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Salginin baslamasinin tGzerinden 1.5 yil gectigi halde Covid 19
hala tum dinyada saglik sistemlerini ve ekonomileri altlst

etmeye devam ediyor.
Tedavide sinirli etkinligi gosterilmis az sayida ajan var
Arastirmalar buyuk bir hizla devam ediyor
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WHO- Uluslararasi Klinik Calisma Kayit Platformunda (ICTRP) Covid
19 ‘da tedavi ile ilgili kayith 2960 ¢alisma var, 1504’iinde hasta
alimi devam ediyor. (21 Mayis 2021 )



g. Anti-viral Drugs

o34

Lopinavir

¥

Ribavirin Favipiravir

a. Serum Therapy

f. Decoy Biomolecules

COVID-19

ﬁ}--""é’/’}?}‘l < ¥ (SARS-CoV2)
i :\\‘; for | Novel Therapeutic
\ approaches

C. Adoptive Immunotherapy

Nikoo Hossein-Khannazer. J] Moleculer Med, June 2020



Covid 19’da Hiicre Temelli Tedaviler

= Mesenchymal Stem cell
= Natural Killer Cells

= Exosomes

« Dendritic cells

= PRP

= Aliogene
= Autogene

= Indeterminate

Ali Golchin.

Clinicaltrials.gov da kayith hc temelli ted dagilimi
Stem Cell Reviews and Reports, 2020



Covid 19°da Hiicre Temelli Tedaviler
Mezensimal Kok Hiicreler( MKH)

" Pro/anti-inflamatuvar
" [mmunmodulator

" Rejeneratif

" Antifibrotik

" Proanjiojenik dzellikleri nedeni ile

\/Cazip bir tedavi secenegi olarak cok genis bir alanda
arastirmalara konu olmakta



Covid 19’da Hiicre Temelli Tedaviler

Mezensimal Kok Hc Kullanim Alanlari

Kemik, kikirdak, kas doku ve spinal kord hasarlarinda
ARDS, Aplastik anemi,RA, MS, Crohn H, hasari..vb

«Kanser tedavisinde, genetik hastaliklarda, kemik, kikirdak
hasarinda, yara tedavisinde kullanilan bazi Grinler » FDA onayi
almistir

Covid 19 tedavisinde kullanimi ile ilgili bilgiler sinirh



Mezensimal Kok Hlicreler

" Kendi kendini yenileyebilen
multipotent stromal hicreler

" Kendi kdken aldigi bag doku
hicrelerine (adipocytes, myocytes,
chondrocytes, osteocytes )
farklilasabilir

" Diger doku hticrelerine (n6ron,
hepatosit, pankreatik hucre...vb)
farklilasma o6zelligi
(transdiferansiasyon)
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MKH tedavisinde hiicre kaynaklari
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Covid 19 ve MKH Tedavileri

COVID-19°da, yasami tehdit eden komplikasyonlara; yaygin
inflamasyon, sitokin firtinasi ve diizensiz immun yanitin
aracihik ettigi dusintlmekte

MKH’lerin gucli imminmodulator ozellikleri ile, SARS-CoV-2
tarafindan induklenen ;

hlcre aracili inflamatuvar yaniti baskilayabilecegi

sitokin firtinasini dnleyebilecegi

akut akciger hasarini azaltabilecegi disunilmekte

MKH’lerin (ACE-2) reseptoru tasimadiklari ve SARS CoV2
enfeksiyona direncli olduklari gosterilmistir.
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Aging Dis. 2020 Apr; 11(2): 216228 FMCID: PMCY0G69;
Published online 2020 Mar 9. doi: 10.14336/A0.2020.0228 PMID: 32257

Transplantation of ACE2™ Mesenchymal Stem Cells Improves the
Outcome of Patients with COVID-19 Pneumonia

Zikuan Leng,1-9# Rongjia Zhu,2# Wei Hou,*# Yingmei Feng,?# ¥Yanlei Yang.? Qin Han ? Guangliang_ Shan 2

