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ANTECEDENTES PERSONALES

- Varon de 69 anos

- Cirrosis hepatica por VHC. Hepatocarcinoma

- Trasplante hepatico electivo de donante cadaver en
octubre de 2007

- Cirrosis sobre el injerto por recurrencia de la infeccion por
VHC (a pesar de tratamiento con interferon y rivabirina)

- AntiHBc POSITIVO. Profilaxis con lamivudina

- Tratamiento: tacrolimus, pantoprazol, lamivudina,

rifaximina, lactulosa, furosemida, espironolactona

= N Hospital Genera | Universitario
Gregorio Maranén

Bl comunigaa de Madnia



ENFERMEDAD ACTUAL

- Ingresa en diciembre 2014 (+ 7 ANOS):

- ITU por E. Cloacae y Bacteriemia por E. coli =»

meropenem =2 ciprofloxacino (2 semanas)

- 2/1/16: deposiciones diarreicas y febricula

= N Hospital Genera | Universitario
Gregorio Maranoén

Bl comunigaa de Madria



Diarrea en TOS es un problema
frecuente, y yo inicialmente

Ajusto los inmunosupresores
Pongo antibioticos empiricos
Solicito coprocultivo

Solicito PCR s diversas

A=

. Solicito otras pruebas



Diarrhea in solid organ transplant recipients Table 1. Common causes of post-transplant diarrhea

Michael Angarone® and Michael G. Ison®® Infectious Noninfectious
Bacterial IS medications
Clostridium difficile Mycophenolate
Campylobacter spp. Tacrolimus
KEY POINTS Salmonella spp. Cyclosporine

e Diarrhea in transplant recipients is common and can
lead to serious morbidity, including organ rejection,

Bacterial overgrowth Sirolimus
Aeromonus spp.

dehydration, and medication toxicity. Escherichia coli
Viruses Non-IS medications
e A search for the cause of diarrhea is imperative to help . Antibacterial
prevent adverse events and to start appropriate Norovi Antiarrhvihmi
therapy. orovirus ntiarrhythmic
Sapovavirus Antidiabetic
e A stepwise approach to the diagnosis of diarrhea in Rotavirus Laxatives
transplant recipients may yield the best results for Adenovirus Profon pump inhibitors
identifying a cause and lead to appropriate therapy. Profease Inhibitors
e Newer, nucleic acid-based testing technology may offer Parasitic Other
better and more timely diagnosis of a cause which Giardia GVHD
leads to diarrhea. Cryptosporidium PTLD
Isosopora Cyclospora IBD
Microsporidium Colon cancer
Entameoba Malabsorption

CMV, cytomegalovirus; GYHD, graft-versus-host disease; IBD, inflammatory
bowel disease; IS, imnmunosuppressive; PTLD, posttransplant
lymphoproliferative disorder.

Argarone. Curr Opin Infect Dis 2015, 28:308 — 316



Diagnosis

Change or Stop any non-
IS medications that may
cause diarrhea

1.
2.
3.
4.
<>

First Tier Microbiologic Testing:

C. difficile PCR (Stool)
CMV qPCR (Serum/Blood)
Norovirus PCR (Stool)
Bacterial culture (Stool)

If available consider
multiplex PCR for Broad
range of enteric pathogens

Bacterial
Culture positive

C. difficile positive CMV positive Norovirus positive
i ¢ Rehydrati
Treat based on Valganciclovir, or ¢ y @ |.o.n
. , . . Anti-motility agent
severity of illness ganciclovir
Reduce IS

v

\ 4

Treatment
based on
pathogen
identified

b q Hospital General Universitario
Gregorio Maranon

Saliciadnd Argarone. Curr Opin Infect Dis 2015, 28:308 — 316

B comunigad do Madnia




Diagnosis second step

O4&P, or
Giardia/
Cryptosporidium Testing
Positive

<

nd Tier Microbiologic Testing:

\ 4

Treat with
appropriate anti-
protozoan
medications

1. Ova and Parasite evaluation (stool)
2. Giardia and Cryptosporidium EIA
(Stool)
3. Breath test for bacterial overgrowth Breath Test
(14C-glycocholic acid or D-xylose) Positive
Y

