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Study Detalls

Study Description

Treatment of Severe COVID-19 Patients Using Secratome of Hypoxia-Mesenchymal Stem Celis in indonesta - Full Text View - Clindo. .

Tabular View No Results Posted Disclaimer How to Read a Study Record
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Brief Summary:
In this randomized controlled trial (RCT), severe cases of COVID-19 infection will be treated with secretome of
hypoxia-mesenchymal stem cells. The improvement in clinical, laboratory, and radiological manifestations will be

evaluated in treated patients compared with the control group.
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A Abnormal Clotting

Healthy clotting Fibrin(ogen)

“Vwr
Bleeding and ‘P-selectin
Thrombocytopenia
M ) “
Fibrin(ogen) -~ D-Dimer
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Optimal time for

Abnormal Clotting
e ] __intervention B
4 Fibrin(ogen) Disease severity

?
?

Bleeding and Thrombocytopenia
L S
‘ Fibrin(ogen)

sy D-dimer "
A Frseieciin
b oot

COVID-19 Personalized Treatment

COVID-19 Point-Of-Care Options

*TEG
*Platelet function tests
*Fibrinogen, P-selectin and vWF concentrations -
*Qther circulating inflammatory marker ? Cytokine storm
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Secretome Stem Cell Isolation

Soluble Proteins 2 Extracellular Vesicles
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Konsentrasi (pg/miL)

140

120

100

FoxP3

Base control

Treg cells after Secretome of Stem Cells
for immune booster compared to base control

6.3%

T
5.3

CD25

A

FoxP3

After treatment

13.1%

TR [ TEp
18.6% 137%

@1-LL Q1-LAY
43 4% 19.0%)

v

CD25

Research by SCCR

HLADR

o

Konsentrasi (pg/mL)

Dendritic cells after Secretome of Stem Cells
for immune booster compared to base control

Base control 1.4%

L Dendritic
1.4%

HLADR

After treatment

3.8%
e P
T
CDllc
Research by SCCR
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Mekanisme Molekuler SARS-CoV-2 dalam menginduksi ARDS-Death

Stem C'ell and Cancer Research
Mecicol Faculty of UNSSULA SARS'COV‘Z
Immune Cell Suppresion v Immune Cell mobilization
Co-Morbite
— Diabet .
® labetes
NF-kB pathway S S— Chemokine of immune cell

\l, . Darah tinggi :

»  Penyakit Sal nafas kronis | CXCL9 : T cell CXCLS8: neutrophil
Low activation of 1-IFN »  Perokok |

e Tua : CXCL16 :NK CXCL2: Monocyte

\ «  Laki-laki i I |
|
Over-replication Virus |---------======== === oS
(Intra-alveolus/entdothelial) Machrophage Activated Syndrome [€
& N\
Sumbatan intavaskuler |<—| Release of Tissue factor The release of massive pro-inflammatory cytokines | |L-1, IL-6, TNF alpha
N v
Pulmonary Intravascular Coagulation Cytokine Storm
(PIC) \

Citation: Smits SL, et al, PLoS Pathog 2010

Citation: Dennis et all, The lancet, 2020

Massive pulmonary damage

Trombosis & Haemorragia

R =

Severe & Happy Hypoxia

Refractory ARDS

(Acute Respiratory Distress Syndrome)
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p— IL-3, IL-4, IL-9
. IL-13, IL-25, IL-33
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Classically activated Alternatively activated
macrophage (“M1”) macrophage (“M2”)
; ‘ TNF-o : ,

: IL-10 -

IL-6
Resistin IL-1

MCP-1
TNF-a Anti-inflammato

Pro-inflammatory . NE.F
Obese & \\WNEFAs mﬁmponea.
insulin resistant a{. |

Lean &
insulin sensitive

dipocyte_;ﬁ

1emCeII and Cancer Research WWW.SCCr.id




Slem Cell and Cancer Research
Mecicol Faculty of UNSSSULA

.....

elial cells 4.

