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Canadian	
  Birth	
  StaFsFcs	
  

•  Over	
  350,000	
  live	
  births	
  per	
  year	
  in	
  Canada	
  

•  Average	
  length	
  of	
  stay	
  in	
  hospital:	
  
– Vaginal	
  delivery:	
  <	
  2	
  days	
  
– Caesarean	
  secFon:	
  <	
  4	
  days	
  
	
  

•  90%	
  of	
  new	
  mothers	
  iniFate	
  breast	
  feeding	
  

CIHI	
  2006	
  
StaFsFcs	
  Canada	
  2009	
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Postpartum	
  Pain	
  
•  Caesarean	
  SecFon	
  

–  26/100	
  hospital	
  deliveries	
  
–  Pain	
  at	
  the	
  incision	
  site	
  can	
  last	
  for	
  months:	
  

•  79%	
  up	
  to	
  2	
  months	
  
•  18%	
  up	
  to	
  6	
  months	
  
	
  

•  Episiotomy	
  
–  20/100	
  hospital	
  vaginal	
  deliveries	
  
–  2%	
  of	
  women	
  experience	
  pain	
  up	
  to	
  6	
  months	
  a\er	
  birth	
  

	
  
•  Perineal	
  Tears	
  

•  1st	
  and	
  2nd	
  degree	
  tears	
  in	
  50/100	
  vaginal	
  deliveries	
  
•  3rd	
  and	
  4th	
  degree	
  tears	
  in	
  4/100	
  vaginal	
  deliveries	
  

	
  
	
  

	
  

Birth	
  35:1	
  March	
  2008	
  
Canadian	
  Perinatal	
  Health	
  Report	
  2008	
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Postpartum	
  Pain	
  

•  Ability	
  to	
  care	
  for	
  newborn	
  

•  Daily	
  acFviFes	
  
	
  
•  Chronic	
  pain	
  
	
  
•  Postpartum	
  depression	
  
	
  

Birth.	
  2008	
  Mar;	
  35(1):	
  16-­‐24.	
  
CMAJ.	
  2001	
  Oct;	
  165(9):	
  1203–1209.	
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Postpartum	
  Pain	
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NaFonal	
  Review	
  of	
  Medicine	
  2007	
  

CTV	
  News	
  2010	
  

CTV	
  News	
  2008	
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Codeine	
  Metabolic	
  Pathway	
  

Codeine	
  

Morphine	
   Codeine	
  6	
  
glucuronide	
   Norcodeine	
  

CYP	
  2D6	
   CYP	
  3A4	
  ConjugaFon	
  

Codeine	
  monograph	
  CPS	
  2011	
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Codeine	
  Metabolic	
  Pathway	
  

•  Wide	
  geneFc	
  variability	
  in	
  CYP2D6	
  

•  ClassificaFon	
  of	
  poor	
  metabolizers	
  (PM)	
  or	
  
extensive	
  metabolizers	
  (EM)	
  

•  PM	
  à	
  therapeuFc	
  failure	
  
	
  
•  EM	
  à	
  overdose	
  and	
  toxicity	
  

Br	
  J	
  Anaesth	
  2001;	
  86:	
  413–21	
  
Pharmacogenomics	
  2008;9:1267-­‐84	
  

PharmacogeneFcs	
  and	
  Genomics	
  2007,17:93–101	
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Codeine	
  and	
  Breasjeeding	
  

Pediatr	
  Drugs	
  2008;	
  10	
  (6):	
  399-­‐404	
  

Bradycardia,	
  CNS	
  
depression	
  

Apnea,	
  Cyanosis,	
  Bradycardia	
  

Drowsiness,	
  ConsFpaFon,	
  	
  
CNS	
  depression	
  

Death	
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Apnea,	
  Bradycardia	
  

SedaFon,	
  Poor	
  breathing	
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Cochrane Review Library 2010 

“More women experienced pain relief with paracetamol compared 
with placebo (average risk ratio (RR) 2.14, 95% confidence interval 
(CI) 1.59 to 2.89, 10 studies, 1279 women).” 
 

“The results of this study, therefore, confirm the findings of earlier 
investigations and suggest that ibuprofen is an effective and well 
tolerated agent for the relief of post-episiotomy pain.” 



