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* pO,: 60 mmHg

TI ©A XOPHI'HZETE EMIEIPIKA ZE
AYTON TON AZOENH;

« Avopag, 70 eTwyv

« 35 avarmvoEg/min
* Oupia: 80 mg/dl




MAPAI'ONTEZ NOY
EMHPEAZOYN THN ENIAOIH

Mikpoopyaviouog

* [1Bava Taboyova # 10ToPIKO EPBOAIaOUOU

* [MBavoTnTa avToxnC TwV TTaBoyovwy oTa avTIBIOTIKA

* AVTIBIOTIKA TTOU XOopNnyNnonkav eUTTEIPIKA TO TEAEUTAIO
TpiuNvo

[lapayovrec Tou éeviaTh

« Bapurtnta tou aocBevoucg (# Kivdouvog Bavarou,
avAaykn voonAeiag)

* AVOOOETTAPKEIA

e 2UVUTTAPXOVTO VOOTMaTa




[INEYMONIA THZ KOINOTHTAX:

KYPIOTEPO AITIO NOZHAEIAZ 2TO HNQMENO BAZIAEIO
(Quan TP, et al. Thorax 2016, 71: 535)

« Atmpihiog 1998-MaprTioc 2014: 407.774 c10aywyEG UE
avaykn MIKPOBIOAOYIKN G OIEPEUVNONG
* 4 voookopeia Trust Oxfordshire
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— Pneumonia
—— —— Chronic obstructive pulmonary disease |
— — — Other lower respiratory tract infection |
****** Sepsis

Nonspecific viral infection
—®— All of the above




EMIAHMIOAOIIA 2TIZ HMA: MEAETH EPIC
(Jain S, et al. N Engl J Med 2015, 373: 415)

* lavouapiog 2010-louviog 2012: 2259 aoBeveic
« 3 VOoOooOKouEia ZIKayo, 2 voookopeia Nashville

Patients with a Positive Result (%)

97 194 Viral pathogen only (22%) Copathogen
3 Single pathogen
/Viral—viral co-detection (2%)
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Patients (no.)

EMNOXIKOTHTA MAGOIONQN
(Jain S, et al. N Engl J Med 2015, 373: 415)

30-
e Human rhinovirus
254 = |nfluenza A or B
204 === Human metapneumovirus

Respiratory syncytial virus

S. pneumoniae
S qureus




NMAOGOIONA ANAAOI'A ME THN HAIKIA
(Jain S, et al. N Engl J Med 2015, 373: 415)

A Persons 18-49 Yr of Age B Persons 50-64 Yr of Age
Adenovirus|-@- Adenovirus| —e——
L. pneumophila)-@- L. pneumophila ——
S. aureus|-@- S. aureus PY
M. pneumoniae| —@— M. pneumoniae °
Coronavirus| -@- .
Coronavirus —_—
Respiratory .
syncytial virus - Res.plra!:ory [
syncytial virus
Parainfluenza Parainfl
virus| € arainfluenza n
virus
Human meta- °
pneumovirus Human meta- P NE—
pneumovirus
S. pneumoniae .
S. pneumoniae, —_—
Influenza A or B ® Influenza A or B —_—
_Hurpan —— 'Hurpan e e
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0.0 0.5 1.0 1.5 2.0 2.5 0.0 0.5 1.0 1.5 2.0 2.5
Incidence per 10,000 Persons Incidence per 10,000 Persons
C Persons 65-79 Yr of Age D Persons =80 Yr of Age
Adenovirus|-@— Adenovirus—e——
L. pneumophila| @~ L. pneumophila—@——
S. aureus(-@— S. aureus| ——@——
M. pneumoniae|-@= M. pneumoniae|—@——
Coronavirus| —@— Coronavirus —_—
Respiratory Respiratory o
syncytial virus| —@— syncytial virus
Parainﬂue.nza ° Parainﬂugnza °
virus virus
Human mgta- PY Human mfeta- o
pneumovirus pneumovirus
S. pneumoniae, —_— S. pneumoniae _—
InfluenzaAorB| —@— Influenza A or B g
Human Human
rhinovirus ¢ rhinovirus .
— T T T T T T T T T T T T T T T T T T T T T T T T T T T T ]
0 5 10 15 20 0 5 10 15 20
Incidence per 10,000 Persons Incidence per 10,000 Persons




