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SINONIMI E CONTRARI

data base

Vocabolario on line

data base

data base /'deita 'beis/, it. /'c
] o ingl., usato jn ital. al masch.
Crea un ebook con questa voce | Scaricalo ora (0) Condividi W § m [raccolta di dati registrati ne
del computer, passibili di int
= banca dati, base di dati.

data base <déité béis> (o database) locuz. ingl. (propr. «base di dati»; pl. data bases <... bé‘isf_m,
usata in ital. come s. m. (e comunem. pronunciata <data béis). — Archivio elettronico di dati

correlati, registrati nella memoria di un computer e organizzati in modo da poter essere
facilmente, rapidamente e selettivamente rintracciabili uno per uno, oppure per gruppi
determinati, mediante appositi programmi di gestione e di ricerca (chiamati anchessi data

base, ma piu propr. denominati data base management system, in sigla DBMS).
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Demografiche

Eta

Genere

Peso e altezza
Residenza
Nazionalita

Cliniche

Terapie

Sintomi di esordio

Data esordio sintomi

Esami ematochimici
Accertamenti microbiologici
Emogas analisi

Radiologia

Outcome

02 terapia

Ventilazione non-invasiva
Ventilazione invasiva
Terapie antivirali

Terapia steroidea
Antibiotici
Anticoagulanti

Terapie concomitanti




Tipologia di studi consentiti da database che
raccoglie prospetticamente i dati

- Studio di coorte

Studio di coorte prospettico

Studio di coorte retrospettivo (i.e. caso-controllo)
- Studio osservazionale trasversale o cross sectional.
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Outcome valutabili
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Fig. 1. Kaplan-Meier curve of the probability of survival over time in patients
with SARS-CoV-2 infection hospitalised in Milan, Italy. The continuous line

represents the estimated survival curve, and the dashed lines the upper and
lower limits of the 95 % confidence interval.



Table 1

Characteristics upon hospital admission of the COVID-19 patients who or died during the study period.

Characteristic Total Survivors Non-survivors P
(o= 233) (n = 185) (n = 48)
Gender, n (%) 161 (69.1) 122 (65.9) 39 (B1.2) o053
Male 72 (30.9) 63 (34.1) 9 (18.8)
Female
Age in years, n (%)
18-25 2 (0.9) 2 (1.1} 0 (0.0} =0.001
26-135 16 (6.9} 16 (8.6) 0 (0.0}
36—45 23 (9.9) 22 (11.9) 1(2.1)
46—55 37 (15.9) 35 (18.9) 2(4.2)
56— 65 56 (24.0) 45 (24.3) 11 (22.9)
6hG—75 55 (23.6) 36 (19.5) 19 (39.6)
76—85 34 (14.6) 24 {13.0) 10 (20.8)
- 10404 %) L~ B 4] 10 Al
I Transferred from other I'lclspila]:i_ n (%) 98 (42.1) 68 (36.8) 30 (62.5) ooz
Median time from onset of illness (IQR), days 7 (4-9) 6 (4—a) 7 (4—9) 0.970
Symploms, n (%)
Cough 121 (5.9} 99 (53.5) 22 (45.8) 0418
Dyspnea 82 (35.2) 67 (36.2) 15 (31.2) 0612
Sore throat 11 (4.7) 11 (5.9) O (0.0) 0126
Arthralgia/myalgia 12 (5.2) 11 (5.9) 1(2.1) 0.468
Headache 12 (5.2) 12 (6.5) 0 (0.0) 0134
Asthenia 28 (12.00 21 (11.4) 7 (14.6) 0.618
Vumil.‘i.‘l'lg and/or diarrhea 24 (10.3) 22 (11.9) 2 (4.2) 0180
Signs, n (%) or median (IQR)
Fever =37.3°C 156 (67.0) 125 (67.6) 31 (64.6) 0.732
Body temperature (°C) 38 (37.3-38.6) 38.0 (37.2-38.6) 38.0 (37.4-138.4) 0.903
Sy!‘tulir_' blood pressure, mm Hg 125 (118—140) 125 (119—-140) 130 (117 —150) 0.421
Diastolic blood pressure, mm Hg 75 (70—80) 75 (70— 80) 75 (62.5—-87.5) 0.881
Pulse, beats per minute 86 (76—100) 86 (77 —100) 83 (75—100) 0.806
Respiratory rate, breaths per minute 21 (18—28) 20 (18 -26) 24 (20— 30) 0.009
Percutaneous oxygen saturation, % a5 (93 -97) g5 (93 -497) 945 (90 —-97) 0169
X-ray signs of lung changes, n (%)
No alterations 32 (13.7) 30 (16.2) 2(4.2) 0.033
Interstitial Eh&ngl: 119 (51.1} 100 (54.1) 19 (39.6) 0.078
Monolateral consolidation{s) 139 (59.7) 115 (62.2) 24 (50.0) 0.139
Bilateral consolidation(s) 85 (36.5) 71 (38.4) 14 (29.2) 0313
Pleural effusion 17 (7.3) 11 {5.9) 6(12.5) 0.127
Oxygen therapy, n (%)
M 96 (41.2) B9 (48.1) 7 (14.6) < (0. 0001
Simple face mask 49 (21.0) 35 (18.9) 14 (29.2)
Venturi-type oxygen mask 36 (15.5) 31 (16.8) 5(10.4)
Face mask with oxygen reservoir bag 15 (6.4) 10 (5.4) 5(10.4)
Continuous positive airway pressure (cPAP) 29 (12.4) 19 (10.3) 10 (20.8)
iiliabilation S o Zus0
Disease seventy , o (%)
Mild 32 (13.7) 30 (16.2) 2(4.2) = 0.001
Moderate 113 (48.5) 94 (50.8) 19 (39.6)
Severe 80 (34.3) 60 (32.4) 20 (41.7)
Critical 8(2.4) 1(0.5) 7{14.6)




