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Is opium use related to the increased risk of oral cavity cancers? A case-control

study in lran
Ahmad Naghibzadeh-Tahami a, Ali Karamoozian b, Abedin Iranpour ¢, Hosein Mirshekarpour d, Mohamad
Javad Zahedi e, Ahmad Enhesari f, Ali-Akbar Haghdoost

* Opiate use Is a significant health challenge in many countries because of
adverse health consequences related to opiates abuse[9]. In 2020, the IARC

conc
conc
grou

uded that opium use in humans has carcinogenic effects, and with this
usion, opium such as tobacco, aflatoxin, and alcohol was classified in

01 carcinogens [10]. According to a report by the United Nations

Office on Drugs and Crime, 42 % of the total Opium, which is not
converted to heroin, Is used in Iran and is the most common drug used Iin
this country [11]. In a previous study In Iran, the association between opium
and OCCs has been mentioned[12].Furthermore, previous many studies

have
such

reported that O&D use are associated with various types of cancers
as esophagus, pancreas, stomach, colorectal, head & neck and liver

13-21].
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AN EXAMPLE

* Is opium use related to the increased risk of oral cavity cancers? A case-
control study Iin lran

 Cancer Is one of the leading causes of death in the world, among which OCCs is sixth
most common cancer worldwide and the leading cause of death from cancer|[1].
According to the information from International Agency for Research on Cancer (IARC)
In 2018 appears that the most elevated frequency of cancer in South Asia is related to oral
cancer. Although the incidence of OCCs in Iran is lower compared to western countries,
but due to the increase in life expectancy and also the change in the pattern of
environmental risk factors, it is expected that we will have a significant increase in the
Incidence of these cancers in the coming years|2].
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AN EXAMPLE

Except for tobacco and alcohol consumption, which has long been known as a major cause
of oral cancer [4], Numerous risk factors such as dental and denture trauma, poor oral
hygiene, viral infections such as human papillomavirus (HPV), occupational exposure,
malnutrition, bad dietary habits, genetic factors and metabolic syndrome have been
suggested and investigated as risk factors for oral cancer [5,6]. Although the prevalence of
alcohol consumption in Iran is low and studies conducted in lIran did not show any
association between alcohol consumption and cancer incidence [7] and it seems that the
potential risk factors for these cancers in Iran have a different pattern than in other parts of
the world. Also, in a previous clinical trial study, it has been shown that the use of
palifermin in children with acute lymphoblastic leukemia (ALL) prevents oral mucositis in
these children, which is a side effect of stem cell transplantation, which can represent the
preventive role of this substance for oral ulcers and prevent the occurrence of pathological
changes that can lead to cancer of the OCCs. Although in another study, the mediating role
of anticoagulants in preventing the formation and progression of oral ulcers, which cause
frequent traumas and progress towards malignancy, has been discussed
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AN EXAMPLE

In a previous study in lran, the association between opium and OCCs has been
mentioned[12].Furthermore, previous many studies have reported that O&D use are
assoclated with various types of cancers such as esophagus, pancreas, stomach, colorectal,
head & neck and liver

well-designed epidemiological studies. Some limited studies have been performed on opium
use and oral cancer In Iran, but these studies were cross-sectional studies, related to gene
expression, or hospital-based case control studies, which, did not include all oral cancers, on
the other hand, the dose-response relationship has not been investigated

Evaluating the possibility of the causality association needs well-designed epidemiological
studies. Some limited studies have been performed on opium use and oral cancer In lran,
but these studies were cross-sectional studies, related to gene expression, or hospital-based
case control studies, which, did not include all oral cancers, on the other hand, the dose-
response relationship has not been investigated [23,24].
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AN EXAMPLE

Furthermore, as the main confounders, including cigarette smoking and other tobaccos
(Nass, pipe and hookah), also diet, alcohol consumption were not adjusted, and the
Interaction of opium and cigarette smoking was not measured. Furthermore In certain other
research, the sample sizes were less than eighty. Additionally, the majority of earlier
research was not specifically intended to investigate the impact of opium on cancer; hence,
case and control selection and data methods were not the most effective for this goal.

Due to the limitations of previous studies on the assessment of relationship between OCCs
and opium use, and also the high prevalence of O&D in Iran(11-15 % in the Southeast of
Iran) [25,26], and on the other hand, it seems that leukoplakia and precancerous lesions,
which are influenced by lifestyle and social behavior, are more common in the southeast of
the Iran country than in other parts of this country [8]. So this population-based case control
study was conducted to investigate the association between O&D use and the risk of OCCs.
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TABLES CHARACTERISTICS
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TABLES CHARACTERISTICS

Table 1
Demogsraphic and basic characteristics variables il case and control scroups.

Variables Cases IN (20 Controls ™N (20) P-value
Total 133 2606

Ase

05 S0(a0.15) 156 (58.65) LD
=S S53(39.85) 110 (41.35)

EM can +— SID SO0 944+ 1 3. 87 SO 95+ 1322 O ODE ===
Gender

Bl ™ML <1 IS 89) 157 (59.02) o822
EVV Ornaen 56 (42.11) 109 (10.98)

Marital status

M Aarried 127 (95 49) 248(93.23) O.37
EEUnniarried S (4. 51 ) 18 (o.77)

Education

ElIlliterate or Elementary 48 (36.09) A1 7. 29) DN o B
EMiddle or High school Gg4 (B3.08) AN 28.95)

EHich School Diplonia or abowve 41 ((30.83) 143(53.76)

Opiwun UUse

BN ever user 88 (o6.17) 220 (86.09) = O, O001
EREver user 45 (33.83) 37 (1L3.91)

Cigarcette Smolkings

BN ever sinoker 87 (o5.41) 211 (FoO.32) == O 001
EEver sinolker 4o (394.59) 55 (20.68)

Alcohol drinking

™ ever iiser 132 (90.25) 26«1 (99, 25) O.05
EEEver uauser 1 (O.75) 2 (0. 75)

Other Tobacco UUse ™

™ ever iuser 121 (90.93) 2ol (985.12) = 0. 001
EEver user 122 (292.02) S5 (1.883)

P-values calculated according to MicNemar™s test
T This is not a McNemar’s test
T Include of WNass, pipe and hoolkah
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FIGURES CHARACTERISTICS
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FIGURES CHARACTERISTICS

0.9

0.8

0.7 0.6

Sensitivity of self-reporting of opium

Corrected OR

13,54
B335
253
H2-25
152
B1-15
m0.5-1
0-0.5

FIGURE 1 The surface plot of corrected OR
and sensitivity of self-reporting of opium ranged
from 0.50 to 0.90 in cases and controls
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(November 30, 1835 — April 21, 1910)
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USEFUL PHRASES

* Table3 presents the stability data gathered over the five-years period
* The relevant properties of xxx are given in tablel
 Table 1 compares the properties of xxx with YYY

* The mean value and standard deviations of XXX, YYYY, ZZZ for three experimental
groups and the control group are plotted in fig.1.

