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Intfroduccion

» OBJETIVO:

» |ncidencia de bacteriemia primaria en pacientes con infeccion por C. difficile

recurrente tratado con trasplante fecal vs AB.

®» Resultado primario:

» Bacteriemia primaria en los primeros 90 dias.

» Resultados secundarios:

» Hospitalizacion y supervivencia a los 90 dias.
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Intfroduccion

» 29 000 muertes/ano en EEUU

» > incidencia, gravedad, mortalidad y recurrencia (20%).

» > RESISTENCIAS AB

COMPLICACIONES:

«colitis pseudomembranosa
*megacolon toxico
scolectomia

sperforacion

bacteriemia
‘muerte
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Intfroduccion

» 29000 muertes/ano en EEUU

» > ncidencia, gravedad, mortalidad y recurrencia (20%).

» > RESISTENCIAS AB.

®» FR para bacteriemia por CD
» Ribotipo 027,
» cnfermedad recurrente o grave,

» dosis de Vancomicina >500 mg/d.
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Méetodos

» Diseno

» Estudio de cohorte prospectivo en un Unico centro (Roma).

/ Criterios de inclusion: \

Infeccion por CD recurrente
hospitalizados (Julio 2013-Mayo 2018)
tras tratar la 19 infeccidén en ofro centro
*Recurrencia durante la hospitalizacion
en dicho centro

< 4

/Cri’rerios de exclusion: \

«2% recurrencia

*Rechazo de consentimiento informado
< 18 anos

*Bacteriemia 2° de una fuente conocida
*No aptos para Tx fecal (sesgo seleccion)

€ 4

®» Visitas semanales o teleféonicas desde la inclusidon hasta 920 dias

posttratamiento.
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Méetodos

» Andlisis estadistico:
» Score de propension para comparacion valida.

» Correspondencia 1:1 (n°reducido).
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Resultados

» 328 pacientes con ICDr:

» Tratados 10 dias
» Vancomicina oral 125 mg/éh; 250 mg/éh; 500 mg/éh

» Metronidazol oral 500 mg/8h + vancomicina 125 mg/éh

» Metronidazol oral 500 mg/8h
» Fidaxomicina 200 mg/12h

» 38 exclusiones (bacteriemia 2 conocida, <18 anos, no aptos para Tx)
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Table 1. Demographic and Clinical Characteristics of the Patients in the Original Cohont and in the Propensity Score-Matched
Cohort™

Warkahibe Olginal Cahar Al Propaniiny
Stcers Matchang
Treated Treated Whh Standardized Treated Treated Stnndardired
MT  Aaiiblatics Difference, % WIthEMF—ith Antibiotios  Differsnce. %
Patiars 1EN 57 57
Mamn sge (S0, y ey Y 11 [ TP dT raafiim 56
S 15 o
Yalo 37 {34) 5 fdl 23 {40} 1 (37 -
Famale T3 (6] T8 (50 B4 {80} b (870 s
Mamn Chidtien Codmarbidity &.3{1.9] Fi1.7) 15 3.7{1.7] 42 (1.5) 21
Index ecare {50
Mipmibad of CID¥ Fecurfernies - - 176 - - a7
Waar (30} 283|134 " FI (048 547 (DLAS) -
Mlachimm (eviarnartils rac-ga] i3 o &) TE7 8 1) rdaRT-Id -
¥ 21 (1% 145 [BG) ET (A7)
2 2523 (17 25 [(A4]) -
3 3025 5i3) ST
4 2343%) o e g 004 ~
z5h 1% 20 ANIEL
Clinkcal pictars of C0H - - 32 - - 22
silg &7 154 129 (M LR [ Tu Fh (ain :
Sy 35 {3& 7 (22} 18{3Z} Z2 [3¥]
Fulminant 13{0Z) 12 (7} 5{% Tl
EVE af emrolbmant - - B - - 17
Vs 17{T&) 11L& B {4] 50
o ] F2{B4]) 170 [Pa) 47 {B&] B2 [F1)
Urinary catheisr at anrcliment - - A7 - - ]
Vg 2h (24 il A1) 14 {51 & (28]
] a3{7&) 1O7 [59) 43 {75] &£10(72)
Hospitalizstion =90 d betors snrelimeni - - F - - H
Vs L1 T8 [AE) 35{&1]) AT (5]
& I &3 {37 T3 (A0 22 {37} 20 (35]
Zurgery =30 d befors srrollmant . = a3 = - 1
Yies 14 {1.3) 2112 W&} PR ]
M F5{BTM 159 (B8 48 (B4} =0 (B8]
Antibictlkcr %30 d befors snrclimend - - 5 - - ¥
Yias &l {5%] W [52) 35 {&1) 13 (58]
e 1] ST [45) B4 [£B) 22 {37} 24 [42)
Multidrog-recirtant infecticn =90 d befores srrallment - - 14 - -
Yas 13§11 L R ] 3 {5 Ai5) -
e <] Fh (B V&8 [73) 54 {95} T (F5]
IEY admimion =90 d hefors snroliment - - ic - B 11
Tis L] 2} £ {&] TL2)
& 1] 133 (7] 171 (Pd) 55 (&) B4 (FE]

ChOl = Claserdiasies diticile infectan, CWC = camiral venous catheta: FMT = fecal micrabots ranspiantmian; iU = #teraha ca'e unik.
* Walues are reponed as numbaers (percentages) unless otherwise ndicated. Percon@ges mary not sum o 100 due 10 rounding.
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Resultados

» |CD con cura sostenida

» ]106 pacientes tfratados con Tx fecal vs 69 tratados con AB (97% vs 38%).

