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Perchéno FANS nei primi giorni delle infezio@zionale studi preclinicida s. 47)
Prove da RCT clinici, rischi sottostimati; una possibile eccegises)
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considerare che un meccanismo preservato nella storia
evolutiva gia a partire da insetti, pesci ossei, anfibi, ret-
tili, uccelli e mammiferi deve avere un ruolo cruciale

per la sopravvivenza'.



Uncertainty Medley by Tom Jefferson and Carl Heneghan (substack.com)

Uncertainty MedleySumming up the transmission riddles

Tom Jefferson

Carl Heneghan 16-2-23

«After decades spent looking at the blasted respiratory viruses;an
count the established facts on the fingers of one hand e .

1990

ALBERTO DONZELLI
GRAZIA SUTTI

Tuﬂo quello che
¢' é da sapere

sulla

...e che nessuno si é preso
la briga
di raccontarvi

Molecular studies have suggested thgie of the
factors impeding the reproduction of infec -

tion is the host body temperature.

RNA is fragile, and even a few deqgrees of
change could impair the ability to replicate

Presumablythat is one of the reasons why we develop
fevers, which activate our |mml,.u°|e systemr are a
consequence of activation) afmess up(rovinano)

fragile RNA bonds .~
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Fever integrates antimicrobial defences,
inflammation control, and tissue repair in
a cold-blooded vertebrate

Farah Haddad'', Amro M Soliman'’, Michael E Wong', Emilie H Albers’,
Shawna L Semple’, Débora Torrealba’, Ryan D Heimroth? Asif Nashiry’,
Keith B Tierney', Daniel R Barreda'™

'University of Alberta, Edmonton, Canada; 2Em-::nr},ar University, Atlanta, United States

Ectotherms (fish, amphibians, reptiles, invertebrates) and endotherms (mammals, birds) induce fever
upon infection, and both exhibit a strong behavioural component (Terrien et al., 2011; Garami et al.,
2018). Ectotherms, however, rely on behaviour to induce fever in the absence of the metabolic toolkit

Boltana et al., 2013). In all, the conservation of fever across phyvlogeny spans 550 million vears of
metazoan evolution (Kluger, 1979). The net result is a survival advantage (Evans et al., 2015; Earn
et al., 2014) which, based on the long-standing natural selection of the fever response, appears to
heavily out-weight the reported metabolic costs (Kluger, 1979; Muchlinski, 1985), increased poten-
tial for predation (Otti et al., 2012), and decrease in reproductive success (Graham et al., 2017).
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Invece altri pesci erano tenuti a temperature fisse).

NB: per questi pesci la temperatura ambientale tollerata & pit ampia3d,3C)
di quella attesa in una risposta febbrile.

Nel il Sgiponn! bpasonfeteitb(conAeromonas veroniinaning ssedibos smpie ans

emperatura mmpgiioreldl-2°Crispetto ai pesci non infettati di controllo. i



| pesci tenutia 26°C ssmaozgadtifinmetattetapapo rispetto aquelli krtenutha A€,
benché il patogeno scelté\éromonas verorniicresca meglio ad alte temperature!
Dunquela febbre ha At latefict oitiecaa sisicaiatera @aydtcdai gergermi

Inoltre la febbre ha scekdextidd gunrigionedetlellesieaioni

Ela feblirenon é stata soliliefficacs deffaltitate [0 difeseX S (072 YILING/EE |
zione,ma ancheimgysaoadhegoEre lfinfiahhmazidnée difigoleribiifited A 2 V

Sembrano tutti buoni motivi panam usare jparaeceiamolpmaneancherFANS
nei primi giorni (salveallo stato delle conoscenzendometacdizdalla 3a giornata
F2NES LISNOKS KIF FYOKS T A2YyS | yiAODA

eccezioni neliming per soggetti con stato inflammatorio di base gia assai eleva
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Ruolo della febbre This is an Open Access
article under the CC

Replicative capacity of BYNGND 4.0 license &y )
SARS-CoV-2 omicron

- Yukiko Muramoto, Senye Lancet Microbe 2023
variants BA.5 and BQ.1.1 . ’
5 L Takahashi, Peter J Halfmann, published online
. . . il 24,
at elevated Shimpei Gotoh, *Takeshi e oo/ 101016/
temperatures Noda, *Yoshihiro Kawaoka  52666-5247(23)00100-3

Hanno paragonato la capacita replicativa di tre nuove sottovarianti Omicron:
B.1.617.2, BA.5 e BQ.Mdarantelafebbreusandocellule epiteliali umanedeqli
alveoli polmonari, infettate condzy” Q Hosdinfettante e incubate a 37T formale
temperaturadel corpoumang e a 40C (temperatureurante malattiafebbrile).

