 1.00°

Fernale (23, 9 : 1.41
Male (24, 14} 1.00°
Admitted for CDI
Yes (27,10} 2.16
Mo (19, 13) 1.00°
L M Corticosteroid use
Yes (14, 6) 1.17-4 .54 1.79
Mo (33, 46) 1.00°
Prior antibiotic use
Yes (40, 20} : 2.06
Mo (7, 3) 1,007
' Prior acid suppression
Yes (33, 19)
Mo (14, 4)
h-' Prior bowel surgeries
Yes (4, )
Mo (43, 21)
Haspitalization (in previous year)
Yes (20, 12)
MNo (22, 11)
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Efﬁcacy of Fidaxomicin Versus Vancomycm as
Therapy for Clostridium difficile Infection in
Individuals Taking Concomitant Antibiotics for
Other Concurrent‘Infections
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Treatment (days 1-10)°

Treatment or follow-up (days 1-40)

Subjects evaluable for clinical
cure and global cure

Medium®

Low®

CA use by no. of classes®

Fidaxomicin
(0 = 481)

391 (81.3)
90 (18.7)

44 (9.1)
36 (7.5)
23 4.8)
(n = 90)
713 (81.1)
13 (14.4)
4(4.4)

Vancomycin

(n=518)

416 (80.3)
102 (19.7)

57 (11.0)
407.7)
31 (6.0}
(n=1102)
73.(71.6)
25 (24.5)
1(1.0)
3(2.9)

All
(n =999

807 (80.8)

76 (7.6)
54 (5.4)
(p=192)
146 (76.0)
38 (19.8)
5126)
3,(1.6)

Fidaxomicin
(n = 481)

349 (72.6)
132 (27.4)

75 (15.6)
61 (12.7)
45 (9.4)
(n=132)
85 (64.4)
31 (23.5)
71(5.3)
9(6.8)

Vancomycin

(n=518)

375 (72.4)
143 (27.6)

80 (15.4)
64 (12.4)
53(10.2)
(n=143)
89 (62.2)
39 (27.3)
9(6.3)
6(4.2)

All
(n = 999)

724 (72.5)

125 (12.5)
98 (9.8)
(n = 275)
174 (63.3)




g‘ Subjects evaluable for recurrence

__INo CAs used
M=1 CA used
CA use by CDI risk
High®

Fidaxomicin

(n = 391)
330484.4)
61 (15.6)

28 (7.2)
25 (6.4)
31 (7.9
(n=161)
42 (68.9)
11 (18.0)
3 (4.9)

Follow-up (days 11-40)
Vancomycin All

(n = 403)
335 (83.1)
68 (16.9)

(n=794)
665 (83.8)

49 (6.2)
61 (7.7)
(n=129
45166.2) 87 (67.4)
16 (23:5) 27 (20.9)
5 (7:4) 816.2)
2(2.9) 745.4)

35(8.7)
24 (6.0
30 (74)
(n = 68

Fidaxomicin

N = 391
302 (77 .2)
89 (22.8)

46 (11.8)
351(9.0)
36 (9.2)
(n = 89)
62 (69.7)
17 (19.1)
3 (3.4)
717.9)

Treatment or follow-up
Vancomycin

N = 403
307 (76.2)
96 (23.8)

51(12.7)
40(9.9)
36 (8.9)
(n = 96)
62 (64.6)
25(26.0)
4(4.2)
5(b.2)

All
N = 794

609 (76.7)

97 (12.2)
751(9.4)
72(9.1)
(n= 185
124 (67.0)
42 (22.7)
71(3.8)
12(6.5) |
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.. Endpoint study period

_
M. 'S

No CA

™

=1 CA

m&a& DI

NEOENL

Difference, % (95% Cl)

Clinical cure (n = 999)
Treatment (days 1-10)
Recurrence (n = 794)

Treatment (days 1-10)
A Follow-up (days 11-40)
" At any time (days 1-40)
o Global cure (n = 999)

At any time (days 1-40)

92 .57 (747/807)

17.88 (118/660)
17.74 (118/665)
1757 (107/609)

