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Eziologia della CAP

(File TM et al. EnglJ Med 2023;
389: 63241)

Presupposti epidemiologici: eziologia
polmoniti, ruolo vaccini, relativi limiti

Table 1. Respiratery Pathogens in Community-Acgquired Pneumonia [CAP).=

Pathogen Group

Common or core

Gram-positive bacteria

Gram-negative bacberia

Atypical bacteria

Respiratory viruses

Uncommon or infrequent

Gram-positive bacteria

Gram-negative bacteria

Atypical bacteria
Mycobacteria

Yiruses

Fungi

Parasites

Pathogen

Streptococcus pnewmonige, methicillin-susceptible
Staphylococous aurews, Strep. pyogenes, other
streptococci

Hemophilus influenzae, Moraxella catarrhalis,
Enterobacteriaceae (e.g., Klebsiella prneu-
FrRoniae)

Legionella pneumophila, Mycoplasma pneumoniae,
Chlamydophila preumoniae

Influenza virus, SARS-CoV-2, respiratory syncytial
virus, parainfluenza virus, human meta-
pneumcyirus, rhinoviruses, commeon human
COronaviruses

Bethicillin-resistant Staph. gurews, nocardia spe-
cies, Rhodococcus equi

Entercbacteriaceae, including extended-spectrum
beta-lactamases or carbapenem-resistant
enterobacteriaceae; nonfermenting ba-
cilli {e.g., pseudomonas or acinetobacter);
Francisella tularensis

Chiamydia psittaa, Coxiella burnetii

Mycobacterium tuberculosis, nontuberculous
mycobacteria

Cytomegalovirus, herpes simplex, varicella
zoster, MERS-CoV

Prieurmocystis jirovecii, aspergillus species, muco-
rales species, histoplasma species, cryptococ-
cus species, blastomyces species, coccidioi-
des species

Strongyoides stercoralis, Toxoplasma gondii

L]

Risk factors associated with specific pathogens are shown in Table 53. MERS-
CoV denotes Middle East respiratory syndrome coronavirus, and SARS-CoWV-2
ndrome coronavirus 2.
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*65+ at least 2 doses
if recommended
based on shared
individual decision
making.

ALL adults in age group should

get the vaccine.

Y

SOME adults in age group should Adults should talk to their health care provider to decide if
get the vaccine. this vaccine is right for them.

Vaccine

19-26 years 27-49 years 50-64 years 265 years

COVID-19

Influenza/Flu

RSV . If aged 75
M Tdap every pregnancy. Td/Tdap every 10 years for all adults.
Chickenpox If U.S. born and aged 45 years or younger
HPV A A I,
—_— Aged 27-45 years  §
.ﬂ//'ﬂ’////]///ﬂ'#/;
Pneumococcal
Hepatitis A
Hepatitis B

Through 59 years
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Influenza

Pneumococco

HVZ

Vari tipi, inattivati
(Tetravalente ad alta carica o
cCl Re2caqYWUWJGTKE

PPSV23*

ZVL: vivo
RZV: liofilizzato, ricombinante

Riduce mortalj,tave,ricoy’eri sia 75%
UKDGGOGKkeUARCUY WIHEGS IJL 95% in categorie a
rischio maggiore rischio

Particolarmente efficace nei soggetti 75%
a maggiore rischio

Previene sia la malattia, primariao  50%
recidiva, che la nevralgia

postherpetica

RZV pare piu efficace del pur

efficace ZVL

RZV puo essere somministrato in chi
abbia gia ricevuto ZVL

Presupposti epidemiologici: eziologia polmoniti, ruolo vaccini,

relativi limiti



ASelettivita

AEffetto funzione della copertura conseguita
APossibile limitazione di efficacia in immunodepressi
AFisiologica quota di non o lowresponders

ARare controindicazioni

ATiming inadeguato

Presupposti epidemiologici: eziologia polmoniti, ruolo
vaccini, relativi limiti



La risposta umorale puo non riflettere quella cellulare
(decoupling)schiavoni I et al. JAMDA 2023; 24:140)

Table 2
GMT of Anti-S IgG (BAU/mL) Before Booster Dose (T6) and 12 Months (T12) After
First Dose of Vaccine

And-S IgG in BAU/mL

TG T12
GMT P Value GMT P Value
D4
Low or nonresponders 496.50 047 4722 .06 7953
2+ cytokines 1282.50 4188.09
D3
Low or nonresponders 496.21 0059 6124.18 1415
2+ cytokines 1719.86 3165.29

Results of Student r-test for nonlow and high CMI responders,
Bold values are statistically significant.