Safety	
  In	
  Breasjeeding	
  

•  Ibuprofen:	
  
– CompaFble	
  with	
  breasjeeding	
  
– No	
  reports	
  of	
  adverse	
  effects	
  in	
  breasjeeding	
  
neonates	
  

	
  

•  Acetaminophen:	
  
– CompaFble	
  with	
  breasjeeding	
  
– One	
  report	
  of	
  infant	
  rash	
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Am J Obstet Gynecol 1993;168:1393-9 
Briggs 9th ed 2011 

Pediatrics 1985; 76(4): 651-2 



Clinical	
  QuesFon	
  

P	
   Women	
  requiring	
  analgesia	
  for	
  postpartum	
  pain	
  

I	
   Non	
  opioid	
  analgesics	
  (NSAIDs,	
  acetaminophen)	
  
	
  

C	
   Codeine	
  +	
  acetaminophen	
  +	
  caffeine	
  (Tylenol	
  3)	
  

O	
   Pain	
  relief	
  
PaFent	
  saFsfacFon	
  
Adverse	
  effects	
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Search	
  Strategy	
  
Databases	
   Google,	
  Google	
  Scholar,	
  PubMed,	
  Medline,	
  

Cochrane,	
  IPA,	
  ClinicalTrials.gov,	
  Motherisk	
  

Search	
  Terms	
   Codeine,	
  NSAIDs,	
  acetaminophen	
  
(paracetamol),	
  Tylenol	
  3,	
  postpartum,	
  
postpartum	
  pain,	
  perineal	
  pain,	
  episiotomy,	
  
Caesarean	
  secFon,	
  perineal	
  tears	
  

Limits	
   Human,	
  English,	
  RCTs	
  

Results	
   4	
  RCTs	
  

Analyzed	
   2	
  RCTs	
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CMAJ October 30, 2001 vol. 165 no. 9 



Peter	
  et	
  al	
  
Design	
   P,	
  DB,	
  RCT,	
  ITT	
  
PaFents	
   Postpartum	
  women	
  with	
  episiotomy	
  or	
  3rd	
  or	
  4th	
  degree	
  

perineal	
  tears	
  	
  
N	
  =	
  237	
  

IntervenFon	
   Ibuprofen	
  400	
  mg	
  po	
  q4h	
  prn	
  x	
  24	
  h	
  
Comparator	
   Acetaminophen	
  (600	
  mg)	
  +	
  codeine	
  (60	
  mg)	
  +	
  caffeine	
  (15	
  mg)	
  

po	
  q4h	
  prn	
  x	
  24h	
  
Outcomes	
   Primary:	
  

Severity	
  of	
  pain	
  
	
  
Secondary:	
  
Number	
  of	
  doses	
  of	
  pain	
  medicaFon	
  
Overall	
  saFsfacFon	
  
Treatment	
  failures	
  
Drug	
  cost	
  
Nursing	
  Fme	
  to	
  dispense	
  medicaFon	
  
Side	
  effects	
  

15	
  



Peter	
  et	
  al	
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Peter	
  et	
  al	
  
Secondary	
  Outcome	
   Ibuprofen	
   Acetaminophen	
  

with	
  Codeine	
  
P	
  value	
  

Treatment	
  Failure	
  (%)	
   13.8	
   16	
   0.46	
  

Cost:	
  	
  
-­‐  Ibuprofen	
  $0.02	
  per	
  tablet	
  
-­‐  Acetaminophen	
  with	
  codeine	
  $0.05	
  per	
  tablet	
  
	
  
Nursing	
  dispensing	
  Fme:	
  
-­‐  10	
  minutes	
  addiFonal	
  Fme	
  to	
  dispense	
  acetaminophen	
  with	
  codeine	
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Peter	
  et	
  al	
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Peter	
  et	
  al	
  

	
  
“In	
  conclusion,	
  we	
  found	
  that	
  ibuprofen	
  and	
  

acetaminophen	
  with	
  codeine	
  and	
  caffeine	
  were	
  
similar	
  in	
  efficacy	
  for	
  the	
  treatment	
  of	
  

postpartum	
  pain	
  from	
  episiotomy	
  or	
  third-­‐	
  or	
  
fourth-­‐degree	
  tears.”	
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Peter	
  et	
  al	
  
•  LimitaFons:	
  

–  Small	
  sample	
  

–  Short	
  study	
  duraFon	
  
	
  
