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Conflitti di interesse
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Negli ultimi due anni, |. Dicembrini ha ricevuto conap%@%| per relazioni/consulenze da:

fo
Roche, Movi, Medtronic, Eli Lilly, Novo NOFdIS\) 'ZR/J@% Sanofi, Astra Zeneca, Theras
066\ 0
@ Q
Dichiara altresi il proprio impegno ad astenerQ,Qh‘gH?amblto dell’evento, dal nominare, in qualsivoglia
modo o forma, aziende farmaceutiche e/ ng?hmazmne commerciale e di non fare pubblicita di
gualsiasi tipo relativamente a specifici [%fbd@@l di interesse sanitario (farmaci, strumenti, dispositivi

medico-chirurgici, ecc. & ¢
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With insulin treagﬁ?\ , Leonard Thompson lived a
relatively norma\LQ,ﬁL&;@working intermittently and on
occasion even ﬁo‘)gﬁxg baseball. He was on a diet con-
taining 50 grotein, 160 g of fat, and 100 g of car-
bohydratey asid he remained under the care of Dr.
Camp@.\?{is insulin dose was increased from 15
A CASE OF DIABETES MELLITUS umtééf&c?\ﬁe morning and 8 units in the evening to 30

N . .

Gerarp N. Burrow, M.D. upits, before breakfast, 25 units before lunch, 20 units
Barsara E. Hazierr, M.D,, Q;bve&ﬁ@?e supper, and 20 units at bedtime. He died of

R < . . .
AND M. James Priiies, M.D. é\roé\b‘ronchopneumoma, as described above, on April
&£ 20, 1935,
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Diabetes as risk factor for more severe influenza outcgﬁl\@i?

@\1@@\
[ Observational studies: a) Cross-sectional; b) Coh%ff’cg@\ase control;
O Randomized Clinical trials ,g\’bq}@(b
O Embase, MEDLINE Oe,b‘{’?:@é&
0 English language ®$\Z@&
 Main Outcome(s): hospitalizati \qu “nfluenza or pneumonia, intensive care unit

admission, all-cause mort%gkﬁ R
Z
[ Additional Outcome(s): mf%r%@@a mortality, cardiovascular mortality, effects on glucose

6 4
control, use of ECMO

\Q
2 Prospero Remstr@%{gmumber CRD42022335506
e
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Diabetes as risk factor for more severe influenza outc@
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Diabetes as risk factor for more severe influenza outco@é\@.
Hospitalization for influenza or pneumonia.

A
Unadjusted
Odds ratio

B
Adjusted
Odds ratio

S

. . . & @ .

Diabetes Non diabetes Odds Ratio 7.} \\(b Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI 0’,\' X0 M-H, Random, 95% ClI
Ward 2009 58 96 244 809 20.9% 3.53 [2.29, 5. 46]00‘ O ——
Poujol 2016 71 175 335 2070 23.7% 3.54 [2.56, 4 (b% —
Gilca 2011 38 50 303 656 15.5% 3.69 [1. 8 —
Harris 2010 15 20 46 157 9.0% 7 24 [ OQ} -
Wie 2013 43 72 319 2129 19.7% \%@13&@ —
Sheng Kwang-Jett 2010 12 21 58 514 11.2% 10 4 95] -
Total (95% CI) 434 6335 100.0% G 08 45 7.50] <o
Total events 237 1305 N\ KQO-’
Heterogeneity: Tau? = 0.14; Chi? = 14.18, df =5 (P = 0.01); I —@‘ 50 01 0 ] T 10 100{
Test for overall effect: Z = 8.20 (P < 0.00001) @ . Favours Diabetes Favours No Diabetes