* In table 1
 The pressure increased with increasing temperature (Fig.1)
* This effect increased with increasing molecular weight

* During the first 100 days after the intervention, XXX increase with time. During the
second 100 days, however, little change was seen (Table 1).

* The measurements presented in table 1 show that XXX decreased with increasing
dosage.

* The concentration of XXX In the animals blood increased with time, as can be seen from
Fig. 3.

e We compare our data with data found in the literature
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WHICH ONE TO PREFER?

* P value or Confidence Interval ?
» Standard deviation Or Standard Error?
 Frequency or Percentage?



Table 2
The association between the use of O&D, and other variables and the incidence of OCCs.

Variable Oral cavity Cancers

Opium Cases N (26) Controls N (26) Unadjusted OR (95 26CI) Adjusted™ OR (95 26CI) P for trend
Opium use

Never 88 (66.17) 229 (86.09) Referent Referent -

Ever 45 (33. 8) 37 (13.91) 3.67 (2.1-6.43) 2.36(1.16-4.78)

Amount of daily opium use

Never used 88 (66.17) 229 (86.09) Referent Referent =<0.001
<Median (2 g per day)b 21 (15.79) 23 (8.65) 2.68 (1.36-5.26) 1.56 (0. 69-12.13)

=Median 24 (18.04) 14 (5.26) 5.85 (2.58-13.28) 4.81 (1.73—-13.39)

Duration

Never used 88 (66.17) 229 (86.09) Referent Referent =<0.001
<Median (18 years)” 10 (7.52) 19 (7.14) 1.46 (1.980. 62-3.44) 0.78(0.17—2.24)

=Median 35 (26.32) 18 (6.77) 6.75 (3.22-14.15) 5.04 (2.00-12.68)

Cumulative use of Opium

Never used 88 (66.17) 229 (86.09) Referent Referent =<0.001
<Median (60 g-years)” 18 (13.53) 20 (7.52) 2.18 (1.07—4.44) 1.38 (0. 58-3.24)

=Median 27 (20.30) 17 (6.39) 7.00 (3.05-16.06) 4.85 (1.79-13.11)

Age at start of opium use

Never used 88 (66.17) 229 (86.09) Referent Referent =<0.001
=Median 5 (3.75) 16 (6.02) 0. 82 (0. 28-2.41) 0. 65 (0. 19-2.21)

<Median (50 yea_l‘s)b 40 (30.08) 21 (7.-89) 6.62 (3.28-13.36) 3.32 (1.19-9.23)

Route of opium use

Never used 88 (66.17) 229 (86.09) Referent Referent -
Smoking 31 (23.31) 35 (13.16) 2.56 (1. 40-4.68) 2.02 (1.03-3.949)

Ingestion 7(5.26) o (0) - -

Both 7(5.26) 2(0.75) 9.52 (1.86-48.71) 8.57 (1.68-43.70)

Cigarette smoking

Never 87 (65.41) 211 (79.32) Referent Referent

Ever 46 (34.59) 55 (20.68) 2.53 (1.454.41) 1.70 (0.84-3.43) -
Amount of daily tobacco use

Never used 87 (65.41) 211 (79.32) Referent Referent 0.01
<Median (48cigarettes per day)” 22 (16.54) 28 (10.53) 2.38 (1.16-4.877) 1.59 (0. 67-3.80)

=Median 24 (18.05) 27 (10.15) 2.66 (1.34-5.27) 1.79(0.77—4.15)

Duration

Never used 87 (65.41) 211 (79.32) Referent Referent 0.01
<Median (38 years)ii 23 (17.29) 28 (10.53) 2.43 (1. 2-4.8) 1.81 (0. 80—4.10)

=Median 23 (17.29) 27 (10.15) 2.63 (1.27-5.51) 1.55 (0. 62 3.87)

Cumulative use of cigarette smoking

Never used 87 (65.41) 211 (79.32) Referent Referent 0.009
<Median (45 pack-years)b 26 (19.55) 28 (10.53) 2.76 (1.39-5.46) 1.91 (0. 83 4.43)

= Median 20 (15.049) 27 (10.15) 2.26 (1.07—4.80) 1.46 (0. 58-3.64)

Age at start of cigarette smoking

Never use 87 (65.41) 211 (79.32) Referent Referent =<0.001
= Median 8 (6.02) 26 (9.77) 0. 74 (0. 29-1.90) 0. 65 (0. 22-1.87)

<Median (26 ye:lrs)b 38 (28.57) 29 (10.90) 4.16 (2.16-8.00) 2.68 (1.20-5.96)

Alcohol Use

Never 132 (99.25) 264 (99.25) Referent Referent -
Ever 1 (0.75) 2 (0.75) 1.0 (0. 09-11.02) 0. 69 (0. 04-10.19)

Other tobaccos

Never 121 (90.98) 261 (98.12) Referent Referent -
Ever 12 (9.02) S5 (1.88) 5.84 (1.83-18.62) 3.9 (1.12-13.57)

“Cumulative use was obtained by multiplying the amount of use (per day) and the duration of use (per year)
* Specific dietary factors such as the use of meat, fruit and vegetables, hydrogenated fats, olive oil, as well as other main exposures (cigarette smoking and other

tobacco) and education were controlled.

P Median of use in the control group was considered as the cut off point.
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AN EXAMPLE

« Opium use and the risk of head and neck squamous cell carcinoma

 Table 1 shows the distribution of demographic and habit variables in cases and
controls. Among cases, approximately 75% were men, 73% were capital city
residents and the median age at recruitment was 58 (25th centile 50 and 75th centile
66 years). The corresponding numbers in controls were 68%, 78% and 57 (49-64)
years, respectively. were more likely than controls to smoke, consume alcohol, have
lower SES and have poorer oral health.

« According to our sensitivity study, the impact of the sensitivity of self-reporting of
opium, 0.77 In cases and 0.68 in controls indicated that the association of HNSCC
combined and regular opium use was still significant, corrected OR was 2.48 (2.05
to 2.98). In addition, the surface plot of corrected OR and sensitivity of self-
reporting of opium ranged from 0.50 to 0.90 in both groups showed that the null
zone of crude OR did not cross (Figure 1).