Ognigiornosisonoprelevaticampionidi cellule per lditolazionevirale.
A 37 Cle tre variantihannoavuto crescitesimili, raggiungendmicchielevatissimi

Dopodue giorni a 40°Ci titolii di B.1.GT22rane 10 walieinferiori chea 37°C

| titlii di BADeraneo 0001 N G oaa a

e BQ1llleecstata del tutio incapacedi replicarsi
Lafebhbre e unodeisintomipiu comunianchecon Omicron, @uo avereun ruolo

iImportante nel limitare |1a gravita aella COXD-19.
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Paracetamolo 0024970-30/11/2020-DGPROGS-
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AGENZIA ITALIANA DEL FARMACO

RACCOMANDAZIONI E DECISIONI AIFA SUI FARMACI COVID-19

FARMACIT SINTOMATICI

P\

e~

Terapia sintomati Paracetamolo o FANS o essere utilizzati in caso di febbre o

dolori articolari o muscolari (a meno che non esista chiara

controindicazione all’uso). Altri farmaci sintomatici potranno essere

utilizzati su giudizio clinico.

Farmaci contro Covid 9 nelle prime fasi:
guali sarebhermegliaevitare?

@ —
NS (@
20 novembre 2021 ?@@CX‘ t’é\m@\\ \2\)&—0
L C e _ O
2° Seminario scientifico del Ciclo @a\«aouwbe Mo
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Internal and Emergency Medicine
hitps://dolorg10.1007/511739-022-03054-1

IM-ORIGINAL

To clarify the safety profile of paracetamol for home-care patients
with COVID-19: a real-world cohort study, with nested case-control
analysis, in primary care

COl COl COol COl

Francesco Lapi' 0 - Ettore Marconi' - Ignazio Grattagliano” - Alessandro Rossi” - Diego Fornasari® - Alberto Magni” -
Pierangelo Lora Aprile’ - Claudio Crilcellil
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Conclusions Our fiindings provide reassuring evidence on

the use and safety profile of paracetamol to treat early symptoms  pott. Adriano

of COVID-19 as in other respiratory infections. Cattaneo,
Gruppo NoGrazie

Conflict of interest L1 and EM provided consultageies in protocol
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Bfizer, and GiSk. AR 16 AM. BLA. and CC provided chimeal consul-
tancjes for Angelini, Plizgr, and GSK. DF has no conflict of interest

o disclose.
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/ Anche volendo prendere per
buoni i risultati di uno studio
di bassa validita come questo,

usareparacetamolo:ésempre
Table 1 Paracetamol use and peggiocche nonusarlo
risk of COVID-19-related peggioiirtendenzefino a7 giorni
hospitalization/death K in modlo signifieativalopo! /
Dott. A. Donzelli
Cases Controls OR (95% CI) crude  OR (95% CI) adjusted*
N=2756 N=27 560
Paracetamol non-use 2547 (92.42%) 26,031 (94.45%) Ref Ref

Paracetamol use after COVID-19 diagnosis (days)

Early use:(-3 OF (3.56%)
Mid-term use: 4-7 B (0.29%)
Late use: =7 103 (3.74%)

890 (3.23%) 114 (092—1 4=
59(0.21%) 1.39 (0.66—2.91 =
580 (2.1%) |.B4 (1.48—2. 258

OF odds rano, Cf confidence interval

“for HS-CoVId (vulnerability index), use of NSAIDs, heparin, steroids
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Conference Paper: Preliminary findings from a randomized controlled trial of
the effect of fever suppression by antipyretics on medically attended

Influenza virus infections J
U4

Prof. Benjamin
John Cowling,
Epidemiologo
e Statistico
Medico, HKU

Description

Persistent
Identifier

con antipireticocquasi 2.9 mnpju
4 di diffusioneddelvinasninfleenzal

* X @p. Seventy—eigt}{”parlicipants were PCR-positive for influenza on their day 1

swab sample jﬁ&luding 40 and 38 participants randomized into the treatment and
placebo gmub respectively. The mean duration of viral shedding in the treatment

group wag’7.8 days compared to 6.1 days in the placebo group (p=0.02). No
significant difference was detected between the groups in the time to clinical
iliness resolution. Recruitment is currently ongoing to achieve our target sample
size of 150 patients in each group. CONCLUSION: Our preliminary findings
indicate that antipyretic treatment of medically-attended influenza virus infection
could Erﬂlﬂng the duration of virus sheddinﬂ, while not reducinﬂ the duration of
iliness. Findings from this study will have important contribution to evidence-
based clinical management of medically-attended influenza, and public health
strategies to control transmission in the community.

Oral Abstract Session - Clinical Science: no. O-95

http://hdl.handle.net/10722/233614
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Centocchehla febbeéy isecadeguata; dalat diffenenzajifferenza,
basta:sapenlegoene;glistudi! studi!