<</ \®
\Q Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] AS&“ W ht IV, Random, 95% CI IV, Random, 95% ClI
Gilca 2011 0.9836 \g\f’z 46.0%  2.67[1.10, 6.50] ——
Wie 2013 1.1691 6@0 24.5% 3.22 [1.57, 6.60] — &
Ward 2009 1 33@00 4 43.0% 3.78 [2.20, 6.50] —il—
Sheng Kwang-Jett 2010 0.597 9.2% 4.19 [1.30, 13.50] I —
Harris 2010 @Oi@ 0.6712 7.3% 6.71[1.80, 25.00] -
Total (95% CI) &Q N 100.0%  3.62 [2.54, 5.16] <
Heterogeneity: Tau? = 0. 00 R =§\948 df =4 (P =0.83); I = 0% {0 01 0 1 1 10 100*
Test for overall effect: Z. *\ ]Qé< 0.00001) Favours Diabetes Favours No diabetes
Q\’OQ Gruppo di Lavoro “Diabete e Vaccini” SID - AMD - SiTi. 2022




Diabetes as risk factor for more severe influenza outcgﬁl\@’?
Admission to Intensive Care Unit.

A
Unadjusted
Odds ratio

B
Adjusted
Odds ratio

6\
\Q} ©)
Odds Ratio \fb \\(b Odds Ratio
Study or Subgroup log[Odds Ratio] SE Weight 1V, Random, 95% CI ,’.\Q 5:\\.(0 IV, Random, 95% ClI
Chudasama 2010 0.0522 0.5339  5.2%  1.05[0.37, 3.0 o
Venkata 2010 0.2187 0.5305 5.2% 1.24 [0.44, S e —
Cortes Garcia 2011 0.4854 0.199 31.4% 1.62[1.10 y@ ——
Zou 2020 0.8151 0.3102 14.5% 2.26[1 —
Van Kerkhove 2015 0.8432 0.2233  25.9% ) %§ —a—
Ward 2009 0.8676 0.4964 6.0% . % S R
Ishiguro 2017 1.0098 0.5101 5.7% [ , 7.46] —
Allard 2010 1.5515 0.4889 6.1% 72&&1 12.30] S —
\
Total (95% ClI) && Q%3 [1.59, 2.58] <
Heter neity: Tau? = 0.01; Chi® = 7.52, df = 7 ( =7% f {
est for overal effect: 2 = 8.73 (b < 0.00001) (3 &1@ " 00101 ‘L 0 100
Q\ Q)\ Favours Diabetes Favours No diabetes
\?* é\ Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] Q‘ SRQJ\Nelght IV, Random, 95% ClI IV, Random, 95% ClI
Ganatra 2013 —0 85 % 20.8% 0.42 [0.20, 0.90] —
Van Kerkhove 2015 m6\®,<2 98 24.8% 1.02 [0.65, 1.60] ——
Zou 2020 \% é 3095 22.8% 2.02 [1.10, 3.70] — e
Ishiguro 2017 > 0.5101 17.5% 2.75[1.01, 7.46] —
Ward 2009 Q& &48 0.6543 14.1% 4.33[1.20, 15.60] =
Total (95% CI) QQKQ) QQ 100.0% 1.45 [0.73, 2.87] ?
2 o, | 1 1 ]
Heterogeneity: Taul\<"0. 4& Ch| = 17.08, df = 4 (P = 0.002); I° = 77% 0.01 01 I 10 100

Test for overall &ctQ < 1.06 (P=0.29)

S

Favours Diabetes Favours No Diabetes
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Odds Ratio \fb (4 Odds Ratio

Study or Subgroup log[Odds Ratio] SE Weight 1V, Random, 95% (b KQ IV, Random, 95% Cl
Bouneb 2018 -0.5153 0.6721 3.6% 0.60 [0.16 (93 -
Zhang 2013 -0.1328 0.2466 13.2% 0.88 [0. a} —=—
Chien-Ming 2017 -0.0748 0.4167 7.4% 0.93 [@A1, &O] —
Koegelenberg 2010 0.1088 1.0587 1.6% 1 \1@0 .88]
Ishiguro 2017 0.1276 0.7331 3.1% 4[ @7, 4.78]
Tutuncu 2010 0.7408 0.7316 3.1% Q)Q2 lQ 50 8.80] -
Weng 2019 0.7425 0.0303  22. i@ ®11.98, 2.23] n
Cortes Garcia 2011 0.7967 0.3134 222 [1.20, 4.10] —
Gerardo Chowell 2012 0.8711 0.1361 6@%% \Q 2.39[1.83, 3.12] -
Balaganesakumar 2013 1.308 0.339 9&9 3.70[1.90, 7.20] —
Yokota 2011 1.3762 0. 4@ é % 3.96 [1.60, 9.80]
Total (95% CI) Y% \QOO 0%  1.85[1.42,2.43] TS
2 0, | |
Heterogeneity: Tau® = 0.08; Chi® = 26. 52&@ @ (P = 0.003); I = 62% 001 O 1 ) 10 100

