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Abstract

A simple method to estimate the size of the vaccine bank needed to control an epidemic of

an exotic infectious disease in case of introduction into a country is presented. The method

was applied to the case of a Lumpy Skin disease (LSD) epidemic in France. The size of the

stock of vaccines needed was calculated based on a series of simple equations that use

some trigonometric functions and take into account the spread of the disease, the time

required to obtain good vaccination coverage and the cattle density in the affected region.

Assuming a 7-weeks period to vaccinate all the animals and a spread of the disease of 7.3

km/week, the vaccination of 740 716 cattle would be enough to control an epidemic of LSD

in France in 90% of the simulations (608 196 cattle would cover 75% of the simulations).

The results of this simple method were then validated using a dynamic simulation model,

which served as reference for the calculation of the vaccine stock required. The differences

between both models in different scenarios, related with the time needed to vaccinate the

animals, ranged from 7% to 10.5% more vaccines using the simple method to cover 90% of

the simulations, and from 9.0% to 13.8% for 75% of the simulations. The model is easy to

use and may be adapted for the control of different diseases in different countries, just by

using some simple formulas and few input data.

Introduction

A big concern for the national veterinary authorities in all countries is the preparedness for the

introduction of an exotic disease. A good and rapid response to a new disease can represent an

important reduction in the cost of the disease due to the lower number of animals that would

PLOS ONE | https://doi.org/10.1371/journal.pone.0210317 January 25, 2019 1 / 10

a1111111111

a1111111111

a1111111111

a1111111111

a1111111111

OPEN ACCESS

Citation: Casal J, Saegerman C, Bertagnoli S,

Meyer G, Ganière JP, Caufour P, et al. (2019) A

simple method to estimate the number of doses to

include in a bank of vaccines. The case of Lumpy

Skin Disease in France. PLoS ONE 14(1):

e0210317. https://doi.org/10.1371/journal.

pone.0210317

Editor: Rik L. de Swart, Erasmus MC,

NETHERLANDS

Received: March 23, 2018

Accepted: December 20, 2018

Published: January 25, 2019

Copyright: © 2019 Casal et al. This is an open

access article distributed under the terms of the

Creative Commons Attribution License, which

permits unrestricted use, distribution, and

reproduction in any medium, provided the original

author and source are credited.

Data Availability Statement: All relevant data are

within the paper and its Supporting Information

files.

Funding: The authors received no specific funding

for this work.

Competing interests: The authors have declared

that no competing interests exist.

http://orcid.org/0000-0002-6909-9366
https://doi.org/10.1371/journal.pone.0210317
http://crossmark.crossref.org/dialog/?doi=10.1371/journal.pone.0210317&domain=pdf&date_stamp=2019-01-25
http://crossmark.crossref.org/dialog/?doi=10.1371/journal.pone.0210317&domain=pdf&date_stamp=2019-01-25
http://crossmark.crossref.org/dialog/?doi=10.1371/journal.pone.0210317&domain=pdf&date_stamp=2019-01-25
http://crossmark.crossref.org/dialog/?doi=10.1371/journal.pone.0210317&domain=pdf&date_stamp=2019-01-25
http://crossmark.crossref.org/dialog/?doi=10.1371/journal.pone.0210317&domain=pdf&date_stamp=2019-01-25
http://crossmark.crossref.org/dialog/?doi=10.1371/journal.pone.0210317&domain=pdf&date_stamp=2019-01-25
https://doi.org/10.1371/journal.pone.0210317
https://doi.org/10.1371/journal.pone.0210317
http://creativecommons.org/licenses/by/4.0/


become affected and to the earlier eradication of the disease. This last aspect is of paramount

importance to reduce the trade restrictions, especially for countries that export large number

of animals.

The preparedness includes different aspects such as surveillance, establishment of preven-

tive measures (especially in the borders), the elaboration of contingency plans, and the storage

of all the material that may be needed in case of a sanitary crisis. One of the items to be stocked

for a rapid control of some exotic diseases are the vaccines. Initially, vaccine banks were com-

posed of bulk reserves of vaccines ready to use, but it has evolved to storing concentrated inac-

tivated antigens over liquid nitrogen that allow having vaccines ready to use in a short period

of time [1] Several countries and consortia of countries have banks of different vaccines, con-

centrated antigens or similar products. Forman and Garland [2] cited 16 vaccine banks for

foot and mouth disease (FMD), 12 of which were national and the other four operated on an

international basis. The EU keeps also a vaccine bank for the control of classical swine fever