[ Subject and baseline bias : OK, ] Subject and baseline bias : OK,

body temperature difference >= 1°C body temperature difference< 1°C
Author year AP Cont fixed effects OR (95%Cl)

Author year AP Cont fixed eff Morris 2010 5/40 1/13 P ~ 1.71(0.16,87.74)
ixed effects 0
d/N - d/N OR (95 /’CI) Young 2015 55/345 57/344 . 0.95 (0.62, 1.46)
Gozzoli 2001 2/18 3/20 . 0.71{0.05, 7.12)
Schulman 2005  7/44 1/38 — 6.05 ((0.78/46.95)3

(paracetamol) Honarman 2012 210 3/10 .l 0,58 (0.04, 6.94)
Combined OR /414 64/387 0.94 (0.64, 1.38)

Yang 2013  21/34 831 } 2.39(1.25/4:60) R ’ R
(cooling) i 3 e P=0.837, 1:=0%

Haupt 2010  9/16 4/13 .
(ibuerofen)

Combine ‘
o

OR (95%ClI)

Sexena 2015 321 1420 — 3.17(0.22, 174.8)

Niven 2013 3f14 2/12 . 1.36(0.13, 19.31)

i = 31 3 - S Bernard 1997 37/224 40/231 “+ 0.94 (0.56, 1.59)

odds ratio (95% confidenca interval) P=0.001412=0% Memis 2004 7720 8/20 * 0.81(0.18, 3.49)

Schortgen 2012 19/101 34/99 = 0.44,(0.21, 0.89)

Janz 2015 1/18 4/22 0.26{0.01,3.13)

Bernard 1991 3/16 6/14 1 0.31(0.04,2.03)

AP: antipyretic intervention Cont.: control Combined OR 73414 %/418 & 072(051, 101)
d: death, N: number of subjects R

P=0.0682, 1’=14.8%

Anchecombinaresolo i RCTccomaracetamoice ibuprofeneda aumento «irmortalita
statisticamentesgignificativaspetto ai gruppi di controlloRR22;65dal,12a 6,29
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Clinical and epid plogical researd

Paracetamol: not as safe as we thought?
A systematic literature review of observational studies

Emmert Roberts,' Vanessa Delgado Nunes,” Sara Buckner,” Susan Latchem,*

Margaret Constanti,” Paul Miller,” Michael [2v£:uherg,3 Weiya Ehang,3 Fraser Bimall,*
!,

Mark Porcheret,® K%ﬂiﬂ Dziedzic,® lan Bernstein,

Philip G Conaghan’

ABSTRACT

Objectives We @mnducied a sEtematc leratus mview
o amess the adwerse event |AE) profile of paraceamal.
Methods We seardied Medline and Embase from
database inception 1o 1 May 2013, We soesnad for
onsaryational studies in English, which reported
mortality, cardiovascular, gastmimtestinal §G1) or renal
AEs in the geneal adult population at standard
analgesic doses of pamcetamal. Sudy quality was
amewed wing Gading of Recommendations
Asesment, Dewelopment and Evaluation. Pooled ar
adjusied summary stafishic wes presenied for each
ouitome.

Results Of 1888 studies mideved, 8 met inchsion
aieria, and all were mbhort studies. Compasing
naraEtamal s wersus na use, of o studies Eparting
martality one showed a3 dose—response and =poried an
ncmased miatie raie of moraliy tom 095 (0092 to
0.98) to 1,63 {1.58 o 1.58). Of four studies mpaorting
ardiaasalar AR, all showed a dseresponsa wit
one repading an inoeased sk rato of all @ndioss s lar
AEs fom 1.19{0.81 to 1.75) to 168 {1.10 10 2.57).
One study mporting Gl AEs mpored a dose—msponse
with inceased mibtive mte of Gl AEs or eads fom
111 (1.04 ta 1.18) ta 149 {134 © 1.656). Of jour
studies reparting =nal AL, fiee reported 3 dose—
=snanse waith ane mporting an inceasing OR of =30%
decmase in estimated glomesulr filration rake tom 1.40
107910 248 o 219 1.4 o 3.43).

Disoussion Given the asewvational natwre af the data,
mamneling bizs may hawe had an imoporant mpad.
However, Tie dose—msponse seen for mast end points
suggests a considerable degres of paramtamal oxoty
especially at tie upper end of standard analgesic doses.

Elspeth Wise,

commonly uwsed analgesics swch = non-stemndal
ant-indlammatory drugs: (RS ATDs ) or opiates.

The analgeac beneht of parscetamol has recently
heen called into question m the management of
ome chromic painful comdition, cetecarthnts (0A)*
Climicians and patients need up-to-date evidence of
henefits and harms to make evidence-baed dec-
soms om pharmaceloggeal prescripoon, and a recent
estimate of the true nsks of pamscetamol at standand
analgene doses has naot been avalable, We thers fore
conducted a sysbematic review of studies 1nveshigt-
mg the smsociaton between parscetamol and major
adverse events [AEs) in the geneml adub populs-
gon o provide a chnecally informative tooocity
il

METHODS
Diata sowrces and study selection
W follrwed recommendations made by the Meta-
analyss of Observational Studies m Epidemology
amid the Prefernsd Reporting Tems for Systematc
Feviews and Meta-Analyses [PRISMA) groups” ©
W seanched Medlne and Embase for Enghsh-
langruage studies published from database moe ption
w7 May 2013, The full search strategy was hrnted
w omly wbentfy observabonal studies and can be
found in the onhne supplementary matenal All
melevant e ferences were checked for addinomal -
foms. Randomzed comtrolled trial (RCTHevel evi-
dence wan not consudered a meaningful way of
captuning AFE data because of the shor-term
fosllom-up of BRCT trial partapants a5 well as strict
chghlity for trial entry, meanmg that the geneml
peoopulation woukd not be repreented, I cohort-level
evidence was found for an AE outoome, came—

