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AMOOTEPIKINH B
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ANTIMYKHTIAZIKH AI'QI'H

[TOAYENIA

NuaoTarivn

Au@oTepikivn B
AZONEZ
EXINOKANAINE2
OAOYOPOMYPIMIAINEZ (5-FC)
AANYAAMINEZ (Teputrivagivn)

AIADOPA (I'kpileopouAfivn, K.a.)

Cohen J, Powderly WG, Opal SM, Infectious Diseases, MOSBY 2010



AMOOTEPIKINH B

A =
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=
MAKPOKUKAIKO TTOAUEVIKO QVTIMUKNTIAOIKO HOI};H
ATTopovwan ato Streptomyces nodosus NH,

AUQOTEPIKNA ouaia:
NITTOQIAO LOpPI0, adIAAUTO OTO VEPO
Agv atTOPPOPATAI ATTO TO TTETITIKO
Agv xopnyeital evOouUIKA

Xopniynon IV ye pop®n MIKUAiwv (AgoCuxoAikn i
«ZUPBaTIKi popPri», Fungizone®)

Cohen J, Powderly WG, Opal SM, Infectious Diseases, MOSBY 2010



£

on

e ©

= 9 :

- Y :

=1 i

a S 2k

E - 5

< 2 a7
a
< 2
)
_

®

em

£ C

o

8 ®

b_

£ 3

< 2

®

©

5

zm

5 £

ns

5m

W 2



Sporothrix discovered Wooley discovers Miconazole and

and first C. immiyis first azole Clotrimazole
cases in US. repoted benzimidazole introduced
Amphotericin Intraconazole Mycafungin
Gruby & Remak B introduced introduced introduced
discover finea favosa Zygomycosis Amphotericin Ketoconazole SOMme
in hulmans reportecli inU.S. B disci:wered intmtlluced introduced

|
1997

1837 1918 1944 1995 1960 1969 1981 092 200

1835 1841 18|94 1906 1923 19|39 1950 19|5? 1964 1974 1990 1995 20|02 2006
Gilchrist reports Griseofulvin Ampho B Econazole First Echinocandin
blastomycosis in discovered jre introduced (caspofungin)
humans in U.S. and

Berg proves Cryptococal Hazen 5-FC Fluconazole ‘bf'orlconazol
. - . . introduced
fungal eticlogy meningitis 3EOME develope introduced
of thrush reported in US. nystatin
Bassi discovers Darling discovers ABLC Anidulafungin
muscardine in Histoplasmosis introduced and
silkworms in Panama Posaconazole

introduced



Sporothrix discovered
and first C. immiyis

casesin US.

Gruby & Remak
discover finea favesa
in humans

|
1837 1896

1835 1841 18|94

Gilchrist reports
blastomycosis in

repoted

Zygomy
reportecli

191

1906

humans in U.S.
Berg proves
fungal eticlogy
of thrush re
Bassi discovers Darling discovers
muscardine in Histoplasmosis
silkworms in Panama

Amphotericin _
Bintroduced =  AmBisome

Amphotericin " Introduced

B disc?vered inroduce @
1955 1960 1+ T

1974 1! 006

nlazole
e 1964 me1995
|
Ampho B _ AE::LC . Anidula(fiungin
First used Posaconazole
in humans




AMOOTEPIKINH B

EPITOXTEPOAH:

MeyaAuTepn
ouvapela

AmB-CH;-ergosterol

AmB-CH,-cholesterol

e U 2 T U

Polyol subunit

o XNUIKN ouvOean UE OTEPOAEC
» EpyooTepOAN (MUKNTIOKA KUTTOPQ)
» XoAnoT1epOAn (opyaviouoi {wikou PBaciAgiou)

Cohen J, Powderly WG, Opal SM, Infectious Diseases, MOSBY 2010



AMOOTEPIKINH B
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2 XNMOTIOUOG OIMEPWYV KAl TETPAMEPWYV AUPOTEPIKIVNG
Anuioupyia TTOPWV OTN KUTTAPIKA MEMPBEAVN

'EC000C NAEKTPOAUTWYV KOl JAKPOUOPIWY

Pncn pepBpdvng, Auon JUKNTIOKOU KUTTAPOU

Cohen J, Powderly WG, Opal SM, Infectious Diseases, MOSBY 2010
Noor A, Preuss CV, StatPearls [Internet]. Treasure Island (FL): StatPearls Publishing; 2020 Aug 11
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Amphotericin B Mystery Solved

Decades-long question about Antifungal Agent’s Mechanism is
answered
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By Stu Borman

INT/AMB/0908 /CAUIa4

DEATH RING

Computer modeling
suggests a set of
eight amphotericin

B molecules forms
anion channel in a
yeast cell membrane.
A binding interaction
(right) between ergosterol

(green) and the mycosamine group (blue) of
amphotericin B enables the drug to form the
channels, which kill the yeast.