T ABLE 1 Distribution or

HNSCC cases™ Controls
N (S5) N (25) P value demographic and habits for head and
neck squamous cell carcinoma cases an
Total SEE3 3065 controls
Age 36
=29 2 (1.36) 25 (0.82)
30 to 32 45 (6.792) 246 (8.03)
40 to 49 100 (15.08) 517 (16.87)
50 to 59 213 (32.13) 282 (32.04)
S0 to 69 203 (30.62) 223 (30.11)
=70 23 (14.03) 372 (12.14)
Gender <.0001
Male a499 (75.26) 2071 (67.57)
Female 164 (24.74) o294 (32.43)
Place of residence 007
Capital city a87 (73.45) 2399 (78.27)
Noncapital city 176 (26.55) 666 (21.73)
Opium use® <.0001
Nonregular user® 368 (55.51) 2664 (86.292)
Regular user® 295 (44.4<) 401 (1.3.08)
Cigarette smoking <=.0001
Nonregular user 292 (a4a4.04) 2220 (72.43)
Regular user® 371 (55.296) 845 (27.57)
Pack-years of cigarette smoking 2082 = 29.84 533 13.14 <=.0001
Water-pipe smoking
Nonregular-user 602 (20.80) 2858 (23.25) .02
Regular user’ &1 (2.20) 207 (6.75)
Head-years of water-pipe smoking 48 61 = 62.12 35.65 = 65.56 .08
Alcohol drinking =.0001
Nonuser SE17 (23.06) 2947 (26.15)
Regular user® 46 (6.94) 118 (3.85)
Socioeconomic status” <.0001
Loww 400 (60.33) 1440 (46.298)
High 263 (32.67) 1625 (53.02)
DMFT index' <.0001
Poor a482 (73.76) 1510 (42.27)
Good 174 (26.24) 1555 (50.73)
"HNSCC: head and neck squamous cell carcinoma. Cases and controls were frequency matched on age.

gender and place of residence.

PRegular opium use: using opium at least once a week for at least a 6-month consecutive period during

the lifetime.
“Nonuser included nonregular users.
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AN EXAMPLE

Diabetes prevalence and mortality in COVID-19 patients: a systematic
review, meta-analysis, and meta-regression

Scope of the review

Out of the 607 retrieved citations from the four databases, 22 published articles were deemed
eligible and included in this review (Fig. 1). The eligible articles reporting on inpatient
COVID-19 patients between December 2019 and May 2020 from nine countries (China,
India, Iran, Korea, Oman, France, Italy, UK, and the US) dispersed over three continents.
Most of these were case series (59.09 %), and the remaining constituted of cross-sectional,
case-control, and retrospective cohort studies, attributing to 14 % each.


https://link.springer.com/article/10.1007/s40200-021-00779-2#Fig1

O0O0O0

AN EXAMPLE

A total of 45,775 COVID-19 patients hospitalized in 995 hospitals were reported. Of them,
46.3% were from the European nations, followed by 31.7% from the US, while the
remaining 20.0 % were from five Asian countries. RT-PCR was used solely in 45.4 % of the
COVID-19 patients, whereas for the rest, a combination of lab-based, radiological, and
clinical interpretation was used. Although 11,811 COVID-19 patients had DM, the type of it
was specified in 14.5 % of these cases. Among the 225 DM patients with available COVID-
19 severity information, 28.44 % were critically ill.

Salient features of the reviewed studies are presented in Table 1.
Weighted prevalence of DM

The weighted prevalence of DM among hospitalized COVID-19 patients was 20.0 % (95 %
Cl: 15.0-25.0; 12=99.3 %) (Table 2). The joint prevalence of DM in Italy and the UK was
similar to that in the US (26 %) but higher than that in five Asian countries (17.0 %). Of the
hospitalized COVID-19 patients, 29 %, 24 %, and 18 % were with type 2 DM, type 1DM, or
the type of DM was unclear (presumably type 2 DM). The prevalence of DM in critically 1l
COVID-19 patients was 2.75-time higher than those not critically ill (Table 2).


https://link.springer.com/article/10.1007/s40200-021-00779-2#Tab1
https://link.springer.com/article/10.1007/s40200-021-00779-2#Tab2
https://link.springer.com/article/10.1007/s40200-021-00779-2#Tab2

Fig. 1

From: Diabetes prevalence and mortality in COVID-1g patients: a systematic review, meta-analysis, and meta-regression
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AN EXAMPLE B | R | | e
"§ (PubMed:186(;n E=mS:azs)e:34; Scopus: L
Weighted prevalence of mortality In z =
diabetic and non-diabetic patients L e —
T Records after duplicates remove
The weighted prevalence of mortality was 5 o
1.82-time higher in DM (20.0 %, 95 % CI: £ ‘
15.0-26.0; 12, 96.8 %) (Fig. 2) than non- * rcres e | ™
DM (11.0%, 95% CI. 6.0-16.0; I? =
99.32 %) hospitalized COVID-19 patients i
(Table 3). The prevalence of mortality In £ Fae T e
COVID-19 patients with DM in France, = | E—
Italy, and UK was higher (28 %; 95 % ClI.: ) Stutes ncudedin e
14.0-44.0) than the US (20.0 %, 95 % CI. B = gy
11.0-32.0) and the Asian countries 3 ‘ : ,,f..fmp“
(17.0 %, 95 % CI: 8.0-28.0) (Table 3). E (Ih) | med
_ a2 S Ol omtoriabs i o

the participants (1)

e Hospital names not clear (1)
e Unclear if participants were

COVID-19 infected or not (1)

e Post-mortem data (1)


https://link.springer.com/article/10.1007/s40200-021-00779-2#Fig2
https://link.springer.com/article/10.1007/s40200-021-00779-2#Tab3
https://link.springer.com/article/10.1007/s40200-021-00779-2#Tab3
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AN EXAMPLE

Sources of heterogeneity
DM among COVID-19 patients

The univariate meta-regression analyses suggested that COVID-19 severity as the
determinant of heterogeneity (Table S4).

Mortality among diabetic COVID-19 patients

An adjusted meta-regression model including sample size and COVID-19 severity as
predictors depicted a 452 % (p=0.014) increased risk of mortality in DM patients with
severe COVID-19 infection compared to the reference group (Table S5).

Mortality among non-diabetic COVID-19 patients

For the prevalence of mortality among non-DM hospitalized COVID-19 patients, nation,
continent, and COVID-19 diagnostic methods were the plausible predictors of heterogeneity;
however, none was statistically significant in the multivariate models (Table S6).


https://link.springer.com/article/10.1007/s40200-021-00779-2#MOESM1
https://link.springer.com/article/10.1007/s40200-021-00779-2#MOESM1
https://link.springer.com/article/10.1007/s40200-021-00779-2#MOESM1
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AN EXAMPLE

Publication bias

For all outcomes, the visual inspection of funnel plots (Supplementary Figure: S1-S3) and
Egger’s test findings did not suggest any small study effect.

Sensitivity analysis

Upon sensitivity analysis, the overall pooled prevalences of the respective outcomes
obtained in each iteration closely resembled the preliminary estimates.

