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Abstract: To overcome pandemics, such as COVID-19, vaccines are urgently needed at very high
volumes. Here we assess the techno-economic feasibility of producing RNA vaccines for the demand
associated with a global vaccination campaign. Production process performance is assessed for three
messenger RNA (mRNA) and one self-amplifying RNA (saRNA) vaccines, all currently under clinical
development, as well as for a hypothetical next-generation saRNA vaccine. The impact of key process
design and operation uncertainties on the performance of the production process was assessed.
The RNA vaccine drug substance (DS) production rates, volumes and costs are mostly impacted
by the RNA amount per vaccine dose and to a lesser extent by the scale and titre in the production
process. The resources, production scale and speed required to meet global demand vary substantially
in function of the RNA amount per dose. For lower dose saRNA vaccines, global demand can be met
using a production process at a scale of below 10 L bioreactor working volume. Consequently, these
small-scale processes require a low amount of resources to set up and operate. RNA DS production
can be faster than fill-to-finish into multidose vials; hence the latter may constitute a bottleneck.

Keywords: RNA vaccines; mRNA vaccines; saRNA vaccines; pandemic-response vaccine production;
COVID-19; production process modelling; techno-economic analysis

1. Introduction

The current COVID-19 pandemic has created an unprecedented demand for rapid
and high-volume vaccine manufacturing. To meet this demand, several new platform
technologies and conventional production approaches are being used [1]. Among these,
the RNA vaccine platform technology holds great promise for gaining emergency use
authorisation to facilitate immunisation against the SARS-CoV-2, which causes the COVID-
19 respiratory disease [1,2]. However, this is a new technology, which means that there are
considerable uncertainties regarding feasible manufacturing at high speed and scale. Here
we report our findings from a production process and techno-economic modelling study in
which we aim to answer the following questions related to the manufacturing productivity
of the RNA vaccine platform: (1) How can we produce RNA vaccines and what are the
key manufacturing uncertainties and challenges? (2) What production scales and resources
are needed to manufacture RNA vaccines for immunising the world’s population against
COVID-19? (3) How long will it take to manufacture vaccines to immunise the world’s
population? (4) How to be better prepared for rapid-response manufacturing for future
pandemics?

The answers to these questions also depend on the type of RNA vaccine because as of
November 2020 there are four different RNA vaccine candidates in clinical development.
Knowing that the RNA vaccine platform is a new technology, it is expected that this
technology will further improve, for example by developing more effective formulations
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and by building more effective RNA constructs. As a result, we included a hypothetical
next-generation RNA vaccine in this study whereby the RNA amount per dose may be
further reduced without the use of modified nucleotides and assuming that only one
dose is required to immunise a person. The details of the four existing RNA vaccines in
clinical development together with the fifth, next generation, vaccine are listed in Table 1.
As shown in Table 1, RNA vaccines fall into two broad categories, messenger RNA (mRNA)
and self-amplifying RNA (saRNA) vaccines. In the latter type the RNA strands also encode
for an alphaviral replication machinery, which enables amplification of the RNA upon
delivery to the cytoplasm [3–6]. In addition, vaccines are also classified based on their
developer and manufacturer, the amount of RNA per vaccine dose, the number of doses
required to immunise a person, the type of uridine-5′-triphosphate (UTP) used for vaccine
synthesis and their clinical development phase as of 20 November 2020.

Table 1. List of RNA vaccines considered in this study.

No. Vaccine
Type Developer Vaccine

Name

RNA Per
Dose

(µg/Dose)

Probable
Doses Per

Person

Type of
UTP *

Manufacturing
Location

Clinical
Develop-

ment
Phase

Ref.

1 mRNA
Moderna

Inc.
NIAID

mRNA-1273 100 2 Modified USA, Spain,
Switzerland,

Phase 3
clinical

trial
[1,7–9]

2 mRNA
BioNTech
SE; Pfizer

Inc.
BNT162b2 30 2 Modified USA, Germany,

Belgium

Phase 3
clinical

trial

[1,8,10–
12]

3 mRNA CureVac
N.V. CVnCoV 12 2 Wild-type Germany

Phase 2
clinical

trial
[1,8,13]

4 saRNA
Imperial
College
London

LNP-
nCoVsaRNA 1 2 Wild-type UK

Phase 1/2
clinical

trial
[1,3,14]

5 saRNA T.B.D. ** T.B.D. ** 0.1 1 Wild-type T.B.D. ** N.A.