© GILEAD® Sciences, AmBisome® mechanism of aci{ion



AMOOTEPIKINH B
ANTIMYKHTIAZIKO ®ATMA

EYPY!!!

Apaon KUPIiwg EvavrTi

(UMOMUKNTWYV KAl

OiNOPPWYV HUKATWV
Candida spp
Cryptococcus neoformans
Histoplasma capsulatum
Sporothrix schenkii
Blastomyces dermatitidis

30" @

EAévn MNapapéAdou & ouv, Noipwelg kal AvTipikpoBiaki XnueloBepartreia, 2009
Cohen J, Powderly WG, Opal SM, Infectious Diseases, MOSBY 2010



AMOOTEPIKINH B
ANTIMYKHTIAZIKO ®AZMA

o Avtoxn ouvnoenc:

Fusarium spp
Aspergillus terreus
Aspergillus flavus

Scedosporium
prolificans

Trichosporon spp
Candida lusitaniae

EAévn MNapapéAou & ouv, Nolpwéelg kai AvtipikpoBiakr XnueioBepatreia, 2(
Cohen J, Powderly WG, Opal SM, Infectious Diseases, MOSBY 2(
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Noor A, Preuss CV, StatPearls [Internet]. Treasure Island (FL): StatPearls Publishing; 2020 Aug
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AMOOTEPIKINH B
EMAFOMENH ANTOXH

o AAN\ayn ocuoTaong oTEPOAWV

o MeTOAAACEIC PUBUIOTIKWV
yovidiwv ouvleong
epyooTepOAnc (ERG6, ERG11)

o AAN\aynN avaAoyiag oTEPOAWV-
PWOPOAITTIOIWV MENBPAVNGS

o Anuioupyia biofilm (BioUuEvio)

o AMUVTIKOI unNXavIouoi puknrta
EVAVTI OCEIDWTIKOU Stress

O’Shaughnessy EM, Walsh TJ et al, Antimicrobial Drug Resistance, 295 doi 10.1007/978-1-59745-180-2-25
Cohen J, Powderly WG, Opal SM, Infectious Diseases, MOSBY 2010




AMOOTEPIKINH B
GAPMAKOKINHTIKH

IAIAITEPA IZXYPH
SYNAESH ME
AABOYMINH (95%)

[MpwTteivoouvdeon 1 000
OUYKEVTPWON OTOV 0pO 1

Apyn kaBapon, T2 10 wpec-5
NuEPES (M.O. 24 wpeg),
avTioTpOPa avaioyn nAIKiag
ATTO[30AN a1TO OUPA KAl KOTTPpava
(QueETABANTN)

Agv eTTnppeddeTal Ao
alJokaBapon

Agv atraiTeital Trpoocappoyn
OOCEWV ETTI VEQPIKNG N
NTTaTIKAG avetrapkeiag (EKTOZ
AN 2XETIZETAI ME THN IAIA
THN AMOOTEPIKINH)

Katavour Kupiwg: ntrap,
OTTAAVAG, MUEAOGC OCTWV,
VEPPOI, TIVEUNOVEC
XAUNAEC OUYKEVTPWOEIC O€
uypa dlauepiouaTa

Felton T et al, Clinical Microbiology Reviews 2014;27(1), p68
Cohen J, Powderly WG, Opal SM, Infectious Diseases, MOSBY 2010



AMOOTEPIKINH B
GAPMAKOKINHTIKH

TABLE 1 Principle physicochemical and pharmacokinetic properties of antifungal drugs in humans that have a potential impact on plasma
concentrations and tissue penetration