Presupposti epidemiologici: eziologia polmoniti, ruolo
vaccini, relativi limiti
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Table 1

Health-related eligibility criteria influencing geriatric representation in the clinical trials for vaccines against COVID-19.

Pfizer/BionTech [4]

Moderna [5]

Oxford-AstraZeneca [7]

Age
classes

Inclusion
criteria

Exclusion
criteria

42.2% with age > 55 years

- Healthy participants who, through medical
history, physical examination, and clinical
judgment of the investigator are eligible for
inclusion in the study.

- Individuals with preexisting stable disease (i.e.

disease not requiring significant change in
therapy or hospitalization for worsening disease
during the 6 weeks before enrollment).

- Other medical or psychiatric condition
including recent (within the past year) or active
suicidal ideation/behavior or laboratory
abnormality that may increase the risk of study
participation or, in the investigator's judgment,

make the participant inappropriate for the study.

- Immunocompromised individuals with known
or suspected immunodeficiency, as determined
by history and/or laboratory/physical
examination.

24.8% with age >65 years

Healthy adults or adults with pre-existing
medical conditions who are in stable condition
(i.e. not requiring significant change in therapy or
hospitalization for worsening disease during the
3 months before enrollment).

- Acute illness or fever 72 h prior to or at
screening.
- Immunosuppressive or immunodeficient state.

15.9% with age >55 year

(10.9% from 56 to 70 years, and 5% >70 years)
Healthy adults or adults with comorbidities
assessed as mild or moderate and well controlled
by the Investigator.

- Severe or uncontrolled conditions, e.g.
cardiovascular, respiratory, gastrointestinal, liver,
renal diseases, endocrine, autoimmune/
rheumatological disorders, neurological illness,
immunosuppression, and cancer.

- Chronic use of anticoagulants.

- Psychiatric conditions (including dementia or
cognitive impairment), or psychiatric history.

- Any other comorbidities deemed severe or
uncontrolled as determined by the clinical
judgement of the Investigator. In case of
uncertainty regarding the nature or severity of
the comorbidity (e.g. new medical diagnosis; new
symptom, disorder or finding that are currently
under investigation; recent change or
deterioration in a symptom, disorder or finding)
the participant may be excluded, at the discretion
of the investigator.

- Clinical Frailty Scale >4 (vulnerable and frail),
only for participants aged >65 years.
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Comparative Effectiveness Research and Patients
with Multiple Chronic Conditions

Mary E. Tinetti, M.D., and Stephanie A. Studenski, M.D.

AMultimorbidit
APolypharmac

Researchers have largely shied away from

AFU n Ct| on al EI atus the complfaxity of multiple ch{'onic confh'tions
o — avoidance that results in expensive,
A Cog nitive E potentially harmful care of unclear benefit.
A PhySICal — N ENGL ) MED 364,26 NEJM.ORG JUNE 30, 2011
AMood %
Alncontinencg
. O
AMalnutrition
AFalls
i Presupposti metodologici: effectivenessvs efficacy
AOsteoporosis




Effectiveness

Efficacy studies

studies
Multimorbidity (cognitive and
Singledisease physical impairment, multiple
setting of care)
([ ) : More generalizability
No complexity More heterogeneity
. ) Lessretention/adherence

Lessgeneralizability

Presupposti metodologici: effectivenessvs efficacy
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Efficacy studies Effectivenessstudies

Comparison with Head-to-head
placebo comparisons
"~ Pharmacologicand |
Blinding non-pharmacologic
interventions
Lessinformative No blinding

not blinded

More informative, but ]

Presupposti metodologici: effectivenessvs efficacy



Efficacy studies Effectivenessstudies

Universalhealth

Diseaseoriented

outcomes
Goodfor r |
homoaeneous Realworld measure of
popu?ations clinical practice

Not reliable for
complex patients

More informative

collected

More complex to be ]
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Symptomsof older adultsfrom the GeroCovid-TCFstudy, accordingo SAR& 0\/2

