Internal factors
Some factors internal to your review which you may want to consider when drawing
conclusions about the strength of evidence are
e Methodological issues relating to both the review and the included trials as
outlined in earlier modules. If most included trials were methodologically
sound, with adequate allocation concealment, careful control for confounding
and little missing data you may be more confident regarding the strength of
your conclusions.
e The number of studies in your review and the number of participants in the
studies. If your data are sparse, the evidence is less strong and you should be
careful about what you conclude.

For example, compare the strength of evidence from the forest plots below.

# METAVIEW 4.1 [Review: Antibiotics versus placebo for prevention of postoperative infection after appendicectomy.]

File Dizplay Sort  Statistice:  Frevious Dutcome Hedt Dutcome Help

Comparison: 08 Operatively single agent and post-operatively single agent, single dose Antibiotics vs placebo
Outcome: 01 Wound infection

Treatment Control Peto OR Weight Peto OR
Study nH nH (95%Cl Fixed) % {95%CI Fixed)
01 Appendictis
Browcier 1939 A, 3433 5139 —  m 382 0.35[010,1.25]
Broweder 1939 B g 291 0.10[0.02,0.42]
Willis 1976 9746 328 0.10[0.05,0.41]
ubtotall 35%C10 251124 100.0 0.16[0.07,0.36]
Test for heterogeneity chi-square=2"35—
Test for overall effect z=-4 55 p=0.00001 \

3 trials with total of 256 participants versus 21 trials with total of 2343
participants, the strength of evidence in the second example is greater

# METAVIEW 4.1 [Review: Antibiotics versus placebo for prevention of postoperative infection after appendicectomy.]

File  Dizplay Sort  Statistics  Frevious Dutcome Hest Outcome Help

H &S| =+ /

Comparison: 01 Systemic Antibiotics vs Placebo (Clinical)

Outcome: 01 Wound infection

Treatment Control Peto OR. Weight Peto OR.

Study nH nH (95%Cl Fixed) % {95%Cl Fixed)

01 Appendicitis
Bergmark 19832 0/es B /G5 0.s 0.12(0.02,0.61]
Broweder 1959 & 3ra8 5039 — 13 0.35[0.10,1 23]
Brovwder 15959 B 0rdd G739 10 0.10[0.02,0.42]
Chizim 1983 & 471100 174100 28 0.25[0.10,0.62]
Chiam 19383 B 104100 170100 — 33 0.55[0.251.24]
Chiam 1933 C Ti0n 17 1100 _— 29 0.39[0.17,0.91]
Corbet 1979 4752 B 15 0.43[0.13,1.36]
Creve 1980 4 1i6 04 0.32[0.033.11]
Creve 1930 B oiz oo Mat Estimahle
Foster 1975 1470 —— 1.2 0.19[0.05,0.73]
Giacomantonio 1952 or 01 0.14{0.005.82]
G0 1986 2175 —_— 14 0.39[0.10,1 53]
Greenal 1979 1149 — 16 0.15[0.05,0.49]
Griffithe 1976 or14 -——— 0s 0.11[0.01,0.54]
Keiser 1953 3f30 _— 04 1.00[0.21 ,4.749]
Leiah 1976 g/100 _— 2.8 0.34[0.14,0.81]
Paakkonen 1952 2158 - = 049 0.44{0.102.02]
Fodgers 1979 2742 —_— 11 0.34[0.09,1 34]
Wayand 1952 Tig2 —_— 14 0.82(0.29,2.37]
Williz 1976 nor4s Si46 - 11 0.10[0.05,0.41]
Winzlow 1953 f 2 ————— o7 0.13[0.02,0.76]

[ubtotal(35%CH 53/1162 17113 ol 2rg 0.31[0.24,0.42]

ezt for heterogeneity chi-squire=18.87 df=19 p=047

Fest for overall effect 7=-5.19 p=0.0000



e The size of the treatment effect. If your summary treatment effect is large, and
the confidence intervals fall within a range that would be considered clinically
significant, the strength of evidence is greater.