N
v
Effetto-doseper:
Mortalita: nulla a basse

dosi,alte doesi+H63%

Eventi avversi

cardiovascolari+19%mn.s
bassadosi,alte dosi+68%

gastrointestinali(inclusi
sanguinament): basse
dosi +11%ealte dosi
+49%

renali (peggioramento
FTAEOUONIT A2YS
dosi +40% n.salte dosi
+119%

14



High Blood Pressure

Online Supplementary Material

iypertension =

Figure S1: Incidenc

Total Relative Risk Relative Risk
Study or Subgroup log[Relative Risk] SE Total Total Weight 1V, Random, 95% CI IV, Random, 95% CI
1.1.1 1-4 days/month
Curhan 2002a 0,174 00687 el 248328 22.4% 1.13 [1.04, 1.36] ——
Dedier 2002 0067 No026l12 2959 14327 &7.6% ¥~ 0 A L]
Subtotal (95% CI) 3620 49765 100.0% ‘
Heterogeneity Tau® = 0.00; Chi* = 2.12, df = 1 (F = 0.15); I* = 53%
Test for owerall effect: 2 = 2.03 (P = 0.04)
1.1.2 5- 14 days/month
Curhan 2002a 0.32148 00893 229  Beg?  25.6% 1.27 [1.15, 1.63] —a—
Dedier 2002 01388 003734988 1033 446l Taptd : .'
Subtotal (95% CI) 1262 13123 -‘
Heterogeneity, Tau® = 0.00; Chi® = 1.44, df = 1 (P = 0.23); > = 30%
Test for overall effect: 2 = 4.%1 (P < 0.00001)
1.1.3 15-21 days/manth
Curhan 2002a 04824 0.1447 62 1627 —
Dedier 2 002 0.270027 0062148 317 1240 -
Subtotal (95% CI) 379 2867 il
Heterogeneity, Tau® = 0.01; Chi® = 1.82, df = 1 (P = 0. 18); I = 45%
Test for overall effect; 2 = 2.42 (P = 0.0008)
1.1.4 =22 days/month
Curhan 2002a 0633l .14 7201427 46 8% 2.00[152, 2.63] ——
Dedier 2002 0.1822215 00521168 457 1841 53. -
Subtotal (95% CI) 529 3268 100.6 -_M- e —
Heterogeneity Tau® = 0.12; Chi* = 11.64, df = L (P = 0.0006); 7 = 91%
Test for owerall effect: 2 = 1.5 (P = 0.1

05 07 1 15 2
) 3 ] Favours paracetamol Favours non-use
Test for subgroup differences: Chi = 6.72, df = 2 (F = 0.08), I = 55 .4%
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Risk Ratio Risk Ratio

Study or Subgroup  log[Risk Ratio] SE IV, Fixed, 95% CI IV, Fixed, 96% CI
1.2.1 1-4 days per month use
Chan 2006 005129325 008409818 085 [0.79, 1.14] =i
s Brli=fedalglarpaprarrrenitirase
Chan 2008 0 01075 1.00[0.81, 1.23] 1T

1.2.3 16-21 days per month use

Chan 200 -0.08431068 013821047 0.81 [0.67, 1.24] ——
1.2.4 >22 days per month use
Chan 2006 035454311 008409618 144 [1 27, 1.53] -+
1.2.6 Taking tablets on 1 day/ week
Chan 2006 00518754 021233063 0,84 [0.62 1.43] —
1.2.6 Taking tablets on 2-3 dayl week (
Chan 2008 020701417 013719108 1.23 [0.94, 1.81] T ~
\ S
1.2.7 Taking tablets on 4-5 day/ week ﬁ/
Chan 2006 039877612 020858576  1.459 [0.95 2.24] —t—

1.2.B Taking tablets on >& day/ week
Chan 2006 040546511 015824522 1,50 [1.10, 2.05] —t

1.2.9 1-2 tablets per week
Chan 2Z00& 017385331

1.2.10 3-6 tablets per week
Chan 2006 014842001 021574726 146 [0.76 1.77] 0t

1.2.11 8-14 tablets per week

Chan 2006 03852624 0 mﬁ.aaa ——
1.2.12,>15 tablets per week

Chan 2006 0.51879379 0.21604 68 [1.10, 2.57 —

01 02 0.5 1 2 5 10
Favours paracetamel Favours non-use

Figure 3 _Candiovascular adverse events (AEs). The risk ratio of cardiovascular AEs (confirmed or probable non-fatal myocardial infarction, non-fatal
stroke, fatal coronary heart disease or fatal stroke) in patients mking paracetamol versus patients not king paracetamol. The online supplementary
material provides the references for the included studies.
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Relative rate Relative rate
Study or Subgroup  log[Relative rate] SE IV, Fixed, 95% CI IV, Fixed, 95% CI
1.4.2 Overall paracetamol usevs non-use (relative rate)

De Vries 2010 03074847 0.01911135 1.36[1.31,1.41]

1.4.3 First prescription vs non-use (relative rate)
De \ries 2010 0.55388511 0.08562232 1.74[1.53, 1.98]

1.4.4 long gap (12 months between prescription) vs non-use (relative rate)
De Vries 2010 0.26236426 0.05375635 1.30[1.17, 1.44]