Infection status.
SARS-CoV-2 + SARS-CoV-2 — Val
(n =179) (n = 324) p-yvatue . _
No symptoms, n (%) 53 (29.6) 203 (62.7) 0,001 V The 30% of SARSV2-positiveresidents
At least one symptom, n (%) 126 (70.4) 121 (37.3) <0.001 1 1
oo 0o s e did not report anysymptoms while over
Low-grade fever, n (%) 64 (36.2) 8 (25) <0.001 70%reported at leastone symptom
Pharyngodynia, n (%) 1(1.3) 3(1.0) 1.000
Cough, n (%) 21 (12.4) 16 (5.0) 0.003
Sneezing, n (%) 4(2.3) 6(1.9) 0.72
Dyspnoea, n (%) 46 (26.1) 18 (5.7) <0.001
Low oxygen saturation after walking, n (%) 2(2.0) 6(2.1) 1.000
Low oxygen saturation at rest (<90%), n (%) 37 (29.6) 15 (4.9) <0.001
S 02 %, mean+SD 95 (93, 96) 97 (96, 98) <0.001 P
Weakness/Prostration, n (%) 52 (32.1) 41 (12.7) <0.001 V The mOSt com monsym pt0m|n Older
Fall or fainted, n (%) 1(09) 7(23) 0.69 residentswith a SARE0V2 infectionwas
Muscles aching, n (%) 10 (6.6) 13 (4.1) 0.24 L.
Delirium, n (%) 49 (41.2) 7 (2.3) <0.001 delirium
Conjunctivitis, n (%) 3(1.8) 5(1.6) 1.000
Loss of smell (if new), n (%) 0(0.0) 0(0.0) -
Loss of taste, n (%) 3(2.2) 2(0.6) 0.17
Anorexia, n (%) 30 (27.0) 20 (6.6) <0.001
Nausea/vomiting, n (%) 12 (7.2) 4(1.3) 0.004
Diarrhea, n (%) 36 (21.6) 12 (3.8) <0.001
Raynaud syndrome, n (%) 4 (3.5) 0(0.0) 0.005 ri
Cutaneous symptoms, n (%) 6(5.1) 2(0.7) 0.007 V Theprevalencmf dellrlum aSthe Onset
Sudden worsening of health status, n (%) 43 (35.0) 5(1.6) <0.001 sympto mof a SARE&0\/2 infectionwas
Aphasia/dysnomia, n (%) 1(1.0) 6(2.0) 0.68 ) . ; ; ; : )
Cognitive Impairment, n (%) 27 (30.0) 19(16.3) 0.004 significantlynigherin residentswith dementia
Diuresis contraction, n (%) 17 (14.2) 5(1.6) <0.001 : . :
Urines of facces incantinence, . (%) 545) 7(159) 0002 comparedwith thosewithout dementia
Unable to ask questions, n (%) 3(4.4) 24(9.2) 0.21
Unable to fill a self-evaluation questionnaire, n (%) 7 (10.6) 35 (13.6) 0.52
Number of symptoms, median (Q1, Q3) 2 (0, 6) 0(0,2) <0.001

Number of symptoms, n (%)



Clinical Features of SARS- CoV-2 Infection in ltalian
Long- Term Care Facilities: GeroCovid LTCFs
Observational Study

V The datasupport the higherrisk that

Alba Malara 1, Marianna Noale 2, Angela Marie Abbatecola 3, Gilda Borselli ¢4,

Carmine Cafariello 5, Stefano Fumagalli ©, Pietro Gareri 7, Enrico Mossello ©, Caterina Trevisan 8, |nd|V|dua|S Wlth dementla may have In
Stefano Volpato 2, Fabio Monzani 1° |, Alessandra Coin 11| Giuseppe Bellelli 12|

Chukwuma Okoye 10 | Susanna Del Signore 12 |, Gianluca Zia 18, Raffaele Antonelli Incalzi 14 ; 1 SARSC \/_2 1 f H

GeroCovid LTCFs Working Group gettlng 0 In eCtlon

Characteristics of Older Adults Enrolled in the GeroCovid LTCFs Study by SARS-CoV-2 Positive or Negative Swab Test, Clinical Suspicion, and High Risk of Infection