Test for overall effect: Z = 4.48 (P < 0;@00
\ &Q%
@Q
@Q ¢ \Q
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Q\’b
Diabetes as risk factor for more severe influenza outcgﬁl\@g
Case-Fatality ratio. Patients hospitalized for influenza. Adjusteg s Ratio.

"b\ .\\(b\‘y
A\
SR
" &
@ >
N
Odds R{ AQ Odds Ratio
Study or Subgroup log[Odds Ratio] SE Weight 1V, Randq@ 95@* I IV, Random, 95% CI
Ganatra 2013 -0.4581 0.5874 13.2% 0. 6@% @’é 00] =
Weng 2019 0.1923 0.0358 26.6% {Ql 3, 1.30] u
Wilking 2010 0.8432 0.2233 23.3% Q .50, 3.60] —=—
Balaganesakumar 2013 1.3736 0.6078 12 8% Q‘3 [1 20, 13.00] =
Yokota 2011 1.4775 0.5469 \6%8 [1.50, 12.80] I —
Xi 2010 2.168 0.7525 \(9 ’08 74 [2.00, 38.20] .
Q

Total (95% ClI) \?*10@% 2.20 [1.22, 3.97] <€
Heterogeneity: Tau? = 0.34; Chi? = 25.31, df =p<P =¢8’0001) 2 = 80% T o ' -+ oJ

Test for overall effect: Z = 2.62 (P = 0. 009)6®\\’é Favours Diabetes Favours No diabetes
N
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Mortality for influenza. Adjusted Odds Ratio.

R o
O A\
@ ¥
2 o
Odds Ratio > Odds Ratio
Study or Subgroup log[Odds Ratio] SE Weight IV, Random, QS%&I KQ IV, Random, 95% CI
Nateghian 2020 0.4132 0.1351 21.6% 1.51 [1. 6@’\99 -
Breitling 2016 0.4657 0.2914 19.3% 1.59 [Ooe 2.82] T
Li 2018 1.269 0.3067 19.0% 3.56¢1.9% 6.49] —
Valdez 1999 1.5942 0.0067 22.3% 4E [{@ 4.99] u
Baumgartner 2012 2.2847 0.3653 17.9% @@2%\4%0 20.10] L —
Total (95% ClI) 100. o\s(f(’ (@7 [1.65, 6.46] .
Heterogeneity: Tau® = 0.54; Chi? = 95.85, df = 4 (P <@OQ®1) 1> = 96% : . :
Test f Il effect: Z = 3.40 (P = 0.0007 ?\ 0.01 0 1 1 10 100
est for overall effect: £ = ( ) §~ Q Favours Diabetes Favours No Diabetes
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&
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Diabetes as risk factor for more severe influenza outc(gﬁg@?.
Limitations. ,(§\®@é\
 Definizione outcome. R
O Studi inclusi. F S

N
[ Eterogeneita dei risultati. @éé Q



] Observational studies: a) Cross-sectional; b) Cohgglfb)«ﬁase control;

NI
] Randomized Clinical trials \,b’b %)

S

O MEDLINE, EMBASE and Cochrane databa§es>\§'nd clinicaltrials.gov
N2

3 English language Q)Q.e Q@Q
>

 Main Outcome(s): Hospitalizatioﬁg# influenza or pneumonia, Hospitalization for
S
any causes, All cause mort@?y@i\\dmlssmn to intensive care unit.