Mol wt* Log Dat % Plasma AUG 55
Compound (particle size [um]) pH7.4  proteinbinding t,,,(h) (mg-h/liter) V.’ (liters/kg) References
Polyenes
AmBd (conventional amphotericin B)* 924 (<0.04) —-2.8 95-99 1024 1-30 0.5-5 17, 144, 231-233
ABLC (Abelcet)® 924 (1.6-11) —2.8 95-99 24 9.5-14 =7 1.12-8.8 17, 144, 231, 232, 234
L-AMB (Ambisome)® 924 (0.08) —-2.8 95-99 6-23 131 = 126 0.11-0.7 17, 144, 233
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{37, 52, 53,91, 115, 123,
148, 151, 156, 210, 245-247,
299)

{90, 92, 117, 125, 147, 155,
210, 246, 249)

{34, 53, 60, 90, 125. 147,
155, 290, 248, 249)

Felton T et al, Clinical Microbiology Reviews 2014;27(1), p68






AMOOTEPIKINH B
ANEMIOYMHTEZ ENEPTEIEZ

+»Ne@pikr BAGBN avaioyn
dOOoNG Kal dIApKEIac BepaTreiag

»2UOXETION ME AAAOUG
VEPPOTOCIKOUC TTAPAYOVTEC N
TTPOUTTAPXOUC O VEPPIKN VOOO

o Alatapaxn dIaTTEPATOTNTAC KUTTAPIKIC
MEBPAVNG KUTTAPWYV VEPPIKWV
OWANVapiwyv

o Alatapaxn AEiwv JUIKWV KUTTAPpWV
VEQPIKWYV ayyeiwv (coapn
ayyeloouoTraon)

O ZUMMETOXN QAEYHOVWOOUGC UNXaviouou

O ATTWAEIEC NAEKTPOAUTWYV
(KaAiou & Mayvnaiou)

o | kéBapong (GFR) o Avodog oupiag & KpeaTivivng
o Aduvapia cuPTTUKVWONS oUPWYV O NF(PP'K(] OWANVApPIOKK 0gEwan
(veppoyevrig atrolog diaBrTng) TUTTOU | .

Papadakis MA, McPhee SJ, Rabow MW, Current Medical Diagnosis & Treatment, LANGE 2016
Cohen J, Powderly WG, Opal SM, Infectious Diseases, MOSBY 2010







TO=IKOTHTA KATA THN ElrXYzH

aMNupeTdc aEkdNAwon péxpl kal o€ 73%
aPiyoc acBevwyv KaTa TN TPpWTN dO0N (HEiwan
“Muahyiec TTOCOO0TOU KATA TN GUVEXION AYWYNG)
2 ApBpalyiec OAVAYKN «TTPOETOIUACIAG» ME

Keoahahvi TTAOPOAKETAPOAN KAl KOPTIKOEION
Q

v ) Y alV evuddatwaon (1t N/S 0,9%)

aNauTia . .

, JE@apuoyn 24wpng eyxuong
JEueTol

KAPAIAKEZ APPYOMIEXZ KAl KAPAIAKH
ANAKOIMH 2E TAXEIA EI'XYZH (<60 min)

EAévn MNapapéAou & cuv, Aoipwéelg kai AvTtipikpoBiak XnueloBeparreia, 2009
Cohen J, Powderly WG, Opal SM, Infectious Diseases, MOSBY 2010



TO=IKOTHTA KATA THN EI'XY2H
MHXANIZMOZ

<AvayvwpIon Jopiou aTTO UTTOOOXEIC
TLR2 ka1 CD14 emmigaveiag JovoTtupnvwy
+Méow ouoTriuaroc MyD88 kal NF-Kf3 —
ETTAYWYI EKPPAONG YOVIDIWV

, , KUTTAPOKIVWV
O ZUOXETION ME UYPNAQ

ETTITTEOQ OPOU: e

™~ Thiabendazole

® IL'lB . ::uconazo:e

* TNF-a B

» IL-1ra (avraywvioTn . | e

UTTOOOXEQ) L amphotericin-s 8
60 500 1000 1500 2000 2500 3000 .