" QOcak-Subat 2020, Cin, tek merkezli, acik etiketli calisma
" 10 hasta : 7 MKH, 3 Plasebo (Agir covid 19)

" Tek doz MKH: (10° hc/kg),

" 14 gln takip

= 2. gun tum hastalarda akc fonksiyonlarinda iyilesme

" CRP, TNF-a duzeyinde azalma

" Sitokin salgilayan aktif hc sayisinda azalma

" 14. giin MKH kolunda tiim hastalar iyilesmis
" Plasebo kolunda 1ex, 1 ARDS, 1 stabil

" MKH tedavisi potansiyel olarak etkili ve giivenli bulunmus !
Aging Dis. 2020;11:216-228



RESEARCH Open Access

Treatment of severe COVID-19 with human "’
umbilical cord mesenchymal stem cells |

Lei Shu'~", Changming Niu™', Ruyou Li™', Tingrong Huang’', Yan Wang®, Mac Huang’, Ningfei Ji’, You Zheng,

" 7-10 glnltk ST’ye cevap vermeyen hastalarda UK-MKH tedavisi
" 12 hasta UK-MKH infiizyonu, 29 hasta ST*

" 2 x10° hc/kg, tek doz

= *ST: 02, umifenovir/oseltamivir, glukokortikoid

" MKH kolunda MV ihtiyaci olan hasta: 0/12, ex:0 }_ Ancak
= ST kolunda 4/29 hastada MV ihtiyaci, 3’ ex p>0.05

Shu L et al Stem Cell Res Ther. 2020;11(1):361.




RESEARCH Open Access

Treatment of severe COVID-19 with human ®
umbilical cord mesenchymal stem cells

Check for
updates

Lei Shu'~", Changming Niu™', Ruyou Li™', Tingrong Huang’', Yan Wang®, Mac Huang’, Ningfei Ji’, You Zheng,

Inflizyonun 3. gliniinden sonra ;

Klinik iyileseme zamani (9 vs 14 gin)
CRP ve IL6 duzeylerinde azalma
Lenfosit sayisinin normale donmesi
BT'de radyolojik diizelme

Randomize degil*
Olgu sayisi az

S

MKH grubunda
ST grubuna gore
daha hizli !

Shu L et al Stem Cell Res Ther. 2020;11(1):361.




ARTICLE N

Effect of human umbilical cord-derived mesenchymal stem
cells on lung damage in severe COVID-19 patients: a
randomized, double-blind, placebo-controlled phase 2 trial

Lei Shi'~Z, Hai Huang™®, Xuechun Lu™7, Xiaoyan Yan®, Xiaojing Jiang’, Ruonan Xu', Siyu Wang', Chao Zhang (0", Xin Yuan'?, Zhe X
Lei Huana'~. Jun-liana Fu'? Yuanvuan Li'. Yu Zhana®®. Wei-0i Yao™'?, Tianvi Liv*"". Jinwen Sona ™', Lianaliana Sun®'?, Fan Yan

Agir covid 19 olgularinda UK-MKH tedavisinin akc hasari
uzerine etkinliginin ve guvenilirligi , RKC

" Sonug yayinlanan ilk ¢ift kor RKC ***

" 100 agir hasta, 2:1 randomizasyon

" 65 hasta MKH, 35 hasta plasebo

= 0,3, 6.glnler iV infizyon (4 x 107 hc) vs plasebo

" Primer sonlanim: 28. giin akc lezyon volimunde baslangica
gore degisme orani

" 6-dk yurime testi, max vital kapasite , difflzyon kapasitesi ve
advers olaylar

Shi L. Signal Transduction and Targeted Therapy (2021) 6:58
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ARTICLE
Effect of human umbilical cord-derived mesenchymal stem

cells on lung damage in severe COVID-19 patients: a
randomized, double-blind, placebo-controlled phase 2 trial

Lei Shi'~Z, Hai Huang™®, Xuechun Lu™7, Xiaoyan Yan®, Xiaojing Jiang’, Ruonan Xu', Siyu Wang', Chao Zhang (0", Xin Yuan'?, Zhe X
Lei Huana'~. Jun-liana Fu'? Yuanvuan Li'. Yu Zhana®®. Wei-0i Yao™'?, Tianvi Liv*"". Jinwen Sona ™', Lianaliana Sun®'?, Fan Yan

" 6-dk yirime testinde plasebo grubunda gore artmis ylrime
mesafesi (fark: 27.00m ; 95% Cl, 0.00, 57.00; P = 0.057).