1.4.5 repeat use, low MPR vs non-use (relative rate)
De Vries 2010 0.10438002 0.03323485  1.11[1.04, 1.18]

1.4.6 repeat use, medium MPR vs non-use (relative rate)
De Vries 2010 0.22314355 0.05602802 1.25(1.12, 1.40]

1.4.7 repeat use, high MPR vs non-use (relative rate
De Vries 2010 0.39877612 0.07253K _1.49[1.29,1.72]_ '

De Vries 2010 0.3988

01 02 0.5 1 2 5 10

Favours paracetamol  Favours control/ non-user

Figure 4  Gastrointestinal adverse events (Gl AEs). The relative rate of upper Gl AEs (gastroduodenal ulcers and complications such as upper Gl
haemorrhages) in patients taking paracetamol versus patients not taking paracetamol. The online supplementary material provides the references for
the induded studies.
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See Editorial, pg 1521

1arthritis Research UK

Pain Centre, Academic
Rheumatology, Mottingham City
Hospital, UK

INottingham Digestive Diseases
Centre and Biomedical Research
Unit, Queens Medical Centre,
Nottingham, UK

3Worldwide Clinical Trials,
Nottingham, UK
“Creativeclinical, Nottingham,
UK

5Hill PharmaConsulting Ltd,
Uttoxeter, UK

EReckitt Benckiser Healthcare
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Conclusions

A randomised controlled trial of ibuprofen,
paracetamol or a combination tablet of ibuprofen/
paracetamol in community-derived people with

knee pain

Michael Doherty," Chris Hawkey,2 Michael Goulder,? lain Gibb,* Nicola Hil

Sue Aspley,5 Sandie Reader’

ABSTRACT

Objectives To compare the efficacy and safety of single
versus combination non-prescription oral analgesics in
community-derived people aged 40 years and older with
chronic knee pain.

Methods A randomised, double-blind, four-arm, parallel-
group, active controlled trial investigating short-term
(day 10) and long-term (week 13) benefits and side-
effects of four regimens, each taken three times a day:
ibuprofen (400 mg); paracetamol (1000 mg); one fixed-
dose combination tablet (ibuprofen 200 mg/paracetamal
500 mg); two fixed-dose combination tablets (ibuprofen
400 mg/paracetamol 1000 mg).

Results There were 897 participants (mean age

Ibuprofen/paracetamol combination

analgesia, at non-prescription doses, confers modest
short-term benefits for knee pain/osteoarthritis. However,
in this population, paracetamol 3 g/day may cause similar

5

are superior to paracetamol at improving pain and
functional status in osteoarthritis.!* 1° The addition
of a second analgesic is recommended when pain
is insufficiently controlled by paracetamol,!™13 but
there are few studies, and few data, on combination
analgesic therapy for knee pain/osteoarthritis.!! 12
The combination of analgesics with different
modes of action has the potential to offer enhanced
pain relief with reduced dosage and consequently
improved tolerability.!® Ibuprofen and paracetamol
are considered to differ in their modes of action
and are therefore candidates to be used in combi-
nation analgesia. Ibuprofen is a NSAID that inhib-
its cyclooxygenase enzymes."” The mode of action

degrees of blood loss as ibuprofen 1200 mag/day, and the

combination of the two appears to be additive.

0Z AN O€ U0 ZFOPSL LLOZ PIE/9EL L 0L SB paysliand JSiy SIJ WNayy uuy
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https://pubmed.ncbi.nlm.nih.qov/32702162/
Hepatology 2020 Nov;72(5):1864.872. Prni s
Abnormal Liver Function Tests in Patients With & iy ]
COVID19: Relevance and Potential Pathogenesg&. s

Anna Bertolint, et al

A review of the literature showsthatc:'> 2 F | RYAUGUOUSR [/ h4
had elevated AST and 35% had elevated felvEls on admissiomostly

below 5 times the upper reference limit and are associated with severe
disease and increased inflammatory markers

AST and ALT elevations amere frequent in US patients compared to
Chinesepatients.

There isno direct evidence2 ¥ { ! w hapati@igfaction.

The presence dfINB S E A & ( A yhAsndt BeéhSdidprBhersigely & S
assessedn most studiesbut is unlikely to account for all abnormalities
5NHzZAnTAYRdAzOSR f A GSNJ Ay 2dzNE, edpEcllizf R ¢
after the use ofaecetaminopbermen, lopinavir/ritonavir andremdesivir,

potentially hepatotoxic.
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Paracetamolo. Allarme overdose. Fatali dosi anche
se di poco superiori al dovuto

L'ingestione, ripetuta nel tempo, di una quantita del farmaco anche solo
leggermente aumentate rispetto a gquelle consighate, puo portare a effetti tossici

atali. L’avvertimento arriva da uno studio pubblicato sul British Journal of
Chinical Pharmacology.

i 23 NOV - Siamo abituati ad usarlo quando non ci sentiamo molto bene, come

i analgesico o antipiretico, ma un nuovo studio dell'Universita di Edimburgo

i dimostra come il paracetamolo potrebbe essere pericoloso per la nostra salute.

