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Modalités

* Intermittente - IRRT
— IHD: Intermittent hemodialysis

e Continue = CRRT
— CVVH: Hemofiltration
— CVVHD: Hemodialysis
— CVVHDF: Hemodiafiltration
— SCUF: Slow continuous ultrafiltration

e SLED - Hybride
— Sustained low efficiency dialysis



IMPORTANCE DU PROBLEME



Acute Renal Failure in Critically Ill Patients
A Multinational, Multicenter Study

Shigehiko Uchino, MD

SAPS I

JAMA, August 17, 2005—Vol 294, No. 7

Table 3. Period Prevalence of Acute Renal Failure and Mortality by Coupftry*
-

Parlt\:tc:)ibgtting No. of Period Hospital
Centers Patients Prevalence Predicted Mortality
(N=54) (N=1738) | (95% ClI), % | |Mortality, %t} | (95% CI), % |
Australia 6 293 6.3 (5.6-7.0) 47.0 53.4 (47.7-59.1)
. Belgium 3 163 8.8 (7.5-10.1) 432 57.7 (50.1-65.3)
Etude observationnelle Brazil 4 153 4.8 (4.0-5.5) 43.6 76.8 (70.1-83.6)
épidémiologique: 29269 patients Canada 2 93 4.6(3.7-5.6) 56.8 59.8 (49.8-69.8)
. . . . China 2 77 8(6.9-10.7) 485 61.0 (50.1-71.9)
admis aux soins intensifs Czech Republic 1 21 168(10.2-23.4) 446 61.9 (41.1-82.7)
Germany 2 129 3(2.7-3.8) 39.4 61.9 (53.4-70.4)
Greece 1 5 4 (0.3-4.5) 62.2 80.0 (44.9-100.0)
Prévalence IRA =5.7% Indonesia 1 25 4.4(2.7-6.1) 414 72.0 (54.4-89.6)
o 3 , Israel 1 10 2.1(0.8-3.4) 61.3 100.0
- 72% dia |YseS ltaly 6 109 5.4 (4.4-6.4) 32.0 50.5 (41.1-59.8)
Ty P TN - ) Japan 4 90 5.5 (4.4-6.6) 40.8 64.0 (54.1-74.0)
MOrta I Ite hospltallere - GOA) The Netherlands 2 113 6.1 (6.0-7.2) 49.5 62.5 (63.5-71.5)
Norway 2 50 7 (2.7-4.7) 46.6 62.0 (48.5-75.5)
Portugal 2 36 22 1(15.7-28.5) 53.7 63.9 (48.2-79.6)
Russia 1 14 6(1.3-3.9) 82.6 61.5 (35.1-88.0)
Singapore 2 31 3(4.2-8.4) 59.3 74.2 (58.8-89.6)
Spain 2 16 10.5 (5.6-15.3) 32.2 43.8 (19.4-68.1)
Sweden 1 9 4.7 (1.7-7.7) 25.7 22.2 (0-49.4)
Switzerland 1 26 3.2 (2.0-4.4) 44.3 65.4 (47.1-83.7)
United Kingdom 1 52  20.6(15.6-25.5) 63.7 73.1 (61.0-85.1)
United States 6 194 8.0 (6.8-9.3) 44.2 52.1 (45.0-59.2)
Uruguay 1 29 12.9 (85-17.3) __65.5 (48.2-82.8)

Overall (5.7 (565-6.0) (456)(603380626)




Hospital Mortality, %

Effect of acute renal failure requiring renal replacement therapy
on outcome in critically ill patients*

Philipp G. H. Metnitz, MD, PhD,

Crit Care Med 2002 Vol. 30, No. 9

80 -

70 4

RRT
D Controls

| .

Cohorte prospective de 17000 patients
admis aux soins intensifs

“~_

pour I'age et |la sévérité de
la maladie =» Effet
« indépendant »

Controles non-RRT matchés

cute renal failure

in patients under-

going renal re-
placement therapy presents
an excess risk of in-hospital
death.