Risk of bias assessment

Overall, the quality of the studies was fair. The average study score was 6.4 out of a
maximum possible average score of 9.4. The most common study type, case series, was of
good quality (average score 6.5 out of a maximum possible score of 8) (Table S7).


https://link.springer.com/article/10.1007/s40200-021-00779-2#MOESM1
https://link.springer.com/article/10.1007/s40200-021-00779-2#MOESM1
https://link.springer.com/article/10.1007/s40200-021-00779-2#MOESM1

Table 2 Overall and subgroup wise prevalence of diabetes mellitus in

hospitalized COVID-19 patients

From: Diabetes prevalence and mortality in COVID-1q patients: a systematic review, meta-analysis, and meta-regression

Subgroup Category Number of Number of admitted Number of DM Mean prevalence  95% prediction  Heterogeneity
Studies COVID-19 patients patients of DM interval measures
= 95% Cl P (%) Qlp-value)

Continent Asia 14 9,175 944 17.0 | 11.0-24.0 0.0-48.0 93.13 | <0.01

Europe 3 20,775 5105 26.0  18.0-34.0

Morth America 4 14,508 4445 26.0  17.0-35.0 0.0-75.0 99.31 | <0.01
Country China 9 5,919 767 180  10.0-26.0 0.0-54.0 98.26 < 0.01

India 1 21 2 10,0 1.0-30.00 Inestimable

Iran 1 2,964 113 4.0 3.0-5.0 Inestimable

[taly 1 410 69 170 | 13.0-210 Inestimable

Korea 2 208 42* 200 | 15.0-25.0 Inestimakble

Ornan 1 63 20 320 | 21.0-45.0 Inestimakble

UK 20,365 5036 250 | 24.0-25.0 Inestimable

us 14,508 4445 26.0  17.0-35.0 0.0-75.0 99.31 | <0.01
CovID-19 RT-PCR 17 20,758 5315 21.0 | 15.0-28.0 1.0-55.0 99.13 | < 0.01
diagnosis Multiple modes 4 23,700 5179 16.0 | 4.0-34.0 0.0-98.0 99.72 | <0.01
DM diagnosis  Method specified 4 1,918 391 280 | 9.0-53.0 0.0-100 99.02 | <0.01

Unclear 17 42,540 10,103 180 13.0-240 1.0-48.0 99.40 | <0.01
DM types Mixed TIDM patients 2 £42 156 240 200270 Inestimakble

and T2DM

Type 2 3 5,922 1863 20.0 | 23.0-34.0 Inestimable

Unclear 16 37,894 8475 180 | 12.0-250 0.0-51.0 9944 | <0.01
CovID-19 Critically ill 3 282 o4 220 | 16.0-28.0 Inestimable
seventy Mot Critically ill 3 2,129 161 8.0 2.0-18.0 Inestimable

Unclear 15 42,047 10,269 220 17.0-29.0 3.0-53.0 99.42 < 0.01
Sample size <100 12 3,608 462 180  11.0-27.0 0.0-56.0 96.80 | <0.01

=100 9 40,850 10,032 220  15.0-30.0 2.0-55.0 99.65 < 0.01
Owerall NA 21 44,458 10,454 200 | 15.0-25.0 0.02-0.50 99.33 | <0.01

*only diabetes patients for whom mortality data was available were included

Fig. 2

From: Dizbetes prevalence and mortality in COVID-29 patients: 3 systematic review, metz-analysis, and meta-regression

Study ES (95% Cl)
Mixed type 1 and type 2 diabetes populatidn
Alkundi (2020) = 0.46 (0.35, 0.57)
Cariou (2020) . 0.11 (0.09, 0.12)
Ciceri (2020) —— 0.32 (0.21, 0.44)
Subtotal (1"2=.%,p=.) 0.28 (0.07, 0.55)
Inestimable predictive distribution witl <3 studies .o(-,-)

L}
Unclear !
Bhandari (2020) — 0.00 (0.00, 0.84)
Bode (2020) - 0.15 (0.08, 0.24)
Yu (2020) | —-— 0.33 (0.26, 0.39)
Docherty (2020) |- 0.30 (0.28, 0.31)
Guan (2020) - 0.10 (0.05, 0.16)
Lee (2020) | —— 0.41 (0.22, 0.61)
Khamis (2020) — 0.20 (0.06, 0.44)
Marcello (2020) L] 0.29 (0.27, 0.31)
Zhang (2020) —_—— 0.44 (0.14, 0.79)
Nikpouraghdam (2020) =t 0.10 (0.05, 0.17)
Rosenberg (2020) |- 0.27 (0.23, 0.31)
Shi (2020) 0.20 (0.14, 0.28)
Wang (2020) | 0.00 (0.00, 0.13)
Cen (2020) - 0.10 (0.05, 0.17)
Zhang (2020) - 0.11 (0.05, 0.22)
Jang (2020) — 0.00 (0.00, 0.22)
Subtotal (12 = 90.19%, p = 0.00) e} 0.17 (0.13, 0.22)
with estimated predictive interval ! (0.05, 0.35)

L]
Type 2 diabetes mellitus patients '
Zhao (2020) | — 0.00 (0.00, 0.41)
Richardson (2020) m! 0.12 (0.11, 0.14)
Yan (2020) i —=— (.81 (0.67,0.91)
Subtotal (1*2 =.%, p=.) 0.27 (0.00, 0.84)
Inestimable predictive distribution witlh <3 gtudies (-, -)

L]
Heterogeneity between groups: p = 0[722 |
Overall (12 = 96.75%, p = 0.00); 0.20 (0.15, 0.26)
with estimated predictive interval ' (0.02, 0.48)

L]

. T T

.25 B .75

Proportion

Forest plat depicting the averall and disbetes mellitns (DM) type-wise prevalence of mortality in hospitalized COVID-19 patients with DAL The diamond is
centred on the summary of the prevalence estimate, and the width indicates the corresponding 95 % CI



0000 Table 3 Overall and subgroup wise prevalence of mortality among hospitalized
COVID-19 patients with and without diabetes mellitus

AN MM P ‘ E From: Diabetes prevalence and mortality in COVID-1q patients: a systematic review, meta-analysis, and meta-recression

Hospitalized COVID-19 patients with diabetes mellitus
Subgroup Category Mumber of Murmber of DM patients  Mumber of Mean prevalence of 95% prediction Heterogeneity
studies deaths deaths interval MMEasures
% 95% Cl E) Q {p-value)

Continent Asia 14 G4 201 17.0 8.0-28.0 0.0-66.0 92.10 | <0.01

Europe 4 6,422 1671 28 14.0-44.0 0.0-96.0 93.87 | <0.01

Morth America 4 4445 963 20,0 11.0-32.0 0.0-79.0 9835 | <0.01
Country China g9 a7 175 20,0 8.0-34.0 0.0-76.0 94,35 | <0.01

France 1 1,317 140 11.0 9.0-12.0 Inestimable - -

India 1 2 0 0.0 0.0-84.0 Inestimable = =

Iran 1 113 N 10.0 5.0-17.0 Inestirmable - -

[taly 1 69 22 32.0 21.0-44.0 Inestimable = =

Korea 2 42 N 21.0 9.0-35.0 Inestimakble = =

Orman 1 20 4 20.0 6.0-44.0 Inestimable = =

UK 2 5,036 1509 30.0 29.0-31.0 Inestimable - -

us 4 4445 963 20,0 11.0-32.0 0.0-79.0 9835 | <0.01
covip-19 RT-PCR 17 5315 1159 7.0 11.0-23.0 0.0-45.0 94,34 | <0.01
diagnosis Multiple modes | 5 6,496 1681 300 | 16.0-46.0 0.0-89.0 98.80 | <0.01
Diabetes Method specified 5 1,708 231 19.0 10.0-31.0 0.0-69.0 93.67 | <0.01
diagnosis Unclear 17 10,103 2609 210 | 150-270 20480 9635 <001
DM type Mixed T1and T2 3 1,473 202 28.0 7.0-55.0 Inestimable - -

