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Contrasting adverse effects associated with low and high nicotine concentration
electronic cigarettes (EC): a systematic review meta-analysis
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IntrOdUCtlon MethOdS '% Record identified through database searching Additional records identified through other
The use of alternative forms of nicotine . Stud; . L d = (n = 3756) sources (n = 12)
delivery as an aid for tobacco cessation is tudies - reporting quantltatn(e . ata on g
the current mainstream approach to common AEs were included in final data o
harm reduction and smoking cessation. extraction i v . Y
» Database search for EC adverse effects i afte(rnd:‘s’;'f;)ted bbb
The role of electronic cigarettes (ECs) as a executed on PubMed, Web of Science & £
tool for quitting tobacco is contentious PsycINFO g l
with safety and adverse effects (AEs) : : A Records screened Records excluded
commonly cited as criticisms against its * Database search resulted in 2850 unique (n = 2850) > (n = 2739)
use. entries (post-duplicate removal) with 25
papers included in final analysis - l
This SyStematIC reweyv COmPareS the e Studies were subsequently differentiated g Full-text articles assessed Full-text articles excluded
adverse effects associated with a low . S . S for eligibility > e
L . iInto low nicotine concentration (LNC) &0
nicotine concentration (LNC) (<6mg/mL) . D . = (n=111) (n = 86)
versus high nicotine concentration (HNC) (<6mg/mL) and high nicotine concentration
(>6mg/mL) in ECs. The use of the 6mg/mL (HNC) (>6mg/mL) sub-groups e l
thre§h0|d was chosen as .th.iS IS . Ultimately, of the 25 articles, 9 reported 1_?: Studies included in quantita;cive synthesis (meta-analysis)
considered the standard minimum = (n = 25)
concentration of nicotine N a LNC AEs and 16 reported HNC AEs - ' ini ' '
| | Figure 1: PRISMA Flowchart outlining the selection process for the chosen studies
conventional tobacco cigarette. included in the final synthesis
Discussion Results
Overall, results indicate that HNC ECs were associated with a greater incidence of: , ,
| S LNC Figure 2: Comparison of
Vertigo (OR =1.86) Cough (OR =1.65) g the joint adverse effects
Nausea (OR = 2.86) Oral Irritation (OR = 2.09) ~ HNC (AEs) between low
nicotine concentration
Contrarily, LNC ECs induced a greater incidence of: S (LNC) electronic
Headache (OR = 0.52) % INC cigarettes (EC) and high
nicotine concentration
HNC ECs were associated with a greater reported side effect incidence of vertigo, nausea, ~ HNC (HNC) electronic
cough and oral irritation. These symptoms are explainable by the elevated nicotine . e
concentration, replicating common nicotine exposure symptoms. 0 cigarette (EC).
=
Q
LNC ECs noted a greater incidence of headache. The apparent increase in incidence of % LNC HNC ECs were more
headache in LNC ECs was attributed to the effects of nicotine withdrawal in smokers = associated with oral

attempting cessation therapy. Headache/migraines are an established AE of nicotine HNC
withdrawal, and the lack of supplemental nicotine in LNC ECs may have resulted in the
experience of withdrawal.

irritation (OR = 2.09),
cough (OR =1.65), vertigo
(OR =1.86), nausea (OR =

&
| . o . . . . = LNC 2.86).
The current systematic review noted two key limitations. Firstly, the review did not adjust for 8
covariates and thus reported unadjusted odds ratios (OR). Furthermore, the review contained HNC .
EC users which were a mix between never tobacco smokers, ex-smokers and current Contrarily LNC ECs were
tobacco smokers. The variation in experience of smoke inhalation may have led to variation 3 sugges.ted to !oe more
in results and reduced generalisability to the general population. 3 prone in causing
'Z LNC headache (OR = 0.52)
This research provides an effective benchmark to understand the AEs associated LNC and %
HNC in electronic cigarettes. To further compound on this research, clinical trials 5 HNC

investigating the optimal concentration of nicotine to minimise adverse effects could be
conducted. Additionally, trials noting the nicotine concentration associated with the greatest 0% 10% 20% 30% 40%
adherence to tobacco cessation therapy would provide high practical relevance. Symptoms Prevalence (Frequency)
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Introduction

The ineffectiveness of traditional nicotine

Methods

trials

« Randomised controlled (RCTs)