" Advers olay orani her iki grupta benzer (%55.4 vs %60)
" Ensik LDH, ALT artisi ve hipokalemi

v/ Konvelasan fazdaki hastalari kapsiyor
v/ Akut dénem bulgulari ve mortalite tGzerine etki belirsiz
v'Uzun dénem sonuclari belli degil

Shi L. Signal Transduction and Targeted Therapy (2021) 6:58



Umbilical cord mesenchymal stem cells for COVID-19 acute
respiratory distress syndrome: A double-blind, phase 1/2a,
randomized controlled trial

Giacome| Coyid 19’a baghh ARDS’de MKH Tedavisi

Shari Me+d

24 ARDS'li hasta, 1:1 randomize, Faz 1/2a, RKC, Florida
12 hasta UK-MKH infiizyonu, 0. ve 3. glin : 100 + 20 x 10° hc
12 hasta es zamanli plasebo

Sonlanim; 31. giinde sag kalim, iyilesme zamani, advers olay,
laboratuvar parametreleri

Lanzoni G et al. STEM CELLS Trans|l Med. 2021;10:660-673.




Covid 19 a bagh ARDS’de MKH Tedavisi

Es zamanli uygulanan tedaviler UC-MKH Plasebo

Concomitant treatments, n (%)

Heparin 12 (100) 12 (100)
Only prophylactic dose heparin® 9 (75) 7(58.3)
Therapeutic dose heparin" 3(25) 5({41.7)

Remdesivir 9 (75) 7(58.3)

Convalescent plasma 3 (25) 4(33.3)

Corticosteroids 10 (83.3) 9 (75)

Tocilizumab 1(8.3) 4(33.3)

Hydroxychloroquine 1(8.3) 2(18.2)

Alteplase 0 2 (14.7)

0.99
67
67
b7

0.99

0.99
D2
59
4R

Lanzoni G. STEM CELLS Transl Med. 2021;10:660—673.



TABLE2  Summary of all adverse events for randomized subjects

UCMSCtreatment, ~ Controls,  Total(n=24;12pergroup), Fisher's

Topics n (%) n(%) n (%) exact test
Number of AEs reported 3 53 88

Number of subjects with AEs' 8 1l 19 NS
Number of SAES reported 2 16 18

Number of subjects with SAEs" 2 8 10 Ps 4
Number of AEs by severity”

Mild 130379 13(24 26(%0)

Moderate 18(51) 2140} 39 (44)

Severe 4(12 19(36) 23(26)

MKH uygulamasi guvenli !
STEM CELLS Transl Med. 2021;10:660-673.




(A) Survival Kaplan-Meier curves. A. At 31 days
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MKH Tedavisinin Dezavantajlari

Kaynak dokuda az sayida MKH olmasi nedeniyle,
laboratuvar ortaminda zaman alan cogaltilma proseduru

Hucre canliliginin korunmasi, saklanmasi
Teknoloiji, alt yapi ihtiyaci

Yuksek maliyet: 15000-30000 S

Agir hastalar icin uygun bir tedavi



MKH Tedavisinde Yan Etkiler/Giivenilirlik

Klinik calismalarda genel olarak givenli bir uygulama

IV uygulanan MKH’lerin biytik kismi akciger mikrovaskuler
sistemine yonelir

Az bir kismi diger dokulara dagilir, uygun olmayan hc lere
donustp cogalabilir

Tumor gelisimi potansiyeli ?7?
Kontaminasyon/enfeksiyon
Tromboz/emboli riski
" Doku faktoru yoluyla prokoagulan aktivite gosterebilir

Mikrovaskuler tromboza zaten yatkin olan COVID-19
hastalarinda mortaliteye ek katki saglama riski!



