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Figure 1
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1. Cloning of antigen into adenovirus
genome & propagation in bacteria
(9 days)

NS

2. Virus rescue, bulk up, purification and
QC=Amp1
(42 days)

4

3. Virus cloning & QC
(35 days)

4. Clone bulk up, purification, titration = pre
GMP starting material
(35 days)

5. Genetic stability assay over 10 passages
(PO-P5 =35 days)

(P5-P10 = 35 days)

6. Process Testing
(35 days)

S

7. Generation of clinical grade viral vector
MVSS & phase | clinical batch
(77 days)

N/

8. Purification of adenovirus vector & vial fill.

( 5 days)
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Figure 2

1.Preparation of GMP
grade TPC-Ad gDNA

NS

2. Generation of clinical
grade adenovirus vector
by rapid recombination,
instant cloning
transfection & bulk up in
clean room
(21 days)

_ v
3. Purification of
adenovirus vector and vial
fill
(20 vials for Phase | clinical
10
trial (5e VP dose)
& 5 vials for QC tests
(5 days)

26 days
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Methods and Compositions for Producing a Virus

Figure 3
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Figure 4
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Figure 5

gDNA + TPC

gDNA - TPC
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1. PD10 desalted/ unfiltered
2. PD10 desalted/ 0.2uM filtered
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Figure 6

M NEB broad colour range
1 ChAdOx1-GFP
2 ChAdOx1-GFP + GuHCI 50ng
3  50ng ChAdOx1-GFP TPC-gDNA concentrate
4 500ng ChAdOx1-GFP TPC-gDNA concentrate
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Figure 7A

GAAGGOAGGARGGTGAT TGGCCGAGAGARGGAC GACCHTTAUGHGECHGGUC GAGTGACUTTITTGATGACGTGACC

COARRACTOARTGAGGAAGTGARAATC TUAGTAATTICOCOTTTATGACAUGGAGGAGTATTTECCOAGGRCCUA

GIAGACTTIGACCGATTACCICGGCOTTICAAT TACCOTOTITTICACC TARATTICCOCOTACGUTGICARAGT
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Figure 7B

CCGUTGTITTTTACGTAGGT UICAGCTGATCGCCAGUGTATT TAAACCTGCGCTC TCCAGTCAAGAGGCCACTCTT

LEl

GAGTGCCAGOGAGAAGAGTTTT CICCTCCGCOCOUGAGTCAGATCTACACT TIGAMAGGCGATCGCT RGCOACAT

COATCACARGTTTGTACARAAAAGCTGAACGAGARACGTAAMATGATAT AAATATCAAT ATATTAAATTAGATTT

POCATAARBAACAGACTACATAATACTGTAABACACAACAT AT CCAGICACTATGOC GUCCOCCOATTITATICA
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Figure 8
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Figure 9
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Figure 10

6 days

Transfect 60x wells Harvest +ve cells for mcherry
Antigen (may have to harvest
all wells at this pointas CPE

not as evident)

2-3 days

3days ¥

Infect cells seeded Harvest at full CPE. Cells showing full
into a hyperflask CPE by 72 hrs even if only 10-20% cells
+ve mcherry in inoculum

SUBSTITUTE SHEET (RULE 26)

PCT/EP2019/073181