A=IOANOIMH2H BAPYTHTAZ CURBG65
(Lim WS, et al. Thorax 2003, 58: 377)

« 2U0yxuon (Confusion)

« Oupia (Urea) >40mg/dl

« ApiBudc avatrvowyv (Respiratory rate) >30/AeTr1d

« Aptnpiakn trieon (Blood pressure) (cuoTtoAiki<90mmHg n
0100 TOAIKN) <60 mmHQ)

* HAKia >65 years

1 BaBuoc yia €kaoTo

0-1 2 >3
@vntoTnTa @vntoTnTa OvnTéTNTA
1.5% 9.2% 2204

NOOOKOMEIOKN NoonAegia oTo
ETTIBAEWN VOOOKOEIO

Kat’'oikov voanAeia




AEIKTHZ BAPYTHTAZ INEYMONIAZ PSI
(Garnacho-Montero J, et al. Exp Rev Anti-Infect Ther 2018, 16: 667)
BaBuoi

+30
+20
+20
+20
pH apTnplakou aipartog <7.35 +30
Oupia 230mg/dl (R 9mmmol/l) +20
Ndatpio <130 mmol/l +20
F'Aukédn 2250 mg/dl (14mmol/l) +10
Alpatokpitng <30% +10
Mepikn Trieon o§uydévou <60mmHg +10
MAcgupitida +10




MIKPOBIOAOI'IA THZ ZOBAPHZ INEYMONIAZ THZz

KOINOTHTAZ INMPIN THN NMANAHMIA
(Kyriazopoulou E, et al. Infect Dis Ther 2021; 10: 1437)

« Aobeveic ue CAP kal onyn
(Sepsis-3 definitions) 2017-2019
(v=90)

« ExteTaupévn avadlntnon
TTaBoyovou= KaAAIEpYEIEC (aiua,
TITUEAQ, TTAEUPITIKO UYPO) +
avTIyOVOo oUupwyvV yia Legionella kai
S.pneumoniae + BIOFIRE®
FILMARRAY® oT1a 1rTUEAQ

*  2UAAoyN 24 wpeg TTPO £vapeng
AVTIBIOTIKWYV

CAP: community-acquired pneumonia
Cl: confidence interval

%, 95% Cls
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p<0.0001

.

Conventional microbiology FilmArray®




KYPIA MA©OOI'ONA THZ ZOBAPHZ INEYMONIAZ THZz

KOINOTHTAX
(Kyriazopoulou E, et al. Infect Dis Ther 2021; 10: 1437)

Viral

Viral
pathoc?r:el; co-detection
20 4.40 4.4%
17 m Copathogen 4%
16 .

=S Single pathogen

- 27.8%

3 1 No pathogen
§ 13 13 13 detected
o 10 25.6%

= Bacterial-viral

® 10 9 9 co-detection

g_ 17.8%
- 20.0% Bacterial
= 6 0% N .
s Bacterial co-detection
o 5 4 cause only

c

[

=

©

o I

0
o\;\‘b ‘\1?0 (99@ @og o{‘\‘ae 4\‘6" 4\&9 & & ~\\*¢9 o“\">$
& o & O & o o &
oo & 'bo& 006 oz\) 0& (‘1‘» \)é\ & p o,,o
W - & P w® (\‘é o & & & 6"’?
& ¥ o® & w &7 < o &
¢ * » o« R W 2 \¢
& o 0\)6 6@9 & & & ¢

c}@ Q° «@o q.ee o



ENAZ NEOZ MTPOBAHMATIZMOZ: H
BAOMOAOIZH TQN ZYMINTQMATQN

(Garnacho-Montero J, et al. Exp Rev Anti-Infect Ther 2018, 16: 667)

Absent (score=0) Mild (score=1) Moderate (score=2) Severe (score=3)

No cough or resolution (to |Cough present butit |Cough present, frequent and it | Cough is present
pre-CAP levels) does not interfere with | does interfere with some of the | throughout the day and
subject’s usual daily |subject’s usual daily activities |night; it limits most of
activities the subjects’ usual daily
activities and sleep
patterns
No chest pain or resolution |Chest pain present Chest pain is present with Chest pain is present at
of chest pain related to occasionally with normal breaths and it does rest and/or with shallow
CAP deep breathing but it |interfere with the subject’s breathing; it limits most
does not interfere with |usual daily activities of the subject’s usual
subject’s usual daily daily activities
activities