KMK Tedavisinde Belirsizlikler?

Maksimum yarar icin :
" Kime?

" Ne zaman?

" Hangi hc kaynagi ?
" Hangi uygulama yolu?




Hc Temelli Tedaviler : Sonug

" Covid 19 icin hentz onaylanmis bir tedavi yok

" Rehberde “klinik calismalar ve genisletilmis erisim
programlarl” disinda, «tedavide kullanilmasi onerilmiyor»

" Cok merkezli, iyi tasarlanmis calismalara ihtiyac var
" Uygun randomizasyon
" Daha buyuk olgu sayilari
" Uygun kontrol grubu
" Daha uzun sureli takip iceren



Deneysel Asamadaki Diger Tedaviler

1.Eldeki mevcut ilaglar
2.Yeni tedavi ajanlari



Antiviral Immunmodiilatorler Diger/Coklu
Antimalaryal..vb Mekanizmalar

= Klorokin/HQC = Dexametazon = Kolsisin

= Remdesivir = Konv Plazma = ACE inh/ARB
= Lopinavir/r = Tosilizumab = Aspirin

= Favipravir = Anakinra = Statinler

= Umifenovir = |FN = Antikoagulanlar
= Jvermektin = Budesonid = Famotidin

= Camostat M = Azitro = Omeprazol
= SOF/DAC = Doksisiklin = Aviptadil

= Baloxsavir = Sarilumab " Proxalutamid
= Nitazoksanid = Canakinumab "= Fluvoxamine
= Niklozamid = Baritinicib LI

= Ribavirin = Ruxolinitib

= QOseltamivir......... = |nfliximab



WHO SOLIDARITY Calismasi

" Adaptive, acik etiketli, Faz Ill calisma Remdesivir IV QD
. 200 1.gun; 100 2-10. gu
= 30 (lke, 405 hastane, 11266 hasta Iz sl AP gun
(n = 2743)
i . :
Hastane ici mortalite HCQ PO1*400 mg BID L.giin,
" MV ve hastanede yatis suresi Sonra 400 mg QD 2 -10 .giinler
(n = 947)
COVID-19 Lopinavir/Ritonavir PO
Yatan Hasta - 400/100 mg BID , 1-14 giin

(N =11 266) (n = 1399)

Haziran 2020 de, hicbir etkinlii \

gosterilemediginden ¢alismanin HCQ ve
Lopinavir/r kolu durduruldu

ST — Karsi gruplarda
(n=2708, 906, 1372, 2050)

*Stopped on May 24, 2020; recommended dose from clinical trial study ucsciipuun.
'Given with LPV/RTV until July 4, 2020 (n = 651). Patients on high-flow oxygen, ventilators, or ECMO
were given 10 ug IV daily for 6 days.

1. WHO Solidarity Trial Consortium. NEJM. 2021;384:497. 2. NCT04315948. Slide credit: clinicaloptions.com



http://www.clinicaloptions.com/

WHO SOLIDARITY Calismasi: Mortalite

ilag Alanlarda Kontrol Gr RR: Hiz orani
Mortalite Mortalite

Remdesivir 301/ 2743 303 /2708 RR, 0.95; 95% [Cl],
0.81to 1.11; P = 0.50)

C/HCQ 104 / 947 84 / 906 RR, 1.19; 95% Cl, 0.89
to 1.59; P = 0.23)

L/r 148 / 1399 146 /1372  RR, 1.00; 95% Cl, 0.79
to 1.25; P = 0.97)

IFN 243 /2050 216 /2050  RR, 1.16; 95% Cl, 0.96

to 1.39; P =0.11)

"Hic bir ilacin 28 gunluk mortaliteyi, MV ihtiyacini ve hastanede
yatis stresini azalttigi gosterilemedi!
"Yeni ajanlara ihtiyac¢ var!

WHO Solidarity Trial Consortium. NEJM. 2021;384:497.