Results

replacement therapies (NRTSs) N . . Number of Direct
achieving complete cessation highlights !crclvzli\t”hnegr Eiilti?i/ceéésms rki]rsRTa/:;?; j e’cggl Comparison Studies Evidence Random effects model RR 95%-Cl
the need for novel therapeutic were included
approaches. | |

« PubMed, Web of Science & PsycINFO Direct estimate 5 0.36 + 2.70 [1.49; 4.90]
Electronic cigarettes (EC) are potential searched for articles Indirect estimate = 1.81 [1.16; 2.83]
smoking cessation aids that provide both | Network estimate i 2.09 [1.46; 2.99]
nicotine and behavioural substitution for * Database search for NRTs resulted in
combustible cigarette smoking. Current Ol4 Jnique entrlgs (pos.t—d.uphcate |
literature has highlighted the removal) with 9 trials satistying the Direct estimate 9 0.92 1.36 [1.07; 1.73]
effectiveness of both ECs and NRTs in Inclusion criteria Indirect estimate + 1.99 [0.87; 4.57]
achieving a degree of cessation. » Database search for ECs resulted in 4717 Network estimate = 1.40 [1.1151.77]

, . . unigue entries (post-duplicate removal) _

This review aims to compare the with 8 trials ultimately included in final e |
effectiveness of nicotine e-cigarettes for analysis Direct estimate ~ 0.81 1.37 [0.97; 1.99]
smoking cessation with licensed nicotine Indirect estimate . 2.09 [1.01; 4.31]
replacement therapies (NRTs) and control « A NMA was conducted for the 9 NRT Network estimate —_ 1.49 [1.09; 2.04]
conditions by using network meta- trials and the 8 EC trials . 1 :

analysis (NMA).
Figure 1: Forest plot of the decomposition of estimates computed from the direct
and indirect comparison. All the direct and indirect estimates were largely
consistent, and Z-tests indicated that these effects were not significantly different in
the three comparisons (all p-values > 0.30). An overall test indicated no evidence of
iInconsistency between direct and indirect estimates, Q(3) =1.13, p =.769.

Discussion

Overall, the study found two primary conclusions:

1. Participants randomised to receive nicotine e-cigarettes were 49% more likely to remain o 07063 (E o Nicofine EG-contro
abstinent from smoking than those who received NRTs (pooled RR =1.49, 97.5% Cl = [1.04, = P=" (Egger) & BBcotins BAART
2.14]). (;F \Jh + control:NRT

N VE T BN

2. Those randomised to receive nicotine e-cigarettes were 109% more likely to remain <
abstinent from smoking than those in control conditions where no nicotine was supplied J Ao S
(pooled Risk Ratio (RR) =2.08, 97.5% ClI =[1.39, 3.15]). < |

o //'( Y
- /A é"_ = "
Although three key limitations were noted with the findings of this review: ug.. N N
-E o S O \\1

1. One of the seven e-cigarette trials was a pilot study and four had a sample size of 100 or s © / F °
fewer participants per treatment condition, reducing generalisability of findings to the & N\
general population o / \,

(- ,// \'\\

2. There is a moderate level of heterogeneity (1% = 42%). in the trials in this study. This is likely "\\
due to the considerable variation in e-cigarettes and NRT products used in different trials, >
and the possibility that effectiveness may vary between these products. o o N

3. The majority of the studies had relatively short follow-up periods of 6 months or less, and N 5
therefore we had limited data on long term abstinence. “ , ] | | , | |

0.1 0.2 0.5 1.0 2.0 5.0 10.0

Risk Ratio centered at

This review establishes the utility of nicotine ECs as a cessation tool, contrasting against
comparison-specific effect

existing front-line cessation aids that are more frequently utilised. Public policy may seek to
encourage heavy smokers to utilise e-cigarettes as a means to reduce or gquit smoking
tobacco products. Future research is necessary to understand the long-term implications of

EC use due to the limited data in this area.