CONTROVERSE



Acute Renal Failure in Critically Ill Patients
A Multinational, Multicenter Study

Shigehiko Uchino, MD

JAMA, August 17, 2005—Vol 294, No. 7

La CRRT est en général
considérée comme la méthode
de choix aux soins intensifs

Table 1. Characteristics of Patients With

Acute Renal Failure and Participating Centers

No./ Total (%)

Men 1105/1738 (63.6)
Renal function
Normal 966/1738 (55.6)
Chronic impairment 512/1738 (29.5)
Unknown 260/1738 (15.0)

Mechanical ventilation 1312/1722 (76.2)
Vasopressors/inotropes  1189/1721 (69.1)

Mode of RRT
inuoLS 1006/1258 (80.0)l

Intermittent 212/1258 (16.9)
Peritoneal dialysis and  40/1258 (3.2)
slow continuous
ultrafiltration




Littérature: RCT

* Articles
— Mehta et al. 2001
— Uehlinger et al. 2005
— Vinsonneau et al. 2006

* Problemes
— Résultats contradictoires
— Qualité sub-optimale



RCT: Résultats contradictoires

Himmelfarb J: Continuous dialysis isnot s
perior to intermittent dialysis in acute kid-
ney injury of the critically ill patient. Natf
Clin Pract Nephro|2007° 3:120-121

Ronco C: Continuous dialysis isGu
intermittent dialysis in acute kidney injury of
the critically ill patient. Nat Clin Pract Neph-

rol 2007;3:118-119



RCT: Résultats contradictoires

Comparison of continuous and intermittent renal
replacement therapy for acute renal failure
Dominik E. Uehlinger’,
Nephrol Dial Transplant (2005) 20: 1630-1637

Table 2. Continuous (CVVHDEF) vs intermittent (IHD) renal
replacement therapy for acute renal failure: prediction of
in-hospital mortality

A randomized clinical trial of continuous versus intermittent
dialysis for acute renal failure

RAvVINDRA L. MEHTA,

Kidney International, Vol. 60 (2001), pp. 1154-1163

Variable Parameter n % OR P-value Table 2. CRRT versus IHD for ARF: Prediction of ICU mortality
mortality % ICU

Variable Parameter N mortality OR CI P

RRTSoHn ﬁ}’g HPE 2(5) ‘;g;; };‘1’2 —_— Gender Female 40 40  1.00 — —
Male 126 54 163 0.65-413 NS

Liver failure = No 106 35.9 1.00 — —
Yes 60 767 234 1.003-5.46 0.049

APACHE III =79 65 26.2 1.00 — —

80-100 4 477 182 0.75-443 NS
>100 57 80.7 346 1.23-970 0.019

OSF 1-2 59 254 1.00 — —

3 51 47.1 195 0.80-4.74 NS
d : RO 340 1.15-10.09 0.027

Group IHD 82 415 1.00 — —

CRRT 84 59.5 158 0.74-335 NS




RCT: Vinsonneau et al.

RCT multicentrique: 359

patients

X

0-6 [ty g

IHD vs CVVHDF

Survival (%)
o
[

0-2 +

Méme filtre, méme bain

Optimisation
hémodynamique de I'lHD



RCT: Qualité sub-optimale

Puissance
— Non calculée ou insuffisante

Randomisation
— Différence dans les caractéristiques de base
— Exclusion des patients instables

Déroulement
— Taux de crossover >10% en intention-to-treat

Intervention
— Criteres d’initiation de RRT non standardisés
— Dose de dialyse prescrite/administrée non documentée



RCT: Qualité sub-optimale

A randomized clinical trial of continuous versus intermittent
dialysis for acute renal failure

1

CRRT (84)

|

[

|

No therapy (11)

Therapy (73)

|

|

Kidney International, Vol. 60 (2001}, pp. 1154-1163

Inadequate (9)

Adequate (64)

(

Crossover (17)

Initial (47)

RAvVINDRA L. MEHTA,

Table 1. Characteristics of patients at randomization

IHD CRRT P value
N patients 82 84
Demographics
Mean age years 56.3 54.5 NS
% Male 68.3 83.3 <.023
% White 53.7 58.3 NS
% Surgical 31.7 23.8 NS
% ARF on CRF 31.7 23.8 NS
% Oliguric 24.4 20.2 NS
% Ventilated 56.7 64.1 NS
% DNR before consult 2 7.1 NS
% AREF 1st ICU day 42.7 45.2 NS
Etiology of ARF
% Ischemic 53.7 53.6 NS
% Nephrotoxic 14.6 179 NS
% Multisystem/GN 73 7.1 NS
nknews 24.4 21.4 NS
s—Eiver-failure 29.3 42.9
APACHE II 23.7 25.5
APACHE III 87.7 96.4
N organs systems failing 3 32 N\