Covid 19 Tedavisinde Favipiravir

Table 2
Summary of clinical evidence in patients with COVID-19 infection.

Author [reference]  Study type Comparative studies /—\
Variables Favipiravir N‘Eﬂﬂﬁﬂ'w p Value

Caiet al. (2020) Interventional, open label, Viral clearance rate 4 days 11 days <0001
non-randomized clinical study Chest computed tomography O1.4% 622 % 0.004
Adverse events 11.4% e =0.001
Variables Favipiravir p Value
Chen et al. (2020} Interventional, open label, randomized,  Clinical recovery rate at day 7 71.4% 55.8% 0.0199
and multicenter clinical trial Latency for fever and cough relief  Significantly shorter Higher <[0.0001
Dyspnea after medication 35% 11.7% 00174

Single arm studies

Study Variables COutcome at day 7 Variables Outcome
at day 14
Doi et al. (2020b) Observational Clinical recovery rate — mild 73.8% Clinical recovery B7B%
registry rate — mild
Clinical recovery rate — mod 66.6% Clinical recovery 84.5%
rate — mod
<60 yrs.: clinical recovery rate 79.0% B0 yrs.: clinical recovery  92.4%
rate
Rattanaumpawan et al. Multicenter Clinical improvement (without O2 supp.)] 925% - -
(2020) observational study Clinical improvement (overall} 66.7% - -

S. Joshi et al. Int J Infect Dis 102 (2021) 501-508




Umifenovir (Arbidol)

Genis spektrumlu antiviral
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Efficacy and Safety of Lopinavir/Ritonavir or
Arbidol in Adult Patients with Mild/Moderate
COVID-192: An Exploratory Randomized
Controlled Trial

" Orta ve hafif siddette 86 hasta, 2:2:1 randomize, Cin

Arbidol LPV/r
n:35 n:35

" Viral NA negatiflesme zamani 3 kolda benzer

" Atesin dusmesi, oksurugiin azalmasi ve BT'de bulgularin
gerileme suresi 3 kolda benzer

= 7 gin klinik durumda kotiilesme; arbidol kolunda(8.6%), LPV/r
( %23.5) ve kontrol grubuna gore (%11.8) daha az

" Advers olay, konrol grubunda daha az!

" Arbidolun tedavide ek katkisi yok!
Li et al., Med1, 105-11




Favipiravir versus Arbidol for COVID-19:A Randomized Clinical Trial

Chang Chen,Yi Zhang, Jianying Huang, Ping Yin, Zhenshun Cheng, Jianyuan VWu, Song Chen,Yongx
Bo Chen, Mengxin Lu,Yongwen Luo, Lingao Ju, Jingyt Zhang, "= Xinghuan VWang

doi: https://doLorg/10.1101/2020.03.17.20037432

Acik etiketli, cok merkezli, RKC

240 hasta 1: 1 randomize

ST+ Arbidol (200mg*3/glin) veya ST+ Favipiravir 10 gln

7. glin klinik iyilesme oranlarinda fark yok (Favipiravir: 71/116 ve
Arbidol: 62/120; P=0.14

" O, destegi ve nonvaziv MV ihtiyaci agisindan fark yok P>0.05

" Favipiravir grubunda ates ve oksuruk stresi daha kisa !




Umifenovir (Arbidol)
Meta-analiz

Retrospektif ve prospektif 12 calisma, 1052 hastanin
analzi

" 10 retrospektif, 2 RKC*
1 Haziran 2020’ye kadar yapilan calismalar

14. giin PCR negatifligi umifenovir alanlarda yuiksek
(RR:1.27; 95% Cl: 1.04 to 1.55).

Ancak; _
. . Calisma ve
" Semptomlarin iyilemesi
& Hastanede kalis <iires! _ subgrup
astanede Kallz sures| analizlerinde fark
" Hastalik progresyonunu 6nleme bulunamamis!

Huang D et al.) Med Virol. 2021;93:481-490.