74.72 (541/724)

h—

-

84.38 (162/192)

2388 [32/134)
24:81432/129)
23.24(43/185)

£5.824181/275)

2 .98-13.89)

—6.00(—14.04 10 1.46)
—7.06 (—15.3 t0 0.60)
—567(-12.63 10 0.92)
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Mediana 97h
(95% CI, 58-123h)

"T75,/<- With concomitant antibiotics

Without concomitant antibiotics -=

Mediana 54h
(95% CI, 51-57h)

| I I ] I
96 120 144 168 192

Time to Resolution of Diarrhea (Hours)

I
216
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M Endpoint study period No CA =1 CA Difference, % (95% Cl)

——

Clinical cure (n = 999)
I Treatment (days 1-10) 92.57 (747/807) 84.38 (162/192) 8.19 (2.98-13.89)
(U Recurrence (n = 794
Treatment (days 1-10) 17.88 (118/660) 23.88132/134) —6.00 (—14.04 10 1.46)
Follow-up (days 11-40) 17.74 (118/665) 24°87 (324129) —7.06 (—15.3 t0 0.60)
At any time (days 1-40) 1757 (107/609) 23.24 43/185) —-567(-12.63 10 0.92)
Global cure (n = 999)
At any time (days 1-40) 7472 (541/724) 65.82 (181/275) 8.91 (2.564-15.37)
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(_“.Iinir:al cure

% (proportion) of subjects

‘ Difference (95% Cl)
la

s

] ' .
- r—
B0 TR P COMITANTE DE

A
A
Low

96.67 (29/30)

RV ?_Tmr LICC
AMASA%L Aé%— C LC&I__ j
- k.

- -
A use during treatment phase (days 1-10)

sk category® No. of CA antibiotic classes”

(g | (=D
\1’ 814191(82/101) 88.36 (129/146 ‘1’ 71.74 (33/46

—16.62 (—30.77 to —3.24)
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% (proportion) of subjects

Fidaxomicin Vancomycin

"‘ ) = ir—— W e

Difference (95% Cl)

-

Clinical cure

Treatment

Recumrence
Treatment
Follow-up
At any time

Global cure

At any time

Clinical cure
Treatment

Recurrence
Treatment
Follow-up

At any time
Global Cure

At any time

92.33 (361/391) 92.79 (386/416)
12.23 (40/327)
11.52 (38/330)
11.92 (36/302)

23:42 (78/333)
23.88(80/335)
23,13 [#1(307)

1\ 80.80 )282/349)

69.07 (259/37%}

79.41 (81/102)

1‘ (90.00)81/90)

17.19 (11/64) 30.00 (21/70)
21.31 (13/61) 27.94 (19/68)
5/89) 29.17 (28/96)

(72.73)96/132) REDUCIDO 59.44 (85/143)

-0.46 (-4.13 10 3.19)
—11.19(-16.89 to —5.35)
X2 —12.37(-18.01 to —6.57)
—11.21(-17.10 to —5.16)

11.74 (5.43-17.89)

106940.23-20.34)

—12.81(-26:41.10.1.66)
—6.63 (—20.98%0 8.29)
—23.90 to —0.12)

13.29 (2.11-24.05)
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Endpoint

study period

% (proportion) of subjects

Fidaxomicin

Vancomycin

Difference (95% Cl)

WNo high-risk CA®
Clinical cure
Treatment
Recurrence
Treatment
Follow-up
At any time
Global cure
At any time

Treatment
Recurrence
Treatment
Follow-up
At any time
Global cure
At any time

92.22 (403/431
12.22 (44/360)
11.85 (43/363)
11.59 (40/345)

80.79 (328/406)

88.64 (39/44)
22.58 (7/31)
28.57 (8/28)
23.91 (11/46)

66.67 (50/75)

91.97 (424/461)
24.25 (89/367)
23.64 (87/368)
23.86/(84/352)

68.26 (299/438)

75.44°(43/57)
27.78 (10/36)
34.29 (12/35)
29.41 (15/51)

56.25 (45/80)