SARS-CoV-2—Positive SARS-CoV-2—Negative SARS-CoV-2—Negative P Value
(n=179) With Close Contact With Clinical Suspicion
(Asymptomatic) (Symptomatic) . .
(n=203) (n=121) V Themortality of SARSCoV- 2 positive
Age, y, mean+SD 85.6 £ 8.2 83.5+9.0 848 +88 .05 : —
Sex, female, n (%) 135(75.4) 156 (76.9) 91(75.2) 93 reSIdentS (n_179)WaS 21 . 6%1
Smoking status, n (%) 54 0 A
Current smoker 1(1.5) 3(35) 5(5.3) Compared to 108 A)among SARS COV
Ex-smoker 14(20.3) 11(12.9) 16 (16.8) 1 1 1
Nonsmoker 54 (78.3) 71(83.5) 74 (719) 2 negatlvesym ptomatlc reSIdentS
Chronic diseases, n (%) (o) A
Arterial hypertension 82 (46.6) 127 (76.5) 91(75.2) <.001 (1 2 1) an d 1 : 8 /Oam 0 ng SARSC OV 2
Cardiomyopathy* 75 (42.4) 24 (27.0) 64 (53.8) <001 N eg a“ve asym pto m at| C resi d e ntS
Atrial fibrillation 6(6.1) 7(8.9) 16 (14.7) A1
Central and peripheral arterial disease 68 (38.9) 12 (13.3) 17(14.3) <.001
Cardiac failure 13(10.6) 13 (16.1) 16 (14.6) A48
Stroke 30 (24.4) 9(11.0) 18 (16.5) 044
Diabetes (type 1 or 2) 47(272) 40 (37.7) 32(26.7) 12 i I i i
pabetestt e e e o V Thesefindings suggestthat attributing
Osteoarthrosis 66 (54.1) 21(256) 71 (67.0) <001 death to COVID19 on |y based on
COPD' 26 (15.1) 22(232) 26(219) 187 ) ) . o ] )
Chronic renal failure 16(922) 6(6.9) 23(198) 006 ep|dem|o|og|c or clinical criteria,
Chronic liver disease 10 (5.7) 9(10.3) 3(2.5) .06 . . .
Obesity 14(120) 4(54) 17(15) 10 without  confirmation by naso-
Poor nutritional status 33(28.0) 2(2.7) 42 (38.5) <.001 .
Psychiatric disorders 46 (43.0) 77 (48.1) 55(514) 46 pharyngeal swab test, likely
Nervous system disorders 73 (68.2) 42 (26.4) 62 (56.9) <.001 . . .
Dementia or cognitive impairment 45 (42.5) 10 (6.3) 35(33.0) <.001 CcoO nt” b u ted tO ove reSU m at| n g COV I D‘
Total number of chronic diseases, median (Q1, Q3) 3(2,5) 2(1,3) 5(3,6) 002 . . .
Chronic diseases, n () <001 19 related mortality in the LTCsetting
01,2 20(11.2) 76 (37.4) 1(08)

3+ 159 (88.8) 127 (62.6) 120 (99.2)
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~aws GeroCovid LTCFs: Infection containment intervention:

N GERCINTOLOGIA
E GERIATRIA

Universal use of PPE

Restriction of visitation

Social distancing

Implementation of additional sanitizing

Creation of COVID-19 isolation area

Limited non-essential procedures

Daily Resident and Staff check Body Temperature
Daily Resident and Staff SPO2 check

Staff education relating to preventive strategies

AN N N Y U N N NN

Residents and Staff Virological Surveillance




Strategies to improve mood of patients in GeroCovid LTCFs
during COVID-19 outbreak

Psychological support Recaeational-educational Psycho-educational Music-Reading-Dance Occupational therapy Alternative Comunication
activities activities therapies with family
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JAMDA xxx (2023) 1-4

Letter to the Editor

Promoting and Building Long-Term

Care Health Research Networks:

GeroCovid Observational and
Gerocovid Vax Initiatives

JAMDA

journal homepage: www.jamda.com

Table 1

Synthesis of GeroCovid Observational and GeroCovid Vax Longitudinal Studies

aEBLa

Study Feature

GeroCovid Observational

GeroCovid Vax

Timeline
Nations involved
Types of settings

Number of study sites (number of participants)
Physical, cognitive,
comorbidity, biochemical measurements