* The type of uridine-5′-triphosphate (UTP) used: modified means N1-methylpseudouridine-5′-triphosphate, and wild-type is nonmodified
uridine-5′-triphosphate found in common mRNA. ** T.B.D.—to be determined. This assumes a next-generation saRNA vaccine that
requires a lower amount per dose without the use of modified UTPs.

2. Methods
2.1. Data Sources

Information regarding mRNA and saRNA vaccine production processes and costs
was obtained from the scientific literature [4–6,15–19], patent databases [20–24], from GMP
grade material suppliers, such as TriLink BioTechnologies Inc., San Diego, CA, USA and
Roche Diagnostics GmbH, Mannheim, Germany.

The purchase price of CleanCap AG or CleanCap AU stated in this publication were
estimated by the authors and are not representative of actual pricing. TriLink BioTechnolo-
gies LLC (San Diego, CA, USA) did not supply CleanCap AG or CleanCap AU to Imperial
College London at the purchase price estimated in this publication.

In addition, details regarding the configuration of the production process was obtained
by active involvement of the authors in RNA vaccine production process development
activities [25–27] and by discussing with contract manufacturing experts from TriLink
BioTechnologies Inc., San Diego, CA, USA and Centre for Process Innovation Ltd., Darling-
ton, UK. Information regarding mRNA DS amount per dose was obtained from clinical
trial databases [28–31] and the scientific literature [11]. For saRNA vaccines the DS amount
per dose was obtained from the clinical trial registry [14]. Additional production process
data was obtained from the SuperPro Designer equipment, materials, utilities and cost
databases [32]. The global demand for RNA vaccine DS was assumed at 8 billion doses.
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2.2. Vaccine Production Process Modelling

The process flow diagram for the RNA vaccine production is shown in Figure S1 of the
SI document. It was assumed that all five types of RNA vaccines included in this study are
produced using production processes based on the same configuration of unit operations.
The differences between these RNA production models were due to differences in the type
and purchase price of UTP used, modified vs. wild-type, and the differences in the RNA
amount per vaccine dose, as indicated in Table 1. The RNA drug substance production
processes were modelled assuming production in single-use equipment.

RNA vaccine DS production related capital investment costs, operating costs, produc-
tion volumes, production rates and cost per dose values were computed using SuperPro
Designer Version 11, Build 2 from Intelligen, Inc (Scotch Plains, NJ, USA) assuming fed-
batch operation mode. The SuperPro Designer bioprocess simulation tool is using built-in
sets of algebraic and differential equations for the calculation of material and energy bal-
ances for each unit operation in the production process [32–34]. Based on the obtained
results, SuperPro Designer sizes the equipment, calculates labour requirements, schedules
the operations and procedures, and performs economic calculations both for capital ex-
penses (CapEx) and operating expenses (OpEx) [32–34]. SuperPro Designer is linked to
databases of chemicals, consumables, equipment and other resources, and these cost and
other input values are also user-specifiable [32–34]. SuperPro Designer contains built-in
algorithms for performing cost analysis, for user-adjustable cost settings and parameters
see Table S1 in the SI document. The scale of the production processes was expressed based
on the working volume of the production bioreactor and when processes were scaled up or
down, the entire process was scaled proportionally to the scale of the bioreactor. It was
assumed that the process can be scaled up to a limit of 30 L bioreactor working volume as
scaling up above this limit was considered technologically not feasible. The production
batches were scheduled for maximising equipment utilisation, thus maximising the number
of production batches per year, however the production process was not de-bottlenecked.

To calculate the annual production amounts, the mass of RNA produced per year,
expressed in g per year, computed using in SuperPro Designer, was divided by the amount
of RNA per dose, expressed in µg per dose. To calculate the production cost per dose, the
annual operating cost which also contained the annualised capital cost was divided by
the total number of DS doses produced per year. The low, medium, and high scenarios
presented in Section 2.2 were obtained by modifying the production titres by ±20% in the
production bioreactor, relative to a baseline value of 5 g/L. Further details about techno-
economic modelling are available in the SI document. The SuperPro Designer modelling
files are available in a publicly accessible repository: https://github.com/ZKis-ZK/LNP-
formulated-RNA-vaccine-drug-substance-production-cost-modelling

3. Results and Discussion
3.1. How Can We Produce RNA Vaccines and What Are the Key Manufacturing Uncertainties
and Challenges?