=
@©
o
+—
0
=
O

No shortness of breath or |Shortness of breath Shortness of breath with usual | Shortness of breath with

5 @|resolution (to pre-CAP with strenuous activities and it does interfere | minimal exertion or at
¢ 2 Baseline) activities only but it with the subject’s usual daily |rest; it limits most of the
e does not interfere with | activities subject’s usual daily
5 subject’s usual daily activities
5 activities
e No coughing up of Subject coughsupa  Subject coughs up a moderate Subject coughs up a
2 phlegm/sputum or small amount of amount of phlegm/sputum large amount of
US)_ resolution (to pre-CAP phlegm/sputum phlegm/sputum

Baseline)



FDA 2014: AAAATH OEPANEYTIKQN

NMPOZANATOAIZMQN
(Barrera CM, et al. Lancet Infect Dis 2016; 16: 421)

[Mpwipyn KAIVIKA avTaTToOKpIon: BeATiwon =22 cuptrtwpaTa (Brxacg,
TTAeupoduvia, TTapaywyn TTTUEAwyY, OUCTIVOIA) EVTOC TWV TTPWTWV 72
wpwv

MEAETN IN-KATWTEPOTNTAG

80 -

60 -

40 -

20 -

20A10pojUKiVN MogipAogacoivn
(v=426) (v=434)



OMAAAKYKAINH: EMKPITIKH MEAETH
(Stets R, et al. N Engl J Med 2019, 380: 517)

Subgroup

ITT population
Early clinical response

Investigator-assessed clinical
response at EOT

Investigator-assessed clinical
response at PTE

Clinical per-protocol population
Early clinical response

Investigator-assessed clinical
response at EOT

Investigator-assessed clinical
response at PTE

Patients with PSI risk class |1
in the ITT population

Early clinical response

Investigator-assessed clinical
response at PTE

Patients with PSI risk class I
in the ITT population

Early clinical response

Investigator-assessed clinical
response at PTE

Patients with PSI risk class IV
in the ITT population

Early clinical response

Investigator-assessed clinical
response at PTE

Omadacycline

Moxifloxacin

ro. of events/total no. (%)

313/386 (81.1)
349/386 (90.4)

338/386 (87.6)

308/356 (86.5)
336/357 (87.0)

316/340 (92.9)

43/57 (75.4)
4757 (82.5)

191/227 (84.1)
206/227 (90.7)

79/102 (77.5)
85/102 (83.3)

321/388 (82.7)
341/388 (87.9)

330/388 (85.1)

314/360 (87.2)
329/357 (84.8)

312/345 (90.4)

41/56 (73.2)
47/56 (83.9)

187/216 (86.6)
190/216 (88.0)

93/116 (80.2)
93/116 (80.2)

Percentage-Point Difference (95% Cl)

BN

16 (-7.1103.8)
2.5 (-1.9 to 7.0)

2.5 (-2.4 to 7.4)

0.7 (-5.7to 4.3)
2.0 (-1.8 10 5.8)

2.5 (-1.7 to 6.8)

2.2 (-14.0 to 18.4)
1.5 (-15.7 to 12.8)

2.4 (-9.1t04.2)
2.8 (-3.0t0 8.7)

-2.7 (-13.8 0 8.1)
32 (-7.41013.4)

1
1
1
1
1
1
1
1
1
1
|
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
|
1
I
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
|
1
I
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Moxifloxacin Better

Omadacycline Better



MIKPOBIOAOIIKA AEAOMENA
(Stets R, et al. N Engl J Med 2019, 380: 517)

Pathogen Detected at Baseline

Gram-positive aerobic bacteria
Streptococcus pneumoniae
Penicillin-susceptible
Macrolide-resistant
Tetracycline-resistant
Staphylococcus aureus::
Gram-negative aerobic bacteria
Haemophilus influenzae
H. parainfluenzae
Klebsiella pneumoniae
Atypical bacteria, SAP definition of positivity(
Mycoplasma pneumoniae¥|
Legionella pneumophila

Chlamydia pneumoniae¥|

Atypical bacteria, conservative definition of positivity**

M. pneumoniae¥
L. pneumophila

C. pneumoniae|

Patients with
Pathogen

no.

61
43
26
10
16
11
79
32
18
13

118

70
37
28
73
35
29
15

Omadacycline

Patients with
Clinical Response

Patients with
Pathogen

no.