Figure 2: Comparison-adjusted funnel plots. The plot is largely symmetrical, and
Egger’s test also indicated that there was no evidence of asymmetry (p =.706),
suggesting an absence of publication bias.
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Introduction Methods Results

Tobacco is a leading cause of preventable « Studies reporting guantitative data on
death in Australia, with high relapse for common AEs were included in final Oral Irritation Figure 1: Five most common
established nicotine replacement data extraction adverse effects associated with
therapies (NRTSs). Dry Mouth electronic cigarette (EC): Oral
» Database search for EC adverse effects [rritation (36.49%), Dry
Adver;e effects | (AEs) associated vyith executed on PubMed, Web of Science & Flatulence/Hiccup Mouth (24.42%), Flatulence/
?ff;?:gnnt?giizis are commonly cited PsycINFO N Hiccup (18.24%),
« Database search resulted in 2850 Nasopharyngitis lgasoll)lhalrzr;%:/ls (17.69%),
With the develop.ment of electro.nic unigue entries (post-duplicate removal) Cough ough (14.27%).
cigarettes (EC), their role as a smoking with 39 papers (28,424 participants)
cessation aid has been theorised. being used in final synthesis 0% 10% 0% 30% 10%%,
This systematic review compares the side « Comparison of AEs made to review by Symptoms Prevalence (Frequency)
effect profiles of traditional NRTs (i.e. Mills et al. (2010): 120 papers (177,390 . Figure 2: Five most common
patches, gums, lozenges, sprays) with EC participants) used in final synthesis Skin irritation | N adverse effects associated with
nicotine delivery. traditional nicotine
5 5 Cough replacement therapies (NRTSs)
DISCUS S1011 Vert P as reported by Mills et al.
Overall, results indicate that ECs were associated with a greater incidence of: “HHED (2010): Skin 1rritation
Oral Irritation (OR = 32.15) Headache (OR = 5.01) Insomnia [ (15.19%), Cough (12.51%),
| Dizziness (5.952%), Insomnia
Cough (OR =1.16) nsomnia (OR = 2.30) Nausea/Vomitting (3.5 4%), Nausea/Vomiting
Contrarily, NRTs induced a greater incidence of: (3.24%)
0% 3% 10% 15% 20%

Vertigo (OR = 0.97) Symptoms Prevalence (Frequency)

Understanding the negative health implications of commonly prescribed cessation therapies
Is essential in determining whether a sphere exists for the role of ECs. The most commmon AEs

N — Figure 3: Comparison of the
gs;oc?ated with EC use were con.si.stent with thosg linked with tobacco use such as oral B joint adverse effects between
irritation, dry mou’gh, nasopharyngitis and cc?ugh. This suggests .that tolerability pf these AEs § Ecig electronic cigarettes (EC) and
would be greater in tobacco users attempting ECs as a cessation tool. Contrarily, the most - traditional nicotine replacement
common NRT AEs are not considered common side effects of tobacco consumption such as k= h . (NRT ECp
skin irritation, insomnia and nausea/vomiting. The unfamiliarity of NRT's AEs in smokers % NRT e eraPleS( , S)- .s.are.more
attempting cessation may result in reduced abstinence rates. Z Ecig ?(S)SECIa;ZdI‘;’;th oralhlir(;tfa{tlon

R = 32.15), coug —
Three key limitations of the study were noted: % 1.16), headache (OR = 5.01)
1. Studies within the review, primarily Farsalinos et al. (2014) contributed to 19,353 of the S NRT mm and insomnia (OR = 2.30).
28,424 participants in the EC adverse effect pool leading to biased overrepresentation. S
Ec1 .
. . . . . . L = o Contrarily, NRTs were
2. This review did not adjust for covariates such as duration of treatment, nicotine suewested to be more nrone in
concentration used and participant demographics and only reported unadjusted ORs. & . 55 . . b

= NRT inducing dizziness (OR = 0.97).

3. This study whilst observing the frequency of AEs, did not address the severity and level of ~ Ecig
impediment for each symptom, thus not wholly addressing factors affecting adherence -
to cessation therapy. — .C
g S NRT =
This review effectively quantifies frequency of commmon clinical presentations associated with k= Ecig

mainstream cessation aids. Future work could seek to understand the experiential nature of
traditional NRTs and ECs by quantifying not only the adverse events but also the favourable 0%, 10%, 20% 30% 40%,
experiences of users, providing an avenue to enhance adherence.

Symptoms Prevalence (Frequency)
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BACKGROUND

» Congenital heart disease (CHD) is the most
prevalent congenital malformation and the leading

FIGURES

Figure 6. Postnatal-Preoperative Nature of Brain Injuries in Children
with Congenital Heart Disease.