The process flow diagram for RNA vaccine production is shown in Figure S1 of the
SI document both for drug substance production (i.e., active ingredient production, bulk
production, primary manufacturing) and drug product manufacturing (i.e., fill-to-finish or
secondary manufacturing). The RNA drug substance production was modelled based on
single-use equipment. The bottleneck for drug substance production is the formulation step,
whereby the RNA is encapsulated into lipid nanoparticles (LNPs) using a controlled mixing
process [8,35]. For this purpose, microfluidic mixing devices are commonly used to mix
an aqueous stream containing the RNA with an ethanol stream containing the following
four lipid components: phospholipids, polyethylene glycol (PEG) lipids, cholesterol and a
proprietary ionisable lipid [35–40]. This bottleneck can be addressed by operating multiple
microfluidic mixing devices in parallel or by using larger devices.

Since the RNA vaccine drug substance platform is a new technology, there are uncer-
tainties related to both the development and operation of large-scale production processes.

https://github.com/ZKis-ZK/LNP-formulated-RNA-vaccine-drug-substance-production-cost-modelling
https://github.com/ZKis-ZK/LNP-formulated-RNA-vaccine-drug-substance-production-cost-modelling
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These uncertainties can impact the performance of the manufacturing process in terms of
production rates, volumes and costs. To assess this, the key uncertainties related to RNA
vaccine drug substance production are listed on the y-axes in Figure 1 and their impact
on the annual production amounts and on the cost of the drug substance (DS) per vaccine
dose are shown on the x-axes in Figure 1. These variations in annual production amounts
and production costs per dose are reported relative to a baseline scenario indicated with 0
on the x-axis and described in the figure legend.
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Figure 1. Sensitivity analysis showing RNA vaccine drug substance manufacturing uncertainties and their impact on
annual production amounts and costs per dose. Input variables which are uncertain, their uncertainty ranges and units are
shown on the vertical y-axis and the outputs of drug substance annual production amounts and costs per dose and shown
on the horizontal x-axis. The zero values shown on the horizontal x-axes and the corresponding vertical line indicates
a baseline scenario which describes an RNA vaccine production process with a 30 L bioreactor working volume scale, a
final titre in the bioreactor of 5 g/L, 44% combined losses in the downstream purification and formulation steps, 30 µg of
RNA per vaccine dose, a production process failure rate of 5%, 5′ cap analogue (CleanCap) purchase price of 3000 USD/g,
1-methyl-pseudouridine (Mod-UTP) purchase price of 4700 USD/g, basic labour rate of 20 USD/hour, quality control
testing (QC/QA) cost of 50% of the labour costs, and 444–471 production batches completed per year. (A) The impact
of uncertainties and their ranges listed on the vertical y-axis on the amount of doses worth of lipid nanoparticles (LNP)
formulated RNA that can be produced annually shown on the horizontal x-axis. Results are shown relative to a baseline
scenario at zero on the x-axis, as described above. (B) The impact of uncertainties and their ranges listed on the vertical
y-axis on the production cost of the LNP formulated RNA drug substance per dose shown on the horizontal x-axis. Results
are shown relative to a baseline scenario at zero on the x-axis.

As shown in Figure 1A, annual production amounts are most strongly impacted
by the differences in RNA amount per vaccine dose, explained by the large variation in
the range of possible RNA amounts per dose between 0.1 and 100 µg of RNA per dose.
The annual production amount depends to a much lesser extent on changes in scale of
the production process in the 1–50 L bioreactor working volume range, followed by the
changes in production titre in the 2–7 g/L range. The scale of the production was expressed
in L of bioreactor working volume. When the process was scaled up or down, the rest of
the process was scaled proportionally with the bioreactor working volume. Changes in
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the failure rate of the production process in the 0–15 % range had a minimal impact on
the RNA DS annual production amounts. The cost of the RNA DS per dose is impacted
mostly by the amount of RNA per dose, followed by changes in production titres and in
production scales, as shown in Figure 1B. The ranges in which the RNA amount per dose,
scale, titre and failure rate varied were identical in Figure 1A,B as indicated on the y-axes of
these figures. The RNA DS cost per dose was impacted to a smaller extent by the purchase
price of the 5′ cap analogue (CleanCap, TriLink Biotechnologies, Inc. San Diego, CA, USA)
and purchase price of the mod-UTP. Changes in the production process failure rate, labour
costs and quality control testing (QC/QA) costs had minimal impact on the RNA DS cost
per dose.