Camostat Mesilate

CAMOSTAT  MESYLATE
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Camostat Mesilate

" Japonyada akut pankreatitte ve post
op reflii 6zofajitinde 1985’den beri
kullanilmakta

"  TMPRSS2 inhibitori

" Invitro calismalarda SARS CoV 2’nin
hc girisini engelledigi
gosterilmis(Hoffmann et al. 2020)

SARS CoV2 Reseptorleri

" ACE?2

" TMPRSS2 (transmembran
serin proteaz 2)
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journal homepage: httpsy/fwww. journals.elsevier.comfeclinicalmedicine

Research Paper

Efficacy of the TMPRSS2 inhibitor camostat mesilate in patients
hospitalized with Covid-19-a double-blind randomized controlled trial.

lesper D. Gunst Nina B. Staerke®, Marie H. Pahus”, Lena H. Kristensen®, Jacob Bodilsen®,
MNicolai Lohse™ Lars S. Dalgaard®, Dﬂl‘tl‘lE Brannum Ole Frobert’, Bo Hﬂnge e
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" Camostat M ile ilk RKC, cok merkezli, Danimarka
" 137 Camostat - 67 Plasebo

" Camostat : yatistan sora ilk 48 saat icinde : 3X200 mg*,
oral, 5gun

Gunst et al, EClinicalMedicine (2021), doi.org/10.1016/j.eclinm.2021.100849



Table 1
Baseline characteristics at study entry

Characteristics

Camostat mesilate (n=137)

Placebo (n=68)

Total (n=205)

Median age (IQR} - yr 62(51-75) 61(55-74)
Malc scx - no. (%) 82 [e0] 41 (60}
Median time (IQR) from symptom onset to baseline - days 8.0{6.0-11-0 8-0({50-11.5)
e T T IR T T BT SO T
Median body-mass index(IQR) - kg/m2’ obez 27.4(24.4-316) 28.8(6.0-3}.9)
Obesity - no. (%) 37(27) 30(44)
Symptoms - no. (%)
Cough 116(85) 58(85)
Dyspnea 85(70) 42(62)
Fatigue 119(87) 62(91)
Headache 71(52) 36(53)
Coexisting conditions - no. (%)
Asthma 18(13) 9(13)
COPD 14(10) 7(10)
Coronary heart disease 29(21) 10{15)
Hypertension 50(36) 21(31)
Malignancy 20(15) 9(13)
i 71 {1\'-:: 14 {11}
Score on 7-point ordinal scale - no. (%)
3. Hospitalized, not requiring supplemental oxygen, requiring ongoing medical care 47 (34) 22(32)
4. Hospitalized, requiring supplemental oxygen 81(59) 39(57)
5. Hospitalized, requiring high-flow oxygen therapy or noninvasive ventilation 9{07) 7(10)
= ) LI B e T 2] ey
Resuscitation candidate - no. (%) 117 (85) &0 (88)
National Early Waming Score 2 - median (IQR) 4(3-8) 412-5)

61(52-75)

123 (50)
8-0(60-11.0)
87 (75-100)
27.7(25.0-32.2)
67(33)

174 (85)
137 (67)
181 (88)
107 (52)

27(13)
21(10)
39(19)
71(34)
29(14)
35(17)

69(33)
120 (59]
16 (08)
180 (88)
177 (86)
4(2-6)

Gunst et al, EClinicalMedicine 00(2021) 100849



Hastalarin klinik skorlarinin zaman icinde degisimi

Baseline

Day 5

n=137

n=68 n=68

n=137

JiL GUISE et al. ;) ECnmicalviedicme o0 | 2021) 100899

Day 14 Day 30
A W 1. orZ Not hospitalized
| ™ 3. Hospitalized, no supplemental oxygen
1]
4, Hospitalized, supplemental oxygen
5. Hospitalized, requiring high-flow or NIV
&
gl w6, Hospitalized, requiring IMV
— == mm 7. Death
n=135 n=135
e =
n=66 n=66

Fig. 2. Score on 7-point ordinal scale over time. Cumulative percentage of 7-point ordinal scale at baseling, day 5, 14 and 30 in the camostat mesilate and placebo group {
absolute numbers). IMV denotes invasive mechanical ventilation, and NIV noninvasive ventilation.