56
34
22

5
17
11
69
16
17
13

106

57
37
28
64
29
28
14

Moxifloxacin

Patients with
Clinical Response

no. (%)
49 (88)
31 (91)
21 (95)
5 (100)
13 (76)
9 (82)
56 (81)
16 (100)
13 (76)
11 (85)
97 (92)
50 (88)
36 (97)
25 (89)
58 (91)
25 (86)
27 (96)
13 (93)



MIA AIAOOPETIKH NMPOZEITIZH...

« IPCT KkaI oTTousio CUPTITWHATWY= aTTousia AOiHwENC
« PCT 4, av Atav auénuévn= BeAtiwon

 PCT apetaBAntn, epooov dev NTAV aucnpeEvN= BeEATIwON

PCT YINOAEIKNYEI ANATI'KH:
« Evapén avriuikpoBiakwv

* AAAayn avriuikpoBiakwyv



ENAZ IAIOTYNNOZ KANONAZ:
[MOTE NA AQ2Q ANTIBIOTIKA;

I2TOPIKO + ANTIKEIMENIKH EZETAZH

+/-

 PCT <0.10 ng/ml= OXI
 PCT 0.10-0.25 ng/mi= AEN INMPOTINONTAI

* PCT 0.25-0.50 ng/ml= EZATOMIKEY2H
* PCT >0.50 ng/mi= EMIBAAAONTAI




TO AINMOTEAEZMA
(Christ-Crain M, et al. Lancet 2004, 363: 600)

mXuviong EPCT

p: 0.03

100 -

p< 0.0001

80 -

60 -

p: 0.003

% aoBevwv

40 -

20 -

MNMveupovia koivotntag Mapoguvon XAl BpoyxiTida



XPHZH PCT INA XOPHI'HZH
ANTIMIKPOBIAKQN ZE «[TPOBAHMATA»
ANATNEYZTIKOY

BiBA. | Aoipwén Tuxaiotroion Emridpaon ota | MeTaBoAn
aAvTIMIKPORBIaKA | BvnToTNTAC

1 Mveupovia | ZuvAdNnc (v= 151) ! kaTavéAwonc | Kapuia
KOIVOTNTAS | PCT (v= 151)

2 ‘E€apon >uvrenc (v= 106) ! kaTavéAwonc | Kapuia
XA PCT (v=102)

3 ‘E€apon >uvhenc (v= 226) ! kaTavéAwonc | Kapuia
XATT PCT (v=232)

1. Christ-Crain M, et al. Am J Resp Crit Care Med 2006; 174: 84
2. Stolz D, et al. Chest 2007; 131: 9
3. Briel M, et al. Arch Intern Med 2008; 168: 2000




H AAAH NPArMATIKOTHTA TQN TEN
(Bunkhardt O, et al. Eur Resp J 2010, 36: 601)

550 aoBeveic

PivokoATtitida (v= 141), apuyyoauuydaAitida (v= 131),
ypImmmwdng cuvdpopn (v= 318), occia Bpoyxitida (v= 186)

—

OXIl £0.25 ng/ml Mgprupsg
2.UvNOEC

! ouvrayoypdpnon 41.6%



AAI'OPIOMOZ ENAP=HZz ANTIMIKPOBIAKQN 2E AOIMQ=H

ANATINEYZTIKOY
(Schuetz P, et al. JAMA 2009, 302:1059)

l l

<0.1 ng/ml 0.1-0.25 ng/ml 0.25-0.5 ng/ml 21.0 ng/ml
ENTONA
AMNOGAPPYNETAI || ATIOGAPPYNETAI || ENOGAPPYNETAI || ENNIBAAAETAI

*EMl AMOIBOAIAZ ENMANAAHWYWH ZE 6-12 QPEZ

AAIOPIOMOZ AIAKOINHZ ANTIMIKPOBIAKQN 2TH MEO

l L

<0.1 ng/ml 0.1-0.25 ng/ml 0.25-0.5 ng/ml >0.5 ng/ml

ENTONA
ENOAPPYNETAI ENOAPPYNETAI 2YNEXIZH AAANATH




MEAETH ProHOSP: ANTOTEAEZMATA

(Schuetz P, et al. JAMA 2009, 302:1059)

mSOC mPCT
100 -
80 -
60 -
AN
40 -
p <0,05
20 -
PNS
0 - , — N
Zuvtayoypapnon Avetr. Evépyeleg OvntétnTta 30