(CSF). The Word Organization for Animal Health (OIE) has a broad experience in the man-

agement of vaccine banks for different diseases. By October 2017, they have three active vac-

cine banks (for Rabies in Africa and Asia, FMD in South-East Asia and Peste des Petits

Ruminants (PPR) in West Africa) [3]

Ring vaccination is a useful control measure in case of an outbreak of an exotic disease. It

has been applied in different countries to fight against FMD [4] or CSF. Also for Lumpy Skin

disease (LSD) in Iraq, where all herds located within a 10 km radius around the outbreaks

were vaccinated [5]. In some cases, as in the equine influenza outbreak in Australia during the

2007, the zone has been modified to account for local conditions [6].

The objective of this paper is to describe a simple method to estimate the size that a vaccine

bank should have to manage an emergency vaccination campaign in case of introduction of a

given exotic disease in a particular country. We applied the method to evaluate the number of

vaccines that would need to be stocked for the control of a LSD epidemic in France. Finally,

we validated this simple method by calculating the number of vaccines needed in that case

(LSD epidemic in France) using a more complex methodology.

Material and methods

Lumpy skin disease

Lumpy skin disease (LSD) is caused by a virus of the Poxviridae family, genus Capripoxvirus [7].

The virus affects cattle, buffalos and zebus. LSD is categorized as a notifiable disease by the World

Organization for Animal Health (OIE) because of its significant economic impact. The most typi-

cal clinical sign is the presence of nodules in the skin. The nodules either regress, or progress to

necrosis, ulcers and finally scars. These lesions can appear also in other tissues in the respiratory,

digestive and genital tracts, as well as in the lymph nodes [8]. The most important method of

transmission is by blood-feeding vectors that would mechanically transmit the virus. The spread

of the disease within areas is usually in clusters, with sporadic jumps over long distances.

Nowadays, there is a consensus between animal health authorities and researchers that a

combination of vaccination and movement restrictions with or without removing clinical

affected animals is the best option to control and eradicate LSD [9].

The disease remained endemic in sub-Saharan Africa for decades, but at the end of the last

century, it spread through Egypt (1988), the Middle East (1989) and in the recent years it

spread again in Middle East (2012), Turkey (2013), Cyprus (2014) and different Balkan coun-

tries, Caucasian countries and the Russian Federation (2015–16).
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Scenario

We simulated the number of vaccines needed in case LSD was introduced in France and

caused an epidemic. Data on the number of cattle herds and the number of individual cows by

department, as well as the surface of those departments were obtained from the annual agricul-

tural statistics from 2015 and from the “Institut National de l’Information Géographique et

forestière” from France.

Model

To determine the size of the stock of vaccines needed to control an epidemic of an exotic dis-

ease, the following factors were taken into account:

1- The speed of spread of the disease through the affected area (i.e. distance travelled by the

disease per week). The value used for the calculations in the example of LSD in France, was

the diffusion rate at which the LSD spread from western Turkey to the Balkan countries

between May 2015 and August 2016. This spread was estimated as 7.3 km / week [10].

2- The time between the introduction of the disease and the accomplishment of an effective

vaccination of the bovine population, which implies the development of a protective

immune response in an adequate proportion of the population (i.e. good vaccination cover-

age). For the calculation of this time, three periods need to be considered:

▪ the time elapsed between the introduction of the disease and its detection, and the start of

the vaccination campaign (2–4 weeks),

▪ the time needed to vaccinate the entire target population (1–2 weeks), and

▪ the time needed for animals to achieve an effective protection after vaccination (1–2 weeks).

For LSD in France, we estimated that the time for effective vaccination may vary between 4

weeks (best case-scenario) and 8 weeks (worst case-scenario).

3- The cattle density in the zone where the first outbreak of the exotic disease was

detected. Densities were calculated by departments (the second level administrative

division in France). The risk of introduction of LSD in the country is mainly linked to

the introduction of infected live cattle from an affected area. As the number of animals

coming from affected areas imported into the country is very low, and both the num-

bers of animals imported and the areas affected vary across time, there is no point in

using that data for the simulations. Therefore, we assumed that LSD could be intro-

duced in any part of France, and that the risk of the first outbreak occurring in a given

department was directly proportional to the population size in each department. That

allowed us to evaluate the whole range of possible scenarios after the introduction of

LSD into France.

Another assumption was that all cattle present in the area would be vaccinated. The calcula-

tions can be refined according to the ages of the animals to be immunized and to the actual

vaccination capacities in the field.