» Trafamiento de recurrencias

» Tx fecal vs fidaxomicina vs vancomicina.

= Ningun paciente sometido a IQ en Tx fecal vs 14 en el grupo de AB
(0% vs 8%).
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Table 2. Outcome Data in the Original Cohort and in the Propensity Score-Matched Cohort

Variable Original Cohort After Propensity Score Matching
Treated Treated With Difference, % Treated Treated With Difference
With FMT Antibiotics With FMT Antibiotics (95% CI), %
Patlents, n 109 181 57 57 -
Primary outcomes, n (%)

85 a 16 @ 23(10-35)
Polymicrobial™ T 11{4) aTor i -
Bacterial 5{5) 28(15) 2 (4} g{14) -
Fungal 00y 12(7) 00y 7{12) -

Secondary outcomes

Length of haspitalization - - 24 - - 14(9-20)
Mean {50], d 13.3(14.8) 29.7{22.4) 13.4(13.7) 27.8{17.4) -
Mediar {interquartile range), d B {2-20] 22 {14-3%) 9 2-21) 22 {14-40 -

Owerall survival at 90 ¢ - - a0 - - 32 {16-47)
Alive after 90 d, n [R) 100 (72) 111 {61} 51 (B9) 33{58) -
Total deaths within 30 d, n (%) 7(8) FO{3%) 6(11) 22{3%) -

Deaths in days (-3, n 5 a3 3 15 -
Deaths in days 31-90, n 4 17 3 7 -

B3l = bloodstream infection; FMT = fecal micrabiota transplantation.

* 12 of 45 patients developed a polymicrobial B3l {from multiple bacteria in 10 patients and from fungal and bacterial organisms in 2 patients).




Table 2. Outcome Data in the Original Cohort and in the Propensity Score-Matched Cohort

Variahble

ﬂrhin&l Cohart

Microbes

Bacteria
EDR Acinetobacter baumannii
Escherichia coli
Erterococcus faecalis
¥R E fascium
Klebsiella oxytoca
K prrewmoniae
CRE K pneumanias
ESBL K pneumonise
Staphylococous specias
5 aurous
MR 5 aureus
Frotous mirabilis
XOR P mirakilis
Corynebacterium species
Total!

Fungi
Candida albicans
C parapsilosis
L fropicals

Tetal

Owarall
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BSl = bloodstream infection; CRE = carbapengm-resistant Enterobacteriaceae; EZBL = extended-spectrum B-lactamase-producing; FMT = fecal

microbiota transplantation; MR = methicillin-resistant; VR = vancomycin-resistant; XDR = stensively drug-resistant,
* 12 of 45 patents developed a polymicrobial B3l (from multiple bacteria in 10 patients and from fungal and bacterial organisms in 2 patients)
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Table 2. Outcome Data in the Original Cohort and in the Propensity Score-Matched Cohort

Variable Original Cohort After Propensity Score Matching
Treated Treated With Difference, % Treated Treated With Difference
With FMT Antibiotics With FMT Antibiotics (95% CI), %
Patlents, n 109 181 57 57 -
Primary outcomes, n (%)

85 a 1t @ 23(40-35)
Polymicrobial™ T 11{4) aTor i -
Bacterial 5{5) 28(15) 2 (4} g{14) -
Fungal 00y 12(7) 00y 7{12) -

Secondary outcomes
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Mean {50], d 13.3(14.8) 25.7{22.4 13.4(13.7) 27.8{17.4) -
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Total deaths withir 50 d, n (%) 7(8) FO{3%) 6(11) 22{3%) -

Deaths in days (-3, n 5 a3 3 15 -
Deaths in days 31-90, n 4 17 3 7 -

B3l = bloodstream infection; FMT = fecal micrabiota transplantation.

* 12 of 45 patients developed a polymicrobial B3l {from multiple bacteria in 10 patients and from fungal and bacterial organisms in 2 patients).




