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al- Unlabeled use of drugs:
» Colchicine for PPS and POAF prevention
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Background: COPPS Trial
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PPS and POAF

COPPS: PPS incidence POAF incidence

90% in 60 days 70% POAF in ICU
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Objective

= To determine the efficacy and safety of
perioperative administration of oral colchicine
to reduce:

» post-pericardiotomy syndrome (PPS),
» post-operative AF (POAF),

» post-operative effusions (pleural and/or
pericardial).
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Design, Setting, Participants, Intervention

ClinicalTrials.gov Identifier: NCT01552187

Potential candidates
identified

Inclusion and exclusion criteria

Inclusion criteria

Signed Informed Consen Age >18y
Randomization £ Condidate to cordiac surgery

Informed consent
I Exclusion criterio
] Current atriol fibrillation
v Condidate 1o cordioc ransplontation
180 patients 180 patients Severe liver dseose o devation of serum ransaominases

on placebo on colchicine (>1.5 times the upper reference limi)
Serum creatinine >2.5 mg/dl

Placebo/Colchicine 0.5 mg BID or 0.5mg once dally (<70kg) tll | months after surgery K l d\;mic ini;slin:‘ i:::m’ dﬁcl"tymm
Pregnancy, laciation, or women of childbearing potential not
i profected by a contraception method
Pre-discharge, | month, 3 months follow-up: sdivity lo cokhicine
Primary study outcome 1 A o g
PPS within 3 months reatment with colchicine for any cause
Preoperative devation of CK beyond upper limit of reference intervol




Main Outcome Measures

PPS within 3 month (primary end point):

At least 2 of these criteria should be present for the
diagnosis

1. Fever without alternative causes

2. Pleuritic chest pain

3. Friction rub

4. Evidence of new or worsening pleural effusion

5. BEvidence of new or Worsening pericnrdin| effusion

POAF within 3 months (secondary end point):
Post-operative AF was defined as AF lasting for more than
30 seconds. Continuous ECG monitoring at least 5 days
post-surgery then daily ECG and symptoms-guided.

Post-operative eff. within 3 months (secondary end point):
Pericardial and/or Pleural by ultrasonography.

ESC CONGRESS  ( b

#esccongress www.escardio.org/esc2014



Outcome

Placebo
(n=180)

Colchicine
(n=180)

Absolute differences
(95% ClI) %

Primary End Point within 3 months
Post-Pericardiotomy Syndrome

53 (29.4%)

35 (19.4%)

10.0 (1.1 t0 18.7)

Main Secondary end points:

Post-Operative Atrial Fibrillation
POAF (on-treatment):

Post-operative effusions

75 (41.7%)
61 (41.2%)

106 (58.9%)

61 (33.9%)
38 (27.0%)

103 (57.2%)

7.8 (2.2 10 17.6)
14.2 (3.3 t0 24.7)

1.7 (-8.5t0 11.7)

Cardiac Tamponade 3 (1.7%) 1 (0.6%) 1.1 (-1.6 10 4.3)
Pericardiocentesis or thoracentesis 13 (7.2%) 13 (7.2%) 0.0 (-5.6 t0 5.6)
PPS recurrence 3 (1.7%) 3 (1.7%) 0.0 (-3.310 3.3)
Disease-related readmissions 2 (1.1%) 2 (1.1%) 0.0 (-2.7t0 2.7)
Overall mortality® 2 (1.1%) 6 (3.3%) 22 (-1.6t06.1)
Stroke 1 (0.6%) 2 (1.1%) 0.50 (-2.1 to 3.4)

Results

www.escardio.org/esc2014
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Kaplan-Meier incidence of post-pericardiotomy
syndrome according to treatment groups.

40F

— Placebo
-------- Colchicine

Log-rank p=0.046

0O 7 14 21 28 35 42 49 5 63 70 77 84 91

Number at risk
Group: Placebo

180 143 131 128 128 128 128 128 128 127 126 126 125 81
Group: Colchicine

180 147 141 141 139 139 139 139 139 139 139 139 139 91

ES.C..O.ONG_RE,SS ( #esccongress www.escardio.org/esc2014



Safety

IFeature

Placebo

(n=180)

Colchicine

(n=180)

Absolute differences
(95% Cl) %

lAdverse events

21 (11.7%)

36 (20.0%)

8.3 (0.76 to 15.9)

|Gastrointestinal intolerance®

12 (6.7%)

26 (14.4%)

7.7 (1.4 10 14.3)

Hepatotoxicity®

2 (1.1%)

1 (0.6%)

0.50 (-2.1 to 3.4)

Drug discontinuation

32 (17.8%)

39 (21.7%)

3.9 (-4.4 t0 12.5)

Reported data represent the number of affected individuals.
No serious adverse events (any fatal or life-threatening event, requiring hospitalization, or
significantly or permanently disabling or medically significant, that could have jeopardized the
patient or required medical or surgical intervention to prevent an adverse outcome) were
reported, as well as myotoxicity, alopecia or other side effects beyond those reported in the table.
*= Diarrhea, nausea, cramping, abdominal pain, or vomiting.
°= Any elevation of aminotransferase levels above the normal reference range.
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Conclusions

»Among patients undergoing cardiac surgery,
the perioperative use of colchicine compared
with placebo reduced the incidence of post-
pericardiotomy syndrome but not of post-
operative AF or postoperative effusions.

» The increased risk of gastrointestinal adverse
effects reduced the potential benefits of
colchicine in this setting.
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