The product of the three values: speed of diffusion, delay between infection and effective

vaccination of all the population and density of cattle gives the size of the stock of vaccines to

be stored:
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• Estimation of the density of cattle in each department (Dep.) and each region (Reg.):

Density Dep: ¼
Number of cattle in the Dep:

Surface of the Dep:
ð1Þ

Density Reg: ¼
Number of cattle in the Reg:

Surface of the Reg:
ð2Þ

The first outbreak appears in a department that was chosen using random numbers

weighed by the cattle census. To simplify the calculations, the department was considered as a

square with a side of:

Side ¼
ffiffiffiffiffiffiffiffiffiffiffiffiffiffi
Surface

p
ð3Þ

Another random number defines the location inside the department. If the radius of the

vaccination zone exceeds the limits of the department, vaccination will apply also to the corre-

sponding area in neighbouring departments within the same region. In order to simplify the

calculations, it was assumed that the vaccination zone never exceeds the limits of the region

affecting another region, the sea or a neighbouring country.

Localization First outbreak ¼ Random number� Side ð4Þ

• Estimation of the number of animals that need to be vaccinated.

If the whole vaccination area is inside the department (i.e. the vaccination radius is shorter

than the distance between the random number and the limit of the department), the cattle

density of this given department is considered.

Number of cattle ¼ Dep:density � p � vaccination radius2 ð5Þ

But, if the vaccination area exceeds the department, the density of the region is also consid-

ered:

Number of cattle outside the department ðbut inside the regionÞ
¼ Region Density � ðφ � sinðφÞÞ � vaccination radius 2=2 ð6Þ

Number of cattle inside the department
¼ Dep:Density � ðp� vaccination radius2 � ðφ � sinðφÞÞ � vaccination radius2=2Þ ð7Þ

Where φ is the angle (in radians) formed by the two lines connecting the position of the

first outbreak and the two intersections of the circle of the vaccination zone and the side of the

department. And it is calculated:

φ ¼ 2 � ArcCos
Side Dep: � random
vaccination radius

� �

ð8Þ

Fig 1 shows two examples to illustrate both situations for the departments of Saône-et-Loire

(Dep. 71) and la Nièvre (58) at the Bourgogne Franche Comté region.

The model was built in an Excel Spreadsheet, using a macro to simulate 20000 iterations

(S1 File).
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Validation of the results

For the validation of the results of the model, we also built a dynamic model based on the real

geographical characteristics of France, which we used as a reference (S1 and S2 Texts and S2

File). In order to so, first all French cattle herds within each department were randomly

Fig 1. Graphic representation of the calculations to obtain the number of cattle to be vaccinate: In the top, the outbreak appears in Saône-et-Loire department and

part of the circle goes beyond the department, affecting other departments of the region. In the bottom the vaccination area is completely inside the Nièvre

department.

https://doi.org/10.1371/journal.pone.0210317.g001
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allocated within that department. That allowed us to create a map of France with the approxi-

mated location of each of the herds in the country (i.e. accounting for the heterogeneity in cat-

tle density across departments). All herds within each department were assumed to have the

same size, obtained by dividing the number of cows in that Department by the number of

herds.

In a second step, LSD spread was simulated. In order to do so, one farm in France was ran-

domly selected as the index case of the disease. Then, the disease was assumed to spread at a

given speed (7.3 Km per week) [10], i.e. the radius of the circular area affected by the disease

increased at that speed. Therefore, the number of herds and animals included within that area

(i.e. potentially affected by the disease) was simulated for each week (from week 1 up to week

20). The process of selecting a random herd and simulating disease spread was repeated for a

thousand times to account for the fact that the disease may start in any herd of France, and

that the consequences (number of herds and animals affected) will vary depending on the den-

sity of herds and animals in that area.

All simulations were carried out using R software [11]. Packages sp [12], rgeos [13], dplyr

[14] and tidyr [15] were used for the development of the dynamic model.

Results

Table 1 shows, for both the simple and the dynamic model, the estimated percentiles 50, 75, 90

and 95 of the animals that would be included in the area of vaccination in case of LSD intro-

duction into France, and given a disease-spread period of between 4 and 8 weeks. For a 7

weeks period between the introduction of LSD and the implementation of an effective vaccina-

tion, the vaccination area would have a radius of 51.1 km around the index case (8,203 km2).

For this period, 90% of the simulations using the simple model included 740 716 cattle or less.