If above testi " | diarr] ists:

o -

o™

Adjust IS medications

Reduce dose of change to different
agent

Colonoscopy +/- EGD

Especially if concern for PTLD, GVHD
or IBD

Empiric therapy with probiotic or anti-
motility agents

Evaluate for malabsorption

Fluoroquinolone,
or

Amoxicillin-
clavulonate

b q Hospital General Universitario
Gregorio Maranon

Saludhadnid A rg a ro n e o

B comunigad do Madnia

Curr Opin Infect Dis 2015, 28:308 — 316




ENFERMEDAD ACTUAL

- Ingresa en diciembre 2014

- ITU por E. cloacae y bacteriemia por E. coli =»

meropenem =2 ciprofloxacino (2 semanas)

- 2/1/16: deposiciones diarreicas y febricula

- Clostridium difficile ribotipo 027
- Vancomicina 125 mg/6h v.0. 10 dias

- Alta a domicilio 08/01

= N Hospital Genera | Universitario
Gregorio Maranén

Bl comunigaa de Madnia
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C. difficile en TOS

. Es mas frecuente

Es mas grave
Es mas frecuente y mas grave

Es mas frecuente, pero no mas grave

. No es ni mas frecuente, ni mas grave



PREVALENCIA CD en TOS

Prevalence of Clostridium difficile Infection among Solid Organ
Transplant Recipients: A Meta-Analysis of Published Studies

Suresh Paudel, loannis M. Zacharioudakis, Fainareti N. Zervou, Panayiotis D. Ziakas, Eleftherios Mylonakis

Published: April 17, 2015 e http://dx.doi.org/10.1371/journal.pone.0124483

- 30 estudios (22 de Norte América, 7 de Europa
vy 1 de Asia) desde 1991 a 2014.

- 21683 trasplantes
- Incidencia ICD= 1243 (7,4%)

RAIME o s ere PLoS One. 2015; 10(4): e0124483

Bl comunigaa de Madnia



PREVALENCIA CD en TOS

ORGANO N2 TRASPLANTES CDI
PULMON 1556 (7,2%) 10,8%
HIGADO 5433 (25,1%) 9,1%
INTESTINO 60 (0,27%) 8%
CORAZON 1397 (6,4%) 5,2%
RINON 10659 (49%) 4,7%
PANCREAS 539 (2,5%) 3,2%
MANO 2 (0,01%) 0%
MULTIORGANO (727 Rindn y pancreas) 751 (3,5%) 12,7%

= |CD grave:

 Colectomia 2,7%

* UCI: 3,7%

* Muerte relacionada: 2,0%

= Recurrencia: 19,7%

= q Hospital General Universitario
Gregorio Maranén

Bl comunigaa de Madnia

PLoS One. 2015; 10(4): e0124483
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CDI: Solid Organ transplant )

ORIGINAL ARTICLE

Outcome of Clostridium difficile-associated disease in solid

organ transplant recipients: a prospective and multicentre
cohort study

4472 SOT: 36 cases (0.94%)

Type of Total number Incidence
transplant of transplants Total COAD cases Incidence (%) density rate*
Liver 1570 (35) 10 (23.7) 0.63 0.16

Kidney 2057 (46) 16 (38) 0.77 0.2

Heart 406 (9) 5(12) 1.23 0.33

Lung 310 (7) 6 (14.3) 1.93 0.71
Pancreas 128 (3) 5{12) 3.9 1.62
Glohal 4472 (100) 42 094 0.86

Len O. Transplant International 2012; 25: 1275-1281



Gregorio Maranon: January-June 2013

Main Underlying Diseases in 204 episodes

None 12 (5.9%)

Transplant recipient 14 (6.9%)
Cardiovascular 41 (20.1%)
Malignancy 46 (22.5%)
Neurologic 19 (9.3%)

Gastrointestinal 17 (8.3%)
Nephro-urologic 12 (5.9%)

Reigadas E, Bouza E. J.Infect. 2015; 70:264-272




CDI: Solid Organ transplant

ORIGINAL ARTICLE

Outcome of Clostridium difficile-associated disease in solid
organ transplant recipients: a prospective and multicentre
cohort stud

Only 2 cases documented after the 1st year
after SOT

Only one episode required colectomy
No attributable deaths

Recurences 16.7%

No influence in survival. "A Benign Entity”
Len O. Transplant International 2012; 25: 1275-1281