O Additional Outcome(s): gﬁé@f% on glycemic control and MACE.
O Registrazione Prospe@‘z’QR%42022335506



Efficacy and safety profile of the influenza vaccination
& o

#3954 records
identified through
database
searching

sources

# 63 of additional
recards identified
through other

| |
!

#1107 of records after
duplicates removed

#1024 of
screened

208 full-text
articles assessed | .|
far eligibility

195 full-text
articles excluded:

-84 did not
provide outcome
data for
vaccinated and
not vaccinated
people

-73 did not
provide separate
data for peaple
with and without
diabetes mellitus

-38 provided
outcome data for
other infections
than influenza

13 studies included in the
meta-analysis

-
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A
Unadjusted
Odds ratio

B
Adjusted
Odds ratio

AN )
: X0 :
Odds Ratio ~\® A\(O Odds Ratio
Study or Subgroup log[Odds Ratio] SE Weight IV, Random, 9,‘5%3(0 a‘\b IV, Random, 95% CI
Heymann 2004 -0.0834 0.0285 34.6% 0.92 [0. 70\6?97]’0., L
Looijmans 2006 -0.7133 02174  3.3% 0.49 [0, %«@]
Sanchez Munoz-Torrero 2002 -0.1278 0.2783  21% 0. 5 \4 92]
Vamos 2016 -0.1625 0.0309 33.6% ‘[(@0, 0.90] -+
Wang 2013 -0.1165 0.0481 26.4% o%.sm.sm 0.98] ——
N &P
Total (95% CI) 100, K®%7 [0.80, 0.94] ‘
Heterogeneity: Tau? = 0.00; Chi? = 10.95, df = 4 (P = 0.03); I> =®v% %\Q 055 057 ; 155 é
Test for overall effect: Z = 3.42 (P = 0.0006) Q,Q ®® Favours Vaccinated Favours Unvaccinated
Q\O‘ X 0dds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] S‘E}Wq&}% IV, Random, 95% CI IV, Random, 95% CI
Lau 18-65 y 2013 -0.2485 &S&‘B 8u.7% 0.78 [0.73, 0.83] -
Lau over 65 2013 -0.3567 223}0 26.2% 0.70[0.67, 0.73] L
Looijmans 2006 -0.77662’0.&@%4 4.4% 0.46 [0.29, 0.73]
Vamos 2016 -0.@5\@0309 25.1% 0.85[0.80, 0.90] -
Wang 2013 rgfzf%kﬁ 0.0655 19.5% 0.83[0.73, 0.94] -
& e&
Total (95% CI) Q {c, 100.0% 0.77 [0.69, 0.85] <P
Heterogeneity: Tau? = g@:ﬂ(‘?cge = 33.63, df = 4 (P < 0.00001); I2 = 88% 0=5 0=7 : 1= - 2

Test for overall eﬁecb‘3‘= 492 (P < 0.00001)

Sa
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A
Unadjusted
Odds ratio

B
Adjusted
Odds ratio

P
Efficacy and safety profile of influenza vaccination in sﬁbﬁﬁ’cts with diabetes