Littérature: Méta-analyses

* Articles
— Bagshaw et al. 2008
— Pannu et al. 2008
— Schneider et al. 2013

 Conclusions
— CRRT et IRRT sont équivalentes

— Qualité insuffisante des études incluse



Continuous versus intermittent renal replacement therapy for
critically ill patients with acute kidney injury: A meta-analysis*

Sean M. Bagshaw, MD, MSc; Luc R. Berthiaume, MD; Anthony Delaney, MBBS, MSc; Rinaldo Bellomo, MD

Crit Care Med 2008 Vol. 36, No. 2

Study

simpson (1993) -
kierdorf (1994) Hi
john (2001) L
mehta (2001) —i—
gasparovic (2003) iy
augustine (2004)
uehlinger (2005)
vinsonneau (2006)
lins (unpublished)

pooled odds ratios for mortality

| | | | | | |

A 25 5 1 2 4 8
Odds ratio
Favours CRRT Favours IRRT



Renal Replacement Therapy in Patients

With Acute Renal Failure e s

A Systematic Review Scott Klarenbach, MD, MSc
Natasha Wiebe, MMath, PStat

JAMA, February 20, 2008—Vol 299, No. 7 Braden Manns, MD, MSe
Marcello Tonelli, MD, SM
for the Alberta Kidney Disease
Network

Figure 2. Pooled Effects From Randomized Controlled Trials of Various Interventions Z Mortality ;

Mortality, No. /Total No.

[ | Relative Risk
Comparison References Group 1 Group 2 (95% ClI)

Continuous renal replacement therapy 17, 19, 20, 23, 25, 28, 20 293/469 254/449 1.10{0.89-1.23) ]
vs intermittent hemodialysis

Continuous renal replacement therapy 23 20/28 14/26 1.33 (0.87-2.03) -
vs sustained low-efficiency dialysis

Continuous renal replacement therapy
Hemodiafiltration vs hemofiltration 30 43/104 67/102 0.63 (0.48-0.82) —-
Early vs late initiation® 24, 26 25/49 32/50 0.48 (0.06-3.97) -
Dialysis dose 235 vs 20 mL/kg per h 26, 35 138/314 109/181 0.74 {0.63-0.88) - ]
Bicarbonate vs lactate 33 20/61 24/56 0.77 (0.48-1.22) —a—-
Trisodium citrate vs heparin 18 13/16 10/14 1.14 (0.76-1.71) —_—
Hirudin vs heparin 21 5/M12 714 0.83 (0.36-1.95) i
P2SH vs polyamide® 15 11/18 6/10 1.02 (0.54-1.90) ——
Polyacrylonitril vs polysulfone 39 69/97 73/100 0.97 (0.82-1.16) L

Intermittent hemodialysis
Hemodiafiltration vs hemodialysis 30 9/21 a7 1.82 (0.68-4.90) —
Daily vs alternate days 27, 44 32/97 45/97 0.83 (0.40-1.72) i
Acetate-free vs bicarbonate 37 6/16 413 1.22 (0.43-3.42) — i
High vs low membrane flux 31, 34, 40, 42 76/138 91/149 0.91 (0.74-1.11) -
Bioincompatible membrane vs 32, 34, 36, 38, 40-42 161/336 173/383 1.11 (0.84-1.31) -

biocompatible membrane
0[1 1.0 1 I0

Relative Risk (5% Cl)



Renal Replacement Therapy in Patients

With Acute Renal Failure —

A Syste matic Review Scott Klarenbach, MD, MSc
Natasha Wiebe, MMath, PStat
JAMA, February 20, 2008—Vol 299, No. 7 SEAGEE MRS MU; Moo
Marcello Tonelli, MD, SM
for the Alberta Kidney Disease
Network

Figure 3. Pooled Effects From Randomized Controlled Trials of Various Interventions o Chronic Dialysis Dependence in Survivors