MANIFESTACIONES CLINICAS

B Asintomatico

B Diarrealeve o moderada
® >3 deposiciones sin sangre, fiebre
® Disconfor abdominal

B Severo
® >15,000 leucocitos
® ALBUMINA SERICA <3 g/dI,
® CREATININA SERICA >1.5 veces la basal

B Fulminante:

Fiebre y diarrea

Hipovolemia

Dolor abdominal difuso. Distension abdominal
Acidosis lactica

Leucocitosis > 40000

lleo paralitico

Perforacion intestinal

Megacolon toxico

Fallo multiorganico

= q Hospital General Universitario
Gregorio Maranén

Bl comunigaa de Madnia



Clinical manifestations: Leukocytosis

Type of 15,000 - 20,000 > Total
infection 19,999 -29,999 30,000

Lung 49% 40% 56% 47 %
I.T.V. 29% 30% 25% 29%
Soft tissue 17% 20% 6% 16%
Abdominal 5% 12% 6% 8%

Vascular 1% 4% 16% 4%
Osteo-A 3% 5% 0] 3%
C. diffic. 11% 15% 34% 16%
Other 6% 5% 13% 7%

Wanahita A. C.I.D. 2002;34: 1585-1592.



Presentacion Clinica

Diarrea 97%

Fiebre 20%

Dolor abdominal 22.9%

Hemorragia: 20%
Dilatacion del'colon (7.cm)

Leucocitosis: 34.3% Edema de pared
Megacolon: 1 (3%)*

‘ Ya M Hospital General Universitario
Gregorio Maranon ~ ) ) )
* (Mufioz P. Clin Microbiol Infect 2001)

Bl comunigaa de Madnia



C. difficile: Signo del acordeon

Macari M. Radiology 1999




DIAGNOSTICO endoscépico

® COLONOSCOPIA: PSEUDOMEMBRANAS

M

SaludMadnd

Hospital General Universitario
Gregorio Maranoén



Clostridium Difficile Colitis: Increasing Incidence,
Risk Factors, and Outcomes 1n Solid Organ
Transplant Recipients

= Primeros meses post-Tx (mediana 51 d)

Mas pronto en TXH (36 d)

Dia 6 - 10 post-trasplante

Number of Patients

TABLE 1. Incidence and mortality of CDAD in solid

organ transplant recipients during the study period 05 60 s 6w 425 2%
(1999-2010) Post-operative days
n percentage (1 65/1331 paCienteS) 1999 - 2010

Overall incidence of CDAD 165 12.4 o .
Incidence of CCDC 2% 1538 Colitis fulminante 13% algunas
Overall mortality 14 8.5 series
Overall graft loss 13 7.9 .
Recurrent CDC 14 8.5 Mayor riesgo de muerte en Tx

CDAD, Clostridium difficile-associated diarrhea; CCDC, complicated pu I mé N

Clostridium difficile colitis; CDC, Clostridium difficile colitis.

Dubberke ER. Am J Transpl 2013; Tsapepas DS DMID 2015; Mittal C, Am J Transpl 2014; Boutros
M. Transplantation 2012; Lee JT, JHLT 2013



Diverting loop ileostomy

Diverting Loop lleostomy and Colonic Lavage

An Alternative to Total Abdominal Colectomy for the Treatment of Severe,
Complicated Clostridium difficile Associated Disease

+ anterograde lavage with
8 | of warm
polyethilenglicol

+ Vanco enemas

42 patients. 19% mortality (historic 50%)

Neal MD. Ann.Surg. 2011; 254: 423-427




Conservative surgical approach

Diverting loop ileostomy with colonic lavage
my be an alternative to total abdominal
colectomy for the treatment of severe C.
difficile colitis.

8 liters of warm poliethilenglicol

Grade of Recommendation: Weak recommendation
based on low-quality evidence, 2 C

Steele SR. Dis Colon Rectum. 2015 58:10-24;



CDI: The year in review

Decrease in Surgery for Clostridium difficile Infection After
Starting a Program to Transplant Fecal Microbiota

Surgery is minimized if a Fecal Transplantation

Therapy is Implemented

ZB e e s B 2

Cammarota 6. Ann.Intern.Med. 2015; 163: 487-489.



éCon cual de las siguientes frases coincide mejor
su opinion? El método de eleccion es

1.