Table 3
Cox regression analysis of the demographic and clinical factors associated with SARS-CoV-2 infection mortality.

Characteristic HE 95 %% I P aHR 95 % CI P
Gender
Female 1 1
o N 0w HMTF\. f'll'l"ﬁ 'Iﬂ'] I"IF\.'}—EHE nm
Age 1.81 1.44-228 < LONIT 2.08 1.48-292 = (), OEX
Per 10 yvears more |
Age unadjusted Chardson comorbidity index 1.32 1.12—-1.57 o0 1.07 0DAB3-—1.37 0.665
Fer one point more |
Dbesity
Mo 1 1
Yes 2.01 1.07 —3.81 (A ] 3.04 1.42—6.49 0. 004 |
Being treated with at least one anti-hypertensive agent
Mo 1 1
Yes 2.78 1.56—4.94 < (LT 1.41 073-2.74 .309
o Discase Seventy I
hld 1 1
Moderate 2.82 0.66—12.10 0.163 1.30 029 =577 O.727
Severe 4.43 1.04-18.97 0.0k 5 1.50 032-7.04 0605
Critical LE-E F.29—-171.43 < ﬂ._ﬂﬂﬂ]' Eiﬁl 1.41 —48.249 G.DIE
Presence of anemia
Mo 1 1
Y 2.43 1.33—4.43 (L 1.31 067 —2.59 425
L}'nl}:lhm.']rtt count 0.91 000 —0.97 {1 (KIR .98 091 —1.06 (LGE4
Per 100 cells/pl more
D-dimer
= 1000 pg/L 1 1
I el L0l ! WA | .
C-reactive prul.!.'in 1.26 1.15—1.38 < fLOND T 1.17 1.02-1.35 0028
Per 50 me/L more |
Creatinine, 1.08 1.01-1.15 O OR3GO 1.0 092—1.1 0.528
el e .
Creatine kinase
=185 UL 1 1

=185 UsL 306 1.84-5.75 < 001 258 1.37—4.87 0,003
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Abstract