IL-1B {pg/ml)

Simitsopoulou M et al, Antimicrobial agents and chemotherapy, Apr. 2005; 49 (4), p. 1397



AMOOTEPIKINH B

ANEMNIOYMHTEZ ENEPTEIEZ
(EKTOZ TOZIKOTHTAE)

YTrokaAiaiyia
NauTia
‘EueETOI
Ke@aAaAyia
Taxukapdia

EpuBpotnta trpoowtrou (flushing) —
AyYEIODIAOTOAN

Y1rotaon
KolAiokO GAyog
Aiappola
E¢avonua

YT1repxoAepuBpivaiuia

Alatapaxn NTTaTikAG Bloxnueiag
Avodoc oupiag & KpeaTivivng

IAIAITEPA 2INMANIEX

(AITTIOIOKEG UOPYPEG)
AVO@UAOKTIKEC aVTIOPACEIC
Ayyelooidnua
Ne@PIKN aveTTapKEIa
MuegAoTocikoTnTa
NeUupoTogIKOTNTA

AmBisome® SPC, GILEAD® Sciences
Cohen J, Powderly WG, Opal SM, Infectious Diseases, MOSBY 2010



AMOOTEPIKINH B
AIMIAIAKEZ MOP®ES

Lipid Amphotericin B Formulations

Abelcet® ABLC

Top view
of single complex

Associated complexes

Carrier lipids: DMPC,
DMPG

Particle size (um): 1.6-
1

DMPC: AiI-uupioTpoUA-Qwa@aTidIA-XoAivn
DMPG: Ai-pupiotpoUA-@uo@aTidIA-yAUKEpPivN

Amphotec ®ABCD
° P
Cholesteryl Amphotericin B
Sulfate
A8ER8E AT
::{...Ij;j ’e, f;:,,.l.t_l,‘i

Carrier lipids: Cholesteryl
sulfate

Particle size (um): 0.12-
0.14

Ambisome ® L-AMB

Water

~'
/ ‘mﬁﬁ
Y QT

w= Water-soluble agent
@D Fat-soluble agent

Carrier lipids: HSPC,
DSPG, cholesterol

Particle size (um) : 0.08

HSPC: Ydpoyovwpuévn @uwo@aTidiA-XoAivn
DSPG: Ail-oteapoAIKN-@wa@aTIOIA-XOAiVN




AMOOTEPIKINH B
AIMIAIAKEZ MOP®ES

O 2ZUCOWMATWUATA JE HOP®N
MIKPOOKOTTIKWY OioKWYV

o MNpoéoAnyn atrd povotrupnva Kai
KUTTapa AE2

O YWNAEC OUYKEVTPWOEIG OE NTTAP,
OTTAAVA, TTVEUUOVEG

o XAMNAEC OUYKEVTPWOEIC O€
VEQPOUG

o MNMaparetapevog T2 (Ewg 230h)

0 2ZUOOWPaTWHATA 0ikNV KOPOEAAC
(ribbon-like)

o [NpéoAnywn atmo yovoTtrupnva Kal
KUTTapa AE2

O YWNAEC OUYKEVTPWOEIC O€ NTTAP,
OTTAAVA, TTVEUUOVEC

o POAo¢ «decapevncr», Bpadecia
atreAeuBépwon AmB

o MNapaTtetapévoc T2 (Ewg 170h) ‘

)09

EAévn MNapapéAou & ouv, Nolpwéelg kal AvtipikpoBiakr XnueioBepartreia, 2(
Cohen J, Powderly WG, Opal SM, Infectious Diseases, MOSBY 2(

)10



AMOOTEPIKINH B
GAPMAKOKINHTIKH

TABLE 1 Principle physicochemical and pharmacokinetic properties of antifungal drugs in humans that have a potential impact on plasma
concentrations and tissue penetration

Mol wt” Log Dat % Plasma AUG 55
Compound (particle size [um]) pH7.4  protein bindinm (mg - h/liter) V,” (liters/kg) References
Polyenes
AmBd (conventional amphotericin B)* 924 (<0.04) —-2.8 95-99 1024 —30 0.5-5 17, 144, 231-233
ABLC (Abelcet)” 924 (1.6-11) —2.8 95-99 24 S5-14 %7 1.12-8.8 17, 144, 231, 232, 234
L-AMB (Ambisome)” 924 (0.08) —2.8 95-99 6-23 131 = 126 0.11-0.7 17, 144, 233

2uvnong doooAoyia: 3-5mg/kg
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3 w b H
gl |a :«gigij‘:«. =‘o=‘§m§§ 3
§§a§a§ 3%%?30)3 m v
S Rl i s | B 8,5“5"88_“
B £ & w

{37, 52, 53,91, 115, 123,
148, 151, 158, 210, 245.247,
299)

{90, 92, 117, 125, 147, 155,
210, 246, 249)