If we consider the 75% of the simulations, the number of cattle to vaccinate would be 608 196.

Using the dynamic model, the number of animals estimated to need vaccination would be 678

328 and 544 324 respectively (9.2 and 11.7% higher for the simple model than for the reference

model respectively). For the different periods of time considered between onset of the disease

Table 1. Number of cattle to be vaccinated according the time between the first outbreak and the last animal of the area become immunized. Percentages (50% to

95%) indicate the corresponding percentiles for that week. In bold the number of animals estimated using the simplified method, in italics using the refined method, and

the difference between them.

Weeks Radius Method 50% 75% 90% 95%

4 29.2 Simple 147903 200238 244905 301616,5

Refined 122907 186456 232150,4 267157,7
Difference 20.3% 7.4% 5.5% 12.9%

5 36.5 Simple 229640 312011 382094 464799

Refined 188015 286339 357068 405460
Difference 22.1% 9.0% 7.0% 14.6%

6 43.8 Simple 327074 447711 546728 660538

Refined 264875 405724 505105 564229
Difference 23.5% 10.3% 8.2% 17.1%

7 51.1 Simple 442474 608196 740716 894534

Refined 352950 544324 678328 744464
Difference 25.4% 11.7% 9.2% 20.2%

8 58.4 Simple 577119 795938 965141 1149848

Refined 453062 699144 873654 955775
Difference 27.4% 13.8% 10.5% 20.3%

https://doi.org/10.1371/journal.pone.0210317.t001
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and the end of the vaccination, the difference ranges from 7% to 10.5% for the values repre-

senting the 90% of the simulations and 9.0%-13.8% for 75% of the simulations. For the values

close to the median (as well as for the very extreme values, i.e. percentile 95) the simple method

tends to overestimate the number of cattle that would need vaccination. The distribution of

the number of cattle to be vaccinated according to the two methods is depicted in Fig 2.

Table 2 shows the departments with higher number of cattle in the vaccination area. If the first

outbreak appears in Manche and Mayenne, about one million of doses would be needed to guar-

antee 90% of the simulations for a 7 weeks period, for the reference method the number would be

significantly lower (near to 800 000 doses), for the other departments the differences are smaller.

Discussion

The preparedness for the introduction of exotic diseases in a country is a big challenge as, in

the case of an epidemic of an exotic disease, the economic consequences may be devastating.

Fig 2. Boxplot with the number of cattle to be vaccinated according to the time (from 5 to 7 weeks) between the detection of the first case and the whole vaccination

of the zone. 5r, 6r and 7r represent the results obtained with the refined method (numbers without letter indicate the values of the simple method).

https://doi.org/10.1371/journal.pone.0210317.g002
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Vaccination is the most effective control measure for several diseases. In those cases, the avail-

ability of the right number of vaccine doses in a short period of time is of paramount impor-

tance. The best way to cope with a contingency of that kind is the creation of a vaccine bank

with a sufficient number of vaccine doses. The storage of more doses than needed represents a

waste of resources, while the storage of less doses than needed may risk the control of the dis-

ease. Therefore, an accurate estimation of the number of vaccine doses that may be required in

case of the introduction of a given disease is essential.

In the case of LSD introduction into a free country, the best option for its control, is the vac-

cination of the cattle population and the prevention of animal movements in affected areas.

The objective of a vaccination campaign is the immunization of a high enough proportion of

the susceptible population. For this reason, we assumed that the goal of an emergency vaccina-

tion should be to cover the 100% of the cattle population. In areas previously vaccinated,

young calves should not be vaccinated because they can have colostral antibodies. However, in

previously free, non-vaccinated areas, all animals, including calves, need to be vaccinated, as

did the Greek authorities in 2015 [16].

In case of a LSD epidemic in France, a delay of 4–8 weeks between the declaration of the

first case and the achievement of the whole vaccination, would suppose that the number of cat-

tle in the vaccination area would be between 245,000 and 965,000 heads for 90% of the simula-

tions. We have used the speed of spread calculated by Mercier et al [10]. They considered two

patterns of dispersion, a local spread associated with the vectors, and a transmission to herds

located at medium distances possibly related to cattle movements. However, we have not con-

sidered the transmission to large distances, in this case we assume that another ring vaccina-

tion procedure should be started, probably with a smaller radius because the risk period before

detection would be also shorter. In case of secondary outbreaks located outside of the radius,

the number of vaccines would be higher, but we assume that after the detection of the first

case, the authorities will start the process to buy more vaccines, and these cases could be vacci-

nated with doses bought after de onset of the disease.