For example, compare the strength of evidence from the forest plots below.

Leiah 1976 6/100 17 /100 25 0.34[0.14,0.51]
Paakkonen 1932 21358 SIE3 —_— IR=] 0.44[0.10,2.02)
Rodgers 1979 2142 7148 —- 1 1.4 0.34[0.09,1.34]
Wayand 1952 7raz2 =R —_ = 19 0.52[0.29,2.57]
Willis 1976 0/438 qi46 [ 1.1 010[003041]
Winslow 1953 0/s1 aiaz —— g

ubtotal95%Ch 5371162 171 41181 - 0.31[0. 24 D 42]

est for heterogensity chi-square=1887 df=19 p=0.47

est for overall effect z=-8.19 p=0.00001

/

OR of 0.31 with upper confidence interval of 0.42 indicates confidence
intervals fall within a clinically significant range compared to OR of 0.52
with upper CI of 0.93, upper confidence interval may not be clinically
significant. The first example is stronger evidence for an important effect.

# METAVIEW 4 1 [Review: Antibiotics versus placebo for prevention of postoperative infection after appendicectomy.]

File Display Sert Statistics  Frevious Outcome HeXOutcome  Help

@lafe +]-ja] \

Comparison: 13 Operatwely smgle agent and poshoperatively single agent, multiple dose Antibiotic vs Placebo in children
Out . MW !

Treatment Control Peto OR Weight Peto OR
[study nH nH (95%C1 Fixed) g% (95%C1 Fixed)

01 Appendicitis
Hutchinson 1583 1 IeT 11766 420 0.95[0.35,2.44]
fEubitotal(95%C1) 11167 11 166 420 0.98[0.39 2.44]

Eas‘t for heterogeneity chi-sguare=0.0 df=0
est for overall effect z=-0.04 p=1

02 Simple appendicitis

Hizilcan 1992 & 04§23 0523 oo Mot Estimable
Kizilcan 1992 0425 0i2s oo Mot Estimakle
Sdderuist 1995 4 31138 31126 ————— 133 0.91[0184.59]
Sdderouist 1995 B 275108 31126 _— 114 0.78[0134.58]
ﬁub‘lotal(SS%CI) 5296 61302 24.4 0.63[0.26,2.60]
est for heterogenetty chi-square=0.02 di=1 p=0.9

[Test for averall effect z=-0.27 p=03

0= Complicsted appendictizs

Siclerouist 1995 & 1433 7150 ———— 169 0.18[0.04,0.75]
Sdderouist 1935 B 14167 T30 ——— 167 0.14[0.03,061]
ubtatal(95%C) 2122 14 7100 L] 336 0.16[0.06,0.44]
Ees‘t for heterogeneity chi-sguare=0.05 df=1 p=032
est for overall effect z=-3.52 p=00004

0.52[0.28 093]

est for heterogeneity chi-sgquare=7 .70 df=4 p=0.1
est for overall effect z=-2.20 p=003

Emal(as%cw) 1817485 317465 4
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e The precision of the treatment effect. If the confidence intervals around your
summary estimate are narrow and so you are more sure that the ‘true’ result
lies within the range bordered by the upper and lower confidence interval (and
is clinically significant) you can be more confident about the strength of
evidence.