Table 2. Outcome Data in the Original Cohort and in the Propensity Score-Matched Cohort

Variable Original Cohort After Propensity Score Matching
Treated Treated With Difference, % Treated Treated With Difference
With FMT Antibiotics With FMT Antibiotics (95% CI), %
Patlents, n 109 181 - 57 57 -
Primary outcomes, n (%)

85 a 1t @ 23(40-35)
Polymicrobial™ T 11{4) - aTor i -
Bacterial 5{5) 28(15) - 2 (4} g{14) -
Fungal 00y 12(7) - 00y 7{12) -

Secondary outcomes

Length of haspitalization = 24 14(9-20)
Mean {50], d 13.3(14.8) 25.7{22.4 - -
Mediar {interquartile range}, d B {Z-20] 24 {14-3%) - -

Overall survival at 70 ¢ - - 30 32 {16-47)

Alive after 20 d, n (&)

Total deaths within 90 d, n (%)
Deaths in days (-3, n
Deaths in days 31-90, n

100 (92 111 {61} -

B3l = bloodstream infection; FMT = fecal micrabiota transplantation.
* 12 of 45 patients developed a polymicrobial B3l {from multiple bacteria in 10 patients and from fungal and bacterial organisms in 2 patients).




Resultados a los 20 dias

» Cohorte completa: 79 muertes

21 bacteriemias en cohorte de AB

15 deterioro (3 Tx vs 12 AB)

11 complicaciones postlQ en cohorte de AB
10 CI (5Tx vs 5 AB)

? ACV (1 Tx vs 8 AB)

3 cancer (1 Tx vs 2 AB)

3 insuficiencia pulmonar, 2 insuficiencia hepdatica y 3 FRA en la cohorte de AB

2 varices (1 Tx vs 1 AB)

» Cohorte comparativa: 28 muertes

8 bacteriemias y 7 infecciones fungicas
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Table 2. Outcome Data in the Original Cohort and in the Propensity Score-Matched Cohort

Variable Original Cohort After Propensity Score Matching
Treated Treated With Difference, % Treated Treated With Difference
With FMT Antibiotics With FMT Antibiotics (95% CI), %
Patlents, n 109 18t - 57 57 -
Primary outcomes, n (%)
8BS 5(3) 40{22) 16 2 (4) 15{24) 23(70-35)
Pelymicrobial* (1) 11{4) - 00 0{0) =
Bacterial 5{5) 28(15) - 2 (4} g{14) -
Fungal 00y 12(7) - 00y 7{12) -
Secondary outcomes
Length of haspitalization - - 24 - - 14(9-20)
Mean {50], d 13.3(14.8) 29.7{22.4) - 13.4(13.7) 27.8{17.4) -
Mediar {interquartile range), d B {2-20] 22 {14-3%) - 9 2-21) 22 {14-40

Overall survival at 70 ¢
Alwve after 90 g, n (%)
Total deaths within 90 d, n (%)
Deaths in days (-3, n
Deaths in days 31-90, n

Con >
Il L II —

5
4

53
17

32{16-47)

B3l = bloodstream infection; FMT = fecal micrabiota transplantation.
* 12 of 45 patients developed a polymicrobial B3l {from multiple bacteria in 10 patients and from fungal and bacterial organisms in 2 patients).
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Discusion

Proporcion importante de ICD puede desarrollar bacteriemia 1¢ (bacterias
intestinales).

» 2%infeccion hospitalaria mds costosa en Europa.

La vancomicina no previene el riesgo de bacteriemia, fomenta el
desarrollo de bacterias resistentes y colonizacion intestinal por Candida.

ICDr con Tx fecal desarrollaron menos bacteriemias, complicaciones,
estancia hospitalaria y mortalidad a los 90 dias .

- ‘Io permeabilidad intestinal y previene la traslocacion bacteriana y
candidemias.

En la cohorte original hubo diferencias notables como la recurrencia.

l-‘ Sacyl J A ot



Limitaciones

= No aleatorizado, observacional.
» Diferencias entre ambos grupos.

» No se analizaron las heces antes y después del tratamiento para evaluar
cambios en la microbiota intestinal.

» No se tuvieron en cuenta enfermedades o tratamientos de pacientes
influyentes en desarrollar bacteriemia.

» Fvaluar la relacion costo-efectividad.

Cormapate o fprider
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ORIGINAL RESEARCH Annals of Intemal Medicine

High-Intensity Versus Low-Intensity Surveillance for Patients With

Colorectal Adenomas
A Cost-Effectiveness Analysis

Reinier G.5. Meester, PhD; Iris Lansdorp-Vogelaar, PhD; Sidney J. Winawer, MD, DSc; Ann G. Zauber, PhD; Amy B. Knudsen, PhD;
and Uri Ladabaum, MD, MS




Intfroduccion

OBJETIVO:

» Comparar los beneficios y costos de la vigilancia de alta intensidad vs baja

Datos del Registro de cdncer de EEUU, datos de costos.
Resultado de incidencia de CCR y coste-efectividad.

Financiado por el Instituto Nacional del Cancer.
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Intfroduccion

» CCR una de las principales causas de muerte por cancer

» Deteccion precoz y eliminacion de adenomas precancerosos ‘ el riesgo

®» Pocos datos de manejo
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Méetodos

» Poblacion de estudio

» Pqacientes de riesgo de 50, 60, 70 anos a quienes se les extrajeron adenomas en
cribado con colonoscopia o por prueba de inmunoquimica fecal.

» Adenoma de bagjo riesgo: 1-2 adenomas <lcm.