Besides giving an idea of the size of the stock of vaccines needed, the model may also help

to get an idea of the amount of personnel and material resources that would need to be allo-

cated to control the epidemic, and that is key for preparedness for the epidemic.

On the other hand, LSD is a vector borne disease, which means that it is highly seasonal

with little transmission during the winter period; the values presented here are adapted to the

worst-case scenario, i.e. between May and August with the maximum vector activity [10].

Table 2. Departments with higher number of doses needed to vaccinate the whole population in 90% of the simulations considering periods of 6 and 7 weeks

between infection and vaccination, and according the two methods of calculation (simple method and the reference method).

Period of 6 weeks Period of 7 weeks

Department Simple model Dynamic model difference (%) Simple model Dynamic model difference (%)

Manche 751,984 583,263 29 1,029,076 770,710 34

Mayenne 735,707 624,342 18 1,005,020 827,239 21

Ille-et-Vilaine 577,384 585,450 -1 788,052 779,620 1

Vendée 549,055 452,639 21 746,617 584,645 28

Cantal 502,568 461,072 9 690,894 606,018 14

Creuse 470,231 513,101 -8 644,676 711,497 -9

Côtes d’Armor 467,306 436,708 7 635,977 578,289 10

Maine-et-Loire 463,469 478,781 -3 631,177 622,878 1

Loire Atlantique 463,343 434,377 7 631,694 587,808 7

Orne 461,668 501,317 -8 628,509 686,677 -8

https://doi.org/10.1371/journal.pone.0210317.t002
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Ring vaccination has been previously applied to fight against FMD, CSF and other diseases.

Related to LSD, a ring vaccination with a 10 km radius around the outbreaks was applied in

Iraq[5]. Even though a circular protection zone may be a starting point when control policies

are planned, local geographical factors have to be considered. Geographical features as rivers,

mountains or roads may be responsible for an irregular distribution of cases. Rivas et al. [17]

applied a model including roads that required 20% less areas compared to the application of a

single radius.

The advantage of the model we present is its simplicity and the facility to adapt it to differ-

ent conditions (e.g. different diseases or countries). It only requires data on the spread of the

disease, the time needed to vaccinate and the census. For 90% of the simulations, the number

of animals included in a radius between 36 and 58 km around the first affected farm is 7% -

10.5% higher using the simplest method than with the more accurate method used as refer-

ence. Besides, this model is easy to build just by using some simple formulas based on trigono-

metric functions and with few data. Models that are more complex will imply the use of

software that may be complicated and will require the knowledge of programming.

Supporting information

S1 File. Spreadsheet file with the simple model. This is an Excel file containing a macro.

(XLSM)

S2 File. Census data for the dynamic model. It is a self-made dataset (a csv file) with the

structure needed for the census data to run the model.

(CSV)

S1 Text. R script with the dynamic model code.

(TXT)

S2 Text. Instructions to run the R code.

(TXT)
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Pierre Ganière, Philippe Caufour, Kris De Clercq, Philippe Jacquiet.

References
1. De Clercq K, Goris N, Barnett PV, MacKay DK. FMD vaccines: reflections on quality aspects for applica-

bility in European disease control policy. Transbound Emerg Dis. 2008; 55: 46–56. https://doi.org/10.

1111/j.1865-1682.2007.01012.x PMID: 18397508

2. Forman A.J., Garland A.J.M. Foot and mouth disease: the future of vaccine banks. Rev Sci Tech Off Int

Epiz 2002; 21: 601–612.

3. OIE. Vaccine banks. Available from: http://www.oie.int/en/support-to-oie-members/vaccine-bank/)

4. Muleme M, Barigye R, Khaitsa ML, Berry E, Wamono AW, Ayebazibwe C. Effectiveness of vaccines

and vaccination programs for the control of foot-and-mouth disease in Uganda, 2001–2010. Trop Anim

Health Prod. 2013; 45: 35–43. https://doi.org/10.1007/s11250-012-0254-6 PMID: 22956440

5. Al-Salihi KA, Hassan IQ. Lumpy Skin Disease in Iraq: Study of the Disease Emergence. Transbound

Emerg Dis 2015; 62: 457–462. https://doi.org/10.1111/tbed.12386 PMID: 26105081

6. Perkins NR, Webster WR., Wright T., Denney I, Links I. Vaccination program in the response to the

2007 equine influenza outbreak in Australia. Austr Vet J. 2011; 89, Suppl.1; 126–134