Nasal epitheli
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alle

SARS-CoV-2

TMPRSS2 &*

4
b
. -
iy
[ LB S § ) S e 9

Ang Il induces cytokine production, bronchoconstriction, and epithelial cell apoptosis in lung

ACE2 protects the lung from injury by cleaving Ang II to generate Ang (1-7)

[ l\| s' 0 ’\ ] ‘H 11 H_".._,.‘“'_j
?-?,p '

Tissue protection:

SARS-CoV-2 ALL ARDS, COPD, W

fibrosis, asthma ,l’
| W |
Epithelial cells |
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COVID-19

Inflammation
Broncoconstriction

RAAS imbalance
™ ACE2
Hyperinflammation ACE2
Hypertension Myocarditis Cytokine storm
Heart failure
sDPP4 :

; Al SARS-CoV-2

Type 2 diabetes DPP4/CD26
Ynesiy Host cells

CV comorbidities Endothelial dysfunction

Atherosclerosis
Immune dysregulation
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Degarelix
LHI— g oserelin
Leuprolide
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Internasional Scopus Jurnal: Plasma convalense is
‘S;emé;l-londCancorRonach nOt Significa nt

PLASMA COVALESVENS
GAGAL MENYELAMATKAN
PASIEN COVID19

In our trizl, the use of convalescent plasma

A Randomized Trial of Convalescent Plasma in Covid-19 therapy in aldition o, sandand fregtieent in
i patients with severe pneumonia due to Covid-19
Severe Pneumonia

did not reduce mortality or improve other clini-

= R T il | |

Ventura A. Simonovich, M.D., Leandro D. Burgos Pratx, M.D., Paula Scibona, M.D., Marfa V. Beruto, M.D., Marcelo
Vallone, M.D., Carolina Vizquez, M.D., Nadia Savoy, M.D., Diego H. Giunta, M.D., M.P.H., Ph.D., Lucfa G. Pérez,
Marisa del L. Sdnchez, M.D., Andrea Vanesa Gamarnik, Ph.D., Diego S. Ojeda, Ph.D., et al., for the PlasmAr Stu
Group®

cebo. We believe the use of convalescent plasma
as a standard of care in such patients should be
reevaluated. Further studies regarding antibody

tions or on interventions with other types of
preparations, such as intravenous immunoglob-

CORCLUSIONS ulin or anti-SARS-CoV-2 monoclonal antibodies.

rweenn patients rreated with conwalescent plasma znd those who received placebo. i
[MasmAr ClinicalTrials gov number, NCTO4383535.)

arf Joumal of Medicine

0. For personal use only. No-otler wses withoud permission.
sits Medical Soceety. All rights reserved.
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JAMA | Original Investigation

Effect of Convalescent Plasma Therapy on Time to Clinical Improvement
in Patients With Severe and Life-threatening COVID-19
A Randomized Clinical Trial

Limg 5, 840, Pl Wl Zhang, MO: Yu Hu, 80, PhD; Xunhiang Tong, MO, Phiy; Shangen Zheng, MO: Juntao Yang, Phi; Yujie Kong, MO;
Lifi Ren, Pl Qing Wi, MD:; Heng e, MO, Phi; Catying Hu, MD; Cuihum Tao, MO: Bu Fang, B0 Jue Wang, MO; Yongped Yu, Phi:
Yong fon, PhD; Xlacdong W, MD; Shihua 2o, SID: Li Zerg, KI0; Nian Xiong, MD; Lifeng Chen, MO: Juan Vang, B0 Ning Man, MD;
Yu L, PhiD: Hatria d, 580 E. Deng. MS; Xosjun Jang, M5; Chermpue LiL 8D; Conghul Wang, Ph; Shisheng 5u, PhO:; Lingl fhang, PhiD
Jiarres ‘Wang, PhD: Yanyun Wha, MD, PhD:; Shong Liu, kD, #HD

CONCLUSION AND RELEVANCE Among patients with severe or life-threatening COVID-19,

IMPORTANCE Commvalescent plesma i & potentisl therspeutle option for patients with coroninns

el e 2019 (COMD-15, bt uirthier ot (rem rafidonsteed o racal LHals ans ieeder].

DEECTIVE To evaluate the efficacy and adverse efferts of convalescent plisma therapy for
patients with CO0AVID-19.

DESIGH, SETTING, AND PARTICIPANTS Dipan-labsd, multicenter, randosmized cliracal trial
performed in 7 medical certens in Wahan, China, from Febouary 14, 2020, to April 1, 2020,
with firal follow-up April 28, 2020 The trial indluded 103 participants with lsbaratary-
conlived COVID-D that was severe (resgiratary distress andior hypaxemial or
lile-threatering (shock, cgae [alre, o requinng mechanical ventistion). The Ll was
terminated early stes 103 of a plannéd 200 petisnts were ennoded.