For example, compare the strength of evidence from the forest plots below.

| ——y = L —
Comparison: 01 Systemic Antibiotics vs Placebo (Clinical)

0 HEE AR 1 infe
Treatment Control Peto OR Weight Peto OR
Study nH nH (95%CI Fixed) % (95%CI Fixed)
e
3 Complicated appendicitis

Azahache 1987 & 14818 B[13 — 08 0.13[0.02,0.71]
Bates 1580 G117 a2 B s 1.0 077047 3.44]
Bauer 1939 o109 224572 —— 34 0.21[0.10,0.45]
Busuttil 1981 2 0iz 1483 01 0.19[0.00,10.32]
Bu=vttil 1931 B 0r4 113 <+ iR] 0.10[0.00,5.08]
Donovan 1979 A 518 Tig — o0g 0.27[0.08,1.32]
Donovan 19798 204025 T4 _—t 08 1.14[0.18,7.30]
El-Zefi 1986 A 2013 447 —e 1 06 0.15[0.02,1.07]
El-Zefi 1986 B 1418 457 — 0s 0.05[0.01,0.38]
El-Sefi 1986 C 5114 47 —_— or 0.43[0.07 2.60]
Foster 1951 A 24154 19727 —_— 25 0.36[0.14,0.80]
Gledhill 1983 mr aran e 14 1.11[0.33,3.73]
Gottrup 1979 or3 8733 -— 1.0 0.11[0.03,0.49]
Harnoss 1956 0432 2132 —.-— 03 043[0.01,2.14]
Marris 1980 & 0/E 505 — 04 0.03[0.00,0.25)
Marris 1960 B 6110 ara ——————— 04 0.15[0.01,1.55]
Morriz 1950 C gi11 S5 —_— 03 0.19[0.01,2.57]
Rowlands 1982 154 5ig — 04 0.25[0.03,2.52]
Saario 1981 2118 Tia ————— 1.0 0.22[0.05,0.85]
Shderguist 1995 & 14§55 TIsn —-—— 1.0 0.18[0.04,0.75]
Soderguist 1995 B 1467 Tran ——— 1.0 0.14[0.03,061]
Tanner 1960 1410 arg ———— 06 0.11[0.02,0.73]
Witanen 1954 & Ti47 15§52 _ 24 0.45[0.17,1.16]
Witanen 1984 B G143 15752 e 24 0.58[0.23,1.47]

E=ubtotal(35%C0 121 /645 175 1507 - 237 0.26[0.21,0.38)

[Test for heterogenelty chi-soquare=26.05 df=23 p=03

[Test for oversll effect z=-8.26 p=0.00001

[Total(359%6C0 287 14T B32 /4395 - 0.33[0.29,0.38]

[Test for heterogenety chi-square=76.45 df=63 p=025

[Test for aversll effect z=-14.75 p=0.00001

B 2 ‘ 5 10

Favours Treatment Favours Control

CIs 0f 0.29 to 0.38 compared to 0.25 to 0.73
The first example is more precise, hence greater strength of evidence

|Test for overall effect z=-2.16 p=0.03

102 Simple appendictis
Bauer 1939 8736 127818 —— 36.4 0.74[0.31,1.79]
El-Sefi 1956 A 0487 1493 15 0.14[0.00,7.249]
E-Zefi1986 B 0ig2 1493 \ 18 0.15[0.00,7.74]
E-Zefi 1856 C 0486 14§93 \ 18 0.15[0.00,7 38]

Gattrup 1879 or114 20114 (—-+— 3T 0.13[0.01,2.18]
Salo 1981 1482 1472 3T 0.58[0.05,14.23]
Stderquist 1995 & 0s133 20126 jj— 3y 0.12[0.01,1.97]
Stderquist 1995 B 0108 21126 37 0.15[0.01,251]

ubtaotali 3530 971433 2211535 e — 566 0.46(0.23,0.94]
Eest far heterogeneity chi-square=4.52 df=7 p=0.72
st for overall effect z=-2.15 p=0.03
103 Complicated appendicitis
Bauer 1939 17109 2772 —— 53 0.32[0.03,3.29]
Gottrup 1879 043 0433 oo tot Estimable

Shderquist 1995 A 0455 1450 18 0.12[0.00,6.20]
Soderquist 1995 B 2187 1430 \ 33 1.48[0.13,14.86]
ubtotal( 8531 30262 47205 N —— 124 0.54]0.12,2.43]
Eest far heterogeneity chi-square=1.47 df=2 p=045
st for oversl effect z=-0.81 p=04

[Total(959C1) 16 12211 3972257 — 0.43(0.25,073]
[Test for heterogensity chi-square=11.01 df=15 p=0.89
[Test for overall effect z=-3.10 p=0.002

Tl L
Fawours Treatmert Fawours Control




e The consistency of the results. If the results of all or most of the trials in your
review are in the same direction (i.e. demonstrating an effect) the evidence is
stronger (although ensure you also discuss the possibility of publication bias).