i Preso nelle giuste dosi e quando necessario il farmaco € del tutfo sicuro, ma la

| | ricerca scozzese mette in evidenza che assumerne delle dosi un po’ aumentate
i per un lungo periodo di tempo puo causare overdose. Lo studio € stato

| i pubblicato sul British Journal of Clinical Pharmacology.

i In particolare, 'overdose da paracetamolo ottenuta in questo modo sarebbe

i anche particolarmente difficile da riconoscere e dunque ancor piu pericolosa. |

i pazienti infatti non riconoscono i sintomi dell’abuso e spesso non pensano che il

- malessere possa derivare proprio da quello. “ll rischio cresce nel tempo, non

come per chi assume una dose massiccia tutta in una volta, magari per tentare il suicidio. Ma a un certo punto

puo arrivare ad essere fatale”, ha spiegato Kenneth Simpson, docente dell'Universita di Edimburgo che ha

condotto lo studio.

Laura Berardi23 novembre 2011
20
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Paracetamol-Induced Glutathione
Consumption: Is There a Link With
Severe COVID-19 lliness?

Piero Sestili'* and Carmela Fimognari®

T Department of Biomolecular Sciences (DVSB), Universita degh Studh df Urbing Carlo Bo, Urbing, Raly, 2 Dipartimento of
Scienze per la Qualita della Vita, Universita degh Studi df Bologna,  Rimini, Italy

Ht I N e || Glutatione nelle difese antiviralie nel COVID-19
SH

Glutatione (GSH)

Ho0, % 2GSH
2H,0 GSSG
Difesa
antivirale
Attivita
antiossidante

e disintossicante

Normale
coagulazione

Il glutatione (GSH) si puo ossidar
- per eliminare molecole ossidanti
Gravita del COVID-19 e tossiche, farmaci e perossidi
degli acidi grassi, che si formano
. . @ 2 nelle malattie infettive e per il
¥ o F vySiloz2tAavyz RSt
2 Proliferazione virus mitocondri.

Stress ossidativo

o Un eccesso diaracetamolo

diinfiammazione puo consumare il glutatione e

LS e svuotarele difese-antiossidanti
B rcesino it delle cellute

Fegato 1
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27 acetaminophen COVID-19 studies

Set20
Lug22
Nov22

Early treatment 22% 1.22[1.06-1.41

Late treatment 51% 1.5771.19-1.90

Prophylaxis 21% 1.21[1.08-1.37

Figure 14 - Random effects meta-analysis for studies about acetaminophen in COVID-19 [151-177].
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i

41/669 22% higher risk

51% higher risk

Apr 21
1| Apr22
Apr21

o | msg22
Lug 22

21% higher risk

<>

La cronologia degli
studi clinici su
paracetamolo(in
USAacetaminofeng
verso gruppi di
controllo, indicizzati
su PubMed, mostra
che gic

(date

2021(in giallg,
guando il MinSal ha
inviato lal2e 22
LihoNID 2 fcdreNB
domiciliafi €
paracetamoli@
(30-11-QHe/26-n" 0 H
la 3*e difebbraio
2022 paracetamolo
aveva gia perso molti
confronti.

enel
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EJP

European Journal of Pain
REVIEW ARTICLE

Acetaminophen/paracetamol: A history of errors, failures and
false decisions
K. Brune', B. Renner', G. Tiegs®

1 Institute of Experimental and Clinical Pharmacology and Taicology, University of Erflangen-Kimberg, Germany
2 Institute of Experimental Immunology and Hepatology, University Medical Center Hamburg-Eppendor, Germany

storia
Correspondence Abstract u Sta d 0
Kay E.I'LII'IE“ ‘ q a n

E-mail: A::Etamm{mhe mla w10l 15 tne mest wides e g n world. At
brune@pharmakologie uni-erangen.de lhem e, ut is probab) f\‘x W= gangsous compounds in
c use, causingg il t‘ cdths in all industrialized countries due
Funding sources to acutelipNiail ‘ALH Publications of the last 130 years found in the
hane. usYa Acases were analyzed. Personal contacts existed to renowned
Conflicts of interests a( eresearchers having mnlpbul&d o the mesiu:al use of paracetamol and its
Homa daclzred. Q precursors as HU. Zollinger, 5. Moeschlin, U. Dubach, J. Axelrod and
others. Further information is found in earlier reviews by Eichengriin,
Accepted for publication Rodnan and Benedek, Sneader, Brune: comp. references. The history of the
27 September 2014 discovery of paracetamol starts with an error (active against worms),

continues with a false assumption (paracetamol is safer than phenaceting,
describes the first side-effect ‘epidemy” (phenacetin nephropathy, drug-
induced interstitial nephritis) and ends with the discovery of second-
generation problems due to the unavoidable production of a highly toxic
metabolite of paracetamol N-acetyl-p-benzoguinone imine (NAPQI) that
may cause not only ALF and kidney damage but also impaired development
of the fetus and the newborn child. It appears timely to reassess the
risk/benefit ratio of this compound.

doi:10. 100 Ejp.421
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'uso dei farmaci in Italia