» Adenoma de alto riesgo: 3-10 adenomas pequenos o 1 >1 cm, velloso o DAG.

» | os pdlipos serrados sesiles no se incluyeron por falta de datos.

» Fsfrategia de vigilancia

» Alta infensidad: intervalos de 5y 3 anos para adenomas de bajo y alto riesgo.
» Bqgja infensidad: intervalos de 10 y 5§ anos para adenomas de bajo y alto riesgo.

» Se defiene alos 80 anos, CCR o muerte.
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Méetodos

» Fyuentes de datos

®» Fstudios observacionales

» Validacion externa

» MdUltiples ensayos de quimioprevencion, estudios prospectivos de
cohortes, guias de vigilancia con anos de seguimiento variables
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Table 1. Natural Histnri,- and Scree r-1i.ng Performance Characteristics
Model Characteristics Al Patients With LRASY Patients With HRAs® Referencet

Patients
Aged Aged Aged Aged Aged Aged Aged Aged
S0y &0y TOy il S0y &0y Ty BOy

Adenoma prevalence, % 25-38

-3 O - 100 3% 54 & 100 58 73 78

=34 - 0 2 & 10 &2 3 10 14

=1 large 0 1 15 29 55 14 L 54 aw
CRC Incidence, cased per 100 000 Batients par Vear a1
“Sage! - 0 25 7 124 0 LT 129 215

Stage i - 0 38 124 240 0 &8 228 441

Stage il - 0 28 o0 155 0 53 144 278

Stage WV - 0 25 g4 159 0 50 154 278

Mortalkty, deaths par 100 000 patients par year

T CRC - o 2% 124 280 o 54 223 508 az
Orher causes - 1 i1 2041 5700 L] P05 207% 5727 A3
Colonoscopy performance, % &4
Sersitivity
Adenoma =5 mm 75
Adenoma &7 mm a5 = = - - -= - = =
Adernoma =10 mim w5 - - - - - - - -
Preclinical CRC 75 - - - - - - - -
Complaticn rate (average readh) 55 - - = = - - - =
Specificity a5 - - - - - - - L 13
Ferfaration rabe - .5 0¥ 1.7 3.1 0.5 oy 1.7 3.1 ZB &6
Toaley rate <001 a7
FIT perfarmance, % ]
Sersitivity
Adenoma =5 mm 11 = - - - - - - -
Adenoma &F mm 14 - - 5 = = = = =
Adenoma 20 mm &3-879 - - - - - - - -
Preclinicsl CRC £3-E9
Specificny i = = - - - = - -
CRC = colorectal cancer; FIT = fecal /mmunschemical testing; HRA = high-risk adenama; LRA = lew-risk adenama.

* The prevalence, incidence, and mortality rates are model-predicted rates for patients who had LRAs or HRAs removed during screening colono-
scopy ol age 50 v and were followed aver time withowt further intervention. Adenoma prevalence and CRC incidence were calibrated 10 data from
the sources in the o= column. LRAs were defined as 1-2 tubular adenomas <10 mm in diameter, and HEAs were defined as =3 tubular adenomas
<10 mm in diameter andfor =1 advanced adenoma (wbular adencma =10 mm in diameter, tubulovllous adencsma, or adenoma with high-grade
dysplasia). In the model, histologic features were not described, and an advanced adenoma was considered a large adenoma

t The references informed medel-predicted prevalence, incidence, and mortality rates for the LS. generad population, The numbers represent
adenoma coharts from this population

$ The number of adenomas per patiant & determined by an individual-patient risk index, which governs Tnat some patents will develop mone
adenamas than othes.




Méetodos

» Modelo de microsimulacion de deteccion del CCR

» Cribado vy vigilancia pueden evitar la muerte fras deteccion temprana
y extirpacion de adenomas.

» Predice beneficios, danos y costos.

» AnAdlisis estadistico

» |ncidencia, mortalidad, anos de vida ganados ajustados por calidad,
relaciones costo-efectividad.

» Costos de los estudios, complicaciones.
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Resultados

®» Pgcientes con adenomas de bajo riesgo (50q)
» Colonoscopia:
- ‘v de riesgo de CCR de por vida con vigiloncio§

» Colonoscopia cada 10 anos 39%

Mortalidad y costos

» Vigilancia de baja intensidad 46% -

e . . . Ganancias en anos de
» Vigilancia de alta intensidad 55% JilElE

y colonoscopia

= Pruebainmunoquimica fecal

» f incidencia y riesgo de mortalidad
» 40y 70a

- ‘ incidencia de CCR y mortalidad

Junta de ‘ ﬂ
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Resultados

®» Pacienftes con adenomas de alto riesgo (50a)

- "‘ incidencia CCR respecto a adenomas de bajo riesgo

- *e riesgo de CCR y mortalidad con vigilancia (similares con
colonoscopia vs prueba inmunoquimica fecal)