El cultivo

El enzimoinmunoanalisis (EIA) que detecta toxinas
Ay B.

Un cribado inicial con un EIA que detecte glutamato

deshidrogenasa seguido de una o varias técnicas
confirmatorias.

La deteccidon génica comercial de la toxina Ao B.
Usted no emite opinion sobre este tema.



Cultivo toxigénico




Algoritmo GDH-toxinas-PCR

Heces

C ~ I

+ - No se detecta
C. difficile toxigénico

PCR genes toxinas

=T:’..
No se detecta
C. difficile toxigénico

todas las muestras se le realizé cribado mediante
Is‘f:nw lekah:kComplcasscyAlas
muestras positivas para GDH pero Mgtvans o dudosas
paralas toxinas A and les realizo”el ensayo Xpert

C. difficile.

™ . Hospital General Universitario
Gregorio Maranon
i



CDI: The Nationwide studies I ,IT ITI
Underdiagnosis

Study I Study II Study III
2008 2013 2013
June January July
Correct Suspicion

and diagnosis 33% 487 51%
Clinically

Unsuspected 48 % 36% 33%

Microbiological

failure 190/0 190/0 130/0

Alcald, L, Bouza E. C.M.I. 2012.
Alcald L. Bouza E. E.J.C.M.I.D. 2015




CDI: Recent Results
Europe. EUCLID

Year

2013

481
Countries 20

Hospitals

Samples 7312

7/10.000
237

CDI episodes

Underdiag.

Spain Nation.II-
ITI

2013
111

1
1800

6.5/10.000
50%

Reigadas E, Bouza E. Unpublished information 2013
Davies K. EUCLID Study. 2013. Submitted for publication 2014




ENFERMEDAD ACTUAL

- Ingresa el 27/01/15:
- Neumonia LSD =» piperacilina/tazobactam

- 28/1/15: deposiciones diarreicas
- Clostridium difficile ribotipo 027
- Fidaxomicina 200 mg/12h vo 10 dias

Primera recurrencia

- 23/02: fiebre, dolor abdominal, deposiciones semiliquidas y
leucocitosis. Clostridium difficile ribotipo 027

- Tapering vancomicina (6 semanas)

Segunda recurrencia
- Alta a domicilio 25/02/15

= N Hospital Genera | Universitario
Gregorio Maranén

Bl comunigaa de Madnia



F. riesgo C. difficile en TOS

1. Son los mismos que en los pacientes no
trasplantados

2. Hay factores especificos



Clostridium Difficile Colitis: Increasing Incidence,
Risk Factors, and Outcomes 1n Solid Organ
Transplant Recipients

H FR
® >55 anos
® Tipo de Tx diferente a s6lo rifion g™
® Induccion con ATG ‘
® ABS sodlo 71-80%

B Complicada 15.8% (aminas,
® WBC> 25,000/ L -
® Pancolitis

RAM o e e
Saludhadrid Boutros M. Transplantation 2012; Tsapepas DS DMID 2015

Bl comunicaa de Madria



FR Diarrea asociada a C. difficile

B C. difficile importante |. nosocomial
® Antimicrobianos factor de riesgo (incluso dosis Unica)

® Otros FR: edad, residencia, gravedad e. base, NE, antiacidos

B E|tratamiento incluye retirar los Abs si es posible

® El57% de pts con CDI reciben Abs durante el episodio o en
los siguientes 30 d

- Peor respuesta clinica al tratamiento

- INCREMENTO 4.14 VECES RECURRENCIA en los 90 d
siguientes

= q Hospital General Universitario
Gregorio Maranén

[ comunidad do Madia

Drekonja DM. Am J Med 2011; Mullane KM. CID 2011



Unnecessary Antimicrobial Use in Patients with Current
or Recent Clostridium difficile Infection

Megan K. Shaughnessy, MD;"* William H. Amundson, MD;* Michael A. Kuskowski, PhD;"
Douglas D. DeCarolis, PharmD;"* James R. Johnson, MD;'* Dimitri M. Drekonja, MD, M$'?