DM

T2DM 3 1,863 263 27.0 0.0-84.0 Inestimable - -

Unclear 16 8,475 2375 17.0 13.0-22.0 5.0-35.0 90.19 | <0.01
covip-19 Critically ill 3 64 43 40,0 0.0-93.0 Inestimakble = =
severty Not Criticallyill | 2 161 12 30 | 00120 Inesfimable - -

Unclear 16 11,586 2735 21.0 15.0-27.0 3.0-47.0 9715 | <0.01
Sample size <100 12 462 140 21.0 8.0-38.0 0.0-26.0 9196 | <0.01

2100 10 11,349 2700 19.0 13.0-25.0 2.0-46.0 93.21 | <0.01
Overall 22 11,811 2840 20,0 15.0-26.0 2.0-43.0 96.75 | <0.01
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* |s opium use related to the increased risk of oral cavity cancers? A
case-control study in Iran

Ahmad Naghibzadeh-Tahami a, Ali Karamoozian b, Abedin Iranpour ¢, Hosein Mirshekarpour d, Mohamad Javad <
Zahedi e, Ahmad Enhesari f, Ali-Akbar Haghdoost

4.1. Principal findings

This study revealed a strong correlation between opium usage and the risk of OCCs. Early onset of opium usage was
found to be strongly related with an increased risk of OCCs. However, the relation between O&D use and cancer
may be confounded by other risk factors such as age, gender, cigarette smoking, and alcohol use[31], but, after
adjusting for confounding factors, including cigarette smoking, education, and diet, the relation between OCC and
opioids remained significant in our . Furthermore, a strong dose-response relationship between opium and OCCs was
revealed. The current study was carried out in Kerman, Southeastern Iran, where the prevalence of opium use has
been estimated to be about 10 % in 1575 years the population.
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4.2. Strengths and limitations

 Our study may have some limitations too. Like other case-control studies, information bias may be a source of biased
results. To alleviate this problem, we designed an extensive questionnaire and devised order of the questions such that
neither the interviewers nor the participants had any preconceived notion that opium was the main study exposure.
Likewise, during the training, we did not emphasize the importance of opium in this study. We also tried to minimize
bias using a comprehensive protocol of interviewer training, data collection and monthly reviewing the protocols.

 Our study has several strengths, including its large sample size; confirmation of all cases; investigating the association
by anatomic subsites; choosing hospital visitor controls, which were opium16; using trained investigators and
validated structured questionnaires. The strict control of confounders, by limiting the analyses to never tobacco
smokers, is another advantage of this study. Using hospital visitor controls turned out to be the favored option among
potential control groups tested in validation study.16 Especially, they showed the most accurate reporting of opium use
and also a high response rate.
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* Opium use and the risk of head and neck squamous cell
carcinoma

 QOur findings of an increased risk of HNSCC are in agreement with those of five prior case-control
studies(.6,8-11) The only study that differed was a cross-sectional study of 44 laryngeal cancers. It showed no
association of opium dependency and the pattern of laryngeal anatomic regions(22) The overall strong
consistency of association is again in favor of a causal relationship. The increased risk of HNSCC associated
with opium use varied by subsite. The association was particularly strong for laryngeal cancer, which is
consistent with previous literature studies.(6,8-10 )The potential mechanisms for variations across subsites are
unclear.
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* Is opium use related to the increased risk of oral cavity cancers? A
case-control study in lran

Ahmad Naghibzadeh-Tahami a, Ali Karamoozian b, Abedin Iranpour ¢, Hosein Mirshekarpour d, Mohamad Javad <
Zahedi e, Ahmad Enhesari f, Ali-Akbar Haghdoost

4.4. Potential interpretations of findings

Regarding O&D carcinogenicity, numerous mechanisms have been proposed. Numerous studies have demonstrated the
mutagenic properties of O& D and its alkaloids, such as morphine [33]. Empirical studies have shown that pyrolyzed
opium has mutagenic effects on salmonella strains [34]. Additionally, in cultured Syrian hamster embryocells, morphine
alkaloids and pyrolysates have caused morphological alterations and sister chromatid exchange in human lymphocytes
[35]. Additionally, they have resulted in malignant alterations whether injected into rats’ gastrointestinal tracts, tracheas, or
beneath their skin [34]. Additionally, research has demonstrated that the aromatic hydrocarbons generated when burning
opioids may indirectly harm DNA and so activate mutagenesis processes [36]. Further research is necessary since the
precise mechanisms by which opioids cause cancer have not yet been determined.
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Opium use and the risk of head and neck squamous cell
carcinoma

* In conclusion, we found evidence of a positive association between opium use and the
risk of HNSCC, overall and by most anatomical subsites. These findings as add to
studies finding cancers of other such as bladder, esophagus and lung related to opium
use, suggesting that opium use iIs an important carcinogen.



0000

THINGS TO AVOID

ol o 51 10
‘-?u-ed\—jﬁwb'

Lhw\.iub-)‘ﬁubbo}br@_o'
W&\fﬁqozﬁ-\aﬂ‘
LI Sl e Laosls b oS (6,8 amcs @

oMﬁ&»QY&»&JJJﬁ\:M&@:‘}\L@.’J’
.MJJ‘)M&.)J




‘ REFERENCES |



0000

WHY REFERENCES ARE IMPORTANT

Llos 0 e BOT Slidss 5 o) 51 a8 uiimes plo Slallas 4 Olides lasl (6l @

3Ll yine 5 3 ge b Sl anllls cpf ol Aas OLE o7 2 sy 4 Ocdi Jlael

.J.i‘oJ;



0000

WHY REFERENCES ARE IMPORTANT

.oug\jds.aaw@jsqsmougu\&lé;q?ﬁcm'
.JJ‘JLAJ;J:J{Q)L@.OJLPJ‘J}‘C)W;}AJJ}WCD.
AL Jupb.;a.ocl;p leslawl WL @
.wwjakb-uu‘agébo\g-ﬁ‘



0000

GENERAL RULES

.J?{osuw\b_;fct»)’\l.@ﬁ'
.J:f‘\.aj‘.b.cbo.bw‘.))jﬁ@bw}-.
.u\.;.lf.bt’;w‘@ua@bbwl{&\.lze'
.&J&&}:;chbgsw\)a‘

S slaad 5 Oladllas a4 Cnl JL ST Sl g ®




0000

GENERAL RULES

LS s Jol 1y 54 obu.‘.;»‘b)}o@t»°
ST 5 bl (gl o laa B0l e |y mle ®
ST Dbl s S, g A )3 ) pbe ®

1A p Sl ol &S Ol ) mlie 4 slzul o
S s e bl
bﬁ%@)@)b cL.a C)J o?d).b LQCJJLQ.?‘U ®

