Signal of harm in Morphine use In adults with pulmonary oedema:
A rapid systematic review
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CONCLUSION

BACKGROUND RESULTS

mMi I I ion peOple We identified four systematic reviews of observational studies. No morphine compa red to morphine Based on the most recent, relevant, and best available evidence,
The two most relevant, up-to-date, and highest quality reviews for pulmonary oedema morphine use in adults with acute pulmonary oedema:

were used to inform evidence for critical outcomes. Morphine

are affected by heart failure, resulting in

may increase in-hospital mortality (OR 1.78; 95% Cl 1.01 to 313, /\7‘ may increase in-hospital and all-cause mortality
' 1 0 < ) low certainty of evidence, six observational studies, n=151 735 1l I
= e = participants) resulting in 15 more per 1000 hospital deaths, ranging . . .
H + = = = from O fewer to 40 more hospital deaths. Morphine may result in may result in a large increase in the need for
a large increase in invasive mechanical ventilation (OR 2.72; 95% 1]11] invasive mechanical ventilation
recurrent hospital admissions  substantial healthcare expenditure C11.09-6.80, low certainty of evidence, four observational studies,
n=167 847 participants), resulting in 45 more per 1000 ventilations, Recommending against the use of morphine in pulmonary
The use of morphine in the management of acute pulmonary ranging from 2 more to 136 more. Adverse events and hospital NO MORPHINE MORPHINE oedema may improve patient outcomes.
oedema remains controversial, with conflicting guidance and length of stay was not measured across reviews or trials. (Cirrent standard ofeate) Disinvesting in morphine for this indication may result in
significant variation in practice. Synthesised evidence is needed cost-savings, noting the possible accrued benefits of fewer

to inform standard treatment guide“nes and clinical practice. Identification of systematic reviews: In-h o] talit patients requiring invasive ventilation and management of
n-hospital mortafity morphine-related side-effects.
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682 studies excluded
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26 studies assessed for full-text 21 studies excluded
eligibility ,
Reasons for exclusion:
o 10 Wrong study design ‘
To determine whether 3 Wrong intervention A rapid review is a form of knowledge synthesis that accelerates the
3 Wrong patient population 20 per 1,000 ) 15 more per 1,000 . o . .
morphine ShOUld be 3 Wrong comparator A Y process of conducting a traditional systematic review through
1 Not in English No of participants : 151735 streamlining variety of methods to produce evidence in a
used in the treatment 1 Wrong outcomes (6 observational studies) resource-efficient manner. For our rapid review, we streamlined the
_ . . process by first searching for high-quality, relevant and up-to-date
of acute pU|mOna ry J SN Systematic Reviews of RCTs, then followed by RCTs.
oedema Iin adults. 5 studies included H z)sstfud;iejszrﬁ;it?fg classification @ @ O O Where does our rapid review fit into National Standard
\l/ Treatment Guidelines and Essential Medicine List Process?

SAE (invasive mechanical ventilation)
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4 included in the analysis

Forest plot of the pooled analysis evaluating in-hospital and 30-day mortality

M ETH o DS according to opioid use. IV, inverse variance:
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Odds Ratio Odds Ratio
Study or Subgroup Weight IV, Random, 95% CI IV, Random, 95% CI
2“0?"2"[;?;"10”3"“ 17.8% 1.43[1.03, 1.98] G R A D E >RS OFRETS
. o . . . aspi 8% : 03,1, —
A rapid review of systematic reviews of randomised controlled Dormipuez-odhigusz 3016 162%  1.80 [1.05,3.08] S
trials, then randomised controlled trial was conducted searching Gray (8GFO trial) 2010 6&e  1.27 [0.80,2.07] y Network
. . lakobishvili 2011 14.4% 1.20 [0.58, 2.50] »
three electronic databases (PubMed, Embase, Cochrane Library) Mir (EAHFE registry) 2017 162%  1.65[0.97,2.82] - 28 per 1,000 ) 45 more per 1,000
f : : Peacock (ADHERE study) 2008  18.7% 4.21[3.59, 4.93] - (2 more to 136 more)
and one.c.llmcal trial reg|stry.on February 12, 2022. We used a Subfotal (85% Cl) 1000% 178 [1.01, 343] - N
prespecified protocol following Cochrane rapid review methods Heterogeneity: Tau® = 0.44; Chi = 64.48, df = 5 (P < 0.00001); I*= 92% No of participants : 167 847
and aligned to the National Standard Treatment Guidelines and e CRCT e N Sae .
Essential Medicines List methodology. We first considered 30-day mortality " Certainty of the evidence (GRADE): Very low
. . ; . . lakobishvili 2011 44.7% 1.45[0.91, 2.33]
relevant high-quality systematic reviews of randomised controlled Mird (EAHFE registry) 2017 55.3% 166 [1.08 2.5 - @ O O O
trials, then (if required) randomised controlled trials to inform Subtatal (857% G} Whek: 198018 298] >
. ers . . . Heterogeneity: Tau? = 0.00; Chi?=0.17, df =1 (P = 0.68); I?= 0%
time-sensitive or urgent evidence requests, clinical practice, Test for overall effect: Z = 2.78 (P = 0.006) Funding: v, ch and i | e R . v |
- - - . , an are partly supported by the Research, Evidence and Development Initiative
pO“Cy or standard treatment gUIde“neS' 012 0?5 1 é é (READ-It). READ-It (project number 300342-104) is funded by UK aid from the UK government; however,
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