Figure 7. Postoperative Nature of Brain Injuries in Children with
Congenital Heart Disease.

Figure 4. Postoperative Prevalence of Brain Injuries in Children with

Figure 1. PRISMA Study Selection Flowchart. Congenital Heart Disease.
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88 independent studies meeting criteria (Figure 1).

Pooled sample size included 371, 1865, and 1973

children with CHD for prenatal, postnatal-

preoperative, and postoperative analysis,
respectively.

» Pooled prevalence of brain injuries 22% for
prenatal, 35% for postnatal-preoperative, and 50%
for postoperative period (Figure 2-4).

» Predominant brain injuries were ventriculomegaly

(10%) for prenatal and white matter injury for both

preoperative (24%) and postoperative (30%)

(Figure 5-7).

A\

CONCLUSION

» Brain injuries are prevalent in more than a fifth of children with CHD across both prenatal and postnatal periods.
» A further increase is evident postoperatively, indicating the adverse impact of surgical intervention on brain outcomes.
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BACKGROUND

* The patellofemoral joint (PFJ) is the most commonly affected compartment in knee osteoarthritis (OA)’

 Radiographs are the most widely used imaging modality in OA evaluation?

 Radiographs are the only modality accepted by the FDA for assessment of OA structural change’

e Lack of standardized PFJ radiograph acquistion techniques result in variances in patient positioning, weight-bearing status, flexion angle,
and beam direction*

* No current consensus exists for optimal methods of radiographic grading of patellofemoral osteoarthritis (PFOA) or optimal radiographic
measures and thresholds for PFJ alignment®

METHODS FINDINGS

AI M 1 . RAD I OG RAP H I C M ETH 0 DS Reported variations in acquisition of sagit:c)i: ra(ziit?egraphs of PFJ
search strategy

100% (n=549) of papers reported on methods of acquiring radiographs of the PFJ

To conduct a systematic review of the literature published since January 2000 to:
1) provide an overview of contemporary methods of acquiring radiographs of the PFJ

2) describe current methods of radiographic grading of PFOA and their measurement properties
3) summarize PFJ alignment and bony morphology measures as identified on radiography

1) "X-Rays’[MeSH] OR xray* OR x-ray* OR “plain film** OR radiograph* OR radiolog* OR radiogram™* OR roentgenograph* OR roentgenogram®*

OR “Radiography"[MeSH] OR sunrise OR merchant OR skyline OR axial OR lateral OR laurin OR tangential

2) "Patella"[mh] OR Patell* OR "Patellofemoral Joint"[mh] OR "anterior knee" OR PFJ OR PF OR “knee cap™ OR kneecap* OR
(anterior[Title/Abstract] AND knee][Title/Abstract])

3) 1AND 2

inclusion criteria

mention radiography of PFJ, anterior knee, or patella
describe radiography acquisition technique 3,625

. flexion angle** weightbearing status™*
duplicates removed g g g
**flexion angle was not specified in 54.9% (n=213/388) of papers

**weightbearing status was not specified in 83.0% (n=322/388) of papers
15,053 _
e AIM 2: RADIOGRAPHIC GRADING

Frequency of papers reporting radiographic views of the PFJ Reported variations in description of axial radiographs of PFJ

150

flexion angle* weightbearing status*

Clinical (n=314) *flexion angle was not specified in 71.7% (n=332/463) of papers
*weightbearing status was not specified in 73.9% (n=342/463) of papers
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O
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Reported variations in acquisition of axial radiographs of PFJ
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(o))
o
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18,678

Research (n=235
database search ( )

w
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databases searched exclusion criteria

PubMed non-human participants 31.9% (n=175) of papers reported on radiographic grading of PFOA
CINAHL cadaveric studies 9 y 9 62 Frequency of papers reporting radiographic views used to grade PFOA*** FITeported Vari(ati:r;sdi;hlrgczliggraphic PFOA grading systems****
excluded Kellgren-Lawrence (modifie
SPORTDiscus mean age <10 years
: : : 80

SCOPUS single-subject studies e
EMBASE - - 5,091 B0

non-English studies 2
Psyclinfo published before 2000 #0
CENTRAL 4.542 0
Web of Science .