Chronic Dialysis Dependence,
No./No. Survived

[ | Relative Risk
Comparison References Group 1 Group 2 (95% ClI)
Continuous renal repfacement tﬁerapy 77, 19, 20, 23, 28 19/155 207153 0.91{0.56-1.49) =
vs intermittent hemodialysis
Continuous renal replacement therapy 23 2/8 2/10 1.25 (0.22-7.02) =
vs sustained low-efficiency dialysis
Continuous renal replacement therapy
Hemodiafiltration vs hemofiltration 16 3/61 10/35 0.75 (0.37-1.52) —
Early vs late initiation 26 117 0/22 3.83(0.17-88.62) =
Dialysis dose 235 vs 20 mL/kg per h 26, 35 14/182 7/137 1.50 (0.61-3.64) i
Intermittent hemodialysis
Acetate-free vs bicarbonate 37 3/10 4/9 0.68 (0.20-2.23) —&
High vs low membrane flux 31,34, 40 34/65 31/54 1.02 (0.75-1.39) —
Bioincompatible membrane vs 32, 34, 36, 38, 40-42 43/175 57/210 0.94 (0.67-1.32) ——

biocompatible membrane

[ T T

0.1 1.0 10
Relative Risk (95% Cl)



Choice of renal replacement therapy modality A Gt

- - - .

and dialysis dependence after acute kidney Rinaldo Bellomo

iy = & . Sean M. Bagshaw

injury: a systematic review and meta-analysis Neil J. Glassford

) Serigne Lo
Intensive Care Med (2013) 39:987-997 Min Jun
Alan Cass
IRRT CRRT Risk Ratio Risk Ratio Martin Gallagher

Stud roup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1.1.1 Observation
Andrikos 2009 1 4 5 33 1.5% 1.65 [0.25, 10.81] —_—1T
Bagshaw 2006 15 42 12 54 7.0% 1.61 [0.84, 3.06] N
Bell 2007 26 158 78 944 9.8% 1.99 [1.32, 3.00] o
CartinCeba 2009 256 555 26 229 10.3% 4.06 [2.80, 5.90] -
Chang 2004 4 44 1 11 1.3% 1.00 [0.12, 8.08] I
Elsevier 2010 37 175 13 98 7.7% 1.59 [0.89, 2.85]
Garcia-Fernandes 2011 0 16 0 55 Not estimable
Gonwa 2001 1 6 4 25 1.4% 1.04 [0.14, 7.71] —
Jacka 2005 9 14 3 24 3.5% 5.14 [1.66, 15.89]
Lin 2009 11 54 10 83 5.7% 1.69 [0.77, 3.71] i
Lins 2006 9 37 1 4 1.6% 0.97 [0.16, 5.83] o
Marshall 2012 5 56 2 16 2.1% 0.71[0.15, 3.34] —_—
Park 2005 37 83 1 9 1.5% 4.01[0.62, 25.86] ]
Swartz 2005 24 110 10 64 6.7% 1.40[0.71, 2.73] T
Uchino 2007 37 110 52 360 10.5% 2.33 [1.62, 3.35] linsl
Waldrop 2005 7 12 6 14 5.8% 1.36 [0.63, 2.94] T
Subtotal (95% CI) 1476 2023 76.4% 1.99 [1.53, 2.59] &

Total events 479 224
Heterogeneity: Tau? = 0.09; Chi? = 24.14, df = 14 (P = 0.04); I = 42%
Test for overall effect: Z = 5.14 (P < 0.00001)

: )
Abe 2010 2 25 3 19 18%  051[0.09,2.74 e Moins de dépendance
Augustine 2004 8§ 12 8 13 7.6% 1.08 [0.60, 1.95] —— . )
Kumar 2004 312 1 8 13%  2.00[0.25, 15.99] . ala dia |y5e
Lins 2009 15 60 11 65  6.5% 1.48 (0.74, 2.96] +—
Mehta 2001 3 43 4 29 2.4% 0.51[0.12, 2.09) —
Uehlinger 2005 1 27 1 37 08%  137[0.09,20.95]
Vinsonneau 2006 6 61 4 61 3% 1.50 [0.45, 5.05] —_
Subtotal (95% CI) 240 232 23.6% 1.15 [0.78, 1.68] s
Total events 38 32

Heterogeneity: Tau? = 0.00; Chi? = 3.20,df = 6 (P = 0.78); I’ = 0%
Test for overall effect: Z = 0.71 (P = 0.48)

Total (95% CI) 1716 2255 100.0% 1.73 [1.35, 2.20] ‘

Total events 517 256

Heterogeneity: Tau? = 0.12; Chi? = 37.19, df = 21 (P = 0.02); I’ = 44% ' t t i
Test for overall effect: Z = 4.36 (P < 0.0001) 0.01 0.1 1 10 100
Test for subgroup differences: Chi? = 5.45, df = 1 (P = 0.02), I = 81.7% Favor IRRT Favor CRRT

Forest plot for dialysis dependence among survivors. Stratified by study design. M—H Mantel-Haenszel



Conclusion

mortality or recovery to RRT independence. There is urgent need
for additional high-quality and suitably powered trials to ade-
quately address this issue. (Crit Care Med 2008; 36:610-617)

per hour should be provided. Given the paucity of good-quality evidence in thisimportant
area, additional large randomized trials are needed to evaluate clinically important outcomes.