..\.:&L, ails




0000

DIGITAL OBJECT IDENTIFIER (DOI)

il olam| (g 3T eSS b g mie 2 450 4 amis jba oLl AT S DO -

sl Szl 53 B 55 ae sl v:\a&gﬁii,.uf&uu ) ae lsome b el
LS

S e sl dlis gl y DOI US™ &K s izie T Oy oo 0 dllin oS OT 31 ws 01,50 @



0000

CONFLICT OF INTEREST

33 1y (OB oy 5 051> Jlazm| 487 Jle e 5 Jbo Criin 455 8 359 Sl Sl O jle ple ol
e &S5 sl (SN 31l 55565554 wla Lol ar BT das 3 56 o s 5 6Bl bl
oJ.;.«:oﬁ Q\.Jabr.n o&)‘é\f‘) .5‘9>- @L«e u.p)w M;jb "'L.’.L’ duﬁ&(d\f)owy 6.5‘5.&@.: ujw
e 3yl ol dhem 1S oMol ity Hsbay dlie e Sl b e 53 (s 3yl 00 4 (S

| (d\f)aw‘y Jﬂ.w‘}? Jlas J)K-’j&ﬁ}’. LSLAA...:JA wtjtb cp‘j



O0O0O0

WEBSITES

ool (STURL Sl oslinal g5 Sl &5 53 (S e &5 4 0l gl sl

http://gfnnfg.livejournal.com/

b yls Sy &K o 1) Ledie ditws B eSS L ol Sledbl 4 slzel dad &S Sl
.J.:I.{u.a.&;&.»b J")-’Tﬁ c'cu\.? cQ\}’& coxm.u.? r\.? J.o\.:» ‘jl.a\f OleMb| Cnl C)Y


http://gfnnfg.livejournal.com/

0000

E-BOOKS

(Gl ol 5 ol Jols oS Sl sl o 5Y $S s S oS ¢SS a4 Osls gyl sl
it b Jomd SG oo OIS I adein o 4 4SS 3 555 3,13 URL L DOI Ol ge
33,5 5,05 b 55 el pl 3 4a 0 055 gl )

« Author, A. A. (1967). Title of work. Location: Publisher.

« Author, A. A. (1997). Title of work. Retrieved from http://WwWw.XXXXXXX
 Author, A. A. (2006). Title of work. doi:xxxxx

 Editor, A. A. (Ed.). (1986). Title of work. Location: Publisher.



0000

VIDEO

33 8 753 5Ll Jlo 5 h Ol gte oS ags bl (5 goas J6 S 4 0315 gl (1

American  Psychological  Association  (Producer). (2000). Responding

therapeutically to patient expressions of sexual attraction [DVD]. Available from
http://www.a pa.org/videos/



0000

PODCAST

33 8 753 Jlast Jlo 5 STl O s il CuSTal S 4 031 ol 1

Van Nuys, D. (Producer). (2007, December 19). Shrink rap radio [Audio podcast].
Retrieved from http://www.shrinkrapradio.com/



0000

PHOTOGRAPHS

Q.L.zafg&cwﬁgQ‘yc@,ucw&fm%pu&gw@wiﬁmt\?,‘gﬁ
'JJJ{G)JLI“&)L&S‘JNJLJ”Q

» Cartier-Bresson, H. (Photograph). (1938). Juvisy, France [photograph]. New York,
NY: The Museum of Modern Art

* O’Shea, P. (Photographer). (2010, August 29). Rescued hedgehog [digital image].
Retrieved from http://flickr.com/photos/peteoshea/5 476076002/



0000

THE INTERVIEW RECORDED AND
AVAILABLE IN AN ARCHIVE

Qméj\sjo.u;fc\.?-l.majé(atcav\sj.&@}m:}(lsq.&tfpméﬁic\gQ:‘:C\.?-J\L;\ﬁ
.JJ;C)J

Smith, M.B. (1989, August 12). Interview by C. A. Kiesler [Tape recording].
President’s Oral History Project. American Psychological Association. APA Archives,
Washington, DC



0000

SOFTWARE

.»5@;ng;,w,‘p\vru%,‘p\p;eﬁiwgbﬁt?,‘@ﬁ

Comprehensive Meta-Analysis (\Version 2) [Computer software]. Englewood, NJ:
Biostat.
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PRISMA IN SYSTEMATIC REVIEW

Identification of studies via databases and reglsters

Identification

Records dentified from®:
Datacases (n =}
Registers (n =}

Records removed before

screening:

Duplicate records tamovad
in=)

Records marked as ineligible
oy automation tools (n =}
Records removed for other
reasons (N =}

Identification |

Y

‘Screening

Records screened
in=]

Records excduded™
inz)

v

Reports sought for retneval
inz)

'

Reports not refrieved
n=z)

Reports assessad for eligibility

inz)

v

Reports excluded:
Reason 1{n =)
Reason 2 {n =)
Reason 3 {n =)
etc.

Included

Studies inciuded in review
in=

Reports of included studies
in=)

Eligibility Screening

Included

Studices identified through database
searching, November 2019
(n=11,770)

l

Studies after removing duplicates
(n=11,759)

v

Studies included from selection by title and
abstract (n = 118)

!

Studies included from selection by full text
(n=34)

!

Studies included after assessment for methodological

quality (n=32)

l

Studies included after data extraction and data analysis

(n=232)

Studies excluded by title and
abstract (n =11,641)

Studies excluded by full text
(n =84)
Reasons for exclusion:
Not related to the criteria (n=30)
Wrong study design (54)

Studies excluded after
assessment of methodological
quality (n=2)
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S UMIWARY TABLE

Subjective  Evidence Methodology
Modality Setting n Objective evaluation evaluation level validation Outcome
Alalalml et al. 3D Display Lab 50 Time and error rate N/A 2b Face validation Improved accuracy, but no
(2014) effect on global
performance
Chalasani et al. iDVR Lab 26 Time and accuracy Survey 4 Face, content and con-  Validation of the model
(2011) struct validity
Curro et al. 3D Display  Theatre B0 Time Survey 2b Yes (real patients) 3D not superior to 2D
(2015) equivalent
Donnelly et al. 3D VR Lab 89 Quiz N/A 3b Mo 3D not superior to 2D
{2009) equivalent
Drapkin et al. 30 Images  Lab 73 Quiz Survey 2b Mo Higher quiz scores and
(2015) preferred by
participants
Engel et al. 30 Printing  Lab 19 Time and end product  N/A 4 Validated model and Validation of the model
(2015) checklist
Felisati et al. 3D Display  Theatre 8 Post-operative follow Survey 4 Yes (real patients) Improved performance
(2013) up and depth perception
Lin et al. (2014) 3D Printing Lab 25 Time, the maximal Survey 3b Construct, face and Validation of the model
acceleration of drill transfer validity of
the model
Metzler et al. 30 Images  Lab 73 Quiz N/A 2b MNo 3D not superior to 2D
(2012) equivalent
Ng et al. (2015) 3D Printing Lab 72 Quiz Survey 2b Mo Higher quiz scores and
preferred by
participants
Prinz et al. 30 Video Lab 172 Quiz Survey 2b No Higher quiz scores and
(2005) preferred by
participants
Tanagho et al. 3D Display Lab 33 Time, number of repe-  Survey 4 Validated assessment Improved performance