J.D. Gunst et al. / EClinicalMedicine 00 (2021) 100849




Per-protocol

—

Log rank p; O-7177

Camostat
Placebo
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" Uygulanan dozda CM vyatan hastalar icin etkili bir tedavi degil
" Daha yuksek dozda ve daha erken evrede baslanan ted ihtiyac

var

(Aktif olarak devam eden 17 calisma mecut)

3
=
& 20 =
Camostat
0 Placebo
L] 1] 1} 1] 1] 1} 1] 1] 1} L] 1] 1} L] L] L] L
0 2 R 6 8 10 12 14 16 18 20 22 24 26 28 30
Iime From Baseline (days)
No. at Risk
Camostat 64 (D) 56(0) 18(D) 9 (0) 2(0) 1 (D) 1 (0)
Placebo 32{0) 28(0) 14¢0) 8 (0} 2(0) 1 {0 I {0} 1 (0)

£ 204
Camostat

0 Placebo
T 1 L T 1] T 1} 1] T 1} T T 1} L] T
0 2 4 O 8 10 12 14 16 18 20 22 24 26 28 30

Time From Baseline (days)
No. at Risk
Camaostat - 73.(0) 43 (0) 20(1) 12 () s 5(0) 4(0) 40
Placebo 36 (0) 20 (0) 12 (0) 7 3 2(0) 2(0 1 ¢1)

J.D. Gunst et al. / EClinicalMedicine 00 (2021) 100849




SOF/DCV‘in orta ve agir COVID-19 olgularindaki

etkisi : DISCOVER-IRAN
Ik cok merkezli, cift kdr, RKC

SOF/DCV (541 olgu) vs Plasebo (542 Olgu)

10 gln icinde taburculuk
" %66 SOF/DCV
" %68 Plasebo
" RR=0.97,95% Cl =0.89-1.05, P: 0.555

Hastane ici 61Uim

" %11: SOF/DCV

" %10: Plasebo
" (RR=1.1,%95Cl=0.77 - 1.56), P: 0.47

SOF/DCV’in plaseboya gore bir farki yok!

Sara Mobarak et al: Preprint, Lancet.



SOF/DCV ‘in orta ve agir COVID-19 olgularindaki
etkisi : DISCOVER-IRAN

Table 3: Concomitant Medications

Agir olgular cogunlukta

SOF/DCV n= trol n=542

Geg baslana n tEdaVI nin Concomitant Medications, n(%)
etkinligi yetersiz olabilir!

Interferon-beta 293 (54%) 291 (54%)
Es zaman i GOkl u Dexamethasone 208 (55%) 272 (50%)
medika Sy0n|a r Other Corticosteroids 93 (17%) 94 (17%)
. Lopinavir/ritonavir 176 (33%) 183 (34%)
llag etkilegimi (DCV- Azithromycin 121 (22%) 119 (22%)
Dexa meta Zon) Remdesivir 93 (17%) 76 (14%)

Hydroxychloroquine 70 (13%) 69 (13%)

Atazanavir 60 (11%) 57 (10%)

Naproxen 44 (8%) 52 (10%)

IVIG 5 (1%) 2 (0%)

Ribavirin 4 (1%) 0 (0%)




lvermektin

Anti-paraziter:strongiloides, onkoseriaz, kutanoéz LV ......
In vitro genis antiviral spektrum: HIV, Dengue, West Nile....
In vitro hc kiiltirlerinde SARS-CoV-2 inhibisyonu

Antiviral etki; Viral proteinleri konak hc ntikleusuna tasiyan
protein ;importin (IMP) alpha/beta-1 inhibisyonu

Yaygin deneyim



lvermektin

280 yatan hastanin retrospektif incelenmesinde iVM
kullanimi dtsuk mortalite ile iliskili bulunmus.