B Recurrencia CDI
® Abs necesarios: 33%
® Algun Ab no necesario: 43%

® Solo Ab no necesarios: 47%

B ANTIBIOTIC TIME-OUT

INFECTION CONTROL AND HOSPITAL EPIDEMIOLOGY FEBRUARY 2013, VOL. 34, NO. 2

COMMENTARY

If Not Now, When? Seizing the Moment for Antibiotic Stewardship

Lori A. Pollack, MD, MPH;' Carolyn V. Gould, MD, MSc;' Arjun Srinivasan, MD'

b . M Hospitceixl Gengrz;I,.Uni\!(_arsitario
‘ ~ regorio Maranén
SaludMadnd Shaughnessy ICHE 2013

B comunidaa de Madria



CDAD Controls

36 (0.8) 4436 (99.2) P . .
- Julio 2003 — Julio 2006
Patient data
Median age (IRQ), years 56 (39-65) 53 (42-61) 0.38 - n= 4472
Male gender 26 (72.2) 2953 (66.6) 0.48 _ 1 1 1
Diabetes mellitus 12 (33.3) 821 (18.5) 0.02 42 _eplso_dlos en 36 paCIGnteS
Peptic ulcer 3(8.3) 287 (6.5) 0.65 - Incidencia: 0,94%
HIV infection 0 (0%) 63 (1.5%) 0.48 . . ey
CMV D+/R- 376 (8.5) 0.97 - Mediana de aparicion de
Previous transplant 515 (11.7) 0.91 . e 0
Corticosteroids 3 months before Tx 4183 (94.3) 0.03 enfe rmedad . 31 ’5 d 1as (48 /0 en
Antibiotics 3 mon.ths before procedure 3997 (90.1) 0.42 el primer mes)
Type of transplantation o O . .
Kidney 2043 (46) 039 - 26% no antibioterapia previa
Liver 1561 (35.2) 0.2 . .
il o e - Factores de Riesgo :
i b e - Cefas 12y 2% generacion
Pancreas 124 (2.8) 0.03 . .
Procedure data - GanC|C|OV| r
Emergent transplant 5(13.9) 302 (6.8) 0.09 . .
Mean (SD) cold ischemia, min 737 (672) 630 (513) 0.33 - Corticosteroides
Mean (SD) surgery time, min 261 (113) 279 (216) 0.63
Two or more antibiotics as prophylaxis 18 (50) 1807 (40.7) 0.26
Prophylaxis against CMV disease 11 (30.6) 521 (11.7) 0.001
Immunosuppression
Induction with anti-CD25 antibodies 12 (33.3) 1264 (28.5) 0.52 :
Induction with thymoglobulin 164 (3.7) 0.02 Typeof Total number Incidence
Corticosteroids in main regimen 4001 (90.2) 0.85 transplant of transplants Total CDAD cases Incidence (%) density rate*
Calcineurin inhibitors in main regimen 27 (75) 3859 (87) 0.07  |iver 1570 (35) 10 (23.7) 0.16
MMF in main regimen 30 (833 3024 (682) 0.03 Kidney 2057 (46) 16 (38) 0.77 02
mTOR inhibitors in main regimen 25 236 (5.3) 0.88  Heart 406 (9) 5(12) 1.23 033
Evolution Lung 310 (7) 6 (14.3) 1.93 0.71
Glycopeptide use 30 days before CDAD 8(22.2) 833 (18.8) 0.59  Pancreas 128 (3) 5(12) 39 1.62
Carbapenem use 30 days before CDAD 0 138 (3.1) 0.28  Global 4472 (100) 42 0.94 0.86
1st/2nd generation CF 30 days before CDAD 17 (47.2) 1137 (25.6) 0.003 — — ) .
Quinolone use 30 days before CDAD 1(2.8) 489 (11) 0.11 CDAD, Clostridium difficile-associated disease.
Acute rejection 9 (25) 881 (19.9) 0.44 Data are n (%) of patients, unless otherwise indicated.
CMV disease 4(11.1) 459 (10'3) 0.88 *Expressed as episodes/10 000 patient-days of follow-up.

Outcome
One-year overall mortality 311 (7) 0.76

CDAD, Clostridium difficile-associated disease; CF, cephalosporin; CMV, cytomegalovirus; CMV D+/
R-, donor seropositive/recipient seronegative for cytomegalovirus infection; HIV, human immunode-

ficiency virus; MMF, mycophenolate mofetil; SD, standard deviation; Tx, transplantation. Len O Tr'GnSplant InTer'nGTiOHGI 2012 0 25 1275

Data are n (%) of patients, unless otherwise indicated.