{34, 53, 60,90, 125. 147,
155, 210, 248, 249)

.30?: 205

Felton T et al, Clinical Microbiology Reviews 2014;27(1), f

D68
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Fungizone® Ambisome® Amphocil®
~35nm ~60-80 nm ~110 - 140 nm

]
Dl o e,

phospholipid bilayer

amphotericin B
molecules

© GILEAD® Sciences, AmBisome® mechanism of acqion



© GILEAD® Sciences, AmBisome® mechanism of action
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A. fumigatus incubated with gold-labeled liposomes: (a) without AmBisome, showing lipid from the liposomes in association
with the surface of the fungal cell wall. Nu=nucleus; L=gold-labeled lipid of liposomes; M=mitochondria. (b) with AmBisome,
showing lipid from the liposomes in association with the fungal cell wall, penetrating through the cell wall, and lipid
accumulating in the cytoplasm. C\W=cell wall; CM=cell membrane.

Adler-Moore J, Bone Marrow Transplant. 1994;14 Suppl

5:3



problems

Figure 1. Schematic representation showing the advantages of formulating drugs in liposomes.

Bulbake U et al, Pharmaceutics 2017, 9, 12; doi:10.3390
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Figure 2 Therapeutic areas covered by liposome-based products.

Bulbake U et al, Pharmaceutics 2017, 9, 12; doi:10.3l>90



AMOOTEPIKINH B
AIMIAIAKEZ MOP®ES

KAIVIKA KAl EpYACTNPIOKI ATTOTEAEOMATIKOTNTA iOoN ) KAAUTEPN ATTO TN
«OUMPBATIKA» QU@OTEPIKIVN

OEeTIKO ATTOTEAEOUA-EKBOON KAl O€ TTEPITITWOEIC KAIVIKAC ATTOTUXIOC TNG
«OUMPBATIKAGC» QUPOTEPIKIVNG

MikpOTEpn ouxvoTnTa AE Katd TNV £yXUuon — oTTavia TOEIKOTNTA
(aucnon opwcg pue ABCD)

2 NUAVTIKI MEIWON ouxvoTNTAC VEQPOTOELIKOTNTAC

2 UXVOTEPO OPWC ETTEICODIA UTTOLIOC JE oUVODO TTUPETO Kal PiYOC META
xopnynon ABCD

BAZIKO MEIONEKTHMA: KOzTOx!

Cohen J, Powderly WG, Opal SM, Infectious Diseases, MOSBY 2010
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I QappakeuTIKA oKsvdopata
| Kovig yia diahvpa mpog €yxuon

Kwdikog ‘Ovopa

90118.01.01 (%3 FUNGIZONE pd.sol.inf. 50mg BT x 1vial

4 lMepieyopsva POapUAKEUTIKOC 0dNYo Kwdikonoujoslg

AvaZntnon Q f ’

EpyaAsia MNepi Maknvou

KuKAowpopiag

@

.'. Hyperdrug.co.uk

Catering for all your healthcare needs

www.galinos.gr
www.hyperdrug.co.uk

N—__—

Fungizone (Amphotericin) 50000 |U
2oml

Be the first to review this item

Item Number: FUNGIZONE
Phone orders quick webcode: Q10998

Quantity

1

Add to Wish List




I QapUaKeVTIKG OKEvaopata

| IKOvn Kat StaAvTng yia StaAvpa npog EyXuon

Kwdikog ‘Ovopa = X.T. AT. Yneubuvog KukAowpopiag
(J AMPHOCIL PD.SOL.INF 100MG/VIAL 5l Smart Pharma - Mntoiou, KovéoA
23943.02.01 ¥ : & 5 9788€\ 11250€ 158,63 € mll X 1 %
BTx1VIALXx50ML Kat ¥ia E.E.
() AMPHOCIL PD.SOL.INF 50MG/VIAL BT x 1 -l Smart Pharma - Mntoiou, KovbuAne
23943.01.01 o & LCJ 4474 € 5142€ 6540 € ‘"1 -
VIAL x 20 ML Katzia E.E.
N’
I QapUaKEUTIKG OKEvdopata
| Evéowo evarwpnpa
Kwdikog ‘Ovopa A K X AT. YmeuBuvog KukAopopiag
22295.02.01 \y ABELCET INJ.SUSP 100MG/20ML VIAL BT x 1 VIAL x 20 ML A\ 7373 € 103,96 € “:l Teva UK. Lid
~\9 ABELCET INJ.SUSP 100MG/20ML VIAL BTx10 VIALS x 20
22295.02.02 ar & & 879,77€ 98852€ [5| TevaUK. Ltd