The production performance of the RNA vaccine production platform also depends
on the scheduling, the time gaps between subsequent batches and the times required for
the completion of the quality control tests. These aspects were not considered in this study.

The RNA vaccine drug substance production is a platform technology meaning that
virtually any RNA sequence can be produced using the same unit operations of RNA
synthesis, purification and formulation. The only component that needs to be changed in
this process when switching to the production of a new vaccine is the DNA template based
on which the RNA is synthesised using the T7 RNA Polymerase enzyme. The creation of a
DNA template has been achieved within days after determining the genetic sequence of the
SARS-CoV-2 virus [26,41,42]. The DNA template can be produced at large scale as plasmid
DNA using well-established Escherichia coli (E. coli) fermentation-based processes [43–45]
or by using enzymatic processes, such as the doggybone™ developed by Touchlight
Genetics Ltd., U.K [46–48]. The circular plasmid DNA template needs to be linearised using
a restriction enzyme [25,26]. The saRNA vaccines require a larger DNA template compared
to mRNA vaccines, however these larger plasmids can be manufactured using both E. coli
fermentation and the doggybone™ technology [43–48]. For the next-generation saRNA
vaccines, potential areas of template DNA improvements include codon optimisation and
optimisation of binding sites for the T7 RNA polymerase and for the alphaviral RNA
replicase enzymes [3].

3.2. What Production Scales and Resources Are Needed to Manufacture RNA Vaccines for
Immunising the World’s Population against COVID-19?

The answer to this question about resources and scale requirements depends on the
type of the RNA vaccine to be used in global COVID-19 immunisation programs based
on their differences in amounts per dose, the use of modified NTPs, and the number
of doses required to immunise each person. Knowing that the global population is 7.8
billion and that most of the COVID-19 vaccines in late stage development require two
doses per person, the total global demand for COVID-19 vaccine is 15.6 billion, if all the
people in all age groups were to receive the vaccine. In this study, the market share of
the LNP formulated RNA vaccine DS was assumed at 8 billion doses per year, knowing
that other types of COVID-19 vaccines are also in development such as adenovirus vector,
inactivated viral and recombinant protein vaccines [1]. The final number of RNA vaccine
doses administered to the population would be less than 8 billion per year as losses are
expected to occur in the fill-to-finish processes as well as during the distribution operations
and at the administration locations.