Clostridium difficile—associated Diarrhea in Heart Transplant
Recipients: Is Hypogammaglobulinemia the Answer?

Patricia Munoz, MD, PhD, Maddalena Giannella, MD, Luis Alcala, PharmD, Elisabeth Sarmiento, MD,
Juan Fernandez Yanez, MD, Jesus Palomo, MD, Pilar Catalan, PharmD, Javier Carbone, MD, and
Emilio Bouza, MD, PhD J Heart Lung Transplant 2007;26:907-14.

B 1993-2005: 35 patients - 14.9% (+ 1mes Tx)

B FR: LOS, Abs, ATG, CMV Gl (CDI 4.5% a 20%),
hipogammaglobulinemia (RR 5.8)

B CDI grave: bajo de 33% a 11%

B Todos buena respuesta
B Recurrencias 28.6% tras una mediade 13 d

3G

= N Hospital Genera | Universitario
Gregorio Maranén
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HGG y DACD

29% 30%

P=0.03

OHGG ENO

OHGG ENO

No DACD DACD
() 95%Cl

P RR Lower Upper
0.04 5.8 1.05 32.1




Clostridium difficile—associated Diarrhea in Heart Transplant
Recipients: Is Hypogammaglobulinemia the Answer?

Patricia Munoz, MD, PhD, Maddalena Giannella, MD, Luis Alcala, PharmD, Elisabeth Sarmiento, MD,
Juan Fernandez Yanez, MD, Jesus Palomo, MD, Pilar Catalan, PharmD, Javier Carbone, MD, and
Emilio Bouza, MD, PhD J Heart Lung Transplant 2007;26:907-14.

15% (35/235) DACD
33

Determinacion HGG

2019 17 “ l 21% vs 6%

12 p=0.003




ENFERMEDAD ACTUAL

- Ingresa el 14/04/15. Celulitis MII=» augmentine
 Terminado tapering 2 dias antes

 17/04 fiebre + hipotension+ deposiciones
liquidas

* urocultivo con Klebsiella pneumoniae productora
de carbapenemasas = colistina + meropenem

* Tercera recurrencia Clostridium difficile

Y q Hospital Genera | Universitario
Gregorio Maranoén

[ comunidad do Madnia



wogm B =

Que tratamiento recomendaria
ahora

Vancomicina intravenosa
Vancomicina oral a altas dosis
Metronidazol intravenoso
Fidaxomicina

Trasplante fecal



TRATAMIENTO

Table 1 Recommendations from the ACG [19] and the ESCMID [22] for Clostridium difficile infection (CDI) treatment, based on the severity of

disease

CDI severity ACG Guidelines (2013) [19]

ESCMID Guidelines (2014) [22]

Mild-to- Metronidazole 500 mg PO t.i.d. 10 days
moderate If intolerant to metronidazole of if no improvement in 5-7 days of

disease metronidazole therapy: vancomycin 125 mg PO q.i.d. for 10 days
Severe Vancomycin 125 mg PO q.i.d. for 10 days
disease

Severeand  Vancomvcin 500.meg PO g.id.plusmetronidazole 500 mo TV tid.

complicated If ileus, toxic colon or significant abdominal distention:

disease vancomvcin 500.me in 500 ml,salinenerrectum, q.i.d.

Surgical consultation/management in complicated disease; e.g.

subtotal colectomv with ileostomy.or diverting loon ileostomy

and colonic lavage-+antibiotic treatment

Recurrent 1% recurrence: repeat the same antibiotic used for the initial
disease episode (metronidazole or vancomycin, standard regimen)

2" recyrrence:pulsed.orfapered yancomycin regimen,(see text)
3 gecurxence: fecal microbiofa transplant plus vancomycin

Metronidazole 500 mg PO t.i.d. 10 days
Alternatives:
- Vancomycin 125 mg PO q.i.d. for 10 days

- Fidaxomicin 200 mg PO bid 10 days

Vancomycin 125 mg PO q.i.d. for 10 days
Alternative:

- Fidaxomicin 200 mg PO b.i.d. 10 days

Vancomycin 125 mg PO q.i.d. for 10 days
Alternative:

- Fidaxomicin 200 mg PO bid 10 days
Surgical consultation/management for complicated diseases-
e.g. subtotal colectomy with ileostomy or diverting loop
ileostomy and colonic lavage-+antibiotic treatment