***radiographic view was not specified in 43.4% (n=76/175) of papers ****radiographic PFOA grading systems were not described in 18.3% (n=32/175) of papers
549
AIM 3: RADIOGRAPHIC ALIGNMENT/MORPHOLOGY MEASURES

67.4% (n=370) of papers reported on radiographic PFJ alignment and/or morphology measures

SUMMARY Preliminary findings suggest:
e 4 primary radiographic views (coronal, sagittal, axial, and lower-limb alignment) are used to acquire radiographs of the PFJ

 many variations exist in acquiring these views, including weightbearing status and knee flexion angle
e these variations potentially impact the outcomes of OA grading systems
 a number of different radiographic grading systems are used to assess the severity of PFOA

These findings illustrate the need for clear guidelines to be developed for consistency in the way that PFJ radiographs are acquired and graded

For more information about = ;..\ than hill@ugconnect edu.au OF QUEENSLAND niverstyRedical Center Rotterdam = ( 2Buckland-Wright JC (1994). Ann Rheum Dis. 53:268-75.
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Incidental Findings in the Emergency Department
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Introduction

Medical imaging is used by clinicians to aid in diagnoses of
presenting complaints. Emerging technologies with greater
sensitivity result in increasing numbers of findings that do
not relate to the main purpose of the investigation. These
incidental findings, also known as incidentalomas, raise
questions regarding the required communication between
patient and clinician and subsequent follow-up.

Figure 1. Trauma computed
tomography scan showing an
incidental liver mass (arrow) in an
elderly male.

Figure 2. Classification and distribution of Incidental findings.
Class 1 findings are benign anatomic variants that require no form of intervention.
Class 2a findings are benign pathologic findings not requiring additional investigation
based on the known natural histories of these lesions. Class 2b findings are likely
benign and pathologic, and may require outpatient monitoring. Class 3a findings are
pathologic findings requiring attention before discharge. Class 3b findings are
pathologic findings requiring outpatient follow-up.

Methods

Key terms were searched in multiple databases to identify
papers and studies that were conducted about incidental
findings in the emergency department. Studies were
limited to papers published in English during 2000-2020
using the key words: 1incidental findings; emergency

department; documentation; computed tomography OR
radiograph or x-ray OR ultrasound OR MR).

Figures References

Results

30 research papers came from four countries including
one from Australia.

Incidental findings were reported in 4-62% of patients
who underwent different medical i1maging, with the
majority resulting from CT scans, especially those of the
abdomen and pelvis.

Incidental Findings from CT scans in the ED
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Figure 3. Incidental findings rates on computed tomography found in different studies.

A rate range between 17-51% of incidental findings was
found in CT, with lower rates in x-ray and ultrasound.

Concerningly, low rates were reported in patient
documentation (23-48%) and discharge summaries (10-
25%) and in communication with patients about the

findings (9-22%).

1. Ekeh, A. P, et al. (2010). "The prevalence of incidental findings on abdominal computed tomography scans of trauma patients." Journal of Emergency Medicine 38(4): 484-489.

2. Philip, A., et al. (2017). "Incidental findings on pediatric abdominal computed tomography at a pediatric trauma center." Annals of Emergency Medicine 70(4): S87-588.

3. Berland, L. L., et al. (2010). "Managing incidental findings on abdominal CT: white paper of the ACR incidental findings committee." Journal of the American College of Radiology 7(10): 754-773.
4. Freiman, M. R., et al. (2016). "Patients’ knowledge, beliefs, and distress associated with detection and evaluation of incidental pulmonary nodules for cancer: results from a multicenter survey.” Journal of Thoracic Oncology 11(5): 700-708.

Discussion

Results showed increasing rate of incidental findings but
low rates of reporting and communication.
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Figure 4. Flowchart for incidental liver mass detected on CT derived from expert consensus.

The studies 1illustrate that the potential benefit of
discovering incidental findings that will lead to a change in
management has to be weighed against the potential harm:

Increase anxiety to patients

Longer hospital stays

Higher cost to patient and the system

Further imaging risks (anaphylaxis, radiation exposure)
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Adverse events during colchicine use: a systematic review and meta-analysis of randomized
controlled trial events
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Table 1. Meta-analysis results of pooled RR of AE between colchicine and comparator groups