Type of outcome

Data entry method
Publications to date, n*

March 1, 2020—December 31, 2020

Italy, Norway

Acute wards, outpatient clinics (memory, post
hospitalization from COVID-19), homecare assistance,
LTC (assisted living, retirement homes, NHs)

76 (3604)

Mobility and physical activity, physical frailty, ADL,
IADL, CIRS, MMSE, GDS, blood and urine analyses

Infection, death, hospitalization, changes in clinical,
cognitive, functional, and behavioral parameters

E-registry (BlueCompanion, UK)
13

February 2021—February 2022
Italy
LTC (NH, retirement home)

77 (3280)

Mobility and physical activity, physical frailty, ADL,
IADL, CIRS, MMSE, GDS, blood analyses

Adverse events (infection, death, hospitalization, other)
Changes in cognitive, functional, and behavioral
parameters
Immune response

E-registry (BlueCompanion, UK)

11

ADL, activities of daily living; CIRS, Cumulative Illness Rating Scale; GDS, Geriatric Depression Scale; IADL, instrumental activities of daily living; MMSE, Mini-Mental State

Examination.
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(A) OM-85 acts as a PAMP that causes maturation of mucosal dendritic cells in gassociated immune tissue
AIJ! D1 kKt WGE qHEG It Whi2 Re W~ WHIJGOY b Alls 6 RAG W6 JUWHCc 2t W Ys Ut «
adaptive mucosal immune responses These downstream events include:i) the activation of monocytes and
natural killer cells; (ii) the activation of T cells (Th 1 cell§regcells and cytotoxic CD8+ cells); (iii) the
expression of antimicrobial peptides in epithelium and mucosa; (iv) the activation of macrophages; (v) the
migration of polymorphic neutrophils to the lung; (vi) the expression of-Bell and antiviral Thlrelated
cytokines, and (vii) Bcell maturation (leading to an increase in serum and airway immunoglobulins).
(B) OM-85 also results in the promotion of immune system maturation in children via downregulation of Th2 and
restoration of Th1l/Th2 imbalances through activation ofregcells.

B = B cell; DC = dendritic cell; GALT = gassociated immune tissue; Ig = immunoglobulin; Mc = macrophage; Mo =
monocyte; NK = natural killer cellPAMPS = pathogen associated molecular pattern$’C = plasma cell; PMN =

GYG! Yl Go6YUe#HOWC!I WOWe ql Ysids dRdrefotid ArdnundglobUAn) T 41 céllf TRIST teplipied déll; 6 LU
TLR = toHlike receptor; Treg= T regulatory cell

Presupposti biologici



B = B cell; DC = dendritic cell;
GALT = gutissociated immune
tissue; Ig = immunoglobulin; Mc
= macrophage; Mo = monocyte;
NK = natural killer cell; PAMPS =
pathogen associated molecular
patterns; PC = plasma cell; PMN
= polymorphonuclear neutrophil;
AAt W WA Uslget WG
secretory immunoglobulin; T=T
cell; Th =T helper cell; TLR = toll
like receptor; Treg = T regulatory
cell

(B)

Lung
-
f;% %%ﬁ IgG

AAAAS AAAGAS LLAAAS AL ALY
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OM85 enhances innate immunity by promoting
the maturation of dendritic cells and the activatio!
of macrophages, bolsters mucosal defense by
increasing secretory IgA production, and modulat
T-celli mediatedadaptivemmunity.




OMS8S5 in eta adulta e geriatrica: osservazione su 323 pazienti coreani
COPD con eta media 73 anni (3 mesi OM85, 3 mesi osservazione)

CS et alTubercRespir Dis (Seoul). Published online September 4, 2025)

Presupposti clinici

A Of 323 Eantients analyzed (mean age 73:87.8
years; 83.9 % male), 39.0 % hablaseline

A9 NuWg WNMWWAE¢ qRIJUqt WRUL
markedly greater and sustained improvements

A in both CAT and SGRQ scores compared with
those with CAT < 10 (p for interaction < 0.001

A for both), agd the magnitude of these changes
JFHIJIII 131 Wa 6 1J W~193185, Wbl )

AE] AA a lle MY & ddnths), indicating
clinically meaningful symptom relief. Among

A these patients, achieving SGRQ responder
status at 6 months was negatively associated
with an increased frequency of acute
exacerbations (OR 0.246, 95% CI 0.050.207, p
= 0.084),showinga non-significant trend.