) - g
‘Exboya: SODIUM CHLORIDE, Water for injection, L-a-Dimyristoylphosphatidylglycerol, L-a-Dimyristoylphosphatidylcholine

I ®appakevTIKA oKEvdopaTa

| Kovig yia diaAvpa tpog £yxuon

Kwdikog ‘Ovopa S N.T. X.T: A.T. YnevuBuvog KukAowpopiag

20537.01.01 (%9 AMBISOME PD.SOL.INF 50MG/VIAL BTx1VIAL @ L 85,93

98,78 £ 125,65 € A Gilead Sciences Hellas M.E.M.E.

‘Exdoya: Yopoteibio Tou vatpiou, XoAnotepoln, a-Toko@epoAn, YSpoxAwpiko oy, Zakxapoln, Yopoyovwpevn @waopatibuhoxolivn coylag,
AroteapovAopwaatiduhoylukepohn, EEaevudponAekTplko Swvatpio

www.galinos.gr



AmB.Induced
Acute Renal
Failure

Cost Excessive

Duration and
Intensity of
AmB Therapy
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Cagnoni PJ, Walsh TJ et al, J.Clin Oncol. 2000;18:2476



p=81.3% | No Tox
A= .33,78
$39,129 L. AMB
p=187% lRenal Tox
Al Emnpiric
P atients U O
p=863% | No Tox
$42,000 AMBd
p=337% lpenal Tox

Mean Hospital Costs
After Start of Thaerapy

§34.415

$59.621

$34.41

$5962

0=67.9% | No Tox
A= -$5,506
$70, 954 ! L-AmB
\ p=321% lpenal Tox
Allo i
Haes EFm iric
Patients
/ p=34% No Tox
$76,460 AmBd
p=850% |Renal Tox

Cagnoni PJ, Walsh TJ et al, J.Clin Oncol. 2000;18:24

Mean Hospital Costs
After Start of Therapy

$66,750

$81,883

$65,740

$81,983

176



AMOOTEPIKINH B
KOZTOZ & AIAGEZIMOTHTA

ENINMPOZOETA NMPOBAHMATA

Augotepikivn B pn adgiodotnuévn o€ aQpKETA KPATN (22
atrd 155 1TOU TTApPEIXAV OTOIXEI)

AKOHO Kal adeIod0TNUEVN, OE OPICUEVA KPATN KN
d1a0€01un (OUVOAIKG 42 attd 155)

H peAétn apopouce MONO AgoguxoAikn ApgoTepikivn B
0€ OUYKPION ME QVTIMUKNTIOOIKA GAAWYV KATNYOPIWV
2uutrepacpua 1: KuBepvroeic ogpeidouv dueca va
avapBaBuioouv To cUOTNPA UYEiag ToUuG & OXETIKOUG (POPEIC
2UUTTEPAOA 2: EvTuTTwOoIakES dIA@OPEC TIMWY PAPUAKWY

Kneale M et al, J Antimicrob Chemother. 2016 Dec;71(12):3599



AMOOTEPIKINH B
ENAEIZEIZ

MuknTtaipia atrdé Candida spp o€ oOudETEPOTTEVIKOUC KAl O€ UN-
OUODETEPOTTEVIKOUG A0BeVEIG (EVAAAAKTIKNA ETTIAOYN AV AvToxXN N
duoavecia o€ 1" emIAoyN)

Xpovia ouoTnUaTik (NTTatooTTAnVvIKn) «kavTivTiaon» (11 emIAoyn,
I000UVaNN £XIVOKAVOIVNC)

EuTtreipikn aywyn o€ Bapewcg maoxovrec (MEO) un-
OUDETEPOTTEVIKOUC A0BEVEIC UE TTAPAYOVTEC KIVOUVOU YIa Aoipwen
atrd Candida spp (evaAAakTIKA eTTIAOYN av duoavegia o€ AAAN
KATNYOPia AVTIMUKNTIOOIKWV)

Evdokapditida guoikwy BaABidwv amrd Candida spp, povobepartreia
N ouvOuaouoc ue 5-FC (1" etmIAoyn, 1000Uvaun £XIVOKavoivng)

