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Supplementary Table 1: Search Strategy
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Supplementary Table 2: Key excluded studies

Study (author and year)

Reason for exclusion

lonescu 1984

Wrong publication type

DeDea 2011 Wrong publication type

DeDea 2012 Wrong publication type

Behring 2009 Wrong drug

Mancano 2018 Wrong publication type

Marder 2005 Wrong publication type

lorio 2005 Incomplete version of included study
Casajuana 2005 Incomplete version of included study
Porter 2011 Wrong publication type

Ringwald 2009

Wrong publication type

Schwartz 2009

Wrong publication type

Sharma 2007

Wrong publication type

Sigell 1970 Wrong publication type

Thompson 2016 Wrong publication type

Yang 2014 Wrong publication type

Gomolin 1986 Incomplete version of included study
Jackson 2007 Wrong outcome

Poli 2002 Wrong intervention

Chiarugi 1999

Wrong intervention

Wiedermann 2012

Wrong population

Deibe 2008

Ongoing study

Wartel 2020

Wrong population




Supplementary Table 3: Risk of bias evaluation using an adapted tool of Hoy et al.

Minimal . Acceptable Data Numerator
. . . Random Direct data Measured . and Summary
Studies Representation | Sampling . non- . case collection . .
selection collection . parameter denominatior | overall risk
response definition mode
adequate

Patriarca Moderate
1983
Lipsky 1984 Moderate
Kramer 1984 Moderate
Gomolin 1985 Moderate
Weibert 1986 Moderate
Bussey 1988 Moderate
Arnold 1990 Moderate
Raj 1995 Moderate
Delafuente Moderate
1998
Palliani 2003 Moderate
Ballester Moderate
Torrens 2005
MacCallum Moderate
2007
Casajuana Moderate
2008
lorio 2010 Moderate
von Aalsburg Moderate
2011
Bauman 2016 _ Moderate




Supplementary Table 4: Risk of bias evaluation using the

Cochrane Risk of Bias Tool
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Study ES (95% Cl) Weight

Moderate-Low risk of bias

Weibert (1986) - 4.167 (0.437, 30.125) 245
Raj (1995) e ——— 1.220 (0.127, 10.669) 8.13
Delafuente (1998) + 3.846 (0.403, 28.344) 264
Palliani (2003) -— 1111 (0.196, 6.028) 17.73
Ballester Torrens (2005) —_— 3.226 (0.572, 16.184) 6.7
MacCallum (2007) — 0.472 (0.049, 4.358) 20.86
Casajuana (2008) — 1.087 (0.192, 5.903) 18.12
lorio (2010) -— 0.481 (0.050, 4.439) 2047
von Aalsburg (2011) 2.941 (0.308, 22.922) 343
Subtotal (12 = 0.000%, p = 0.786) 0 0.439 (0.000, 1.598) 100.00

Moderate-High risk of bias

Patriarca (1983) — 1.515 (0.158, 12.983) 24.01
Lipsky (1884) 2381 (0.249, 19.240) 15.41
Kramer (1984) + 3 7.143 (0.750, 43.907) 538
Gomolin (1885) > 3571 (0.374, 26.762) 1039
Bussey (1988) - 2083 (0.218, 17.172) 17.56
Amald (1890) * 5.556 (0.583, 37.118) 6.81
Bauman (2016) —.— 1.786 (0.187, 15.018) 2043
Subtotal (12 = 0.000%, p = 0.962) @ 1.798 (0.000, 5.748) 100.00
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Supplementary Figure 1: Incidence of haematomas according with the risk of bias.

%
Study ES (95% CI) Weight
Patriarca (1983) - 0.303 (0.008, 10.962) 5.15
Lipsky (1984) 0.476 (0.012, 16.257) 331
Kramer (1984) + 1.429 (0.035, 37.242) 115
Gomolin (1985) + 0.714 (0.018, 22.634) 223
Weibert (1986) 0.833 (0.021, 25.491) 192
Bussey (1988) r———— 0.417 (0.010, 14.506) a7
Arnold (1990) * 1.111 (0.028, 31.444) 1.46
Raj (1995) -— 0.244 (0.006, 9.007) 638
Delafuente (1998) 0.769 (0.019, 23.978) 208
Palliani (2003) —— 1.111 (0.196, 6.028) 13.92
Ballester Torrens (2005) + 3.226 (0.572, 16.194) 4.85
MacCallum (2007) -— 0.094 (0.002, 3.677) 16.38
Casajuana (2008) -— 1.087 (0.192, 5.903) 14.23
lorio (2010) — 0.096 (0.002, 3.745) 16.08
von Aalsburg (2011) + 0.588 (0.015, 19.377) 269
Bauman (2016) S —— 0.357 (0.009, 12.664) 438
Overall (12 = 0.000%, p = 0.989) > 0.025 (0.000, 0.649) 100.00
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Supplementary Figure 2: Forest plot evaluating the incidence of haematomas using the
continuity correction of 0.1, when required.
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Study ES (95% CI) Weight
Patriarca (1983) 0.000 (0.000, 10.427) 5.15
Lipsky (1984) 0.000 (0.000, 15.464) 33
Kramer (1984) 0.000 (0.000, 35.433) 1.15
Gomolin (1985) 0.000 (0.000, 21.531) 223
Weibert (1986) 0.000 (0.000, 24.249) 192
Bussey (1988) 0.000 (0.000, 13.798) 37
Arnold (1990) 0.000 (0.000, 29.915) 146
Raj (1995) 0.000 (0.000, 8.567) 6.38
Delafuente (1998) 0.000 (0.000, 22.810) 208
Palliani (2003) = 1.111 (0.196, 6.028) 13.92
Ballester Torrens (2005) + 3.226 (0.572, 16.194) 4.85
MacCallum (2007) — 0.000 (0.000, 3.497) 16.38
Casajuana (2008) -— 1.087 (0.192, 5.903) 14.23
lorio (2010) — 0.000 (0.000, 3.562) 16.08
von Aalsburg (2011) 0.000 (0.000, 18.432) 269
Bauman (2016) 0.000 (0.000, 12.064) 438
Overall (12 = 0.000%, p = 0.991) 0.000 (0.000, 0.251) 100.00
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Supplementary Figure 3: Forest plot evaluating the incidence of haematomas without
the continuity correction.

SND of effect estimate

o~ -
°
(I —— —— - = -_—._
p-value for Egger test = 0.615
E\II .
T T T T T
0 4 6 8 10
Precision
® Study regression line

f—— 95% ClI for intercept

Supplementary Figure 4: Regression line representing the Egger test.
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Supplementary Figure 5: Funnel plot for the studies and estimates included in the
intramuscular vs. subcutaneous comparison. Due to the small number of studies, formal
publication bias is not recommended.