Risk Ratio Risk Ratio

M-H, Random, 95% CI

Colchicine
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI

Comparator

Background

N. studies  n/N, % (95% Cl) participants Pooled risk ratio (95% Cl) I (P value) Overall effect, Z (P value)? SUNECAE S . TR S ) 1
I h . . o ﬂ h h . . I f h P P Davatchi 2009 9 136 9 146 3.4% 1.07 [0.44, 2.62]
- - Pakfetrat 2010 9 17 2 17 1.7% 450 [1.14, 17.83] s
Colchicine is an anti-inflammatory agent which is widely used for the treat Colchicine T D % % 4 % oM omomi &
ment of gout and also used extensively for familial Mediterranean fever Hetrogenehy: Taut = 034 e = 6.3, df =2 (= 0 04, = 68%
! .1 /0 7, . ! 7 /0 o, . . LV, |, 0 . : . Test for overall effect: Z = 0.66 (P =0.51)
/ Any event 20 845/4007, 21.1% (19.9, 22.4) 184/4152, 18.9% (17.7, 20.1) 1.46 (1.20, 1.77) 58% (< 0.001) 3.82 (< 0.001)

’ 1 1 14— iver diseases
Behcet’s disease and pericarditis. Diarrhoea 19 420/3212, 17.9% (16.8, 19.1) 262/3142,13.1% (11.9, 14.3) 2.44 (1.62, 3.69) 58% (< 0.001) 4.4 (<0.001) gozzoom 1oz o 2 om  swom e :

The aim of the study was to systematically examine the adverse event (AE)  Gastrointestinal® 29 729/4131, 17.6% (16.5, 18.8) 552/4213, 13.1% (12.1, 14.2) 1.74 (132, 2.30 53% (< 0.001)  3.94 (< 0.001) bt 2 B 0 m om  smoxm o -
. C. ] : - 0 0 0 Sublotal (98% C " e 3% Gorppos e -
profile of colchicine in randomized controlled trials (RCTs) across all pub- e E 2180, [kl 28 Haee A0 15) L6l 1086i2.92) L 10058) T I T
: T Muscle€ 9 37/872,4.2% (3.0, 5.7 29/869, 3.3% (2.3, 4.7 1.25 (0.80, 1.93 0% (0.69 0.98 (0.33 Testfor overalleflect 2= 334 (P =00008)
lished indications. s do ol ( ) el il

Haematolo 8 16/2878, 0.6% (0.3, 0.9) 12/2893 0.4% (0.2, 0.7) 1.34 (0.64, 2.82) 0% (0.69) 0.77 (0.44) el e s & o b il e o

gy Paulus 1974 15 29 8 23 5.0% 1.49[0.77, 2.88]
Schlesinger 2011 58 108 175 324 10.5% 0.99[0.81, 1.22] i
Methods Sensoryd 2 3/201, 1.5% (0.4, 4.0) 2/190, 1.1% (0.2, 3.4) 135 (0.27, 6.74) 0% (0.58) 0.37 (0.71) Sl %= B oEn  Asheas] g

i Subtotal (95% CI) 372 516 28.7% 1.70 [0.96, 3.01] "

, , Infectious 7 105/2763, 3.8% (3.1, 4.6) 131/2997, 4.4% (3.7, 5.1) 1.03 (0.70, 1.51) 46% (0.09) 0.13 (0.90) it RO . AO... W
Systemic search using Cochrane, MEDLINE and EMBASE Tt foroveral oot 2= 182 (6 =007)