JAMA. 2008;299(7):793-805 WWwWw.jama.com
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The effect of continuous versus intermittent renal
replacement therapy on the outcome of critically
ill patients with acute renal failure (CONVINT): a
prospective randomized controlled trial
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ETUDE « CONVINT »



Méthodes: Design

RCT unicentrique open-label de 2002 a 2007
Hopital universitaire, soins intensifs de médecine

Inclusion

— Tout adulte admis aux Sl avec IRA nécessitant une RRT

=>» Urémie symptomatique, oligo-anurie, hypervolémie réfractaire, urée
>36 mmol/I, GFR <0.1 ml/kg/min, pH <7.2 réfractaire, hyperK+
réfractaire

Exclusion

— IRC pré-existante (créat >264 umol/l)
— Dialysés

— Tranplantés



Méthodes: Protocole

* Groupe 1:IHD
— HD seule 4 heures par jour
— Débit sang 200 — 250 ml/min
— Débit dialysat 500 ml/min
— Filtre??

* Groupe 2: CVVH
— Hémofiltration seule en post-dilution
— Débit sang 200 ml/min
— Dose 35 ml/kg/h
— Filtre??



Méthodes: Protocole

e Crossover autorisé (par le médecin en charge)

* |HD - CVVH

— Instabilité HD e 2
* CVWH= IHD

— Electrolytes, acide-base v

— Dose de dialyse o

— Anticoagulation
— Mobilisation



Méthodes: Outcome

* Outcome primaire
— Survie a 14 jours apres la fin de la RRT

* Outcome secondaire
— Mortalité de toute cause a 14 et 30 jours
— Nb de jours aux Sl/ho6pital
— Nb de jours avec/sans RRT
— Etc.



Méthodes: Analyses statistiques

* Puissance estimée: 200 patients par groupe

=>» Interruption prématurée apreés inclusion de 252
patients

* Analyseen ITT
=>» En fonction du groupe initial

* Analyse de sous-groupe
=» Patients dépendants des amines
=» Patients crossover



Résultats: Flowchart

Assessed for eligibility (n=995)

Enrollment

" | not meeting inclusion criteria,

Excluded:

declined to participate (n=743)

Randomized (n=252)

;

Allocated to receive IHD (n=129)
(study group 1)
Received allocated intervention (n=129)

!

Lost to follow-up (missing data) (n=1)
Discontinued intervention (denial of consent, n=1)

[ Analysis }[ Follow-Up } Allocation }

Figure 1 Study flow chart.
\

l

Analysed (n=128)

(study group 1, IHD)

Allocated to receive CVVH (n=123)
(study group 2)
Received allocated intervention (n=123)

:

Lost to follow-up (missing data) (n=1)
Discontinued intervention (denial of consent, n=1)

|

Analysed (n=122)

(study group 2, CVVH)




Résultats: Baseline

Serum creatinine (mg/dl)

Serum urea {(mg/dl)

Serum potassium (miv)

Baseline blood pH

Baseline HCO;

Urine output (within 24 hours before randomization; ml)
Days in ICU until randomization

Days from ICU admission until start of RRT

Need for mechanical ventilation (at study day 1)
pa0,/FiO, ratio (in all patients at study day 1)
Need for (any) vasopressor (at study day 1)

Key hemodynamic variables (at study day 1)

Reason for ARF/need for RRT (number of patients)

APACHE-II score
SAPS-II score
SOFA score

Heart rate (/min)

Systolic blood pressure (mm Hg)
Diastolic blood pressure (mm Hg)
Central venous pressure (cmH,0)
Cardiogenic failure/ shock
Sepsis-induced