Biological sex could affect the natural history of severe acute respiratory syndrome
coronavirus 2 infection: We enrolied all COVID-19 patients admitted to two COVID-19
hospitals in Milan in 2 prospective observational study, The primary outcome was death
during the study period and the secondary outcome was critical disease at hospital
admission. The association(s) bebween clinically relevant, noncollinear variables, and the

primary outcome was assessed with uni- and multivariable Logistic regression models. A
total of 520 patients were hospitalized of whom 349 [(67%) were males with a median
age 61 (interguartile rangs: 50-72). A higher proportion of males presented critically ill
when compared to females (30.1% vs. 18.7%, p=.048). Death ocourred in 86 [24.6%)
males and 27 [15.8%4) females (p = 024}, In multivariable anabysis age (per 10 vears more)

s CONTOENCE MENVal [CIf La2-—2apb) P = oon
obesity (A0R: 217 ['?5‘?’6 Cl: 1.10-4.31], p=.026), critical disease at hospital admission
{ACR 6,34 [95% Cl: 3.50-1148], p <.0001) were independently assodated to higher
odds of death whereas gender was not In conclusion, a higher proportion of males
presented critically ill at hospital admission. Age, critical disease at hospital admission,
obesity, anemia. D-dimer, estimated glomerular filtration rate. lactate oehwdrogenase,
and creatine kinase predicted death in hospitalized COVID-12 patients.

GIACOMELL £7 a

TABLE 1 Characteristics of the study population at hospital admission

T
MEDICAL VIROLOGY ~WIL

Characteristics Total (n =520) Female: 171 (33%) Male: 349 [67%)
Age in years, median (IQR} &1 (50, 72] 4149, 73] 61 [50. 71]
Chronic conditions
Respiratory diseases, n (%) 76(15.0) 29 {17.0) 49 (140)
Cardiovascular diseases, n (36) 254 [25 8] 79 462 175 (5001
Dizbetes, o (3% 61{117} 1a{3.4 45 (12.8)
Kidney diseases, n {3 42 (8.1 11 {64 3189
Oncological diseases, n (%) 50 (%.4) 201117) 30 [8.6)
|mmune system disorders, i (%) 39(7.5) 14124 23 [6.6)
Liver diseases, n {%) 1121 213 228}
Chesity, n (%) 92{177) Z31135) G6%.(19.8)
Influenza vaccination {3)
YES 107 (210} 36121.1) 73(20.%)
NO 319 (61.3) 110 [&£.3) 209 (59.9)
i 02 [17.7) 25{14.4) &7 (192
Median time from onset of fllness (IQR), days 84 11) 54 11) B(4, 10
Symptoms, n (%)
Coughr (%) 2711521 211533 180 (516}
Drysprea (%) 225143.3) &7 {39.2) 158 (45.3)
Sore throat (35) 26 (500 11 [6.4) 15 (4.3}
Artrhralga’Myalgia (%) 2% [5.4) & {3.5) 23 (4.6
Headache (3} 25 (48) a7 17 (4.5)
Asthenia (38) 62{11.9) 17 {99 43 (129
Vomiting and/or diarrhiea (3 72 (138) 33{19.3) 39(112)
Fever (=37.3°C} (38) 324 (6231 88 {51.5) 236 (67.0)
Disease severity, m (5} |
hlild 40 {7.7) 14 (82) 26 (7.4)
Moderate 226 (435 a0 (465 146 (418
Severe 117 (22.5) 45 [26.3) 72 {2008)
Critically 137 (283 3214187 105 (30.1h
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Abstract

Background Patients hospitalised with severe acute respiratory syndrome coronavirus 2 [SARS-CoV-2; coronavirus 2019
disease (COVID-19)] infection are frequently older with co-morbidities and receiving polypharmacy, all of which are known
risk factors for drug—drug interactions (DDIs). The pharmacological burden may be further aggravated by the addition of
treatments for COVID-19.

Objective The aim of this study was to assess the risk of potential DDIs upon admission and during hospitalisation in patients
with COVID-19 treated at our hospital.