7. Tuppurainen E, Oura C. Review: lumpy skin disease: an emerging threat to Europe, the Middle East

and Asia. Transbound Emerg Dis. 2012; 59, 40–48. https://doi.org/10.1111/j.1865-1682.2011.01242.x

PMID: 21749675

8. Prozesky L, Barnard BJ: A study of the pathology of lumpy skin disease in cattle. Onderstepoort J Vet

Res. 1982; 49: 167–175. PMID: 7177597

9. EFSA (European Food Safety Authority), 2017. Scientific report on lumpy skin disease: I. Data collec-

tion and analysis. EFSA Journal. 2017; 15: 4773. https://doi.org/10.2903/j.efsa.2017.4773

10. Mercier A, Arsevska E, Bournez L, Bronner A, Calavas D, Cauchard J et al. Spread rate of lumpy skin

disease in the Balkans, 2015–2016. Transbound Emerg Dis. 2018; 65: 240–243. https://doi.org/10.

1111/tbed.12624 PMID: 28239954

11. R Core Team (2014). R: A language and environment for statistical computing. R Foundation for Statis-

tical Computing, Vienna, Austria. Available from: http://www.R-project.org/

12. Pebesma EJ, Bivand R S. Classes and methods for spatial data in R. R News 5 (2). 2005. Available

from: http://cran.r-project.org/doc/Rnews/

13. Bivand R and Rundel C. 2016. rgeos: Interface to Geometry Engine—Open Source (GEOS). R pack-

age version 0.3–19. Available from: https://CRAN.R-project.org/package=rgeos

14. Wickham H. 2016. tidyr: Easily Tidy Data with ‘spread()‘and ‘gather()‘Functions. R package version

0.4.1. Available from: https://CRAN.R-project.org/package=tidyr

15. Wickham H and Francois R. 2015. dplyr: A Grammar of Data Manipulation. R package version 0.4.3.

Available from: https://CRAN.R-project.org/package=dplyr.

16. Tasioudi KE, Antoniou SE, Iliadou P, Sachpatzidis A, Plevraki E, Agianniotaki EI et al. Emergence of

Lumpy Skin Disease in Greece, 2015. Transbound Emerg Dis. 2016; 63: 260–265. https://doi.org/10.

1111/tbed.12497 PMID: 26991342

17. Rivas AL, Fasina FO, Hammond JM, Smith SD, Hoogesteijn AL, Febles JL et al. Epidemic Protection

Zones: Centred on Cases or Based on Connectivity? Transbound Emerg Dis. 2012; 59:464–469.

https://doi.org/10.1111/j.1865-1682.2011.01301.x PMID: 22360843

Method to estimate the number of doses for a bank of vaccines. The case of Lumpy Skin Disease in France

PLOS ONE | https://doi.org/10.1371/journal.pone.0210317 January 25, 2019 10 / 10

https://doi.org/10.1111/j.1865-1682.2007.01012.x
https://doi.org/10.1111/j.1865-1682.2007.01012.x
http://www.ncbi.nlm.nih.gov/pubmed/18397508
http://www.oie.int/en/support-to-oie-members/vaccine-bank/
https://doi.org/10.1007/s11250-012-0254-6
http://www.ncbi.nlm.nih.gov/pubmed/22956440
https://doi.org/10.1111/tbed.12386
http://www.ncbi.nlm.nih.gov/pubmed/26105081
https://doi.org/10.1111/j.1865-1682.2011.01242.x
http://www.ncbi.nlm.nih.gov/pubmed/21749675
http://www.ncbi.nlm.nih.gov/pubmed/7177597
https://doi.org/10.2903/j.efsa.2017.4773
https://doi.org/10.1111/tbed.12624
https://doi.org/10.1111/tbed.12624
http://www.ncbi.nlm.nih.gov/pubmed/28239954
http://www.R-project.org/
http://cran.r-project.org/doc/Rnews/
https://CRAN.R-project.org/package=rgeos
https://CRAN.R-project.org/package=tidyr
https://CRAN.R-project.org/package=dplyr
https://doi.org/10.1111/tbed.12497
https://doi.org/10.1111/tbed.12497
http://www.ncbi.nlm.nih.gov/pubmed/26991342
https://doi.org/10.1111/j.1865-1682.2011.01301.x
http://www.ncbi.nlm.nih.gov/pubmed/22360843
https://doi.org/10.1371/journal.pone.0210317