(2012)

titions and error
rate

method (FLS)

and preferred by
participants
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FOREST PLOT

Author ES (959%. CI)

Andersen, 2012 (15} — .29 {(0.23, 0.35)
Andersen, 2013 (16) : - 0.55 (0.53, 0.57)
Beck, 2009 {(17) — 0.53 (0.39, 0.67)
Brant, 2011 {(18) X — 0.75 (0.67, D.B3)
Brown, 2013 (19) —- ! 0.25 (0.17, 0.33)
Crew, 2007 (207 | —tig— 0.47 (.20, O.54)
Deshields, 2011 (21} | - 0.45 (0.41, 0.49)
Dijkstra, 2007 (22) —_— ! 0.13 (0.05, 0.21)
Gahrm, Z010 (23) ! S — o.69 (0.57, 0.81)
Garabeli, 2012 (24) —-— 0.30 (0.24, 0.36)
Gartner, 2009 (25) _— 0.47 (0.45, 0.49)
Sresn, 2011 {258 —a— : O.20 (0.15, O.2a)
Grossn, 2013 (27F] e ' O.19 (.15, O.2Z22)
Hans=sn, 2011 (28] '-I" o.39 (0.35, 0.42)
Hickey, 2011 (29) — 0.43 (0.28, 0.58)
Hoimyr, 2011 (30) —— ' 0.20 (0.14, D.26)
Ishivama, 2006 (31) X —— 0.73 (0.67, O.79)
Lengacher, 2012 (3Z)]) : —— D.sD (O.50, O.F70)
Li, 2011 {ZF3) — ! o.28 (0.22, 0.35)
Mao, 2007 (34) - 0.34 (0.32, 0.36)
rMMejdahl, 2013 (325 -'Il-: 0O0.37 (0.3, O.39)
Miaskowskis, 2012 (36} ' —— D.a8 (O.64, O.F73)
Pettersson, 2013 (37) - ] 0.16 (0.13, D.18)

-

Peuckman, 2009 {(38] 0.4z (0.239, 0.45)
Rausch, 2012 (39) - 0.49 (0.4, 0.52)
Torvimnen, 2013 (4073 —— i 0.1 (O0.10, O.17)
wvan den Beuken, 2007 (41 | —— 0.4949 (044, 0O.54)
wWistad, 2012 (42) — 0.38 (0.28, 0.48)
waldenstrorm, 2011 (43 - 1 O.11 (0,09, O.13F)
Orwerall (I-sguared = 98.7%&, o = 0000 {j}* 0D.29 (0.33, 0.45)

1 1

LB -3 1

Fig. 2. Forest plot of pain prevalence alter curative treatment (Grouap 1).
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FOREST PLOT

Themes and % (95%CI) Total 12 Total# #Pooled
Subthemes n studies studies
Abilties and Skills
Knowledge 17(7-27) —_— a2 98 & B
Skills 19011-27) — 1171 " 5 5
Intention
Motivation 19(4-34) . 28 - 1 1
Beliefs about conseqgquences 27(15-38) = B5E 94 4 4
Breaking habit 34010-59) = 564 98 3 3
Social influence 38(29-46) —— 112 " 1 1
Priority setting 17(6-27) = 1945 a5 4 4
Proffesional idertdy S6(17-96) = 2748 100 © &
Beliets about capabilties 49(44-55) —— 373 * 1 1
Stress, anxiety, depression  * 1] * 0 1]
Memory & attention - 1] = 0 1]
Health systems
Availabilty 20(18-21) - 1457 98 8 7
Affordability 65(58-72) B 535 60 2 2
Acceptability " 1] - 0 1]

1 | [ 1 i o |
0 10 20 30 40 50 60 70 80 90 100

proportion of pooled responses(9%)

- When more than one statement was used in the same study to measure the same barrier subtheme, the median prevalence was used in the
pooling of the total prevalence.

- in some cases the study assessed a barrier, but did not provide a prevalence for that barrier. In those cases, the study was included in the "total
# of studies” but not in the “pooled studies”.
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AN EXAMPLE

Editorial: Coronavirus Disease (COVID-19): The Impact and Role of
Mass Media During the Pandemic

The outbreak of the coronavirus disease 2019 (COVID-19) has created a global health crisis
that had a deep impact on the way we perceive our world and our everyday lives. Not only
has the rate of contagion and patterns of transmission threatened our sense of agency, but the
safety measures to contain the spread of the virus also required social and physical
distancing, preventing us from finding solace in the company of others. Within this context,
we launched our Research Topic on March 27th, 2020, and invited researchers to address the
Impact and Role of Mass Media During the Pandemic on our lives at individual and social

levels.
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TEMPLATES

One Page Professional Fact Sheet Template @ H O ¥ & - FactsheetTemplate-Word 7 @ - O X
J
This pager covers the professional fact sheet. It shows the background of company such as company overview, mission HOM IMSE DESI  PAGE REFE MAIL REVIE VIEW DEVE |lvan Walsh - - SO Yoli v ant to Create a Fact Sheet

statement, product detais, growth portfolio, financial projections and key metrics of a company.

-
Company Fact 3hest ¥
"?J Name: Add Name Here 99  vourcompany Revicion #:
- Relevant Experience: pen
! i g Describe refevant expe re
aAw, Fact Sheet for Product
W Name: Add Name Here
FOUNDER % Relevant Experience -
I ... B T Product Overview
Add Mission Statementhere Product Name:
This fact sheef provides resders with 5 1-2 page oveniew of 5
"four Product's Name product, program, issue, event or other fopic. Fact sheets are
20162022 e S e
T e e o e e Write Vear Fact Shet
oo | . ’
2016 4 “Your Comnpany Name LUise this templafe 55 & guide for witing your own faof sheets.
Product 1 Delete any sechions thaf do not i your fopic; sdd your own
300 sections 55 needed. Facisheels are often sent fo the Chisf
2017 % Category: Information Cfficers, technology joumalists, and other decision-
— @ Product 2 23% Digital Media Pl makers when products are lsunched. Whike this is 8 sales
2018 soo | igital ia Flaysr document, # is wntien for 3 technical sudience, so balance the
e — 0 buzz with technical information, statistics and other key facfs.
Product 3 10%
2019 By&l Calar in the first paragraph, introduce ihe topic, for example, an event,
= : Red, Whit=. Black program. or product lsunch. Highlight the most impartant or
= Product 4 : ' peling points—ihis section must cafch the reader's slfention.
el D) ¥ RELATED PROD “XYZ is a 100GE digital media player that lets Jessly
OO 1| isa igital media player i you wireless!
TED oS share fulength sampls tracks, playlists, pictures or home-made
Product #1 song direcily from MP3 to MP2 playsr. You can also find naw
5 = music in the Marketzlace, and show off your faverite pictures and
Financial Projec Kay Features videos on the 5 inch LGD screen.”
Projected Revenue Projected Expenses — Projected Profit Product 22 Features
_ 2000000 ==
b ) s M0 s ssome  smeme  SwSE o i Koy Pestures List the most inferesting festures first These fashures should be
sz ot . Siaoans 2 o Sfapoaco. $3.000.00 Product #3 vt exciles the resders and encoursges them to contsct you to
o » I=am more. Highlight hiow your product is offferent (beter) fhan
5000000 5000000 Ky Features the competition.
$10,000.00 ~$15,200.00
EE Year 1 Year2 Year3 o Year 1 Year 2 Year3 e Year 1 Year 2 Year 3 + Wireless Sharing — XYZ lefs you share your favonis
= = - . SR songs, homemads racordings, or pictunes with friands
wirgiassly.
+ Large color screen — XYZ comes with & bright S-inch
Growth Operating Profit (EBI Key Metrics LCD video screen that works in portrait or landscape
- moga.
\ e « 300 GB player — X¥Z stores up to 75,000 sangs,
NS "R $887,560,000 Acr 2020 250,000 pictures or 100 hours of video.
: ® 7% Net Profit Recorded 2020 u]
) Fage & oz e wnbctts.oom
‘ B BN = 2 280 Pre-Order inQ12021
3 & 5420 Total Project Completed - .
0 D L S T
me 2w me e 2w 357 Total Clients COTIMO
—
mTurnover (M wenn race - Confidante e Confidante 15875 Workforce PAGE1DOF2 416 WORD