0.25(-3.32103.79)
—12.03(-17.50 to —6.42)
—11.80(—17.20 to —6.26)
—12.27 (-17.79 to —6.61)

12.52 (6.66-18.25)

13.20 (—2.25 10 27.01)
OM—24.96 1o 15.55)
27.29 10 17.01)
OA~=22.42 10 12.04)

10.42 (- 483 10.25.11)

B

La recurrencia tiende a ser menos frecuente (25%) en el grupo
de la fidaxomicina, pero no hay dlferenc:las s1gnlflcat1vas

" _‘_1_'\.
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1. Nuevos medicamentos

En el presente informe se resefan los medicamentos ya evaluados por la Agencia Espafiola de Medicamentos v Productos Sanitarios (AEMPS) v considerados de mayar
interes para el profesional sanitario. Se trata de opiniones tecnicas positivas de la AEMPS gque son previas a la autorizacion y puesta en el mercado del medicamento,
lo que sucedera dentro de algunos meses.

Una vez los medicamentos se hayan autorizado, toda la informacién de cada uno de ellos (desde la ficha técnica y prospecto hasta sus condiciones de financiacidn y
disponibilidad real en el mercado) se podra consultar en la web de [a AEMPS, dentrodelaseccion CIMA: Centro de Informacidn Online de Medicamentos de la AEMPS.

@ Dificlir (FIDAXOMICINA)
*» Indicacion aprobada:
Tratamiento en adultos de la infeccion por Clostridium difficile también eanocida como diarrea asociada a C. di fficile.

» El principio activo, fidaxomicina, es un agente antibacterianc que pertenece ala clase de los antibacterianos macrociclicos. Fidaxomicina es un antibiotico
bactericida que inhibe la sintesis de ARM por la polimerasa ARN bacteriana. Actia sobre la polimerasa ARM en un lugar diferente al de rifamicina.

* Ha demostrado eficacia en la curacidn de infecciones por C. difficile. En dos ensayos clinicos de fase’3 con un total de 1.164 sujetos con infecciones por C.
difficile fidaxomicina mostrd una tasa de curacion no inferior a vancomicina.

» Las reacciones adversas mas frecuentes observadas durante el desarrollo clinico fueron nauseas, vomitos y estrefimiento.

ci M
Fidaxomicin T
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(fidaxomicin) 25

W
Dificlir (FIDAXOMICINA) recibe la opinion técnica positiva de la
. AEMPS para el tratamiento de la diarrea asociada a C. difficile

Publicado el octubre 12, 2011 por admin

La Agencia Espaniola de Medicamentos v Productos Sanitarios (AEMPS) anuncid, en el
mes de septiembre de 2011, su opinion técnica positiva de un nuevo medicamento para el
tratamiento de la infeecion por Clostridium difficile también conocida como diarrea
asociada a C. di fficile, el nuevo medicamento es el Difielir, ( cuyo principio activo es
FIDAXOMICINA). Esta comunicacion es previa a la autorizacion v puesta en el mercado

del medicamento, lo que sucedera dentro de algunos meses.
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Astellas Pharma Europe Lid., una filial europea ded Astellas Fiiarma Inc. (Tokyo: 4503), con sede en Tokio, y de Optimer
Pharmaceuticals, Inc. (NASDAQ: OPTR), ha anunciado hoy guelaCorision Europea ha concedido una autorizacion de
marketing para las tabletas de DIFICLIR™ (fidaxomicin) para.el tratamiento,de adultos que padecen infecciones por Clostridium

difficile (CDI), también conocida como diarrea asociada a G difiicile (COAD¥en la Union Europea.’

"El tratamiento para la CDI ha cambiado poco en los ultimos 200anos! nclusa awpesar de que la enfermedad tuvo un impacto
superior en la salud y calidad de vida de los pacientes vy es potencialmente morial. La aprobacion de la UE de DIFICLIR, un
nuevo antibiotico macrociclico gue se dirige de forma especifica a la bacteria C. diffiglle) es por ello un importante avance para los
pacientes que padecen CDI", afirmo Ken Jones, director general v consejero delegadé dé Astellas Pharma Europe Lid.