Hemorrhagic

No shock present
Obstruction-induced

Unknown

364+23
159.7 £86.5
466+08
732402
226+68
927.1 +£13184
1.0 [0-3.0°
1.0 [0-4.0)°
113 (88.3%)
1973+ 1079
104 (81.29%)
104.0 + 26.1
111.6+225
564+11.1
147+53
26 (20.3%)
85 (66.4%)
2 (1.6%)
7 (5.5%)
0
8 (6.3%)
285+79
66.1+ 18.1
132+39

357+19
156.7 + 77.1
465+09
7.32+0.1
218+54
7085 +937.8
10 [0-23)°
1.0 [0-30)°
103 (84.4%)
2087 + 1068
106 (86.9%)
1047 +209
1098+ 194
530+136
142+541
20 (16.4%)
85 (69.7%)

638+176
130x40

0.81
0.77
091
0.82
0.34
0.10
0.82
0.55
0.88
045
0.79°*
0.81
051
0.04
0.52
061
0.89*
0.96*
0.85*
0.24*
0.54*
0.7
0.34
0.66



Résultats: Follow-Up

* Pas de différence des parametres de suivi
(clinique et biologique) entre les 2 groupes

* Dose de dialyse (CVVH)
— 31 ml/kg/h (cad 88% de la dose prescrite)

* Anticoagulation (IHD et CVVH)
— HNF >98%



Résultats: Crossover

 |HD - CVVH
— Instabilité HD
— Surcharge volémique

* CVWH =2 IHD
— Coagulation/Anticoagulation
— Electrolytes, acide-base
— Mobilisation



Résultats: Outcomes

i GHD group) (CWH group) P value
= n=

Survival at 14 days after RRT 39.5% 43.9% 081°
14-day mortality rate 436% 37.8% 063°
.y 7 / 30-day mortality rate 52.4% 454% 060°
M o rta I Ite All-cause intrahospital mortality rate (last contact) 60.3% 54.6% 0.72°
Days until death 156+445 185+483 071

Days until death on ICU 155+459 184 +500 0.73

Days until hospital discharge (in survivors) 512+47.1 487 +497 0.78

Days in ICU 252%40.1 223+ 26.1 0.50

Days in hospital 339463 3244374 0.79
Suspected reason for death (multiple possible) Cardiac failure 31 22 042°
Pulmonary failure 39 31 059°
Sepsis 56 45 055°

Ana Iyse ITT CNS 7 6 092°
Hemorrhagy 5 4 093°

Withdrawal of therapy 4 2 0.74°

Days on RRT 1724371 137179 035

Dialysis-free days 42+96 31490 038

umber of patients) 25 (19.5%) 56 (45.9%)

Number of patients on RRT (36 of survivors, days At 21 days 20 (32.3%) 20 (29.9%)
Pronostic rénal ~ Skt acmision) At 60 days 14 (26.4%) 13 (228%)
Serum creatinine at hospital discharge/last contact 218+18 212+17
(in survivors; mg/dl)
Total days on vasopressors 43+37 45437 0.75
Cumulative vasopressor dose (g) Epinephrine 0.70 0.64 056
Norepinephrine 19.1 185 030
Dobutamine 1502 1379 056
Total days on mechanical ventilation 8.1+88 7265 0.34

Total fluid balance (L) 205%232 245+ 284 0.19



Résultat: Outcomes

100
90 -
I — IHD group
80 — : CVVH group
70 —

Survival probability (%)
g
l

Mantel-Haenszel logrank p-value 0.358
HR 0.85 (95%-Cl: 0.59-1.21)
20 - Chi-Square 0.844
10 —
0 T I L} ' L]
0 10 20 30

study days following randomisation




Résultats: Sous-groupes

* Crossover
— Pas de modification des outcomes principaux

* Amines
— Pas de modification des outcomes principaux



Résultats: Sous-groupes

100
4y - — |HD group
1 e CVVH group
80 —
70 —

Survival probability (%)
3
1

Mantel-Haenszel logrank p-value 0.907
HR 1.03 (95%-Cl: 0.59-1.83)
20 Chi-Square 0.014
10 ~
0 T T
0 10 20 30

study days following randomisatio!

Figure 3 Kaplan-Mei - r the subpopulation of patients with high vasopressor need (gverall sample; high

vasopressor use definetias-x0 giegfMin at any point in time during the study n.th p-(full line, n = 47) versus CVVH
(dotted line, n = 40) groups are illustrated. Mantel-Haenszel log-rank P value, hazard ratio (HR), including 95% Cl and ¥ is given.