Ancak IVM grubunda steroid kullanimi daha fazla. ???
Rajter JC et al. Chest. 2021;159(1):85-92

203 IVM ve 358 IVM+ AZ alan hafif/orta siddetli hasta
grubunun retrospektif incelemesinde

IVM grubunda 6lim ve YB’a gidis orani daha yuksek
IVM+AZ grubunda ST ted ile fark yok.

Doz ve zamanlama ?7??
Soto-Becerra P, et al. medRxiv. 2020;Preprint.

476 hastanin dahil edildigi RKC’'nin sonuclari, orta siddetli
covid 19'da kullanimini desteklemiyor

Lopez-Medina et al, March 2021



lvermektin vs HCQ

® Yakin tarihli, 4 kollu bir RKC’da ; hafif/ orta siddetli ve agir
Covid 19 hastalarinda VM (400 Mcg/kg) ve HCQ(200mg),
karsilastirilmis, her kolda 100 hasta

= Hafif/orta siddetli hastalarda IVM, HCQ ye gére,

= Acik etiketli ???/ tek kor???/ cift kor??
" Tek basina ST alan grup yok
" AZT ve HCQ birikte kullaniminin potansiyel zarari dislanamaz

=—AEIT astdiarad TVIvl, iIC Y€ BUTE,
" progresyon(%4 vs. %30)
" hastane yatis stresi(6+8 vs. 188 glin)
" 6lim oraninda (2% vs. %20) anlamli azalma (P < 0.001 )

" |ki grupta PCR ve laboratuvar degerlerde daha erken diizelme

Elgazzar A, et al. Research Square. 2020;Preprint.



lvermektin

" Covid 19°da ivermektin kullanimini destekleyecek
yuksek kalitede veri heniz yok!

" Randomize klinik ¢calismalar disinda kullanimi
onerilmiyor!



Diger
Selektif seratonin reseptor inhibitorleri
Antiandrojen ajanlar
Tuzak biyomolekuller; Soluble ACE 2
Nitrikoksid
Alf-1 antitripsin
Spironalakton
Melatonin
N asetil sistein

Resveratrol
Quercetin

Zencefil
Kekik yagi
Nar cayi



Arastirma Asamasindaki Yeni Antiviraller

Ajan Etki M
PF-07304814 (Pfizer) IV SARS-CoV2-3CL protease inhibitr
PF-07321332 (Pfizer) SARS-CoV2-3CL protease inhibitor

Ensovibep (MP0420; Molecular

Partners and Novartis) A designed ankyrin repeat protein (DARPiIn)

Rintatolimod (Poly I:Poly C12U;

Ampligen: AIM ImmunoTech) Toll-like receptor 3 (TLR-3) agonist

Bemcentinib (BerGenBio ASA) Selective oral AXL kinase inhibitor
Plitidepsin (Aplidin; PharmaMar) | A member of didemnins class.

VIR-2703 (ALN-COV; Vir . :
Totedmelom | The drug targets small interfering RNA
Emetine hydrochloride (Acer

Therapeutics) Active ingredient of syrup of ipeca



Ajan
AT-527 (Atea Pharmaceuticals)

Rabedersen (OT-101; Mateon
Therapeutics, Oncotelic)

Antroquinonol (Hocena; Golden
Biotechnology Corp)

Apilimod dimesylate (LAM-002A; Al
Therapeutics)

Brequinar (Clear Creek Bio, Inc)

Brilacidin (Innovation
Pharmaceuticals)

Sangivamycin (TNX-3500; Tonix
Pharma)

Etki M

Oral purine nucleotide prodrug designed to
inhibit RNA polymerase

Antisense oligonucleotide that inhibits
transforming growth factor-beta2 expression.

Antiviral/anti-inflammatory. Reduces viral nucleic
acid replication and viral protein synthesis in cell

Inhibits the lipid kinase enzyme PIKfyve and
disrupts lysosome dysfunction

Orally available dihydroorotate dehydrogenase
(DHODH) inhibitor.

Host defense protein mimetic with antiviral, anti-
inflammatory and antibacterial properties.

Preclinical phase.



Standart Tedavilerle Gore cesitli
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