Hospitalization for influenza or pneumonia. \&Q@@\
Odds Ratio AN @ Odds Ratio
Study or Subgroup log[Odds Ratio] SE Weight [V, Random, 95%:- Qi;\' \{5@ IV, Random, 95% CI
Lau 18-65 y 2013 -0.2485 0.0338 24.7% 0.78 [0.73, @‘3’] N4 -
Lau over 65 2013 -0.3567 0.0223 26.2% 0.70[0.6%.0.7 fb -
Looijmans 2006 -0.7765 0.2354  4.4% 0.46
Vamos 2016 -0.1625 0.0309 25.1% ng%b (gg\ 90] -
Wang 2013 -0.1863 0.0655 19.5% 0@3 0.94] —
Total (95% CI) 100.0%\2 ocjﬁ [0.69, 0.85] <o
Heterogeneity: Tau? = 0.01; Chiz = 33.63, df = 4 (P < o 1),@ 88% 0=5 0=7 ; 1=5 2
Test for overall effect: Z = 4.92 (P < 0.00001) @ Favours Vaccinated Favours Unvaccinated
C)Q’. 2~  0dds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] @ Weight IV, Random, 95% CI IV, Random, 95% CI
Lau 18-65 y 2013 -0.5621 <%%94 OM5.3% 0.57 [0.46, 0.71] —
Lau over 65 2013 -0.597 18.8% 0.55[0.47, 0.64] -
Looijmans 2006 -0. 6&9 4.2% 0.52[0.29, 0.93]
Martinez-Bas 2022 -(&6& .1405 12.1% 0.54[0.41, 0.71] —
Rondy 2017 ‘5\% 9B6 0.4743  1.9% 0.38[0.15, 0.96]
Ruiz 2019 o -Q@877 0.0138 25.4% 0.75[0.73, 0.77] .
Vamos 2016 &Q)Q %2877 005 22.4% 0.75[0.68, 0.83] -
oL
Total (95% CI) QA9 X 100.0% 0.63 [0.56, 0.72] <&
Heterogeneity: = 802; Chiz = 28.76, df = 6 (P < 0.0001); I2 = 79% 0=2 o= - : 2 5
Test for O\gr\ ffect: Z=6.79 (P < 0.00001) Favours Vaccinated Favours Unvaccinated
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Overall Mortality. Unadjusted Odds Ratio. *@\"’@%\
x> (b\,\(b
N2 6’\\
< @
Odds Ratio (b fb Odds Ratio
Study or Subgroup log[Odds Ratio] SE Weight 1V, Random, 95% CI \\ IV, Random, 95% CI
Heymann 2004 -1.0788 0.1369 11.4% 0.34 [0.26, 0. 4@‘ (\
Looijmans 2006 -0.9163 0.5843 5.8% 0.40[0.13, C -
Modin 2020 0.5481 0.0242 12.0% 1.73[1. 6?1 -
Rodriguez Blanco 2012 -0.1863 0.1656 11.1% 0 83 [@ § - T |
Ruiz 2019 -0.5798 0.0092 12.0% "
Schade 2000 -0.6733 0.0526 11.9% <§§ 0%% 0. 57] -
Vamos 2016 -0.1393 0.0365 12.0% Q) ?199 1, 0.93] -
Wang 2007 -0.3425 0.0373 12.0°/ 61@1 [0.66, 0.76] -
Wang 2013 -0.9163 0.0681 110@ Q 40 [0.35, 0.46] —
Total (95% Cl) W 0‘@\0') 0.64 [0.44, 0.94] i

Heterogeneity: Tau? = 0.32; Chi? = 2065.23, df =

Test for overall effect: Z = 2.29 (P = 0.02)

<0 01); 1> =100%

@

0.2 05 1 2 5
Favours Vaccinated Favours Unvaccinated
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Overall Mortality. Adjusted Odds Ratio.

@\
N
X0 N
c.)\@ ’ 4
X
Odds Ratio \\'b @ Odds Ratio
Study or Subgroup log[Odds Ratio] SE Weight IV, Randomna /p @ IV, Random, 95% CI
Looijmans 2006 -0.7765 0.2354  6.2% 046 %’j ~
Modin 2020 -0.1863 0.0317 18.2% -
Rodriguez Blanco 2012 -0.4005 0.1809  8.5% @@47 0. 96] -
Ruiz 2019 -0.2877 0.0138 18.8% \o 73, 0.77] -
Schade 2000 -0.3711 0.0464 17. 5<VQ)Q‘ -0%9[0.63, 0.76] —
Vamos 2016 -0.6539 0.0516 17 \@ 0.52[0.47,0.58] —
Wang 2013 -0.821 0.1024 (_3,%%0 0.441[0.36,054] — =
Total (95% CI) N8 10Q§o\% 0.63 [0.55, 0.73] N
Heterogeneity: Tau? = 0.03; Chi? = 93.00, df = < @90001); 12 = 94% = = = )
S 0.5 0.7 1 15 2
Test for overall effect: Z =6.44 (P < 0. 00081)\ @{o\ Favours Vaccinated Favours Unvaccinated
3
N
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