force cost force cost
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CLINICAL GUIDELINE

Grade of Level of

RecommendationEvidence Type of Study

A . Systematic review of (homogeneous) randomized
controlled trials

A 1b Individual randomized controlled trials (with narrow
confidence intervals)
Systematic review of (homogeneous) cohort studies

- 22 of "exposed" and "unexposed" subjects
Individual cohort study / low-quality randomized

- 20 control studies

B 3a Systematic review of (homogeneous) case-control studies

B 3b Individual case-control studies

C 4 Case series, low-guality cohort or case-control studies

5 . Expert opinions based on non-systematic reviews of
results or mechanistic studies

Lphoo @B dalpd p fme Soge 4 Ve

.(evidence based guidelines)

level of ) ol Oldaaws )L.’I.C—‘ Cjiﬂ.w UT?.'.‘*‘?
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A.2 MOTHER'S OWN MILK

WHO recommendations for
care of the preterm

RECOMMENDATION A.2 (UPDATED)

Mother's own milk is recommended for feeding of preterm or low-birth-weight (LBW) infants, including
very preterm (< 32 weeks' gestation) or very LBW (< 1.5 kg) infants. (Strong recommendation, low-certainty
evidence}

or low-birth-weight infant -

* The GDG made a strong recommendation despite low-certainty evidence because of the consistent
harm from infant formula on two critical outcomes (necrotizing enterocolitis and infection) and lack of
evidence of benefit from infant formula.

» The GDG also considered that providing mother’s own milk is the standard of care across all countries
and the core of many national policies and programmes.

o n t e n ts » Mothers should also be encouraged and supported before and after birth to provide their own breast-

milk (including colostrum) for their infants.

Background and definitions formula milks do not contain the antibodies and
Acknow|edgement5 v Mother's own milk confers important immune and immune modulators and primers present in human
L. . nutritional advantages for preterm and LBW infants milk that protect the immature gastro intestinal tract’
Acronyms and abbreviations vi (54-56). Artificial formulas can be manipulated to of preterm and LBW infants (19,58,59). In 2011, WHO
G Iossary vii contain higher amounts of important nutrients (such recommended that mother’s own milk should be
as protein) than mother's own milk (55,57). However, given to all preterm and LBW infants (79).
Executive summary vili
. Summary of the evidence
1. Introduction 1
2. Methods 5 OVERVIEW A.2 Mother's own milk
. . PICO Population - Preterm or LEW infants
3- Evidence and recommendations n Intervention - Infant formula (term or preterm)
. - Comparator - Mother's own milk
A' Preve“tlve a"d promotlve care 12 DOutcomes - All-cause mortality, morbidity, growth, neurodevelopment at latest follow-up
A1 Kangaroo mother care 12 5ummaw ufjudgements
A.2 Mother's own milk 17
. P - . —_—

A.3 Donor human milk 20 Comparison: Any formula milk vs mother's own milk (A.2)

A.4 Multicomponent fortification of human milk 23 Justification * Noevidence of benefits of infant formula

A5 Pret £ | 27 * Evidence of moderate harms from using infant formula instead of mother's own milk: increased

. reterm formula necratizing enterocalitis (low-certainty evidence) and increased infections (very-low-certainty
A.6 Early initiation of enteral feedin 30 evidence)
Y . g * Evidence of little or no effect of using infant formula on mortality (Jow-certainty evidence), weight

A7 Responsive and scheduled feeding 33 gain (very-low-certainty evidence) and neuradevelopment (very-law-certainty evidence)

A.8 Fast and slow advancement of feeding 36 * Noevidence on other critical outcomes

A.9 Duration of exclusive breastfeeding 39 Evidence-to-Decision summary

AJ0 Micronutrient Supplementatmn 42 Benefits Benefits of infant formula are trivial or none

A1 Probiotics 58 -

N Harms Harms of infant formula are moderate
A2 Emollients 62
. R Certainty Lo
B. Care for complications 66 ; :
i L . . . Balance Does not favour infant formula, favours mother's own milk
B.1 Continuous positive airway pressure for respiratory distress syndrome 66
Values Probably no important uncertainty or variability about outcomes

B.2 Continuous positive airway pressure immediately after birth 70
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AN EXAMPLE

Dear Editor:

We are pleased to submit a manuscript entitled " Opium use and the risk of cataract: a hospital-based,
group Ena’tc_cr?ed, case-control study in Iran' for possible publication in Ophthalmic Epidemiology as an
original article.

In this manuscript, using a hospital-based group-matched case-control study, we evaluated the impact of
opium use and the risk of cataract in Iran. Although studies have identified risk factors for cataract, its
association with opium use has not been studied. Opium use Increases the risk of several diseases,
Including pancreatic cancer, bladder cancer, and coronary artery disease.

We believe that our findings will be of great interest to the Ophthalmic Epidemiology readersh_lf), given
the interest in the studying the impact of opium use on the cataract. As is customary, this letter will certify
that the enclosed mahuscript is not being considered for publication by any other journal. We also
confirm the manuscript is not available as a preprint. Authors also declare no conflict of interest, real or
erceived. This letter will also certify that if the enclosed manuscript be accepted for publication, we turn
he entire copyright to it over to Ophthalmic Epldemlolo%y._The corresponding authors confirm the full
access to all pieces of the project and take the responsibility for the manuscript. We confirm that all
authors have approved the manuscript for submission. If there is any other information you require,
please do not hesitate to ask.

Pﬁrsonal full access to all aspects of the research and writing process, and taking final responsibility for
e paper.

Thank you for your consideration.
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