AVTIMIKPORBIOKWYV AVTIMIKPORBIOKWYV nUHEPWV



2Y2ZTHMATIKH ANAZKOIMHZH 26 MEAETQN
(Schuetz P, et al. Lancet Infect Dis 2018, 18: 95)

2UMBATIKN 2TPATNYIKN
otpatnyikn |PCT
(v=3372) (v=3336)

OvnrotnTta 30 nuEpWV 10,0% (336) 8,6% (286) 0,037

Aiapeon xopnynon 8,1 5,7 <0,001
AVTIMIKPOBIOKWYV (NHEPEG)

AVETTIOUUNTEG EVEPYEIES 22,1% 16,3% <0,001




OvnTtotnTa %

Ul
o

AN
o

W
o

N
o

—
o

2.UVOAO PSI 1-2 PSI 3 PSI 4 PSI 5

Garcia-Vasquez E, et al. Eur J Clin Microbiol Infect Dis 2005, 24: 190



MAKPOAIAEZ KAI
NMNEYMONIOKOKKIKH BAKTHPIAIMIA

B-AQKTAUN + UaKPOAIBN  sss  B-AakTauN V3K Ga\{c’xTou*
(v=238) (v=171) 2.5 popéc (p: 0.03)

B-AakTun s> AgBogprofaaivn vZK GGVéETOU**
+ UAKPOAIDN Juoiphotaaivn  2-94 @opeg (p: 0.034)
2209 aoBeveic ouvoAika

*Martinez JA, et al. Clin Infect Dis 2003; 36: 389

**Matersky ML, et al. Chest 2007; 131: 466



OEPANEIA NMNEYMONIAZ THZ KOINOTHTAZ

2YMOQNA ME TIZ 2007 IDSA/ATS OAHTIIEZ
(Martin-Loeches |, et al. Intensive Care Med 2010; 36: 612)

MakpoAideg KivoAOveC

p: 0.040

p: 0.030
46.3% 46.2%

OvnToéTNTA

20Bapr} CAP (n=100) 20Bapn own/kararrAngia (n= 92)



BAPEIA MINEYMONIA THZ KOINOTHTAZ
(Restrepo M, et al. Eur Resp J 2009; 33: 153)

(-) Mokpohidn (v= 133) (+) MakpoAidn (v= 104)
56.9%

p<0.0001

33.8%

OvnTéTnNTa PETA
90 nuEPEC

20Bapn Znwn AvOeKTIKA TTaBoyOva



NMINEYMONIA THZ KOINOTHTAZ:

META-ANAAY2ZH 16 MEAETQN
(Nie W, et al. J Antimicrob Chemother 2014, 69: 1441)

Study %

ID OR (95% CI) Weight
Gleason 1999 — 0.73 (0.60, 0.89) 20.07
Dudas 2000 — 0.42 (0.14,1.26) 0.71
Houck 2001 - 0.65 (0.49, 0.86) 10.34
Waterer 2001 —— 0.33(0.13,0.84) 0.98
Martinez 2003 ' 0.40(0.17,0.94) 1.17

Garcia Vazquez 2005 0.50(0.31,0.81) 3.66

|

— =
Aspa 2006 :l 0.98 (0.55, 1.75) 2.53
Dwyer 2006 ! 1.09 (0.41, 2.90) 0.89

Metersky 2007 —i— 0.61 (0.£3, 0.87) 6&6.70
Paul 2007 — = 0.69(0.32, 1.49) 1.44
Rodriguez 2007 —IJ:— 0.58 (0.36,053) 3.75
Blasi 2008 — 0.40(0.23,070) 2.74
Bratzler 2008 - 0.70(0.57,0.86) 18.58
Tessmer 2009 —l—i— .53 (0.30,0594) 2.60
Naucler 2013 < = | 0.24 (0.03,1.52) 0.20
Rodrigo 2013 0.72 (0.60, 0.86) 23.64
Overall (I2= 2.7%, P=0.422) ? 0.67 {(0.61,0.73) 100.00
|

NOTE: Weights are from random effects analysis !

| | | | | T
03 1 3 1 i3 10 30




NMINEYMONIA THZ KOINOTHTAZ:

META-ANAAY2ZH 14 MEAETQN
(Horita N, et al. Respirology 2016; 21: 1193)