“Bolded P values indicate a significant overall effect in the risk ratio for an adverse event between colchicine and comparator groups. "The gastrointestinal category includes diarrhoea.  Pericarditis and related conditions _
Screened 4915 studies and included 35 RCT double blind studies “The muscle category includes myalgia, muscle cramps, myotoxicity, muscle weakness and elevated CPK. No rhabdomyolysis was assessed or reported by any study. “The sensory category in- I$Z:§§81? TR 4w = il —r
cludes dysthesia and paresthesia. No neuropathy was assessed or reported by any study . L B B e e b g g oo
AE data were extracted by two independent reviewers under pre-defined Leberiury 2016 2 ® © 34 om 1ersirmzeon =
. . . . . . . . i ol : Y e Study or Subgroup ecvi'ﬁilm?ita. Efgf: rmroortal Weight MHR:aknx:mosso/ cl M-H :;';z:?:igsv cl Subtotal 6% C s s s 520095, 1591 B
categories: diarrhoea, gastrointestinal events (including diarrhoea), liver Sty o S Bt ot vts Tl Wi o, 5 M Rancom, 85% O o180  Rasvion, Lo alovns | su " am
events hematol ogy events, mu scle events sensory events infection events Aran 2011 {3 0 30 04%  291[0.12 68.66] b ;glgb 13 138 18 138 :?2 Hg{ggé ggg} e Tes”:::a"eﬁedl=msmzo.m)
’ ’ ’ ’ Batezzati 2001 . 0 22 04%  300[0.13,69.87) Liebenburg 2016 12 19 0 14 05%  18.75[1.20,292.21] RO . & s o
and death, and any AE DM 8N 82 A% w2 T S fw § h e = e i E e pe e T
) oretz-Pinto 2002 72 0 26 05% 1350[081,225.39) Warg 2014 % 88 2 8 16%  1250[305 51.18] —— MoKandry 1663 4 28 4 11 3e%  1540ss 3 A
Davatchi 2009 9 136 9 146 3.4% 1,07 [0.44, 2.62] - Subtotal (95% Cl) 550 478  19.2% 2.74 [1.47, 5.08] L 2 el % & AN Ea 15%331319;1'21?23} e
Meta-analysis were undertake to determine relative risk between colchi- o B 4N Dk i i ooz BN .. N . NN Becwestoy  GF W RN Ak >
irazio 2011 4 B0 . 8 1.8% 1'00 [0I26' 3.8 1 I Test for overall effect: Z = 3.19 (P = 0.001) :eterogeneity: Taw® = 3.152; cgiz =857, df =5 (P =0.13); I = 42%
° ’ ' o B est for overall effect: Z = 2.06 (P = 0.04)
cine group and comparator of adverse events Imazio 2013 14 120 12 120 44% 117056242 = = 50 to < 100 mg —— - e ARl R
Imazio 2014a 3% 180 21 180 6.7% 1.71[1.04, 2.82) = Aran 2011 1 3 0 30 04% 2.91[0.12, 68.66] S e e o SRESE=S
R I imazio 201db 4120 10 120 41% 140065303 ™ i il i B N X v e el e oo a1 i do 10
esu ts Eaplan19§6 5 30 1 30 0'8:/0 5.00 [0'62'40'28] McKendry 1993 14 25 4 11 3:6% 1:54 [0:65: 3:62] . (— Test for subaroup differences: Chi?=7.63. df=4(P=0.11). P =47.6% CRAPREY e
ershenobich 1979 2 2 0 20 0.4% 4.38 (0.22, 86.08] Schlesinger 2011 58 108 175 324 105% 0.99 [0.81, 1.22] r Forest plot showing estimated relative risk of any adverse event during colchicine use compared to comparator groups across different disease indications
_ _ . . o . . . . Kershenobich 1988 54 1 46 09%  937[1.26,69.86) Seideman 1987 7 15 0 15 05%  1500(093 24120] 5
— - 0 v~ Subtotal (95% CI 334 536 22.6% 1.19 [0.85, 1.67 o . . . .
35 studies were included involving participants with cirrhosis (n=>5), pericar tfe“b"egnjgr‘:zme L T 18‘715'2;.[205.9?5;2?} Totaleverttg | 103 167 S Figure 3. Forest plots showing estimated relative risk of any
ditis (n=4), gout (n=5), knee osteoarthritis (n=3), Behcet’s syndrome (n=3), b i % 0 6L T i oo Tt b i) o adverse event during colchicine use compared to comparator
sson A9 13[0.11, 65, ’ . . . . .
. . : : Schnebel 1988 0 17 3 17 25%  333[1.11,1003 —— > 100 to 300 mg groups across different disease indications
psoriatic arthritis (n-2), post-pericardiotomy syndrome (n=2), and other Babrai 1 0 15 05N 1800188100 Borsad 2004 o 21 8 2 4% 118056247 T
Tardif 2019 08 2366 414 2379 113%  099[088,1.12) ' v P 2 T e {g;g igf} i
(n=11) Terkekaub 2010 6 126 16 59 72%  196[125307 - imazio 20142 % 180 21 180 67%  171[1.04 28 -
Yurdakul 2001 39 58 44 58 10.1% 0.89[0.70,1.12) "‘ Leung 2018 42 54 35 55 9.9% 1.22[0.96, 1.56] ul
. .« . Subtotal (95% Cl) 3765 3686 81.2% 1.41[1.15,1.72] Paulus 1974 15 29 8 23 5.0% 1.49[0.77, 2.88] - b
Any adverse events was reported in 21.1% of colchicine users compared to e - - Schnbel 1988 o 3 oo st iom i Conclusion