Rapporto Nazionale. Anno 2024

Figura 2.6.22a FANS e antipiretici, andamento temporale 2017-2024 del
consumo e del costo medio DDD  (calcolo su popolazione maschile >18 anni)
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Tabella 1.9.13 Confronto internazionale dei primi 20 principi attivi in Italia:

territoriale 2024

rango pel Spesa

Y e o W s s 2 .
Principio Attivo E *E ] g % _E E‘“ :?a:
< @ 3 fire o S I
SN,
paracetamolo L 1 161 5 219 B 39 13 8
ibuprofene i 2 35 28 80 5 g9 11
pantoprazolo 3 44 33 53 92 26 50
diclofenac 4 60 7 71 108 32 27 3
colecalciferolo 5 130 50 91 82 10 51 53 167 54
atorvastatina b 77 29 118 44 18 8 2 75 1
:Ej:g::::f acido} 5 8 93 99 90 46 23 68 425 297
bisoprololo 8 61 12 211 124 93 11 21
s | =2 32 12 29 eslf 185 20
esomeprazolo 10 |1315 474 2015 219 36 386 602 565 569
11 3 1 15 17 3 10 1 2 5
alprazolam 12 | 146 119 332 43 112 19 16 99 138
13 | s39 5 210 63 152 54@3}:
oméepYazolo 14 153 71 208 195 89 31 71 120 191
?;i:?;'::;?”ef 15 | 168 306 343 462 138 60 337 440 850
tadalafil 16 | 117 133 123 117 71 84 111 133 46
17 |1174  os D T9Ess 126 90 E?E:
lansoprazolo 18 | 126 114 117 167 56 45 45 43 18
mesalazina 19 | 395 35 218 125 43 40 19 52 15
acetilcisteina 20 | 319 26 148 61 1760 47 42 284 59

181

72

47
35
76

28



25 antipiretici/antinfammatori o decongestionanti nei 50 OTC piu venduti

1. Tachipirina(paracetamolo) 30 compresse, 500 mg 10-2-2026

2. Rinazinaspray nasale (nafazolina vasocostritt.)

4.Vicks Sinex aloe (ossimetazolirasocostritt.) Oltretutto tuttii di marca invece
5. TachipirinaSciroppo 120 ml di genericiequivalenti

6. Tachipirina- 20 compressg500 mg

7. Brufen (ibuprofene) analgesic@ compresse 400 mg
10. Okitask(ketoprofene) granulato 20 bustine, 40 mg
13. Okitask(ketoprofene) granulato 10 bustine, 40 mg
14.Voltaren (diclofenag emugel 2%, gel 100 g

15. Froben(flurbiprofene) gola spray

16.- Okitask(ketoprofene) - granulato10 bustine

18. Voltaren (diclofenag Emugel 2%, tubo 60 g
22.Okitask(ketoprofene) - granulato 30 bustine, 40 mg
29. Flectorgo(dicloefenag cps molli 25 mg

30. Nurofen (ibuprofene) influenza e raffreddore cpr rivestite
34.Moment (ibuprofene) ¢ compresse rivestite 200 mg

40. Nurofen (ibuprofene) febbre e dolore, sospensione orale
42.Nurofen (ibuprofene) compresse rivestite, 400 mg

46. Aspirinag cpr con Vit. & compresse 400 mg
47.Benactiv(flurbiprofene) golag pastiglie gusto arancia

48. Tachipirina(paracetamoloprosolubile, 500 mg
49.Voltadvance(diclofenag compresse25 mg

50. Momentact (ibuprofene) cps molli 400 mg.
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Parte il Progetto Formativo-Scuola
Superiore di Pediatria SIP 2025

Primo appuntamento il 31 gennaio-1° febbraio con il corso monotematico “Bambino
viaggiatore”.

Ai nastri di partenza il Progetto Formativo-Scuola Superiore di Pediatria SIP 2025, che si svolgera

da gennaio a novembre 2025 offrendo ai Soci SIP, e in particolar modo ai giovani pediatri,

I'opportunitd di accedere a un programma educativo indipendente e aggiornato che consente
anche di maturare un cospicuo numero di crediti formativi.

-
“Avviato per la prima volta nel 2022 il progetto formativo- Scuola Superiore di Pediatria ha qo n o I
consentito sino ad ora a 657 giovani pediatri di partecipare a un percorso formativo di alto valore, ®

non solo per i contenuti, ma anche per le occasioni di scambio e confronto professionale” afferma
la Presidente SIP Annamaria Staiano.

IN PROGRAMMA



- Dal 1998il Consiglio Nazionale per la Salute e Ricerca Medica dell' Australia s
ha designato prove di Hivello Ikquelle fottenute da una revisione sistematica

di tutti gli shdlicommuidalavndadumbizati (RET) rilevantik eddi hiviello IIkse

fottenute da almeno un RCTprogettato correttamentek!’#!