Pappas PG et al, IDSA Clinical Practice Guidelines for the Management of Candidiasis, CID 2016:62



MAPATONTEZ KINAYNOY
MA MYKHTIAZIKH ACIMQ=H

KAIvVIKA Baputnta

Xopnynon TTpowdnNuEVWY avTIUIKPOBIOKWY
Meidova xelpoupyikn eTTEPPAON, 10iWG EVOOKOIAIOKN
KevTpikoi QAERIKOI KOBETAPEC

[MapevtepIk diaTpoPn

ANWn KOPTIKOOTEPOEIDWV

AANEC HOPPEC AVOOOKATAOTOANC

AipokaBapon

Xpnon evOoQAERIWY OuCIwV

HIV Aoipwen

Pappas PG et al, IDSA Clinical Practice Guidelines for the Management of Candidiasis, CID 2016:62



AMOOTEPIKINH B
ENAEIZEIZ

EvdokoilAiakn evTotTion Aoipwenc armrd Candida spp o€
OUOETEPOTTEVIKOUC KAl OE PUN-OUDETEPOTTEVIKOUC AOOEVEIC
(evaAAaKTIKA €TTIAOYN av avToxn N ducavecia oe 1N eTIAoyN)
Opoiwg ot:

AINBNTIKEC evdOo-ayyelakEC Aolpweelc armrd Candida spp

OoTikéEC i evdoapBpIkEC Aolpwcelc atrd Candida spp
Noiywen atmo Candida spp KevTtpikou NeupikoUu 2uoTAMATOC,
uovoBepartreia  ouvduaouog Je 5-FC (1" emIAoyn)
2TouaTO-@apuyyIkn Aoipwén atrd Candida spp avOeKTIKr OTN
pAoukovaloAn (1" emmiAoyn, Icoduvapn BopikovaloAng)

Pappas PG et al, IDSA Clinical Practice Guidelines for the Management of Candidiasis, CID 2016:62



AMOOTEPIKINH B
ENAEIZEIZ

Nolpwgelig atmo Aspergillus spp, wg apyIkn aywyn n Bepartreia
diacwaonc (evaAAaKTIKA €TTIAOYN av duoavegia oe BopikovaloAn)
EvdokapdiTida atrd Aspergillus spp (1" emmiAoyn, 1Ico0duvaun
BopikovaldAng), cuvOUACHOC UE XEIPOUPYIKN AVTIMETWTTION
NeppIKn evtotmion Aoipweng atro Aspergillus spp (ToTtTikr) €yxuon,
ouvOUAQOOG UE OUPOAOYIKN TTapEUaon)

EUTTEIPIKA AVTIMUKNTIAOIKA aywyn o€ acBeveic uwnAou Kivouvou
LUE TTOPATETAUEV OUDETEPOTTEVIA KAl EJUEVOV EUTTUPETO (1N
eTTIAOYI), I000UvVaun £XIVvoKavoivng)

Patterson TF et al, IDSA Clinical Practice Guidelines for the Management of Aspergillosis, CID 2016:63



AMOOTEPIKINH B
EIAIKESZ ENAEIZEIZ

Nolywelc atro Zuyopuknteg: Mucor spp 1 Fusarium spp, o€
ouvOUaOo MO e TTOoakovadloAn ) 1caBoukovaloAn (OTTavIOTEPQ E
5-FC)

MnviyyiTida — Eyke@aAikn evrotrion Cryptococcus spp, O€
ouvOuaouo ue 5-FC (1" emAoyn)

loTorAAopwaon (Histoplasma capsulatum): Mnviyyitida  coapn
ouoTnUaTikA Aoipwen (11 emiAoyn)

2TTAaxvikn Agiopaviaon: Leishmania donovani, L. infantum, L.
chagasi, L. tropica (1" emmiAoyn)

EAévn MNapapéAdou & ouv, Noipweelg kal AvTipikpoBiaki XnueloBepartreia, 2009
EACS Guidelines Version 10 (Nov 2019)