» Beneficios clinicos y econdmicos en pacientes con 60 y 70a fueron
menores
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Table 2. Health Cutcomes, Costs, and Incramental Cust-E!.‘facliwness Ratios of Adenoma Surveilance Strategies for Patients
Aged 50 Years With Adenomas Detected at Screening Colonascopy or via Colonascopy After FIT Screening

Strategy. by Methosd of Polyp Cutcomas per 1000 Adults
Db ig-cdlien®
CRC CRC Digcounted Discounted Coloncscopies, Discounted Cost, thouwsend UF 5§ ACost/ AQALY
Cagod, Deathz, ALYt ALYE 2] (Dipeaunted),
n n Galned$ Colonoscopy Treatment Total USE]
LaAT
Cobamadaopy
o surssllanoa’ng et o 109 = 19 454 i o 4110 4110  Dominated
npuling SOresning
Benurm 10 Mouhne Sormenng 1 19 570 1Ak 1198 2611 A0 Rodereroo
Lw-irgen sty sureeillarce LR TXa l 203 1341 2557 96 400
Highantersity sursellancs 1 &FE TR Zi TR 2112 A300 18 £00
FIT
Mo surssilanoa'ng retum to 19 407 o o LG L4890  Doeninated
foling SOraening
Beurn 10 nouhne Soreening 19 510 103 551 S 54 £5838  Dominated
Lrm-irtengty surviillaros 19 530 TE£3 1991 1144 2310 454 Relerencs
Hiughantarsity surseablanos 1 Sa% 158 xa¥ 2211 2630 4841 i1 100
HEAT
Cokarasepy
Mo survellance/no retem it 172 70 19 303 - i (i [ &422 Dominabed
HOUTiFs BOTaaning
Return 1o routime screening 105 a1 19 &7 tBa 1120 1234 4402 5433 Reference
Lovmantan @ty survoillarca 3% 23 19 585 2L M2 1980 JE2% SrEa 4500
sigh-mersity survesilance 5 18 19 557 254 IB9E 2EBE 3 h& 4052 B4
FIT
Mo sureeilancano retem o 146F &5 9 30 - o G [ 1M G608 Dominated
HEUTiFs BOTaanirg
Return 1o routine screening 131 34 19 442 159 &00 583 5532 4112 Dominated
Lovai-intanaty survaillarca 32 23 19 520 218 FI0%W 1¥55% ELoH LESES Halerarsso
High-ntensity survesilancs 5 18 ¥ 553 25° 3EAF 2672 IZ5E G131 B0
':'_'{-?'E = coloneclad cancer; FIT = fecal immunochemical testing; HEA = high-risk adenoma; LRA = bow-risk adenoma; QALY = guality-adjusted
-,

*po survalilancesno reurm 19 routing screening congipted of a baseline examination only Returs 1o routing screaning congigmed of continuad
colonoscopec screanng after 10 y through aga 70 y for patients with colonoscopy-detected adenomas and retumn to FIT screening through age
75 y fas those with FIT-detected adenomas. Low-intensity survedllance consisted of coloncscopy after § y in patients with HRAs, colonocscopy after
10 ¥ in those with LRAs, and colonoscopy after 10 v o return to scresning in those with no detected adenomas durng surveillance (Supplement
Tabla 1, availab'e at Annalg org), with surveillance siopped at age B0 . High-imensity survaillance consimted of colonpecopy after 3 v in patiarts witn
Hitas, after 5 y in those with LRAs, and after 10 y in those with no adenoma detected during surveilance (Supplement Table 1), with surveillance
stopmed at ago BD y.

# OALYS were ducounted By 3% per yead to basaling bl sge 50, &3, or 70 y. Supplement Table 7 (evailable at Annals.org) provides details aa
guality-of-life adjustmants

¢ Compared with no survelllancedno retum 1o routing sorean g

§ Costs wene discounted by 3% per year to baseline st age 50, &0, o 70 y. Costs of colonoscopy complications were included. Supplement Table
T provddes details on cosl companents

| Additional cost par QALY gained for surveillance strategy comparsd with the naxy most effective, nondominated sirategy

1] LRAs weore defined as 1-2 tubwular adencmas €10 mm In diameoter. HEAs were defined as 23 fubu’ar adenomas <10 mm In dlameter andfor 21
sdvanced adenoma (tubular adenoma 210 mm in diameter, tubulovillous adenoma, o adenoma with high-grade dysplasial. In the model, histo-
egic teatunad were ol descritsd, and an sdvanced adenoma was considared & large adendama




Figure 1. Lifetime CRC incidence in patients aged 50 y with adenomas detected at screening colonoscopy or FIT.
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LR weare defimed as 1-2 tubwlar adencemas < 10 mm in diameter, and HRAS were defined a5 23 ubuar adesomas <10 mem in diameter andfar 21
adhvanced adanomp (hibule adensma 210 mm in chamate, by ovillous adensme, & adanoma with high-grade dyspiadia)l, I e madel, hists.
agpe feajumes ware ol dedscribed, and an advanced sdenoma was consciened & large adensma The remibers aascciated with aach sCEREGG aie
srgnidpd in Supplemant Tables 5 and B (ailable at Annasorgl CRC = colarectal cancar: FIT = facal Immunachemical tesling: HRA = high-rik
sdenoma; LA = low-isk adenoma

* Baseline examination oniy.