Methods We retrospectively analysed 502 patients with COVID-19 {mean age 61 + 16 years, range 15-99) treated at our
hospital with a proven diagnosis of SARS-CoV-2 infection hospitalised between 21 February and 30 April 2020 and treated

AR o
Results Overall, 68% of our patients with COVID-19 were exposed to at least one potential DDI, and 55% were exposed
to at least one potentially severe DDL The proportion of patients experiencing potentially severe DDIs increased from 22%
upon admission to 80% during hospitalisation. Furosemide, amiodarone and quetiapine were the main drivers of potentially
severe DDIs upon admission. and hydroxychloroguine and particularly lopinavir/mitonavir were the main drivers during
hospitalisation. The majority of potentially severe DDIs carried an increased risk of cardiotoxicity. No potentially severe
DDIs were identified in relation to tocilizumab and remdesivir.

chloroguine led to a dramatic increase in the number of potentially severe DDIs. Given the high risk of cardiotoxicity and
the scant and conflicting data concerning their efficacy in treating SARS-CoV-2 infection, the use of lopinavir/ritonavir and
hydroxychloroquine in patients with COVID-19 with polypharmacy needs to be carefully considered.
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Fig.1 Distribution of the main drug classes present upon admission blockers, CCBy calcium channel blockers, DOAC
and during hospitalisaton (data are given as absolute numbersy. ACE:D anticongulants, PPy proton pump inhibitors. *p <1
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Fig. 2 Dismbuion of predicted DDEs vpon admission and  dur-
ing hospitalisation. Class A: minor (clinically irrelevant interac-
tion}; class B: moderate (interaction associated with an uncertain or
varishle event): class C: major (interaction associated with a serious
event that can be managed); and class D: contmindicated or very
severe (interaction potentinlly associsted with 1 serious event: co-
administration should be avoided or careful monitoring established).
*p < (.01 vs, admission
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Table2 Potential class B drug—drug imternctions (n=756) in hospi-
talized COVID-19 patients treated with cortcosteroids (m=471)

Potential adverse eventfinteracting agents

Antagomsm of the action of antihypertensive drugs
Beta-blockers
ACE inhihitors
Angotensmn Il receptor antagonists
Alpha | blockers
Calcium channel blockers
Diuretics
Hypokulemia (lethargy, asthenia. arrhythmias)
Diwretics
Beta azonists
Bleeding
Acetylsalicylic acid
Witumin K imhibitors
Reduced exposure and efficacy of remdesivir
Reduced exposure and efficacy of hypoglycemic agents
Metformin
Ghinidies
Incretin mimetics
Increased risk of tendon rupture
Fluoroguinolones
Ohthers
Quetiapine
Antiepileptic drugs
Others

Ni%)

267 (35%)

;;LI Tatﬂe_‘r Pnl-:?nh;d s '!J“’E‘ Potential adverse event Interucting agent
drug intermctions (m=25) in

30 h“‘"‘F."‘:'JiI.‘:d COVID-19 paticnts Reduction of the exposure and efficacy of caspofungin Caspofungin

15 treated with corticosterods e 7

; (n=471) Reduction of the exposure and efficacy of voriconarole Voriconeole

5 Incressed risk of infections Adalimumab

139 (18%) Incressed risk of gastroimtestinal adverse effects Deferasiron

108 Reduction of exposure o efavirenz andfor corticosteroids Efavirenz

4 Increased nsk of gastrointestinal adverse effects Ketonilac

130/(17%)

116

14

97 (13%)
BL(11%)
65
9
7
15 (2%}
15
27 (4%}
]
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FIGURE 2 Cumulative incidence of improvement in the early
treatment (ET) group (dashed ling) vs delayed treatment (DT)
group (solid line}

Characteristic
Gender, n %]
Male
Female
Age. median (1QR]

BMI = 30, n (3]

Charlson comorbidity index

Symptoms, n {7
Cough
Dyspnea

Sore throat

Arthralgia/myalgia

Headache

Aszthenia

* median {IQR)

Vomiting and/or diarrhea

Fewer = 37.3°C

Dizsase severit\r.' n %)

Mild
Moderate
Severe
Critical

Laboratory tests, median valus {IOQR)