Stem Cell and Cancer Research

convalescent plasma therapy added to standard treatment, compared with standard
treatment alone, did not result in a statistically significant improvement in time to clinical
improvement within 28 days. Interpretation is limited by early termination of the trial, which
may have been underpowered to detect a clinically important difference.

TRIAL REGISTRATION Lhinese Liinical ira

stry: Chi

JAMA. doi:101001/jama 202010044
Published online June 3, 2020,

WWW.sccr.id



JAMA | Original Investigation

Association of Convalescent Plasma Treatment With Clinical OQutcomes
in Patients With COVID-19

A Systematic Review and Meta-analysis

Perrine Janiaud, PhD; Cathrine Axfors, MD, PhD; Andreas M. Schmitt, MD; Viktoria Gloy, PhD;
Fahim Ebrahimi, MD, MSc; Matthias Hepprich, MD; Emily R. Smith, ScD, MPH; Noah A. Haber, ScD;
Nina Khanna, MD; David Moher, PhD; Steven N. Goodman, MD, PhD; John P. A. loannidis, MD, DSc;
Lars G. Hemkens, MD, MPH

Editorial page 1159

IMPORTANCE Convalescent plasma is a proposed treatment for COVID-19. Supplemental content

OBJECTIVE To assess clinical outcomes with convalescent plasma treatment vs placebo or
standard of care in peer-reviewed and preprint publications or press releases of randomized
clinical trials (RCTs).

DATA SOURCES PubMed, the Cochrane COVID-19 trial registry, and the Living Overview of
Evidence platform were searched until January 29, 2021.

aue Lo nnprecsion 101 pou ouLLoImes. Liumied udid Ol IA Lll;ilLdl Hnprovernernig, cnmcdl
deterioration, and serious adverse events showed no significant differences.

CONCLUSIONS AND RELEVANCE Treatment with convalescent plasma compared with placebo
or standard of care wagqiot significantly associated with a decreasein all-cause mortality or
with any benefit for other clinical outcomes. The certainty of the evidence was low to
moderate for all-cause mortality and low for other outcomes.

WWW.sccr.id
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STUDI DI INDONESIA

S!eﬁ; Cell and Cancer Research

Interim Analysis
Mortalitas COVID 19 dengan Mortalitas COVID-19 tanpa
TPK RSUD Dr Soetomo i < f
Total pasien
205 (100%)
Meninggal Hidup Meninggal
20 (45%) 82 (51%) & 79 (49%)
44 (21,46%) 161 (78,54%)

Chi-square 0,1807; P-value 0,670752 (p < 0,05)

Meninggal Meninggal o . .pe
20 (45,45%) 79 (49,07 %) (Tidak Signifikan)

Stem Cell and Cancer Research WWW.sccr.id




ANTIBODY KILL VIRUS ???
If Not The virus use the Antibody as Trojen Horse

@ \ Virus FcyRI
W( (CD32)

Target cells (CD32+) : |

monocytes, macrophages, \L
B cells, dendritic cells

Infectious or /‘ .
non-infectious @

virions - -

Stem Cell and Cancer Research
Mecicol Faculty of UNSSSULA

Anti-viral
antibody
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* Disease enhancement
A phenomenon in which binding of a virus to suboptimal antibodies enhances its entry into host cells, followed by its

replication.
* Antiviral antibodies promote viral infection of target immune cells by exploiting the phagocytic FcyR or complement

pathway.

The virus “deceives” the process of phagocytosis of immune
cells and uses the host's antibodies as a Trojan horse.

After interaction with the virus the antibody binds Fc receptors (FCR) expressed on certain immune cells or some of the

complement proteins.
Phagocytosis is accompanied by the virus degradation, however, if the virus is not neutralized (either due to low affinity
binding or targeting to a non-neutralizing epitope), antibody binding might result in a virus escape and therefore, enhanced

infection.
Thus, phagocytosis can cause viral replication, with the subsequent death of immune cells.




SR

Hem Cell and Cancer Rese=arch

Wi Foenby o R

8Sccer

Stem Cell cnd (:ancor lmen

Stem Cell and Cancer Research



Actemra Treatmentfor Covid19: |
Induce Systemic Inflamatory Respose L

The NEW ENGLAND JOURNAL of MEDICINE
Stem Cell and Cancer Research ; d .