Systematic Review of Intestinal Microbiota |
Transplantation;(Fecal Bacteriotherapy) for ;
Recurrent Clostridium difficile Infection |

|

Ethan Gough,' Henna Shaikh,2 and Amee R. Manges'?

Departments of 'Epidemiology Biostatistics and OccupationalHealth, and ?Biology, McGill University, and *Research Institute of the McGill University
Health Centre, Montreal, Quebec, Canada
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Excluded after review of titles and abstracts

2054 Titles (Duplicates removed)

L 2

{1995 Titles)
¥
Agreed by 2 reviewers for Retrieval
(59Titles)
Fersonal
Communication >
(1 Title)
Backward search of
biblicgraphies -
(6 Titles)
v

Full article Reviewed

(66 Titles)
Exeluded with reason (28 Titles)
s . Review article (13 Titles)
. » Did not reportoriginal data (13 Titles)
o IMT not performed (2 Titles)
Y
Selected for Abstraction
(38 Titles) Excluded with reason (11 Titles)
o Same cohort as another study (4 Titles)

k.

Translation not possible (1 Title)

Diata on key variables not reported. (1 Title)
Data not reported by outcome (1 Title)
Non-CDLPMC outcome (4 Titles)

A 4

Included in the Final Analysis
27 Titles)!
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Patients with Duration of
Years of Me. of resolution,  Age, mean follow-up, Stool, glsuspension  Infusions per  Donor relationship  Instillation method

Reference data collection  Diagnosis  patiénts no. (%)® irange), vy mean [range| volume, mil treatment (no. of patients) (no. of patients)
Schwan et al [20] 1977-1983 Col 1 1 (100.0) 87 1y MR/A50 2 H Enema
fvade et al [48] NR col 2 §150.0) 80 [F3-80] 12 ma 50/500 1 H 11, D Enema
-lotterod at &l [49] 19821985 CDI 1 100.0 64 MR 10MR 1 H Duodena endoscope
“aterson at al [50] MR col 1 1010001 33 2y 200200 3 H Enema
2gtarson et al [50] NR col i & (100.0] 55 [0480) NR NRNR NR R Enema
_und-Tannesen et al [18] 1995-1998 col 18 151833 a4E7-aa) 18 ma® 5-10/NR NR UR Colonascops
“arsky et al |51] MR Col 1 1 (100.0) 60 By MR/S00 MR H Calonoscops
Jomdy et al [452] NR COIfIED & & [(100.0) NR 1168 8wk 300-300/200-300 14 H Enema
\as et al 53] 1994-2002 col 18 15 (83.3) 73 G1-23) a0d 3025 1 R (18], UR (3] M.] tube
Jorup- Ronstrom et al [54] MR Col 5 4.[80.00 83 [75-88) 2 mais-21] NRf30 1 UR Fecal lavags 3],

enama (1], MR (1]
Nettstsin at al [55] MR CDI 16 15(33.7 NR[14-87) NRA8—5.9%) 200-300/200-300 1-24 R, UR Colonoscopy, enama
_ouie et al |56] NR col 45 44 (87 7) fi2 B0-a 1y 300-500/1000-1500 1-3 R (35, UR [10] Ractal cathater
Nieuwdorp et al [57] MR CDI 7 70100.0) 7 pas) 844 1504300400 NR 5 (31, D (4), Colonoscops