White bioad cefiz, = 10°/L

Lymphacytes % 10°1L
Meutrophils, ar‘lf.}?."L
Hemaoglobin, g/dL

Platelets, = 10F/L
D-dimer, pgiL

PaZ mm Hg (n = 134]
C-reactive protsin, mg/l

Creatinine, mg/dL

Lactate dehydrogenase, UL

Creatine kinase, UL

ALT, LWL
Bilirubin, mg/dL
Albumin, gL

nadjusted for age
Mhisease severity classification proposed by Wu et-al 17

Total {n=172)

124 {721}

48 (127.7)

817 (50:9-727)
28 (16.3)

0 (0-1)

931334
a1 (334
6 {3.3)

6 {35)
2(5.2)
211122
i9(i1o
126 {72.7)

14 (8:1)
92 (53.4)
a0 (34.9)
& (3.5)

573 (4377)
097 (071123}
41{235-6.4)
138 (12.8-14.8)
174 {137-221)
924 {585-2054)
70 (51-80)

516 (24.3-122)
0.96 (0.80-1,14]
350 {269-452)
111 (54-24%)
32 {20-55)

119 (1.05-1.21]
29 (26-32|

Abbreviations: ALT, alaning aminctransferase; BMI, body mass index: 1QR,

TABLE 1 Baseline charactenistics of the study population at LPAV/r + HCQ initiation
Early treatment (n=43}

29 (67 4}
14 (32.6

64.9 [33.0-78.0)
71163}

0 {0-1)

17 .139.5)
17 (39.5}
0 (0.0)
112.3]
5 (11.4)
&6 (13.9]
31691
24 [60.4)

7 (16:3)
19 (44.3)
16 [37.2)
177

47 (4472)
0.92 [0.756-1.22)
3.2 {2.5-5.6)
137 (12.6-14.4)
176 (135-207)
929 (590-2145)
77 [69-B4

35.6 (19.0-95.3}
0.90 (0.76-1.10)
321 (243-448)
109 (74-184)
32 (20-57)

1.19 (0.94-1.20)
29 (25-32)

interguartile range; n, number.

Delayed trestment (n=129)

5 (73.8)
24 (25.4)
617 (502-72.3)
21 {16:3)

@{0-1)

76(58.9)
44(34.1)
o (4.6}
51(3.5}
4 (3.1}
15111.4)
16 (124)
100 {76.7)

7k5:432)
73 (56.0)
44 {38.1)
513.9)

5.8 (45-7 9
098 (071-1.23)
4.3 (3.1-6.3)
139 {128-15.0)
177 (141-227)
226 (577-2037)
a7 (59-731

588 (31.6-140.8)
0.97 {0.80-1.14)
358 (277-450)
113 {61-273])
32121-35)
12{1.10-1.23)
27 [26-23)

P

Ln
i
(=}

110
99g

07T

034
382
338
F99

Fas
410
045

125

017
503
030
04
227
978
<001
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Table 1
Characteristics of patients meared with remdesivir according to being exposed to . . .
remdesivir within ane day f::::um uug-.-l’n :‘m-;uueTm n:‘]:hil:‘ml'rc;. Patlents treated Wlthln One day from Oxygen SU pport :
Chverall n ime frum €CE me Froam 02 P
v ST Ay metsTirs frequently required non-invasive ventilation when com
27 &0
TR = P those who started the drug after one day (11% vs 45%; p
101 [561-77.7]  [55.2-81.7] . . . .
Mkl whereas no significant differences were observed in
e oAz lswen s invasive ventilation requirement (7.4% vs 10%; p = C

Comuorbidities, n

P R e death (11.1% vs 18.3%; p = 0.535). The protocol defined

Diabetes i6{184]) 4 (14.8) 1Z (20.0) 0766 . . .
el o oo R s occurred less frequently in subjects exposed to remdesi
.'.-!l-l::-ﬂ‘.n:-lx. 32 Ifib\:.B'l L} I':i:i.i‘;_l. .2!- |:-ﬂ_-n '.’!':FI]]

i L o i one day from oxygen support start when compared to tt
broaoaty WaRD, AR e started the drug after one day [Hazard Ratio (HR): O.
Imamme system B (6.Y9) 1(3.7} 5(8.3) [T .