After the yearly demand was estimated, the production scales that are technologically
feasible and economically viable were determined. Knowing that this is a new technology
which has not been scaled up before, it was assumed that the production process can
be scaled up to scales corresponding to 30 L bioreactor working volume. In cases when
production at this scale is not sufficient for meeting the yearly demand, production can
be scaled out. Therefore, the technologically feasible and economically viable scales have
been determined for the four RNA vaccines in clinical development and the one additional
next-generational vaccine, cf. Table 1, based on the assumed 30 L scalability limit. The
results of this production process scaling assessment are shown in Figure 2. For the vaccines
with 100, 30, and 12 µg of mRNA per dose, the production needs to be scaled up to the 30 L
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feasibility limit assumed in this study, achieving the annual production amounts shown by
the grey triangles and right y-axis in Figure 2A–C. To meet the global annual demand of 8
billion doses, several facilities would be required at this scale of 30 L bioreactor working
volume for these higher RNA dose vaccines. For the vaccine with 1 µg of saRNA per dose,
a single production process at the 7 L bioreactor working volume scale can produce more
than 8 billion DS doses per year, whereas for a vaccine with 0.1 µg of saRNA per dose this
annual demand can be met using a process at the 1 L bioreactor working volume scale, as
shown by the grey triangles and right y-axis in Figure 2D,E. The cost per dose decreases
nonlinearly as the scale increases as shown in Figure 2A–E. The annual production amount
varies linearly as a function of the production scale, cf. Figure 2A–E. On the other hand,
the RNA amount per dose shows a multiplicative inverse (i.e., reciprocal or 1/x) relation
with the annual production amount and a linear relation with cost per dose, cf. Figure 2F
for a vaccine with modified UTPs. The breakdown of operating cost and cost per dose
components for LNP formulated DS production is shown in Figure S2. The major cost
component for all RNA vaccines in clinical development for COVID-19 as of November
2020 is the material costs and the second highest cost component is the cost of consumables.
For the next-generation RNA vaccines the cost of consumables is expected to become
predominant due to the very low saRNA amount per dose which requires less materials to
produce. The high consumable cost is due to production in single-use equipment. Within
the materials the CleanCap reagent (TriLink Biotechnologies, Inc. San Diego, CA, USA) is
the major cost component for all five types of RNA vaccines.
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Figure 2. Determining the techno-economically feasible production scale for five vaccines with varying RNA amount per
dose listed in Table 1. The entire process is scaled up proportionally and the scale is indicated by the bioreactor working
volume. (A) Identifying the techno-economically feasible production scale for a 100 µg/dose RNA vaccine with modified
UTPs. The annual production amounts and the drug substance production cost per dose is plotted in function of the scale
of the production process. The scale identified as technologically feasible and economically viable corresponds to the 30
L bioreactor working volume and the corresponding key performance indicators (KPIs) of annual production and cost
per dose values are shown by the grey dot and triangles, respectively. (B) Determining the suitable production scale for a
30 µg/dose RNA vaccine with modified UTPs. Plotting the annual production amounts and cost per dose in function of
production scale identified the techno-economically feasible scale at 30 L bioreactor working volume, corresponding KPIs
are indicated by the grey dot and triangle. (C) Determining the suitable production scale for a 12 µg/dose RNA vaccine
with wild-type UTPs. Plotting the annual production amounts and cost per dose in function of production scale identified
the techno-economically feasible scale at 30 L bioreactor working volume, corresponding KPIs are indicated by the grey dot
and triangle. (D) Determining the suitable production scale for a 1 µg/dose RNA vaccine with wild-type UTPs. Plotting the
annual production amounts and cost per dose in function of production scale identified the techno-economically feasible
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scale at 7 L bioreactor working volume, corresponding KPIs are indicated by the grey dot and triangle. (E) Determining the
suitable production scale for a 0.1 µg/dose RNA vaccine with wild-type UTPs. Plotting the annual production amounts and
cost per dose in function of production scale identified the techno-economically feasible scale at 1 L bioreactor working
volume, corresponding KPIs are indicated by the grey dot and grey triangle. (F) The impact of the RNA amount per vaccine
dose on the annual production amounts and cost per dose.

It is worth noting that the production cost per dose presented here is only a fraction of
the selling price of the vaccine, which also accounts for the fill-to-finish and distribution
costs, marketing expenses, a profit margin and the cost of the R&D, preclinical development
and clinical trial related expenses [26].

Once the most cost-effective production scale was identified for each of the five
classes of RNA vaccines, we assessed the impact of variations in production efficiency on
process performance and on the resources required to produce the 8 billion doses worth of
LNP formulated RNA drug substance annually. Changes in production efficiency were
modelled by changing the RNA titre in the production bioreactor by ±20% relative to the
baseline value of 5 g·L−1. Thus, in the low scenario 4 g of RNA was obtained per L of
bioreactor working volume, the medium scenario considered 5 g of RNA per L, and in the
high scenario, 6 g of RNA was obtained per L of bioreactor working volume. The ±20%
changes in titre are higher than what is expected for this process and this higher range
can account for changes in the downstream purification efficiencies as well. The resources
and production scales required to produce 8 billion doses of COVID-19 RNA vaccine DS
annually based on the low, medium, and high scenarios for each of the five classes of RNA
vaccines are shown in Figure 3 below. The medium scenario is shown by the bar charts and
the low and high scenarios are illustrated with the low end and high end of the error bars,
respectively. The annual operating expenditure (OpEx) and the total capital expenditure
(CapEx) required to produce 8 billion doses of RNA vaccine DS annually are shown on the
right and left y-axes of Figure 3A, respectively, for the five vaccine types. The table below
the x-axis also shows the medium scenario values for DS production CapEx, OpEx, and
cost per dose. The CapEx required to produce 8 billion doses of RNA DS per annum drops
from the USD 1.57–2.36 billion range in the case of 100 µg/dose mRNA vaccine to USD
11–16.5 million range in the case of the 0.1 µg/dose saRNA vaccine. Similarly, The OpEx
drops from the USD 14.2–21.3 billion per year range to USD 30.2–45.3 million per year
range when moving from a 100 µg/dose mRNA vaccine to a 0.1 µg/dose saRNA vaccine.