# Continued Colonascopic screaning after 10  through age 70 y for patients with colonoscopy-detected adencmias and return 1o FIT soreening
rraugh age 75 y for thase with FIT-dewoed adenomas.

1 Colorscopy after 5 ¥ in patantd with HRA detected, colontecopy aftws 10 ¥ i Uheddid with LEA deteoied, and colonosooy after 1 Dy @ fEurn 19
AEIEE SEFERMING i thedd Wwith fd Aibe adenoma detected [Supplemant Table 1, available at Annads.orgl with susasillance Moppad &t age B0 v,
§ Colonoscopy after 3 y 'n patients with HRA detected, slter 5 v In those with LRA detecied. and after 1D v in those with no adenoma %-H-rcl-rd
during sureeillance [Supplement Table 1L with survelllance stopped ot age B0 v




| t e S U | T O d O S Figmrey ¥ Seritety snalysisal ingrewenis cop-aMlectivenass ratios lor irvedlnros o petieais sged 50 y with sdenpms

doleted al stiwsinai daliocssiapy o FIT

Tolkerasropy- etecied 104 Cakbraampy-Cedected A
Bite 250 & * 1 =i
P Y Lowe Tlonety il B
F-Ackd e ner ared skt ¥ |_ wa. mham i e wesning | B
F-igid reverE et : [ E Higs= v e ' - [ ]
Al R R C Sl - Iriaaiy s B -
Comesbidity
A oL oG Roraily mowmad by H% w A3uE| @ : &
» Andlisis de sensibilidad en i . .
1 . Frbim sl re N ™ sl
pacientes de 50 a: S e 907 . *5
Sanvrdianie arading ar pge 100§ ? [ ] i
Coirmrena ppy ey Bl by e G 15 0 0F 1 oo rh-

» Relacion costo- e e _—
efectividad de <50.000% s ) e

~ . Epberumry i ] ny
por ano de vida ganado S i 3 il
en VigilonCio de bOjO y 2 hl:'rrrrrl.l-L-nl::T.lul\.'l' Lo 3§ ek 2 e

werermotil Cond s 300 Camed, 1S §

alta intensidad. 1. Gt LA . ey A———

Egnd Lihd L] L]
o v

J-bedd reaep ey ared ket B E

M recae RCET b '

didbra i B lb gl Sl " " | ¥ 5
Cotrertarkty

& o

Bty nasaiad by 1% W di%g & L | & -

Oy of Iie 02003 L | L
T

Brbrr bnein * a 1% =

Eraing & ige 81y r =
Sivanllate s arlisg dl ags 12 g L] 1 L
Cooraeopy wrams iy sod 1% O Ul freer] L] pere
Coonil w 55%

Crimtonongy _— ——

Tor e b ——
Cigatiiny + 1%

[ e 1

Tagrren . 1

g p— jorEn & pra— 10D

F e arla | Do) v e Y Gased 0% { i v Al ee? e SRSW Camadd, 05 £




Discusion

®» | g vigilancia de alta infensidad en pacientes con adenomas supuso
beneficios clinicos moderados de por vida con una relacion costo-
efectividad incremental aceptable.

» Excepto tras colonoscopia en pacientes mayores con adenomas de bagjo
grado.

® | imitaciones, ausencia de ensayos aleatorizados.

» | as validaciones de nuesiras predicciones de vigilancia necesitan
ensayos prospectivos de >20 anos de seguimiento.
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Intervalos de seguimiento tras colonoscopia

Lesion mas avanzada en colonoscopia basal Seguimiento
Ainos
No podlipos 10
Pdélipos hiperplasicos en recto <1 cm 10
1-2 adenomas tubulares < 1 cm 5-10
| 3-10 adenomas tubulares 3 I
>10 adenomas tubulares <3 (1-2 afos)
1 6 mas adenomas vellosos 3
| Adenoma con displasia de alto grado (Ca in situ) 3
Pdlipo serrado <1 cm S
' Pdlipo serrado > 1 cm o displasia 3
' Sindrome poliposis serrada "




SEGUIMIENTO TRAS EXTIRPACION DE ADENOMAS. UE 2010

COLOMNOSCORA™
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1-2 ADENOMAS ¥ AMBOS 3-4 ADENOMAS PEQUERDS G AL
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Repetir a los 6 meses si: 2018 CAR si:
* Sin intubacion cecal * > 10 adenomas

e Preparacién insuficiente __p Heseccion * > 5 PS proximales
 Reseccién incompleta ¢ de lesiones » «>2PS>10mm
e Lesién = 20 mm sésil o plana colonicas  SPS
con reseccion fragmentada 6.1 | 6.2 ® CCR pT1 resecado endoscOpicamente
- - -

No requieren vigilancia Circunstancias especiales:

Requieren vigilancia

endoscopica: i » | esion sésil o plana = 20 mm
* 1-2 adenomas no avanzadas E":ﬁ:g%r?ﬂabanza s sésil 0 plana con reseccion
» | esiones serradas no e et fragmentada
avanzadas » CCR resecado
v 6.4 w 6.5
6.3 Colonoscopia a los 3 afios Colonoscopia al afio y a los 4 afies
- .
e (Cribado p[JIJ|HEiDI'IE| » Lesiones que I'E{?U|ETEI"I vigilancia +
(preferentemente a los 10 afnos) No Si
* Colonoscopia a los - -
10 afios (si no hay cribado) Colonoscopia a los 5 anos 6.6 Colonoscopia a los 3 afios
. l |
v
* Lesiones avanzadas: 6.7 Finde la 'ﬂgllﬂﬂﬂlﬂ Eﬂdﬂﬁmpiﬂa Si: 6.8
= Adenomas con componente I
velloso, DAG 0 = 10 mm - -
® |esign serrada = 10 mm 2 colonoscopias sin lesiones 80 afos

0 con displasia que requieran vigilancia (o 75 si hay comorbilidad)




Annas of Intemal Medicine CLINICAL GUIDELINE

Screening for Colorecal Cancer in Asymptomatic Average-Risk Aduls
A Guidance Statement From the American College of Physicians

Amir Qaseem, MD, PhD, MHA; Carolyn J. Crandall, MD, MS; Reem A, Mustafa, MD, MPH, PhD; Lauri A, Hicks, DO;
and Timothy J, Wilt, MD, MPH*; for the Clinical Guidelines Committee of the American College of Physicians*




Intfroduccion

» Guia para deteccion del CCR en adultos asinfomaticos con riesgo medio.
» Directrices nacionales publicadas entre 1 Junio 2014- 28 Mayo 2018.

» “|os medicos deben detectar el CCR en adulfos de riesgo medio entre 50-
/5 anos”.

» “|os médicos deben seleccionar la prueba e intervalos de deteccion del
CCR segun los beneficios, danos, costos, disponibilidad, frecuencia y
preferencias del paciente”.

» “los médicos deben suspender la deteccion de CCR en >75 anos o
esperanza de vida <10 anos”.
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Intfroduccion

» 2% causa de muerte por cancer en EEUU.

» Progresion de adenoma a cdncer varia entre 5-20 anos.

» Riesgo acumulado a 10 anos de progresion es del 10%.
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Méetodos

» Revision de pautas disponibles y su evidencia para desarrollar una
orientacion evaluando beneficios y danos.

» Exclusion de pautas de >5 anos.

Taable . Summary of Included Recormmendations for CROC Screening in Average-Risk Adulte From Azseesed Guidelines™

Hubldeline, Yoor Age-Based Scroosning Her Img Mokl | o Irvberwm b
{Roferancs) R’ oo rvsrm sl st o rem
AdTH 2018 (3} i 50y acFaan CT eolancography (usually appropriata): owvary 5 v

Houile-contrast Qe wm arn-aema r-dlngrnphy (may Ba appropriate): owery 5 b
MR eolomnagraphy (may bae appropriata); avery 5 ¢

A 2078 (&) AN=F G (i Qoo Feaith sodd lile daeectsmnoy FIT: annwial
=10 vk acrean HEgFDBRT: armmual
F&-85 - individualirs decislon on tho banis M uititarget sldMSC aremry a b
of el r\.rﬂ-l:n-rﬂ-nrnq.. lifap anw prmat L Latm N CalornasconEy: avsry Ty
haalth stetus, and scraaming Nisuory CT colomograply avery Oy
=85 v discaurage asreaning Flanilde sigrmoidoseapy: aeery 5
CTFPHIC, 016 (4] S0=FA i SOFEET FE2RT {wither QFCBT of FIT) évaiy 2 ¥
=275 y: de ot scraan Flanilbie sigrmoidoseapy: awery 10y
Colonoroopy: Mot resso e ondod ae s SRC BormEning tost
MSTF, 2017 (8] =50 y: acraan Colermaicapy (Ber 1) avery 10§
=A% (il African SAiruedicen) SCrsEn FIT (gier 13 arnvnual
=75 yoar ile a=xpactarscy =10 4 {if U e CT enlamagraphy (Uier 2): awvery 5 T
dAmts o eeresnimg anad have aegaiioems FIT plus slkis (tier F): avery 3y
risgiilte onm Erior scrssning testel; Flewitis sigmaldoecopy (ter 21 avery 10y
el F Pl D el g Cajpiule OOl rvaac oy (Ve A) avery Oy
Imndividuals with o prios scraeming abhoolad Saptina P nat recoammended as a CRC sacroening tast

B conzlidarsd for neroorning up to Ao
N5 . depaniding on consldasration of
thaoir mge and comorbid condtiocna