Wedicol Racully orUNGS 5}"““11’.’515 can lead to an acute severe 5}"5[5."“11{ mmflame- ]

matory response known as “cytokine storm”, which is
related to disease severity [157]. This strategy may
also be effective at reducing COVID-19 mortality in
older patients since IL-6 is the most prominent cyto-
kine of the senescence-associated secretory phenotype
(SASP) [12, 158]. Following this reasoning, another
alternative drug for the control of cytokine release
S}rnd.mme assuﬂated to CD‘I.FID- 19 is T.he humanized

6 receptor [159] In EECL. there are several U. S. Food
and Drug Administration (FDA)-approved clinical tri-
als that are ongoing or recruiting patients to assess
whether tocilizumab is therapeutic for COVID-19
patients [160-164]. Unfortunately, it was demon-
strated that tocilizumab induces a pro-inflammatory
profile in lipopolysaccharide (LPS)-stimulated den-
dritic cells with increased expression and secretion of
IL-6 receptors, explaining its negligible effects in some
patients with chronic inflammatory diseases [165].
This data suggests its use may pose a risk for patients

with systemic inflammatory response.

function and/or depletion during COVID-19 related
sepsis may improve the survival of patients [108, 112,
113]. Molecules that have been shown to be targets
for improving dendric cell function and survival dur-

ing sepsis include hlgh mobility group prntem l

fwomm s a b o HE dad Frr—

ancer Research

l ORIGINAL ARTICLE

Tocilizumab in Hospitalized Patients
with Severe Covid-19 Pneumonia

1.O. Rosas, N. Briu, M. Waters, R.C. Go, B.D. Hunter, S. Bhagani, D. Skiest
M.S. Aziz, N. Cooper, |.S D( as, S. Savic, T. Youngstein, L. Del Sorbo,
A Cubillo Gracian, D.J. De La 2 7erda, A. Ustianowski, M, Bao, S. Dimonaco
E. Graham, B. Matharu, H. Spotswood, L. Tsal, and A. Malhotra
ABSTRACT
BACKGROUND

Coronavirus disease 2019 (Covid-19) is associated with immune dysregulation and  The autt
hyperinflammation, including elevated interleukin-6 levels. The use of tocilizu- 8rees, &

. . : . . ndi
mab, a monoclonal antibody against the interleukin-6 receptor, has resulted in :‘Z:’:‘ -

better outcomes in patients with severe Covid-19 pneumonia in case reports and  cal Care,

[VoSapv ¥

van Elteren test). In the safety population, serious adverse events occurred in 103
of 295 patients (34.9%) in the tocilizamab group and in 55 of 143 patients (38.5%)
in the placebo group. Mortality at day 28 was 19.7% in the tocilizumab group and
19.4% in the placebo group (weighted difference, 0.3 percentage points (95% CI,
=7.6 to 8.2; nominal P=094).

CONCLUSIONS

In this randomized trial involvin italized patients with severe Covid-19 pneu-
monia, the use of tocilizumat did not result in significantly better }linical status
or lower mortality than placebo at y F ~La Roche and

the Department of Health and Human ?crvuccs COVACTA ClinicalTrials.gov num-
ber, NCT04320615.)

WWW.sccr.id
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GRAND DESIGN
SCORING RANDOMIZED CONTROL TRIAL (Sementara)
SECRETOME STEM CELL-SCCR TO SEVERE COVID-19

RCT

TOTAL.

4 SUBJECT ON GOING PROCESS

22 SUBJECT

TREATMENT GROUP

*
SECRETOME MSC

T~

17 SURVIVE

5 DEATH

22 SUBJECT

.

CONTROL GROUP

/

12 SURVIVE

T~

10 DEATH

~..