- Dal 2001, nel formulare raccomandazioni sulle linee guidali pratica cli-
nica, la Task Forcedei servizi preventivi degli Stati Uniti ha considerato¥
sia la progettazione di uno studio che la sua validita interna come indicator .
di qualita. Ha riconosciutofprove daalmeno un RCTcorrettamente randomizzatokcon
buonavalidita interna (cioé: valutazionedi H-buonol come laprova di massima qualita
disponibilel’?!,

-1l gruppo di lavoro GRADE(di riferimento per@ | £ dzii I Mifa delled [l metodo
prove scientifichg ha concluso nel 2008 chefRCTsenza limitazioni impor- [ ]
tanti sono prove di altaqualitai’®. G RAD E

Levels of

Evidence

- Perquestioni riguardanti "Terapia /Prevenzimne/
/ Eziologia/ Danni", il Centro di Oxford per
lleviden ce-based medicine del 2011 ha definito
le prove difLivello 1°kcome unarevisione
sistematica di RCTcoerenti tra loro, ele provedi
fLivello 1bkcome un RCTsingolo, con intervallo di
confidenza stretto.#’’]

i Evidence-Based Medicine

Oxford Centre for Evidence-
Based Medicine (CEBM)

34
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1. Che cosa stabiliscono le Agenzie regolatorie per autorizzare un
trattamento

a) Food and Drug Administration ( FDA) USA A Almeno 1 RCR

A L'agenzia ha tradizionalmente richiesto almeno 2 studi clinici randomizzati in doppio c
con esito positivoNel 1997, pero, il Congresso ha modificato la legge per consentire alla |
di approvare farmaci in baseun solo RCT, se associato a prove di conferma. Pertanto,
I'approvazione della FDA continua a richiedere almeno 1 studio clinico randomizzato

A La FDA ha sempre sostenuto ctedi osservazionali e casi clinici sono p#li formulare
ipotesidi ricercajmanon hamo il rigore necessariper decisioni di approvazione normativa

b) European Medicines Agency ( EMA) Europa A RCT

EMA September 1998

Pag. 10 2.3A Le tecniche di progettazione piu importaper evitare errori sistematici negli
studi clinici sono il mascheramento (cecita) e la randomizzazaeedovrebbero essere
caratteristiche normali della maggior parte degli studi clinici controllati destinati a essere
inclusi in una domanda di autorizzazica&immissione in commercio.

Pagina 12
A In combinazione conimhascheramento, la randomizzazione aiuta a evitare possibili errc
sistematici nella selezione e nell'assegnazione dei sogittianti dalla prevedibilita delle

assegnazioni dei trattamenti.
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Pag. 7A Una buona pianificazione e implementazione di uno studio clinico derivano anc
dall'attenzione agli elementi di progettazione degli studi clinici, come da Sezione 5, qual

w dziAfATT 2 RA I LILWINREROOA LISNJ NWdRdzMipzBzionet Y
cecita o mascherameni@/o controllo dei fattori confondenti:
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cecita o mascherameni@/o controllo dei fattori confondenti:

Pag. 154 Gli studi interventistici, e in particolare gli studi randomizzati, svolgono un ruol
centrale nello sviluppo di farmaci, poiché possono controllare meglio gli errori sistematic

Anche glstudi senza randomizzazior(siano essi interventistici od osservazionali) posson
svolgere urruolo incerti contesti in cuila randomizzazione non e fattibile

LINKhttps://www.ema.europa.eu/en/iche9-statisticatprinciplesclinicattrials-scientificquideline

Agenzia Italiana del Farmaco (AIFA ) A come EMA
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seguito di valutazione scientifica dei requisiti di qualita, sicurezza ed efficacia del medici

| dati egli studi presentati a supporto della domanda di AIC devono essere conformi agli
orientamenti e linee guida definiti a livello europeo
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13. Dal complesso di tali ragioni non puo che discendere, pertanto,

0k RUCOOR!t RARORa@eé Wl Wa W RAEYI + YWG! Y
le Linee guida, che non hanno una portata cogente per i loro

destinatari, poiché essi, quali medici di medicina generale,

GYt t YOYWUDGGKIJt Wl #ARARYWI JGd¢ WG YG
prescrivere farmaci ulteriori e diversi da quelli raccomandati in

esse, purchérT e la precisazione e fondamentaler tale prescrizione

si fondi su evidenze scientifiche attendibili che assicurino la
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14.4. Qui basti ricordare, in estrema sintesi, comé& K ¢ GGl YRHRY |
YI G¢cRWI YGRUcCUqUWI Wadcewt #RIJUAC WG I

secolo scorso nella scelta della terapia piu adatta sia quello

T JGadkW2RI WUAC¢ W BvitiéhteepRsed1iedicheld ¢ LWH HOI

(EBM),alle cui fondamentali acquisizioni puo qui farsi solo qualche

breve cenno.




14.5. La scelta della cura avviene, secondo tale metodologia,
sulla base dellemigliori prove di efficacia clinica e, in
particolare, di studi clinici a carattere sperimentale,
randomizzati e controllati ( RCTT controlled randomized

trial), che costituiscono il c.d. gold standard della ricerca
medica.

14.6. Lamedicina basata sulle prove, secondo la
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migliori prove di efficacia clinicacon!| A3t GIJI RIJUA ¢ W W
del medico e i valori del paziente ».



| Qidence based madicine (£22) propone di integrare:
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Ae con ileontesto, e concaratteristiche individlsdiie poefévenze delfaysiktito.
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