1*t recurrence: vancomycin or fidaxomicin (standard regimen)
e recurrencemancomycin regimen or
fidaxomicin (standard regimen)

34 recurrence: fecal microbiota transplant plus vancomycin

Ofosu A. C.difficile infection: a review of current and emerging Therapies. Ann Gastroenterol. 2016; 29(2): 147-154



Tratamiento de la infeccion por C. difficile

B Recurrencia Clostridium difficile: 30% primer episodio y 60% =2 episodios
® Tratamientos prolongados con vancomicina oral

® Fidaxomicina oral
® Trasplante de microbiota (FMT)
- Barreras “estéticas”
- Dificultad para reclutar donantes

- Dudas sobre la via de administracion

™ . Hospital General Universitario
Gregorio Maranon
Saludhadnid

Bl comunicaa de Madria



Preparacion TMF

B Extensos criterios exclusion
B Estudio microbiolégico donantes

SCREENING MICROBIOLOGICO DONANTES

Serologia del Donante Heces del Donante

- VIH1y2 - Estudio de huevos y parasitos
" - Antigeno fecal de Giardia

- Hepatitis A (Certest) R

- Hepatitis B - C. difficile

- Hepatitis C - Antigeno Helicobacter pylori

- Screening, sifilis (Certest)

RE2eNng, - Rotavirus y Adenovirus
- HTLV /I

- Enterococo vancomicina
resistente (CNA + disco de

Vanco)

- S. aureus meticilin-resistente
- Listeria (Placas ALOA)

- Campylobacter

- Yersinia

. Salmonella

- Shigella

- E. coliO157 H7

- Norovirus

™ . Hospital General Universitario
Gregorio Maranon



Fecal Microbiota Transplant for Relapsing
Clostridium difficile Infection Using a Frozen
Inoculum From Unrelated Donors: A
Randomized, Open-Label, Controlled Pilot Study

llan ‘Ioungster123 Jenny Sauk“ Chnstma Pindar,' Rohin G. Wilson,! Jess L. Kaplan,®® Mark B. Smith.® Eric J. Alm/?
Dirk Gevers T Goorne H. Russell 2% and Flizaheth 1. Hohmann'?

B Resultados
® Curacion primera infusion: 70% (14/20) —©)5092
® Curacion segunda infusion: 80% (4/5)

B Respuesta similar con administracion por sonda
nasogastrica y colonoscopio

= q Hospital General Uniyer'sitario
“'M e Youngster I. Clin Infect Dis 2014 Apr 23

Bl comunigaa de Madnia



Diarrea asociada a C. difficile

B Eltrasplante de microbiota fecal se

posiciona como el tratamiento inicial
de eleccion para pacientes con diarrea

Are you under 50 years old, willing to make daily trips to Medford, and have reqular
bowel movements? You, my friend, could be earning $40 a day—ijust for pooping.

SCreening de donantes y 1a posibilidac
de tener muestras congeladas,

extenderan posiblemente esta forma
de tratamiento

2

e q Hospital General Universitario
Gregorio Maranoén

Bl comunigaa de Madnia



ENFERMEDAD ACTUAL

Ingresa el 14/04/15. Celulitis MII=» augmentine

Terminado tapering 2 dias antes

17/04 fiebre + hipotensidén+ deposiciones
liquidas

urocultivo con Klebsiella pneumoniae productora
de carbapenemasas = colistina + meropenem

Tercera recurrencia Clostridium difficile ribotipo
027. Tapering vancomicina

Mejoran las deposiciones pero deterioro progresivo
de la funcion renal, insuficiencia respiratoria

EXITUS

M

Bl comunigaa de Madria

Hospital General Universitario

G
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Sobre el C. difficile 027

Es una cepa que aglutina con el antigeno
numero 27/

Es mas resistente a antimicrobianos
Es mas virulenta
Es tipica de paises africanos

No habia oido nunca hablar de ella
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C. DIFFICILE
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Bactérie C. difficile:

PASCALE BRETON

pltal, mais ¢a n'a pas é1¢é dérecé
Aprés une opération au genou et
un trai aux iblotiq
Susan McDougall a soudai

eu des poussées de fidvre et de la
diarrhée. Deux symptomes de la
bactérie Clostridium difficile qui
auraient di mettre la puce a
loreille du personnel de I'hopital.

avant que je sois au centre de réa-
daptation. Javais de la fievre, de

la diarrhée, mais jamals on ne
m‘a d d

3 si jrallais bien. Au
début, je pensais que ¢’éait nor-
mal, que c’éait simplement une
conséquence de 'opération et des
antiblotiques », raconte Mme
McDougall.