e o Confidence Interval (Cl)) 0.00-0.86; p = 0.023]. After .
Cemortidiies, | BEEA  10070) 13 (21.7) 0476 into the multivariable Cox model for age, biOIOgicaI sex, t

(%) 21 [24.17 S5(1ES) 16 (267}

' osm s i e symptoms onset and obesity the start of remdesivir wi
day from oxygen support start confirmed to be associc
lime from 6.0 [4.0, 7.0 [5.5-E.0] 6.0 [4.0-7.0] 160
psnapr reduced probability of occurrence of the protocol
(L) . p
W o wans wmam, W outcome [adjusted HR: 0.36 (95% Cl 0.00—0.96); p = 0.04:

Moderale 52X (55.8) 13 (4B.1) 30 (65.0)

Severe

List of abbreviations: n, number; IQR, Inter Quartile Range.
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Sir,
We read with great interest the paper by Pasquini et al.! supparting
the effectiveness of remdesivir in improving the survival of eritically
ill patients with COVID-19. However, we think that the results
obtained by the authors need to be interpreted cautiously because
of their possible serious biases.

The study included 51 patients of whom 25 received remdesivir
amedion of 7 days (1OR = 4-8 days) after ICU odmission (the treat-
ment group) ond 26 who did not receive the drug (the control
group). We wonder how many of the critically ill patients in the
treatment group died before starting remdesivir and how they
were considered in the analysis.

The possibility that a critical potient assigned to an experimen-
tal treatment may die pending the availability of the drug is not to
be overlooked. In our clinical centre, which (to the best of our
knowledge) was the first Italian centre to have access ta the com-
passionate use of remdesivir,? 69 1CU patients were considered eli-
gible for the treatment between 23 February and 20 March 2020,
but 9 (13%) did not actually start the drug because o rapid and se-
vere deterioration in their general condition led to their deaths,

If the patients who died within the 4-8 days befare remdesivir
becarme available in the study by Pasquini et al.' were included in
the control group, an immaortal time bias may have offected the
final results and given a spurious survival advantage to the treated
graup.

Immortal time bigs can arise when the period between
cohort entry and the date of first exposure to a drug is not

"

accounted for in the analysis.™® In this specific case, the
selection of the treated and untreated groups was based on an
evenl (treatment with remdesivir) that followed the partici-
pants’ study entry (time zero: ICU admission). This time lag
is colled ‘immertal’ becouse the subjects who end up in the
treatment group have to be alive until the start of treatment,
otherwise they would fall into the untreated group, and this
could distort the observed effects and generate an illusion
of treatment effectiveness.

Immaortal time bias can be prevented by aligning assignment
to the treatment or non-treatment groups with time zero. If this
cannot be done, time-dependent analyses can be used to reduce
the impact of the bias.”

Furthermpre, we think it is questionable to exciude the
SOFA score from variables included in the multivariate analysis
of factors associated with mortality becouse there was a signifi-
cant between-group difference in the score at the time
of odmission and it is well known that this clinical parameter
provides valuable prognastic information in the case of patients
admitted to an ICU.
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& Trend in 30-Day In-Hospital Mortality from Covid-19 B Dura from a Hypothetical Trial Showing Bias Due to a
Monconcurrent Control Group
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Figure 1. Hypothetical Example of How Nonconcurrent Randomization Could Bias the Results of a Trial.

Panel A shows the 30-day in-hospital mortality from Covid-19 in April 2020 {12.9%¢ |SE, 0.3]), in May 2020 {5.9% [SE, 0.2]).
and over both months (9.3 [SE, 0.2]) (dataare from eFig. 28 in Asch et al*). Panel B shows the data from a hypothet-

cal trial for an ineffective new agent used in May 2020 as compared with a control treatment used in April and May 2020.

The data show that mortality was lower by 37% with the ineffective new agent than with the control treatment.




Spunti futuri

- Varianti
* Vaccini

* Nuovi trattamenti