–  Forceps-­‐assisted	
  delivery	
  included	
  

– Many	
  paFents	
  stopped	
  raFng	
  their	
  pain	
  once	
  they	
  no	
  
longer	
  needed	
  analgesia	
  

–  AllocaFon	
  was	
  broken	
  twice	
  

–  Li9le	
  informaFon	
  provided	
  on	
  other	
  analgesics	
  given	
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Bjune	
  et	
  al	
  
Design	
   P,	
  DB,	
  DD,	
  RCT	
  

PaFents	
   Women	
  post	
  Caesarean	
  secFon	
  	
  
Moderate	
  pain:	
  4	
  –	
  6	
  	
  
Severe	
  Pain:	
  >	
  6	
  
N	
  =	
  125	
  

IntervenFon	
   Acetaminophen	
  1000	
  mg	
  po	
  x	
  1	
  (n	
  =	
  50)	
  or	
  placebo	
  (n	
  =	
  
25)	
  

Comparator	
   Acetaminophen	
  800	
  mg	
  +	
  codeine	
  60	
  mg	
  po	
  x	
  1	
  (n	
  =	
  50)	
  

Outcomes	
   Pain	
  intensity	
  
Pain	
  relief	
  
PaFent	
  saFsfacFon	
  
PaFents	
  requiring	
  rescue	
  medicaFon	
  
Side	
  effects	
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Bjune	
  et	
  al	
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Bjune	
  et	
  al	
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Bjune	
  et	
  al	
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Bjune	
  et	
  al	
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Bjune	
  et	
  al	
  
“In	
  conclusion,	
  in	
  pa?ents	
  with	
  strong	
  baseline	
  pain	
  

a@er	
  Caesarean	
  sec?on,	
  the	
  combina?on	
  of	
  
paracetamol	
  800	
  mg	
  +	
  codeine	
  60	
  mg	
  was	
  

significantly	
  superior	
  to	
  paracetamol	
  1000	
  mg,	
  both	
  
of	
  which	
  were	
  superior	
  to	
  placebo,	
  in	
  all	
  efficacy	
  
variables	
  of	
  pain	
  relief	
  a@er	
  Caesarean	
  sec?on.”	
  

	
  
“In	
  pa?ents	
  with	
  moderate	
  baseline	
  pain,	
  there	
  was	
  
no	
  difference	
  between	
  the	
  three	
  study	
  drugs	
  in	
  any	
  

of	
  the	
  efficacy	
  variables.”	
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Bjune	
  et	
  al	
  
•  LimitaFons:	
  

–  Small	
  sample	
  size	
  

–  Small	
  placebo	
  groups	
  

–  One	
  dose	
  

–  17	
  paFents	
  not	
  analyzed	
  due	
  to	
  protocol	
  violaFon	
  

–  Dose	
  of	
  acetaminophen	
  is	
  lower	
  in	
  combinaFon	
  group	
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Conclusion	
  

Codeine	
  +	
  
Acetaminophen	
  

✖	
  

NSAIDs	
  (Ibuprofen)	
   ✔	
  
	
  

Acetaminophen	
   ?	
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CFP	
  55:	
  November	
  2009	
  	
  



	
  
“…an	
  a9empt	
  should	
  be	
  made	
  to	
  decrease	
  the	
  dose	
  or	
  to	
  
switch	
  to	
  non-­‐codeine	
  painkillers	
  (eg,	
  non-­‐steroidal	
  anF-­‐
inflammatory	
  drugs).”	
  

	
  
	
  

“The	
  strategy	
  of	
  replacing	
  codeine	
  with	
  another	
  opioid	
  
analgesic	
  is	
  troublesome	
  in	
  the	
  absence	
  of	
  safety	
  data	
  and	
  
clinical	
  experience.”	
  
	
  
	
  

CFP	
  55:	
  November	
  2009	
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ConsideraFons	
  

•  BC	
  Women’s	
  Hospital	
  recently	
  removed	
  
codeine	
  from	
  their	
  PPO	
  for	
  postpartum	
  pain	
  

•  Codeine	
  in	
  review	
  for	
  analgesia	
  in	
  the	
  
pediatric	
  populaFon	
  across	
  the	
  country	
  –	
  
some	
  children’s	
  hospitals	
  have	
  removed	
  it	
  
from	
  their	
  formulary	
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QuesFons	
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