For example, compare the strength of evidence from the forest plots below.

METAYIEW 4.1 [Review: Antibiotics versus placebo for prevention of poztoperative infection after appendicectomy.]

File Display Sart  Statigtics  Frevious Outcome Mest Outcome Help

= | =1 | oy || - | |

Comparison: 01 Systemic Antibiotics vs Placebo (Clinical)

Qutcome: 01 Wound infection

Treatment Control Peto OR Weight Peto OR
Study nH nH 5%Cl Fixed) % (95%CI Fixed)
01 Appendicitis

Beramark 1985 0/65 B/ES o0& 0A2[002,061]
Brrowwder 1939 & 3139 G538 — 13 033[010,1.25]
Browder 1939 B 0744 Gi38 1.0 010[002,042]
Chigtm 1983 4 44100 177100 26 025[010,062]
Chiam 1953 B 107100 177100 — 33 055[0.25,1.24]
Chiatmn 1983 C 74100 171100 29 039[017,091]
Carbet 1979 4132 9553 — 186 043[013,1.36]
Creve 1950 A 156 3T 0.4 032[003,3.11]
Creve 1950 B oiz oiz oo Mot Estimable
Foster 1978 1170 8769 1.2 019[005,0.73]
Gigcomantonio 1982 a2 18 04 0.14[000,6.82]
Go 1986 2175 BG4 11 039[010,1 B3]
Greenall 1973 1749 1219 186 0.15[0.05,0.49]
Griffths 1976 014 4014 05 011[0.01,0.84]
Keiser 1963 3130 4740 (k=] 1.00[0.21,4.79]
Leigh 1976 B4100 177100 28 034[014,081]
Paakkonen 1932 2/58 5163 09 0.44[010,202]
Rodgers 1979 2742 T4 1.1 (0.34[0.09,1.34]
Wayanc 1982 Traz G P68 14 0.82[029,237]
Williz 1976 0/49 9746 11 010[003,041]
Winslowy 1983 o/s1 5552 o7 0.13[0.02,0.76]

ubtotal(95%%C1) 5371162 171113 279 031[0.24,042]

est for heterogenety chi-equare=18.87 di=19 p=047

est for overall effect z=-8.19 p=0.00001

Consistency of effect versus disagreement between trials (i.e. all effect
estimates in example 1 to the left of the line, example 2 differs in
direction). The first example offers greater strength of evidence

Comparison: 01 Hypertonic versus isotonic crystalloid
Outcome: 01 Death
Hypertonic Isotonic }/ﬁl_\ Weight RR
IStudy nM nM (945:C1 Fined) % (95%C1 Fixed)
1 Trauma
Simma 1998 0517 2115 4.7 0.18[0.01,3.43]
Wassar 1990 11432 Tiaw 134 1.33[0 60,2.94]
“Wazzar 1993 A 11485 1454 249 0.78[0371.81]
“assar 1993 B 20450 23745 428 0.78[0.50,1.22]
“ounes 1882 T3 8435 14.2 0.88[0.36,2.15]
Eubtotal(95%Cl) 437219 544206 100.0 0.54[061,1.16]
[Test for heterogeneity chi-square=2 47 df=4 p=065
[Test for oversll effect z=-1.07 p=0.3
2 Burns
Bottalani 1936 s520 3520 537 1 670 46,6.08]
Calchwell 1979 2017 1420 165 2.35[0 23,2575]
Jelenko 1978 165 207 283 0.70[009,5.76]
Gubtotall9536Cl) G142 6147 100.0 1.49[0 56,3.95]
[Test for heterogeneity chi-square=067 df=2 p=0.71
[Test for overall effect z=080 p=04
3 Surgery
Croft 1992 0513 1815 a7 0.38[0.02,3.62]
Cross 1989 o osg 0.0 Plot Estimahle
Shackford 1983 1130 1128 425 0.93[0.06,14.22]
Shackford 1987 026 0s26 0o ot Estimable
Eubtotal(95%Cl) 1180 2478 4 100.0 0.62[0.05,4.57]
[Test for heterogeneity chi-square=0.18 df=1 p=0&7T
[Test for oversll effect z=-047 p=08
4 0
Hypertonic Isatonic