_ , , _ _ . Heterogeneity: Tau? = 0.07; Chi* = 4331, df = 22 (P = 0.004); F = 49% T - a o i

18.9% in comparator groups, with an estimated risk ratio (RR)(95% confi- Testforoveral ffect 2= 3.29 (P = 0.0010) Heterogeneiy: Tau = 0.00; Ch* = 5.10,df = 6 P = 0.53) = 0% This systematic review and meta-analysis provide
Test for overall effect: Z =292 (P = 0.003) -

? _ Active comparator i .
dence interval (CI)) of 1.46 (1'20 1.77) (Table 1) Pakfetrat 2010 9 12 AT ATk 430[1.14,17.83 Batezzatisggmg ! 0 22 04%  3.00[0.13,69.87) reassurance that common adverse effects associat-
S b t | . h d . . f‘l t d ﬂ_- in RR f AFE i I Pau|u5.1974 15 29 8 28 5.0% 1491(0.77,2.88] ™ Coretz-Pinto 2002 7 29 0 26 05% 1350[0.81,22538]

ubgroup meta-analysis showed no significant difference in KR 0 INCOl= (il @ 14 0 & e i . ombonchich 17 2 23 0 2 04 43810226608 ed with colchicine are limited to diarrhoea and oth-
o« o . o Subtotal (95% CI) 242 452  18.8% 2.47[0.92, 6.62) .‘ Kershenobich 1988 1 54 1 46 0.9:/6 9.37 [1.26, 69.86) . . ]
chicine users between placebo and active comparator groups (Figure 1), Toal vens w1 T 2016 06 tae M4 Bm Mak NS er gastrointestinal events. While these effects can
. . . Heterogeneity: Tau® = 0.78; Chi* = 21.01, df = 3 (P = 0.0001); F = 86% Yurdakul 2001 39 58 44 58 10.1% 0.89[0.70, 1.12] i

nor between different cumulative drug dosages (Figure 2), nor between dgri gl el Ll gl SowSic) am o AT AR be intolerable to some individuals, it can be man-
different disease indications (Figure 3 Total (95% CI) 4007 H38 1000%  146[1.20,1.77] b Lo mves. - B oo i e e . . . . .

(Fig ) Totalevens o45 784 O aged via dose adjustment or drug discontinuation.

0 . . « o Heterogeneity: Tau? = 0.08; Chi? = 62.35, df = 26 (P < 0.0001); I* = 58% }0‘001 0?1 1{0 000{ Total (95% Cl) 4007 4138 100.0% 1.46 [1.20, 1.77] & . . .
The RR (35% Cl) of diarrhea in colchicine users compared to comparator s e e v B TR Conpartor Caic | Hetaroganety: Tau? = 0.06; Ch¥ = 625, df = 26 (P <0.0001; 1= 58% e Other serious adverse events during use of colchi-
est for subgroup differences: Chi* = 1.20, df =1 (P=0.27), I* = 16.8% ' : : : .

Test for overall effect: Z = 3.82 (P = 0.0001)

; - Comparator Colchicine
Test for subaroup differences: Chi* = 6.48. df =3 (P = 0.09). I? =53.7%

groups is 2.44 (1.62-3.69), and for any gastrointestinal AE was 1.74 (1.32-
2.30), both p<0.001 (Table 1).

cine, including liver and muscle toxicity, haemto-

Forest plot showing estimated relative risk of any adverse event during colchicine use compared to placebo and active comparator groups
Forest plot showing estimated relative risk of any adverse event during colchicine use compared to comparator groups across different cumulative doses of

colchicine

logical changes, neuropathy and death are very ra-
Figure 1. Forest plots showing estimated relative risk of any ad-

verse event during colchicine use compared to placebo and ac-
tive comparator groups

The RR of all other AE (liver, muscle, haematology, sensory, infectious) com- Figure 2. Forest plots showing estimated relative risk of any ad-

verse event during colchicine use compared to comparator
groups across different cumulative doses of colchicine

re in clinical trials
pared to comparator groups were not statistically significant (Table 1)
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