La (1), UR (1)
fou et al |58] NR col 1 1(100.0) 8 36h 45200 1 D Enema
dallemans at & [59] MR CDI 1 1 (100.0) 59 4 mg MR/NB 5 B Colonoscope
viacConnachia st al [60] NR col 15 12 (80.00 B2 E-a5 16k [4-24) 3020 1 R M.l Tuba
thoruts et al [81] MR col 1 1[100.0] a1 Bma 35250 1 H Colonoscops
3athorg et al [17] 1954-2008 col 40 33 R2.5 75 [53-34) 80d 50-100/200 1 R, UR Gastroscope [38],
colonoscope (2)
Fohike =t al [62] 2004-2009 col 13 19 (100.0) 49 29—82] 27 mo [6-65) MR/Z00-300 1-2 SF, R, UR Colonoscope
Jusssl et al [63] MR col 1 11100.0) 2 &ma 30125 A F M. tube
Sitverman et al [64] MR Col 7 7(100.00 5 B0-54) 8.6 mo [4-14) 50/250 1 R Enema
foon et al [24] NR col 12 12 (100.0) i [0-86) NR 3wk to 8 v NR(250-400 1 SFI'3 ::a|.15 (1,02, Colonoscops
1}
I. Moore [unpublizhad) 2001-2011 col 5 &4 (98 5) 68 183-89)  30d(30dtw 5yl MR(1000 1 SP.RC S Enema
>utalo et al 55 NR PMCJS. aureus 1 11100.0) &5 96 d 57/1240 4859 48° 24¢ UR Cantar tubs
“izaman at al [10] 1957-1958 PMC/S. aureus 4 4[100.0) 55 4E-58) Td3-11] MRMR 1-3 MR Enama
“srtan st al 5] 1974 PMC 1 1(100.0) 57 NR NRMR 1 NR Enema
3owden st al [57] NR PMC 16 131812 56 [14-85] NR 5 d, 3yl NR/MR 1-24 R, UR Enema (14], NJ tubs (1),
Cantor tuba (1)
“aust et al |G8] 1992-2001 FMCICDI & (100.0) 53 B7-T4I MR B-50 mal NRMR MR R4, E (1,5 (1] NF
L - .""'

e X

_—
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Patients with outcome/patients in sample (%)

L
Deaths due to Deaths due to
Procedure characteristics Studies, no. Resolution® Relapse® treated condition any cause [
- All procedures 28 284317 (2.0 11284 (39) 4317 (1.3) 13317 [4.1)
Infusions, no.
1 12 14711681537 .5 TN 4T (4.8) 3168 (1.8) B/168 (4.8
|
i (=2 5 ﬁ'." 67 (45) /70 (0.0) /70 (0.0 -
=3 5 3640 [9370) 1/35 (28] 1/40 (2 5) 540 (12.5)
MR & 2433 (57.2) /34 (0.0 V33 (0.0) /39 (0.0}
Instillation mathod”
Calonoscops a BEMGZ (28.7) /55 (5.4 VG2 (0.0) /62 [0.0)
.‘@ 1 ‘I{IE.I"I 541 0594 8) 14110 (0.9) 5110 (4.5
Gastroscope or MJ tube 4 55,72 [78.4) 2/5513.6) 37z 142) 7287
l  Fectal catheter 2 A4/46 (9580 ofas (@l 046 (0.0) 146 (2.2)
=1 mathod 2 18421 (90.5) 1119 (53 21 (00) o/21 [0.0)
MR 1 /6 [100.0 /6 (010 O/6 (0.0) 06 (0.0)

=

19 19-5«2 7195 (3 6) 0/209 (0.0) y20901.4 8

Unralatad 4 21425 (B4.0) 21 (0.0 425 (0.0 1725 (4.00
Mizead = B772 (79.2) 25T (701 4 {2 58] 872 (12.5)

| 1111 (100.00 i1 00 g S]] o1 0.0 .l
20 163196 J253) 56220 419542017 11/196 (5.6
B4 n |:f:a| VG5 (00) 165 (1.5

31435 |58 8 1431 132 o35 (0.0 1435 [2.9)
20421 (95.2) o20 (D.0) /21 (D.0) /21 (0.0)

4‘ Y . i -
L % - -

- LS




Patients with outcome/patients in sample (%)

Deaths due 1o

Deaths due to

L
i Procedure characteristics Studies, no. RBesolution® Relapse” treated condition any cause
Vancomycin or metronidazole’ (5 1500164 4815 550 33 31641018 G164 (3.7)
ihiptics® and bow el lgyage z 33 2.1) 0/35 [0.0) /35 (0.0)
] 43/50 186,401 2743 [4 5] /50 1010 /50 (6.0
12 FR{6E (85.3) /58 10.0) 1/68 (1 5] AES (5.9
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