-




Discussion

* Population
— IRC (créatinine > 264 umol/l) exclus
— Atteinte sévere

Need for (any) vasopressor (at study day 1) 104 (81.2%) 106 (86.5%%)

e, Need for mechanical ventilation (at study day 1) 113 (88.3%) 103 (84.4%)

=» Reproductibilité? | g
30-cay mortality rate  52.4% 454%

* Modalités
— IRRT: IHD 4h 1x/j
— CRRT: CVVH 35 ml/kg/h

= Reproductibilité?



Discussion

* Dose de dialyse
— Prescrite: 35 ml/kg/h
— Délivrée: 31 ml/kg/h

In conclusion, there are now consistent data from two
large multicenter trials showing no benefits of increa-
sing—CRRT _doses in AKI patients above effluent flows of
In clinical practice, in order to achieve a

vered—dose of 20-25 ml/kg/hs—it-is-generally necessary to
prescribe in the range of and to minimize

interruptions in CRRT.
R i s




Discussion

e Instabilité HD

100

— |HD group
1 CVVH group
80 —

70 —
60 —

50 =

40 -

Sunvival probability (%)

30 =~
Mantel-Haenszel logrank p-value 0.907 \ONEY Dy

HR 1.03 (95%-Cl: 0.59-1.83)
20 Chi-Square 0.014

10 =~

In conclusion, in the presence of hemodynamic instability
in patients with AKI,is preferable to standard IHD.

CAVE: Analyse de sous-groupe!




Limitations

* Puissance insuffisante
— Arrét prématuré (équipement et protocoles)
— Seulement 63% de la taille d’échantillon prévue
— Analyse rétrospective hypothétique: Mémes résultats

* Crossover
— Biais possible en ITT

— Sous-groupe crossover: Pas de modification des
outcomes principaux



QUELQUES COMMENTAIRES
GENERAUX



Modalités non standardisées

CRRT: HD, HF, HDF, SLED, ...:
IRRT: 2h? 4h? 1x/j, 1x/2j, ...:
Machines, filtres, ...?
Intervention Control
I 10 1
Membrane Membrane
Technique Material Anti- Dosage Technique Material Anti- Dosage
Source Comparison (Device) (Flux) Buffer coagulant (Schedule) (Device) (Flux) Buffer coagulant (Schedule)
Uehlinger, ™ CRRT CWHDF PAN L H/none 2L/hor IHD (MiroClav) PS B H/none UCI = 200
2005 vs IHD (Prisma) (nigh) UCI = 30 (high) mbL/min (3-4
mL/min h/session)
Augustine,® CRRT CWHD PS B H/none KtV 3.6/wk IHD (NA) PS B H/none KtV 3.6/wk (3
2004 vs IHD (NA) (low) (low) sessions/wk)

Neesh Pannu, MD, SM

JAMA, February 20, 2008—Vol 299, No. 7



Couts

CRRT > IRRT IRRT > CRRT

Nursing cost

Dialysate and RF cost l_I
Anticoagulant cost | .|

Extracorporeal circuit
cost

|
Total cost | -]—

-4000 -3000 -2000 -1000 0 1000

+ Cost differences are highly variable across centers
and include scenarios in which either therapy is
more or less expensive compared with the other.

Srisawat et al. Critical Care 2010, 14:R46



Conclusion

Table 22 | Theoretical advantages and disadvantages of CRRT, IHD, SLED, and PD

Modality Potential setting in AKI Advantages Disadvantages

IHD Hemodynamically stable @apid remova)) of toxins and low-molecular-weight  Hypotension with rapid fluid removal
su Dialysis disequilibrium with risk of cerebral
Allows for “down time" for diagnostic and edema
therapeutic procedure Technically more complex and demanding
Reduced exposure to
Lower costs than CRRT

CRRT Hemodynamically unstable Continuous removal of toxins Slower clearance of toxins

Patients at risk of increased
intracranial pressure

#Hemodynamic stability
Easy controi of fiuid balance

No treatment-induced increase of intracranial
pressure
User-friendly machines

Need for prolonged anticoagulation
Patient immobilization
Hypothermia

Increased costs



Conclusion

In conclusion, \no RRT is ideal for all patients with AKL
Clinicians should be aware of the pros and cons of different
RRTs, and [tailor RRT |on the basis of the individual and
potentially changing needs of their patients. Besides the
individual patient’s characteristics, the available expertise and
resources may also be an important determinant of the
ultimate choice.