The total combined production scale expressed in bioreactor working volume and the
number of production batches needed to produce 8 billion doses of RNA DS per year are
shown on the left and right y-axes of Figure 3B, respectively, for the scenarios described
on the x-axis. The low, medium and high scenarios are again shown by the lower end
of the error bars, the bar charts and the higher end of the error bars, respectively. The
table belonging to the x-axis also lists the medium scenario for the total scale required for
the annual production of 8 billion doses of RNA DS, as these values for the lower dosage
vaccines are difficult to understand in the bar charts. The table belonging to the x-axis also
shows the common scale at which the production processes can be technologically feasibly
implemented for the five vaccine types.

The total scale required to produce 8 billion doses of RNA DS per year decreases from
the 610–915 L range in case of the 100 µg/dose mRNA vaccine to 0.57–0.86 L range in
case of the 0.1 µg/dose saRNA vaccine, as shown on the left y-axis of Figure 3B and in
the table below the x-axis of Figure 3B. The number of batches required to meet the yearly
demand of 8 billion doses worth of RNA DS, assuming the feasible scales shown in the table
below the x-axis, would decrease from the 9030–13,544 batches range for the 100 µg/dose
mRNA vaccine to 271–407 batches range in case of the 0.1 µg/dose saRNA vaccine, as
shown on the right y-axis of Figure 3B. In addition, the table below the horizontal x-axis in
Figure 3B also shows the number of facilities required to produce 8 billion doses worth of
RNA DS per year assuming one production line per facility at the common scale which
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was previously identified as techno-economically feasible. Thus, for the 100 µg/dose
mRNA vaccine 21–31 facilities are required to produce 8 billion doses worth of RNA DS per
year, depending on the production efficiencies, as described above. These 21–31 facilities
would house one 30 L scale process per facility. On the other hand, to produce 8 billion
doses worth of RNA DS per year for the next generation vaccine, which is assumed to
have 0.1 µg/dose saRNA per vaccine dose, one facility with a 1 L scale process would be
sufficient. Overall, the scales required to produce the LNP formulated RNA vaccine DS for
meeting the global demand are substantially smaller than the scales required to produce
DS using conventional mammalian cell-based approaches [25,49].

If it becomes possible to achieve immunisation with a single dose of next generation
RNA vaccines, the global vaccine demand could be more easily met and the vaccination
programs could be carried out faster with less complexity.
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3.3. How Long Will It Take to Manufacture Vaccines to Immunise the World’s Population?

The rate of vaccine manufacturing is also crucial, especially in a pandemic response
situation. To assess the rate at which these five types of RNA vaccines can be produced, we
computed the time required to produce 8 billion doses of the LNP formulated RNA vaccine
DS using a single facility with a single production line at the scale that was described as
techno-economically feasible in Figure 2. The results of this production time comparison
are shown in Figure 4, with the required time illustrated on the x-axis. The table belonging
to the y-axis also lists the key features of these five vaccine types. To take into account
uncertainties that can impact the performance of the production process, the RNA synthesis
titre was varied by ±20% and this way low, medium and high scenarios were obtained
by setting the titre of the RNA in the bioreactor to 4, 5, and 6 g/L, respectively. The time
required to complete a batch changes slightly as a function of production scale and ranges
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from 41 h in case of the 1 L scale process (for the production of the 0.1 µg/dose saRNA
vaccine) to 48.2 h in case of the 30 L scale process (for the production of the 100 µg/dose
mRNA vaccine). Consequently, the maximum number of batches that can be produced per
facility decreases from 471, in case of the 1 L process, to 444, in case of the 30 L process,
when increasing the production scale.
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The time required to produce 8 billion doses of vaccines varies substantially between
the five vaccine types. The 0.1 µg/dose saRNA vaccine can be produced at volumes of
8 billion doses within 6.5 and 9.8 months using a single facility housing a 1 L bioreactor
working volume scale production line. The time required to meet this demand can be
further shortened if the production processes are scaled up or if multiple production lines
or facilities are used. On the other extreme, it would take between 19 and 29 years to
produce 8 billion doses of DS for the 100 µg/dose mRNA vaccine using a single production
line at the 30 L bioreactor working volume scale. This would be infeasible for a pandemic-
response scenario and production would need to be scaled out or alternative vaccine
production technologies would need to be employed. Therefore, Figure 4 together with
Figure 2F illustrate that the amount of RNA per vaccine dose has a large impact on the
rate and amount of RNA vaccine DS production. The vaccines that contain a low RNA
amount per dose can be produced substantially faster if the processes are scaled up to the
technologically feasible limit. For example, 8 billion vaccine DS doses of the 1 µg/dose
vaccine can be produced in 2.6 months at the 30 L bioreactor working volume scale. The
same 8 billion doses of the next-generational vaccine with 0.1 µg/dose can be produced in
only 8 days using a process at the 30 L bioreactor working volume scale. When the DS is
produced at such high rates and volumes, the fill-to-finish processes may not be able to
match these production rates.