Odds Ratio

Odds Ratio
IV, Random, 95% CI

Study or Subgroup  log[Odds Ratio] SE Weight 1V, Random, 95% CI Year
1 Observational studies (including a non-RCT interventional study)

Gleason 1999 -0.187 0.092 13.2% 0.83 [0.69, 0.99] 1999
Houck 2001 -0218 011 121% 0.80 [0.65, 1.00] 2001
Martinez 2002 -0.916 0.431 25% 0.40[0.17, 0.93] 2002
Marras 2004 0993 0427 2.6% 2.70[1.17, 6.23] 2004
Garcia 2005 -0.693 0.245 5.9% 0.50 [0.31, 0.81] 2005
Aspa 2006 -0.022 0.327 3.9% 0.98 [0.52, 1.86] 2006
Dwyer 2006 0.086 0.481 21% 1.09 [0.42, 2.80] 2006
Paul 2007 -0.371 0.391 3.0% 0.69 [0.32, 1.48] 2007
Bratzler 2008 -0.326 0.068 14.5% 0.72 [0.63, 0.82] 2008
Blasi 2008 -0.632 0.186 8.1% 0.53 [0.37, 0.77] 2008
Tessmer 2009 0.039 0.231 6.4% 1.04 [0.66, 1.64] 2009
Rodrigo 2013 -0.329 0.089 13.3% 0.72 [0.60, 0.86] 2013
Subtotal (95% Cl) 87.5% 0.76 [0.66, 0.87]
Heterogeneity: Tau? = 0.02; Chi* = 22.72, df = 11 (P = 0.02); I = 52%

Test for overall effect: Z = 3.89 (P = 0.0001)

2RCTs

Garin 2014 -0.19 0.315 4.2% 0.83 [045, 1.53] 2014
Postma 2015 0.262 0.181 8.3% 1.30 [0.91, 1.85] 2015
Subtotal (95% Cl) 12.5% 1.12[0.73, 1.70]

Heterogeneity: Tau? = 0.04; Chi* = 1.55, df=1 (P =0.21); I? = 35%
Test for overall effect: Z= 0.51 (P = 0.61)

Total (95% CI) 100.0% 0.80 [0.69, 0.92]
Heterogeneity: Tau? = 0.03; Chi? = 31.54, df = 13 (P = 0.003); I = 59%

Test for overall effect: Z = 3.03 (P = 0.002)

Test for subgroup differences: Chi? = 2.94, df=1 (P = 0.09), I = 66.0%

-~

F'S

N

05 0.7

1

I 1
]

15 2

Favours BL+ML Favours BL alone



TYXAIOMNOIHMENH, MPOOITIKH MEAETH
(Garin N, et al. JAMA Intern Med 2014, 174: 1894)

« KegpaAoaTtropivn B’ yevedc N apogukiAAivn/KAaBouAaviko

« KAapiBpopukivn 500mg x 2 iv ] per oS

* MovoBepartreia B-AakTdun vs ouvOuaouoc B-AakTaung +
KAQpPIOpOouUKIVNG

e [NpWTOYEVEC KATATTANKTIKO ONUEIO: aduvauia KAIVIKAG
oT1a0epOTNTAC TNV NUEPQ 7

o MeAETN NN-KATWTEPOTNTAG




H ANAITKH 2YNAYAZMOY

(Garin N, et al. JAMA Intern Med 2014, 174: 1894)

MovoBeparreia (v= 291) 2uvduaouog (v= 289)

p: 0.070

41.2%

33.6%

% 0ao0Bevwyv

p: 0.010

7.9%

- 3.1%

AoTdaBeia Huépa 7 Etrav-cicaywyn Huépa 30




| Patients with documented infection and >2 SIRS criteria= 6,213

|

| Patients with CAP= 1,396

Excluded= 172
| + Did not meet Sepsis-3 definitions= 216
Lost to follow-up=6

\ 4
| Patients with CAP and sepsis (Sepsis-3)= 1,174

B-lactam group= 529
Clarithomycin group= 136 * Intake of any macrolide=0

« Excluded = 6 (no B-lactam intake= 6) « Excluded= 79(Intake of quinolones=
Analyzed= 130 47; intake of ceftazidime= 32)

« Matching for:

APACHE Il, SOFA, CCI, PSI, B-lactam
Analyzed= 130

Respiratory
fluoroquinolone group= 162
Analyzed: 130 « Excluded= 6
(Intake of macrolides=1; intake of antibiotics= 5)
APACHE: acute physiology and chronic health evaluation « Matching for: APACHE II, SOFA, PSI, CCI
CCI: Charlson Comorbidity Index AN alyzed — 130