The consistency of outcomes. If the intervention is showing similar effects on
all related outcomes (for example if an exercise program both significantly
reduces pain and increases function) you may be more confident to conclude it
is effective.

For example, compare the strength of evidence from the forest plots below.

# METAVIEW 4.1 [Review: A

otics versus placebo for prevention of postoperative infection after appendicectomy.]

Statistics  Fievious Dutcome Next Dutcome  Help

File Display Sort

ComparizondOutcome Mio_of Studies

I No. of Part\cipanlsl Statistical Method

| Effect Size

otal number of included studies: 58
1 Systemic Antibiotics vs Placebo (Clinical)

0 wound infection 71 8812 Peto OR [95% CI] 033 [025,0.38]
02 Postoperative intra abdominal abs. 20 4468 Peta OR [35% CI] 0.43[0.25073]
03 Length of stay in hospital 8 1200 WD [Fixed] [95% CI] -1.69[1.78.-1.61]

Consistent effect across all measured outcomes (example 1) versus
beneficial effect for some outcomes and not others (example 2)

# METAVIEW 4.1 [Review: Antihypertenzive drug therapy for mild to moderate hypertension during pregnancy]

File Display Sort  Statistics  Frevious Outcoms

[{ext Mutzome: Help

S|+ |+ =

Comparizon/Dutcome Mo, of Studies

Mo, of Participants

Statistical Method

Effect Size

otal number of included studies: 39

01 Any antihypertensive drug versus none (subgrouped by class of drug)

01 Maternal death 3 306 Relative Risk [Fized] [95% CI] 2.85[0.30.27.00
02 Eclampsia 4 508 Relative Risk [Fixed] [95% CI] 0.34 [0.01,6.15]
03 Severe hypertension 17 21585 Relative Risk [Fixed] [95% CI] 0.52 [0.41,0.64]
04 Proteinuria/pre-eclampszia 149 2402 Relative Risk [Fixed] [95% CI] 0.99[0.84.1.18]
08 HELLP syndrome 1 1597 Relative Risk [Fized] [95% CI] 2.02[0.38.10.78]
06 Pulmonary oedema 1 176 Relative Risk [Fixed] [95% CI] 5.23[0.25,107.40]
07 Additional antihypertenzive 10 1285 Relative Risk [Fixed] [95% CI] 0.42 [0.30,0.58]
08 Changed/stopped drugs due to m.. 13 1202 Fielative Rizk [Fized] [95% Cl] 1.88[0.89,3.95]
09 Maternal zide effects 8 B33 Relative Risk [Fixed] [95% CI] 1.741.04291]
10 Antenatal hozpital admission 3 306 Relative Risk [Fixed] [95% CI] 0.94[0.781.12]
11 Induction of labour 5 RE3 Relative Risk [Fixed] [95% CI] 0.91 [0.77.1.07]
12 Elective delivery [induction of labo... 5 Falil Relative Risk [Fixed] [95% CI] 0.91 [0.83.1.00]
13 Caezarean zection 17 2241 Relative Risk [Fixed] [95% CI] 0.96 [0.85,1.08]
14 Placental abruption 3 1214 Fielative Rizk [Fized] [95% Cl] 1.83[0.77.4.37]
15 Total reported fetal or neonatal de... 23 2727 Relative Risk [Fixed] [95% CI] 0.71 [0.46.1.09]
16 Fetal or neonatal death [subgroup... Relative Risk [Fixed] [95% CI] Totals not zelected
17 Preterm birth [ 37 weeks] 12 1738 Relative Risk [Fized] [95% CI] 1.00[0.87.1.15]
18 Preterm birth [subgrouped by gest... Relative Risk [Fixed] [95% CI] Totals not zelected
139 Small for gestational age 17 2158 Relative Risk [Fixed] [95% CI] 1.13[0.91.1.42]
20 Small for gestational age [subgrou... Relative Rizk [Fized] [95% Cl] Totals not selected
21 Admizzion to special care baby unit 7 1251 Relative Risk [Fixed] [95% CI] 1.08 [0.90.1.30]
22 Respiratory distress spndrome 5 825 Relative Risk [Fixed] [95% CI] 0.28 [0.12.0.63]
23 Meonatal hypoglycaemia 4 E7S Relative Risk [Fixed] [95% CI] 0.87 [0.46,1.63]
24 Meonatal bradycardia 3 418 Relative Risk [Fixed] [95% CI] 1.93[1.05,3.53]
25 Meonatal jaundice 2 346 Relative Risk [Fixed] [95% CI]