Pfizer Inc. (New York, NY, USA) and BioNTech SE (Mainz, Germany) projects that
by the end of 2021 it will produce a total of 1.3 billion doses of its BNT162b2 vaccine,
which has 30 µg of mRNA per dose [50]. The production of the BNT162b2 vaccine will
take place in several facilities in parallel both in the US and in Europe. This 1.3 billion
annual production amount value is in line with the productivity of a process at the 30 L
scale as shown in Figure 2B. However, the actual production setup at Pfizer and BioNTech
could be different, for example consisting of several, potentially smaller, production lines.
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Operational differences might also be caused by differences in scheduling, for example due
to additional quality control testing time requirements. Moreover, producing 1.3 billion
doses of the Pfizer and BioNTech vaccine per year also requires fill-to-finish capacity that
could also pose challenges at this production scale and rate. Moderna Inc. (Cambridge,
MA, USA) announced the production of a total of 125 million doses of its COVID-19 vaccine
candidate in the first quarter of 2021—this vaccine contains 100 µg of mRNA per dose [51].
By the end of 2021 Moderna expects to produce between 500 million and 1 billion doses
annually [52]. Additionally, Moderna has outsourced the manufacturing of its mRNA-1273
COVID-19 vaccine to Lonza in Basel, Switzerland, whereby four production lines are being
developed to produce 100 million doses per year per production line [52]. This lower
productivity of the Moderna process compared to the Pfizer and BioNTech process is in line
with the higher amount of RNA per dose in the Moderna vaccine. However, the scale and
number of production lines at these two vaccine developing and manufacturing industrial
groups may differ from each other.

3.4. How to Be better Prepared for Rapid-Response Manufacturing for Future Pandemics?

It is worth noting that the analysis presented in this study focuses on RNA drug
substance production and does not account for the resources and time required to fill the
vaccines into vials. The fill-to-finish process can become a bottleneck as the RNA amount
per dose decreases and a higher number of doses worth of drug substance (DS) is produced
faster. In a pandemic response situation this fill-to-finish bottleneck would be worsened
because the DS can be produced and stockpiled in parallel to clinical trials, with vials filled
only once dosage has been confirmed based on clinical findings. Thus, there will be a back-
log of DS for the fill-to-finish processes. In addition, vaccines DS produced using different
technologies (e.g., viral vectored vaccines, inactivated viral vaccines, recombinant protein
vaccines, etc.) may need to be filled using the same filling facilities. To address this fill-to-
finish bottleneck, new technologies are being developed, such as filling 200 or 400 doses
worth of DS into plastic bags [32]. Using this technology, if the vaccine formulation is ther-
mostable and compatible, 400-dose bags can be filled at a rate of around 1.24 billion doses
per month per filling line [53,54]. This is based on filling 116,250 pouches per day in three
work shifts using a 15-needle INTACT™ Modular Filler from MEDInstill Development
LLC, considering operation at 90% overall equipment effectiveness (OEE) [53,54].

There are also logistical challenges related to the distribution and administration of
vaccines, which are aggravated by the urgency and scale required in pandemic response
vaccination campaigns. The BNT162b2 vaccine developed by BioNTech and Pfizer requires
distribution and storage at −70 ◦C and the mRNA-1273 vaccine developed by Moderna
requires distribution and storage at −20 ◦C [2]. The low, and especially the ultra-low
temperature storage at −70 ◦C, is costly and requires special freezers that may not be
normally present at the distribution or vaccination centres. The distribution of such thermo-
sensitive vaccines is even more challenging in low- and middle-income countries, where
the required cold or ultracold chain infrastructure is not in place. Due to the high thermo-
sensitivity and short shelf-life of these vaccines at higher temperatures, losses of vaccine
doses could occur during distribution and administration to patients. Thus, overproduction
of vaccines is likely to be required to make up for the losses. Some of these supply chain
challenges could be tacked with implementing a distributed manufacturing approach
with shortened distribution chains. These could become economically viable when using
these low-scale, high-volume RNA vaccine production platform technologies. Developing
more thermostable formulations would also simplify distribution logistics and reduce
distribution costs.