SIS, 2014 {7) Fapulation-based screaning Ciuartitative FIT sat at a fecal harraglobin concantration cubtsfl that s appropyiats
foar In ymtiee ty; msereaning intereal BNA
LISPSTF, 20146 {5) SO-F5 y: sereanm GFOBRT: asmsua
FA-85 v individuslire decisicn, takinmg imto FIT: annual
WisLEant Tha Eatient s oearall haslth smcd FIT luie sloPA; avery 1 oo 8w
Sz Fama i hisuoey ColareE s oDy iy 10y

CT eclanagrapghy: avery 5y
Floxibis B R T | SO T s ey Sy
Flopuwitds igrmoldoroopy with FIT: Flaw il shgmicidorcopy avery 10y ploe FIT oy

WEaAr

ACR = Amercan College of Radiology; ACS = Amearican Cancer Sockety CRE = colorectal cancer: ©T = computed tamograpghy CTEPEC =
Canadian Taek Force on Preventive Haslth Care; FIT = fecal immunochemicsl test; FOBT = fecal cccult blood test: gFfOBT = gusiac-basesd FODRT;
HESgFOBT = high-sangitivity gFOBT; MR = maghnetic resonancs; MSTFE = LS. Mulli-Soclety Task Force on Colarectal Cancear; Ay = sk availaislia:
alDR & = speses] Pelath, pramranll; EléH = Seomiah inmnercallegiate Guidelines Metwoark: LISPFSTF = B Prevantive Sarvices Taak Forca.,

= The Appendix (avallablbe ar Snnals.org) gives Tull recommendations and docsils about strength of the recormmenodations,

T Tier 2 ia lor patiants wha decline colaonoscoapy and FIT, and tier 3 is for patienta whoe decline ther 1 and 2 sereaning rmathods




Méetodos

» Consideraron las recomendaciones de las revisiones mds completas
basdndose en ensayos controlados aleatorizados.

» Canadian Task Force on Preventive Health Care.

» |J.S. Preventive Services Task Force.

» PRUEBAS BASADAS EN HECES
= SOH

-‘ de la mortalidad por CCR (no diferencias entre cribado anual/bianual).

» Tasa de falsos positivos 12.2/1000 y negativos 5.5/1000.
» Colonoscopia posterior si +.

» Sensibilidad para detectar CCR 62-79%, especificidad 87-96%.
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Méetodos

» Pruebainmunoquimica fecal

» No asociacion con mortalidad.
» Tasa de falsos positivos 87.9/1000 y negativos 0.69/1000.
» Colonoscopia posterior si +.

» Sensibilidad para detectar CCR 73-88% y especificidad 91-96%.

» ADN en heces con pruebainmunoguimica

» No hay datos.

» Resultado + con colonoscopia (-) puede ser por cambios neopldsicos no visibles o
neoplasias digestivas o supracoldnicas con vigilancia mds estrecha y agresiva.

» Sensibiidad para detectar CCR 84-97% y especificidad 84-85%.
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Méetodos

= PRUEBAS DE VISUALIZACION DIRECTA

» Sigmoidoscopia flexible
- ‘ CCR en adultos entre 55-74 anos.

» Beneficio de mortalidad solo en CCR distal y > 60 anos.

®» |nvasivo, sangrado mayor con hospitalizacion en 0.09 pacientes/1000 y menor en
0.36/1000.

®» Puede requerir colonoscopia posterior.

» Colonoscopia

=» No hay datos.

® |nvasivo, sedacion moderada, tasa de 0.49 perforaciones/1000, sangrado mayor con
hospitalizacion en 1.08/1000.

» Sensibilidad 89-98% para adenomas 1 cmy 75-93% para 6 mm.
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Méetodos

» TAC DE COLON

» Si hallazgo +, colonoscopia posterior.

» No eventos adversos.

» Hallazgos extracolonicos.

» Sensibilidad 67-24% y especificidad 86-98% para adenomas 1 cm, sensibilidad 73-
98% y especificidad 89-91% para adenomas 6 mm.
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Discusion

= |NICIO E INTERVALO DE DETECCION
» CTFPHC:
» SOH bienal, sigmoidoscopia flexible cada 10 anos.
» (JSPSTF:

®» Prueba inmunoquimica fecal anual, sigmoidoscopia cada 10 anos + prueba
inmunoguimica fecal anual, colonoscopia cada 10 anos y TC colon cada 5 anos.

» |INTERRUPCION DE LA DETECCION
» >75 anos "‘ danos y comorbilidad.
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Discusion
» SUBPOBLACIONES

» Beneficio de cribado en mujeres >60 anos.

» > ncidencia y mortalidad en hombres y raza negra (estilo de vida).

®» Necesario ensayos que comparen la efectividad y danos de
métodos de deteccion.

» | o adherencia de deteccion es problematica.

» |ndividualizar segun la clinica, preferencias, frecuencia vy
disponibilidad de pruebas.
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Conclusion

= PRUEBA DE INMUNOQUIMICA FECAL O SOH BIENAL

=» COLONOSCOPIA CADA 10 ANOS

= SIGMOIDOSCOPIA FLEXIBLE CADA 10 ANOS + PRUEBA DE
INMUNOQUIMICA FECAL BIENAL
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