PSI: pneumonia severity index




APPROPRIATENESS OF MATCHING

(Kyriazopoulou E, et al. Intern J Antimicrob Agents 2020, 55: 105836)

umolone

130

Male gender 76 (58.5) 75 (57.7) 70 (60.8) 68 (52.3)
(n, %)

725+ 15.6 741+151  723+16.0 73.4+15.9
NS 5.2+ 7.1 15.4+7.1 168+7.1 16.1+6.1
5.21 + 3.65 4.76+312 501+3.18 5.69+3.04
4.35 + 2.56 435+248  423+2.62 4.48+2.25
155.7 +46.4  149.9+455 158.9+47.3 156.7 + 40.1

APACHE: acute physiology and chronic health evaluation
CCI: Charlson Comorbidity Index

PSI: pneumonia severity index

SOFA: sequential organ failure assessment



PRIMARY ENDPOINT 28-DAY MORTALITY

CLARITHROMYCIN + B-LACTAMS VS B-LACTAMS
(Kyriazopoulou E, et al. Intern J Antimicrob Agents 2020, 55: 105836)

100
I 1pB-lactam comparator

= 1Clarithromycin

S 80
©
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28-DAY MORTALITY: ALL GROUP

COMPARISONS

OR: 0.46 (0.47-0.80); p: 0.009

OR: 0.53 (0.31-0.96); p: 0.036

Clarithromycin + - Azithromycin + -

lactam

OR: 0.51
(0.29-0.89)
p: 0.019

lactam

Fluoroquinolone

B-lactam

OR: odds ratio



EMIKOYPIKH OEPANEIA ME

FAYKOKOPTIKOEIAH
(Blum CA, et al. Lancet 2015, 385: 1511)

[MpedviCovn 50mg X 1 X 7 nuépecg (v=392, yéon PSI= 93)

EikovikO X 1 X 7 nuépeg (v=392, yéon PSI= 86)

[MpWTOYEVEC KATAANKTIKO ONUEIO: XPOVOC WG 0TABEPA KAIVIKA onuEia
>24 WPEG

(Beppokpacia <37.8°C, avatrvoég <24/Aetrtd, ZAM>100mmHg xwpig avaykn IvoTpdTTwy, diavonTiKr £TTAPKEIQ,
duvaToTNTa OITIONG aTTO TOU 0TOPATOG, PO, >60MmmHg ] Kopeopos >90%)

1.00 — —— Prednisone group
— Placebo group

o

~

[Wa
|

HR=1-33 (1-15-1-50), p<0-0001

Probability of instability
o
U
o
|

o

N

(9a]
|

T | |
10 20 30

Time (days)

o
(@

Number at risk
Prednisone group 392 37 12 6
Placebo group 393 63 16 5



KATEYOYNTHPIEZ TPAMMEZ MY
2YNEPIAZIA NOY-YINOYPIEIOY YIEIAZ 2018

A=IOANOIMHZH AZOENOYX
BaBuoAoyia CURB65 | PSI

BaBuoAoyia 0 1 (PSI I/lI) BaBuoAoyia 2 wg 4 (PSI I/IVIV)

OvnrotnTa <1% OvnT1oTNTa 9 WS 20%
ANTIMETQINIZH KAT OIKON NO2HAEIA

ETTi ap@ipoAiac: PCT

PCT< 0.10 ng/ml: avtiBiotikd €viova ATTOOAPPYNONTAI

PCT: 0.10 w¢ 0.25 ng/ml: avtiBiotika ATTOOGAPPYNONTAI

PCT: between 0.25 w¢ 0.50 ng/ml: avtifiotikd EN©APPYNONTAI
PCT >0.50 ng/ml: avtifiotika éviova ENOAPPYNONTAI




KATEYOYNTHPIEZ TPAMMEZ N®Y 2018:
MPOTEINOMENA ZXHMATA

Oepartreia EKAOYNG
*  APOCUKUAAiIVN atTé TOU OTOMATOC +/- HaKpPOoAidn (KAapiBpouukivn i
allBpopuKivn)