To be in a better position for producing vaccines against future outbreaks, vaccine
production surge capacity should be maintained, by having dedicated pandemic-response
facilities established ahead of outbreaks. Once an outbreak occurs, these facilities could
rapidly produce vaccine candidates and then vaccines to overcome the outbreaks. This
would be relatively easily achieved using the RNA vaccine platform technology as the same
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production process offers the flexibility of producing a wide range of different vaccines
and vaccine candidates. In addition, in the case of RNA vaccines that have low amounts
per dose, high-volume and rapid production can be achieved using small scale production
lines housed in small facilities. These production lines can also operate based on single-use
equipment, which allows for fast switching to produce a different RNA vaccine against a
different viral disease target. Therefore, when there is no outbreak, instead of being idle,
these facilities could also produce other high-demand vaccines or vaccine candidates for
clinical trials.

Moreover, these transformative vaccine production platform technologies can be com-
bined with computational modelling tools to further accelerate both the development and
production of vaccines against a wide range of pathogens, including currently unknown
viral diseases [26]. The acceleration during development can be achieved by using a Quality
by Design bioprocess modelling framework which incorporates disease-agnostic prior
knowledge, production process understanding, expert knowledge, current experimental
and clinical data [26]. Such a QbD model can process this data and run a large number
of scenarios through an optimisation algorithm to identify the set of input variables and
scenarios which lead to the most favourable outcomes in terms of product quality and
quantity at the lowest cost and in the shortest time. This model can then also be adapted
for automating and optimising the production process in real-time using model predictive
control [26,55–57]. Furthermore, techno-economic analysis can be used to map out and
guide the improvement of the performance of the entire production process by lowering
costs, increasing production volumes and production rates, as also illustrated in this study.

4. Conclusions

In this computational modelling study, the techno-economic performance of the RNA
vaccine production platform was evaluated for the COVID-19 RNA vaccine types that
were in clinical development in November 2020 and for a next-generation saRNA vaccine
that could be obtained by further improving this new technology. The RNA vaccine
production process was presented and key uncertainties and variations both in the design
and operation of the RNA drug substance production was presented. Moreover, the impact
of these uncertainties and variations on the key performance indicators of the process was
also evaluated, establishing that the RNA amount per vaccine dose has the highest impact
both on the RNA drug substance annual production amounts and vaccine drug substance
cost per dose, followed by the production scale and titre. Next the scalability requirements
for RNA vaccine drug substance production were evaluated for the five types of vaccines,
assuming a scalability limit corresponding to 30 L bioreactor working volume. If scaling
above this limit is required a scaling out approach was assumed. The production scales
and resources required to produce 8 billion doses of RNA drug substance for the global
demand varied substantially among the five RNA vaccine types included in this study. This
variation in production scales was due to the differences in RNA amount per vaccine dose,
however these scales are still substantially smaller than in case of conventional vaccine
manufacturing technologies. The RNA vaccine production scales required to meet the
global demand would decrease from several hundreds of litres for vaccines with high
amount of mRNA per dose to less than one litre bioreactor working volume for vaccines
with low saRNA amount per dose. Consequently, the annual operating costs required to
meet the global demand would drop from ≈17 billion USD/year in case of vaccines with
100 µg of mRNA per dose to ≈36.6 million USD/year in case of vaccines with 0.1 µg of
saRNA amount per dose. Similarly, the time required to produce vaccines for a global
pandemic demand would vary by several orders of magnitude between a high RNA dose
vaccine and a low RNA dose vaccine. When producing the vaccine drug substance at
such a high dose volume and rate, the fill-to-finish process could become a bottleneck.
These platform technologies will enable faster vaccine development and production for
overcoming future epidemics and pandemics, especially if surge manufacturing capacity is
maintained. This is achievable at low costs when using these small-scale high throughput
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platform technologies in combination with single use equipment and digital tools to aid
both vaccine development and production.
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X/9/1/3/s1, Figure S1: Process flow diagram for RNA vaccine drug substance production (i.e., active
ingredient production, bulk production or primary manufacturing) and drug product manufacturing
(i.e., fill-to-finish or secondary manufacturing). Figure S2: Breakdown of annual operating costs and
cost per dose for LNP-formulated RNA drug substance production based on the five RNA vaccine
types. Table S1: Input parameters and assumptions used for techno-economic modelling in SuperPro
Designer.
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