Cochleate Formulations

AMOOTEPIKINH B
NEEZ MOP®EZX YMO EZEAIZH

PS Bilayer

Drug

Phosphatidylserine (PS)

o NAITTIOIOKOI JETAPOPEIC
o MepieAiypevn popor

Cochleates: Cell-targeted Delivery

Phagocytosis of
nanoccochleate

QWO POAMITTIOIKNC
dITTAooTOIBAdAC

o AUTOMOTOC OXNMATIOMOG O€
OlaAUMATA T CUYKEVTPWONG

IGVTWV 0oBETTIOU = e T
,B ’ , [o zc:::!:hage cell - e
o MeTagopa popiwv AITTOQIAWV P s
(pa p “ d va SVTég O-TO I Bdéag . dellvers anti-infective
o P.O. xoprynaon, eViepIK Pt s oo ‘
7 :""h Doctor.::\ environment ?nd
amoppéPnoN Moo B

Gonzalez-Lara MF et al, Drugs 2017; 77: 1505



o Cochleate Targeted Nano-particle Delivery
. Mitigates the Limitations of Amphotericin B

...that provides targeted delivery

A platform drug delivery technology™**...

1. Reduces toxicity by containing drug 1)
inside particle Phagocytosis of High Calcium
> s nanocochleate
2. Size and surface features facilitate

Macrophage
targeted delivery

3. Potential for oral administration

Calcium Low Calcium

PS* Bilayer
Drug

Nanocochleate particles
open up under low
calcium and deliver anti-

* Phosphatidylserine . 50-500 nm " infective intracellularty
** Cochleate Platform delivery technology under exclusive license from Rutgers University .
MATINAS 13

IO P HARNNA

Gonzalez-Lara MF et al, Drugs 2017; 77: 1505



AMOOTEPIKINH B
NEEZ MOP®EX YMO EZEAI=H

PLA TTOAU(QIBUAEV-YAUKOAN )-TTOAU(AQKTION) Yang et al
oo™ shaoetal
PLGA-DMSA TTOAU(AQKTO-KO-YAUKOAIKO 0EU) + OIUEPKATITONAEKTPIKO OEU Carvalho et al
MES MIKPO-YOAOQKTWHATIKO OUCTNUO Silva et al
AmB-L-Psome® NITTO-TTOAUEPOCWHA Gupta et al
PLGA-PEG K“pBO‘C’”T“:_':g;J(‘z‘Ig(U[;\’a b’;‘j‘&%}'\ﬁ) VAUKOAIKO)- Kumar et al
Chitosan (Cs) b-(1,4)-2-auivo-2-0co¢u-D-yAoukavn

Cs-ChS chitosan + 0¢ukny xovopoiTtivn (ChS)

NQC-AmB Cs-ChS-AmB Nwaka & Hudson
BW-TO-AmB Bee's Wax + Theobroma Oll Wei Tan et al

Wei Tan et al, Nanomaterials 2014; 4:905
Chavez-Fumagalli et al, Revista da Sociedade Brasileira de Medicina Tropical 2015 May-Jun;48(3):235



AMOOTEPIKINH B
NEEZ MOP®EX YMO EZEAI=H

(®
Chitosan TPP
D@D O

J -

Chitosan

NQC

Chondroitin (T—T {,-" e '
o000 ,.'" BlODlSTRlBUﬂON
J \ ]
S-D-D-D-DD—O>- f
e AW = 2
Spieen Liver Brain Kldney
© NQC-AmpB Visceral Fungol infections
Chitosan AmpB e . ‘Ch h iasis

>O@® O

Chondroitin TRPR
6606686 o

Wei Tan et al, Nanomaterials 2014; 4:905
Chavez-Fumagalli et al, Revista da Sociedade Brasileira de Medicina Tropical 2015 May-Jun;48(3):235



THEY SAID IT COULD’N BE DONE...




THEY SAID IT COULD’N BE DONE...

LT
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AMOOTEPIKINH B
APAZH ENANTI COVID-19 ? (POSSIBLE EFFICACY)

o Mepikni dpaon EvavTi opiopevwy 1wV (VZV, gpubpdg,
laTTWVIKNC EYKEQAAITIOAC)

O 2Uv0EaN PE XOANOTEPOAN — ATTOUCIO AUUVTIKOU
MNXavIoPoU OTO 1IKO CWHATIO

o Qc moavr) eVOAAAKTIKI EvavTl XAwWPOKIVNG...
o N\iyotepec AE (?)
o AtTouaia KAIVIKWYV JEAETWYV, aP@iBOAa atToTEAECUATA

Al-Khikani FHO, Ann Thorac Med. Jul-Sep 2020;15(3):118