2TNV TTEPITITWOTN KATAVAAWONG AVTIRIOTIKWY TOUG TEAEUTAIOUG 3 MNVEG

*  APOCUKUAAiIVN at1Td TOU OTOUATOC + JaKPOAION (KaApIBpopukivn N
allBpopukivn)
« AgBo@Aocaaivn ) jocIPAOZaaivn aTTd TOU OTOUATOC

2€ aAAepyia OTIG TTEVIKIAAIVEG
* NAeBoAocaaivn ) yogipAogaacivn atrd Tou OTOUATOC

2uvigTwuevn doagoAoyia

*  ApogukiAAivn 1g ava 6wpo yia 7-10 nuépeg
KAapiBpopukivn 500mg avda 12wpo yia 7-10 nuépeg
AlI6popukivn 500mg atrag nuEPNCiwG yia 5 NUEPES
NeBopAocaaivn 750mg atrag nuepnaiwg yia 7-10 nUEPES
MocipAocaaivn 400mg atrag nuepnaiwg yia 7-10 nuEPES




AMERICAN THORACIC SOCIETY 2019:
AI'QI'H KAT OIKON

(Metlay JP, et al. Am J Resp Crit Care Med 2019, 200: ee45)

ATTougia ouvoonPOTATWV™ N Ap0oEUKUKAIVN ] D0EUKUKAIVN 1)
TTAPAYOVTWY KIVOUVOU YIa Aoipwen | MakpoAidn (av n avroxn €ivai
ammd MRSA ) Pseudomonas <25%)

aeruginosa

[Mapoucia cuvoonpoTATWV™* 2.UVOUQOUOG: ANOCUKUKAIVN/

KAaBouAaviko ) KeQaAoOoTTopivn
+ MakpoAidn 1 SOCUKUKAIVN
H

MovoBepartreia: avaTrveUuaTIKN
KIVOAOVN

*Xpovia KapdloTrabeia, xpovia TTVEUMOVOTTABEIa, Xpdvia NTTaTtoTrabciq,
XPOVIa VEQPIKI VOOOG, OakXapwodns d1aBATNG, aAKOOAIONOGS, KakonB<cia, acTrAnvia



AMERICAN THORACIC SOCIETY 2019:
NO2ZOKOMEIAKH NOZHAEIA

(Metlay JP, et al. Am J Resp Crit Care Med 2019, 200: ee45)

Ox1 coBapn Trveupovia | B-AaKTAPN + JakpoAidn i

2.0[3apr) TTveupovia

B-AaKTAUN + AVATIVEUOTIKN KIVOAGVN

+ guTreIpIk Bepatreia yia MRSA/P.aeruginosa
ETTI TTPONYOUMEVNG ATTOUOVWONG TOUG
B-AQKTANN + HAKPOAIdN 1

B-AaKTAUN + AVATIVEUOTIKI KIVOAOVN

+ guTreIpIkn Bepatreia yia MRSA/P.aeruginosa
ETTI TTPONYOUHEVNG ATTOUOVWONG TOUG
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Define severity and need for hospitalization

v

* Calculate the CURBG65 score
e Calculate the PSI score
* Measure plasma CRP

I

[ 1
CURBG65: 1 point for each of the following: . :
o EuiEar Pneumonia S(_—:‘verlty Index (PSI).. _ C-reactive protein (CRP)
. Urea >40 mg/dl « Separate points for age, comorbidities, . <150 mgl
+ Respiratory rate 30 breaths/min physical and laboratory findings >150 mg/l
* Blood pressure (systolic <90 mmHg and/or diastolic <60mmHg) + Classes|toV
+ Age 265 years

\ J

|

CURBSG65 0-1 points and/or PSI I/l and/or CRP <150mg/I

discharge and out-patient treatment
* Risk factors* are NOT present: oral amoxicillin

CURBG65 = 2 points and/or PSI Ill/V and/or CRP >150mg/I
hospital supervision or in-hospital management

B-lactam + macrolide**
OR
B-lactam + respiratory fluoroquinolone*

* Risk factors* are present: amoxicillin/clavulanate + macrolide**
or respiratory fluoroquinolone*

*Risk factors: Chronic heart failure, chronic obstructive pulmonary disease, chronic liver
disease, chronic renal disease, diabetes mellitus, alcoholism, malignancy, asplenia
**Suggested macrolide: azithromycin 500mg once daily for five days or clarithromycin
500mg twice daily for seven days

#Suggested quinolone: moxifloxacin or levofloxacin