26 Follow-up of the children at 1 vear:... 1 110 Relative Risk [Fixed] [95% CI]

27 Follow-up of the children at 7142 ..

Relative Risk [Fixed] 1953 CI

Tokals not selgtted



e Apparent dose response relationship. It may be that if an intervention is
significantly beneficial (or harmful), the more of the intervention you have,
the better (or worse) you will do. This is known as a dose-response
relationship and, in studies of causation, the presence of a dose-response
relationship (i.e. the more of a harmful agent you are exposed to the greater
your chance of developing the outcome), the stronger the evidence of
association. In some reviews however dose-response association may not be
important, for example if there is no threshold dose.

# METAVIEW 4.1 [Review: Effects of nonsteroidal anti-inflammatory diugs on post-operative renal function in normal adults]

File Display Sort Stalistics Frevious Dutcome HeztOutcame Help

@ls[o =|-[o]

Comparison: 02 Multiple versus single NSAID dose regimen
Qutcome: 01 creatinine clearance (ml/min) on Day 1

Treatment Control WMD Weight wMD
IStudy n mean{sd) n mean{sd} (95%C1 Random) Y (95%Cl Random}
01 Muttiple MSAID doses versus placeho
Aitken 1992 10 -24. 10041 06) 15 -3.30040.71) — 291 -20.80(-33.54,11 .94]
Irwwin 1985 M -6.00(27 .67 10 19.00(34.77) 424 -25.00(-32.12,2.12]

-28,00[-61.0,5.06]

Poweer 1992 10 1.00037.32) 10 29.00035.10)

btotal( 355Gl H 35 . oo 24 53[-42 28 505
est for heterogeneity chi-square=0.09 df=2 p=093

est for overal effect =273 p=0.008

12 Single MSAID dose versus placebo /
Brinkmann 1995 13 3B031.18) 13 17 80040 66) — 3ar -14.20(-42.05,13 63]
Slaven 1998 10 -20. 80027 86) 9 -9.30021.19) — -11.590[-33 B

Ubtotal(35%Cl) 23 22 el A2.54[-29 87 4 78]

Eas‘t for heterogeneity chi-square=0.02 df=1 p=088

est for overall effect z=142 p=016 /
100 N 0 100
Frours treatment Fawaurs control

Multiple doses appear to have a greater
effect than single doses, which may
strengthen the evidence.




	Internal factors