Afin d'éviter la répéution dam
tel incident, le ministére de la
Santé er des Services sociaux a
mandaté un comité d’experts
pour tenter de comprendre les

« Les moyens ne sont pas tres
compligués, mais ils sont compli-
qQués & meltre en place parce
qu’ils touchent tout lec monde.
C'est d’abord I'hygiéne. Les gens
doivent apprendre a sc laver les
mains en passant d'un patient 2

tion des médecins microbiologis-
tes infectiologues du Québec.

Les patients eux-mémes doivent
étre vigilants, principalement
lorsqu’ils prennent des antibioti-
ques. « Le patient devrait tou-

jours aviser son médecin lors
l"autre », indigue le Dr Michel A. d'apparition de diarrhée, de dou-

Bureau, directeur général & la Di-
rection des scrvices de santé et de
la médecine universitaire au mi-
nistére, en précisant que le per-
sonnel médical a encore du pro-
grés a faire en cette matiére,

Aprés six jours d'hospitalisation
a I"'Hopital général juif de Mont-
réal, Mmc McDougall a éé en-
voyée dans un cenire de réadap-

leurs abdominales ou de hausses
de température incxpliquées, Ces
symptdmes peuvenl survenir
quelques semaines aprés larrét
des antibiotiques », précise le Dr
Poirier.
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CLOSTRIDIUM DIFFICILE RIBOTIPO 027

B Cepa hipervirulenta responsable de los brotes de C.
difficile desde principios del ano 2000.

® toxina binaria (toxina adicional que no esta
presente en otras cepas)

® mayor cantidad de toxinas Ay B

® Delecion parcial de tcdC (gen que regula la
produccion de toxinas)

® Resistente a las fluoroquinolonas in vitro
® Menor tasa de curacion y mayor severidad
B Mayor numero de recurrencias

= . Hospital Genera | Universitario
Gregorio Maranén
o | ‘|| "

[ comuniasa de Madsia
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C. difficile 027 in HGUGM (2002-2015)
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TOS con CD027 (n=5)

Pte Tipo Lugar de Rifaximina Gravedad Tto. 1er Outcome Tto.2°. Outcome final
Tx adquisicion (SI/No) 1er. episodio episodio
episodio
M54 a TxH Nosocomial | No Grave Vanco Curacién Muerte no rel
6d postx x10d 23d después
V59 a TxH Nosocomial | Si Leve Vanco 3 22 ))Fidaxo Muerte
x10d recurrencias | 32)Tapering
de vanco
4*)Tapering
de vanco
V58 a TxH Nosocomial | No Leve Tapering Curacion Curacion
Vanco
M71a TxR Comunitaria | No Leve Tapering 2 22)Fidaxo Curacion
Vanco recurrencias | 32)Tapering
(la segunda de vanco
un ano
después)
M81a TxR Nosocomial | No Leve Tapering Curacion Curacion
Vanco




Tratamiento y Evolucion de TOS

Caracteristicas N=5

Tratamiento 1er episodio 2 (40%) Vancomicina x 10 dias
3 (60%) Vancomicina tapering

Recurrencias 2 (40%) Uno tuvo tres recurrencias
Otro tuvo dos recurrencias
Evolucion
Curacion 3 (60%)

Muerte no relacionada 2 (40%)
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En resumen

1. Diarrea en mas del 50% de los TOS. Importante
morbilidad, etiologia diversa, necesidad de Dx
etiologico.

2. C. difficile causa infecciosa mas frecuente en

Espana. (3-13% de los TOS). Hay formas graves y
el 20% puede recidivar.

3. Los TOS pueden tener ICD sin haber recibido Abs.
En pacientes con ICD previa mucha precaucion con
nuevos ABS vy vigilar hipogammaglobulinemia.

4. Nueva cepa hipervirulenta. Tapering Vancomicina,
Fidaxomicina y trasplante fecal precoz. Consulta
con cirugia para ilesostomia o colectomia.



