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Supplementary Figure. Manufacturing process of Celyvir. 

MSCs expansion up to p4

Reception at the GMP facility

BMMCs isolation and primary culture

SMc Bone marrow aspirate procurement

IP Cell bank 

cryopreservation

IP thawing and recuperation

Pacient is ready 
for administration

Infection SMV  
ICOVIR-5

Active Substance

conditioning and packaging

Early IMP release

  (pre-treatment)

Transportation to medical center

Final IMP release

(post-treatment)

 SMc, starting material, cellular component. 

GMP, Good Manufacturing Practice 

BMMCs, bone marrow mononuclear cells 

MSCs, mesenchymal stromal cells 

IP, Intermediate product. 

SMv, Starting material, viral component. 

IMP, investigational medicinal product. 



3	
	

	
Supplementary Table I. Adverse effects related to therapy with Celyvir. 
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
In red, adverse effects recorded, not related to therapy. In black, adverse effects 
related to therapy. 



4	
	

	
Supplementary Table II. Release criteria 
	

Parameter	 Sample	 Method	 Limits	

Early	release	(pre-treatment)	

Primary	container	

Integrity	 Complies	

Label	
100	ml-sterile	bottle		 Visual	inspection	

Readable	

Content	

Aspect	 Cell	suspension	 Visual	inspection	 w/o	cell	aggregates	

Volume	 Cell	suspension	 Visual	inspection	 50	ml	

Cell	count1	 0,5-1,0x106	cells/kg	

Cumulative	
PD1,2	

Cells	 Manual	cell	count	

≤10	

Viability1	 Cells	 Trypan	blue	
exclusion	 ≥75%	

Endotoxinas2	 Cell	suspension	
LAL	

(Ph.	Eur.	2.6.14)	
≤1,0	EU/ml	

Immunophenotype1	

CD90(+)	 ≥85%	

CD73(+)	 ≥85%	

CD29(+)	 ≥85%	

CD14(+)	 <5%	

CD19(+)	 <5%	

CD45(+)	

Cells	 FACS	

<5%	

Final	release	(post-treatment)	

Sterility	 Cell	suspension	
BD	BACTEC™	
(Ph.	Eur.	2.6.27)	

No	growth	

Mycoplasma1	 Supernatant	
RT-PCR	

(Ph.	Eur.	2.6.7)	
Negative	

Cytopathic	
effect1,3	 Cells	 Internal	procedure	 ≥90%	

Adenovirus	
quantification

1,2,4	
Supernatant	 qRT-PCR	 ≥3,5	log	

	
1Controls performed on active substance before conditioning and packaging. 2To 

be implemented throughout next phase of development. 3To be replaced by 

Adenovirus quantification. Cells are seeded following infection and cultured under 
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permissive conditions during 7 days. Cell confluence is evaluated under optic 

microscope, confluence percentage is calculated and registered. 4Cells are seeded 

following infection and cultured under permissive conditions during 7 days. 

Supernatant is assessed for adenovirus quantification with a clinical grade-qRT-

PCR diagnostic kit. 

	