77,27 %

SURVIVAL RATE

-

» 54,54 %
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SECRETOME STEM CELL CASE REPORT
Clinical and moleculer Improvement

Slem Cell and Cancer Research
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29/8/20 10/9/20

Pasien 1 RSAU Dr. Esnawan Antariksa
Pria 54 tahun ,
28/8/20 : MRS (ICU) dengan batuk dan kesulitan bernapas.
(T:200/100)N: 102x/menit, P: 32/min, S: 36,50C
(Covid-19+, Hipertensi berat)
10/9/20 : Covid-19 neg, pulang

Clinical Before S-MSCs After S-MSCs
Factor Treatment Treatment
CRP 61.7 @

_ , X ray: bronchopneumonia X ray: absorption of bilateral GGOs
D-dimer 1540 with bilateral GGOs and with no both bronchopneumonia
Lymphocyte 15 20 cardiomegaly and cardiomegaly

l

L

SO, 80.6 99.6

WWW.sccr.id
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SECRETOME STEM CELL CASE REPORT
Clinical and moleculer Improvement

Slem Cell and Cancer Research
Mecicol Faculty of UNSSSULA

19/11/20: 22/11/20:

Pasien 2 RSPAD Gatot Soebroto
Pria 53 tahun
17/11/20 : MRS (ICU) dengan batuk, sesak, nyeri dada
dan lemas.
TD:132/88, N : 60, P:24,S : 36,3
(Covid-19 +hipertensi, DM Type-2-GDS: 398]
19/11/20 : Pindah ICU dengn ARDS.
28/12/20 : Covid-19 neg, pulang.

Clinical Sebelum S-MSCs Setelah S-MSCs
Factor

X-ray : cardiomegaly, lung X-ray improvement with
CRP 160 @ edema, aorta elongatlor? minimum .mflltrate on
and aorta atherosclerosis pulmonalis dextra and
D-dimer 880 @ sinistra
Lymphocyte 10 27

SO, 90.6 95.9

m Cell and Cancer Research WWW.SCCr.id




SECRETOME STEM CELL CASE REPORT
Clinical and moleculer Improvement

Slem Cell and Cancer Research
Mectcol Faculty of UNSSULA

23/12/20: 28/12/20:

Pasien 3 Bayangkara Makassar
Pria 72tahun
16/12/20 : MRS (ICU) dengan Batuk, nyeri perut, diare, anosmia.
T 140/90 mmHg N: 82/min P: 24/min S: 37,3°C
[ (Covid-19+, Hipertensi, liver failure, ]

long-term sequelae of stroke and thalassemia minor)

6/1/21 :Covid-19 neg, pulang.

X-ray : worsened

Clinical Before S-MSCs After S-MSCs . . showed decreased
bilateral GGOs with bil 1 GGO

Factor treatment treatment di | d llatera S,
car t{omtiga y al” , cardiomegaly and
aortic atherosclerosis - ,

longation.

CRP 118 @ aortic e

D-dimer 235 @

Lymphocyte 11.7 25.8

>0, 85 | I8 Eancer Resgcirch WWWwW.sccCr.id




Secretome stem cell for Moderate cases

Slem éeﬂ and Cancer Research

B Kadar CRP, IL6, PO2, SO2 Kadar CRP, IL6, PO2, SO2
Before S-MSCs Treatment After S-MSCs Treatment

CRP: 68 CRP: 0,9
Pasien 1 IL-6: 31,88 IL-6: 17,14
PO2: 68 PO2: 90
S02:94 S02:97
CRP: 109,36 CRP: 11,4
Pasien 2 IL6: 163,4 IL6: 30,1
PO2: 69 PO2: 106
S02:94 SO2:98
CRP: 78,7 CRP: 3
Pasien 3 PO2: 56 PO2:70
S02:91 SO2: 95
CRP: 286,1 CRP: 47,8
Pasien 4 PO2: 80 PO2: 132
S0O2: 96 S0O2: 99
CRP: 81,26 CRP: 3,2
Pasien 5 IL6: 66 IL6: 9
PO2:72 PO2: 104
S02: 92 S0O2: 99

Stem Cell and Cancer Research WWW.scCr.id
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X 1
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Secretome Stem Cell

Anti-inflamatory Growth factor
(IL-10, TGF-B) (PDGF, VEGF)

SARS-CoV2

macfophages
" infected

NF-kB

CXCL9 -TCell
XCL16 - NK

XCL8 - Neutrophil
XCL2 - Monosit

mDC (infected)
Hipotalamus
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Conclusion
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Tinggi Molekul Anti Badai Sitokin

Tinggi Molekul Regenerasi

Aman, tidak mengandung racun

Mampu menghentikan badai sitokin

Mampu mempercepat regenerasi jaringan rusak pasca
CovID19

Mampu mempercepat pemulihan pasien COVID19

tem Cell and Cancer Research
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