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Field trial for assessing the clinical safety of 2 commercial vaccines: JOVIVAC
(RM-65 strain; sheep pox) with a modified use and the OBP Lumpy Skin Disease
vaccine (Neethling strain of LSD) in Israeli dairy cattle: OUTLINE

Background _ _
The first documented outbreak of Lumpy Skin Disease (LSD) in Israel occurred in

1989, Since then outbreaks have occurred in 2006, 2007 and 2012. These outbreaks
have been controlled by implementing various measures, including vaccination. Thus
far, modified live vaccines containing sheep pox strain RM-65 have been used.
Epidemiological evidence and limited field evidence have raised serious concerns
regarding the efficiency of these vaccines and their use. This has lead the Israeli
Veterinary Services & the Kimron Veterinary Institute to consider a modification of
the current vaccination use and/or to consider the use of a vaccine based on another
virus type, namely the Neethling strain. Prior to the implementation of such
amendments, clinical safety needs to be assessed.

Rationale and Objectives

The two vaccines in question are commercial, marketed products. The JOVAC
vaccine has been used extensively in Israel in sheep and cattle, the latter injected with
aﬂ%ﬂmdm%q%ﬁadvmumm“mmmwht
have and are apparently used in vast numbers throughout Africa. One basic
mphhthi:uﬂhehlhﬂthnmdmlnquuﬂuhneuhpum
laboratory tests and quality assessment. We therefore limit this outline to field
safety trials.

The two main objectives of this trial are:

1. To assess the clinical safety of administering a tenfold dose of JOVIVAC™ 1o
ulvﬁlﬂdairymuebclongingmthcmmtpupuhﬁnninlﬂmﬂ.

2. To assess the clinical safety of administering OBP Lumpy Skin Disease vaccine to
calves and dairy cattle belonging 1o the target population in Israel,

A secondary objective of the trial is to gain information on the effect of vaccination
on daily milk production.

Trial outline

Trials will be conducted in accordance with Israeli Animal Welfare Law
(Experiments in Animals), 1994 and EMA guidelines regarding the target animal
safety for velerinary live and inactivated vaccines
(EMEA/CVMP/VICH/359665/2005) and Good Veterinary Practice
(CVMP/VICH/595/98-FINAL).

Within each commercial vaccine group, trials in calves and mature cattle will be
mniedmtmndiﬁnmﬂyandmnﬁaﬂy.huth:rwd&,ﬂsﬁﬂshﬂwtwﬂh
calves and if no severe adverse events are observed will continue with lactating,
pregnant dairy cows.

LJOVIVAC™
1. On day 0, weaned calves 2-4 months of age (n=32) will undergo a physical
examination (PE), be evaluated for inclusion and randomly allocated to 1 of 4




treatment groups (i.e. arms), as presented in Table 1.

Table 1. The four arms of the JOVIVAC™ trial

Single dose (S0)
Ten fold dose (TFD)
Hundred fold dose (HFD)

[Saline (Control)

Following allocation, all calves will be treated according to their corresponding TA
group, except for TA group hundred fold dose (HFD) in which at this stage only 2
calves will be treated. Approximately 6 h after treatment all calves will undergo a
second PE followed by daily PE's up to and including day 5. PE will include but not
be limited to rectal temperature, local swelling and any adverse events. On day 14, a
second treatment will be administered to all calves except for those in group HFD.
However, if no severe adverse events were observed in the 2 treated calves in this
group, the remaining 6 calves will be treated on day 14. All calves will undergo PE as
described above until day 19. On days 0, 1, 7, 14, 21 and 28 blood samples will be
drawn for hematology, biochemistry, and serology (SN and AGID/AGP for
homologous and LSD virus). Blood sampling for virus isolation will be considered.
In case no severe adverse events possibly associated with TA's occur, the trial will be
repeated in dairy cows,

2. On day 0, lactating pregnant (4-6 months) dairy cows of parity 1-5 (n=32) will
undergo a physical examination (PE), be evaluated for inclusion and randomly
allocated to 1 of 4 treatment groups (i.c. arms), as presented in Table 1.

Following allocation, all cows will be treated according to their corresponding TA
group, except for TA group hundred fold dose (HFD) in which at this stage only 2
cows will be treated. Approximately 6 h after treatment all cows will undergo a
second PE followed by daily PE's up to and including day 5. PE will include but will
not be limited to rectal temperature, local swelling and any adverse events.
Additionally, daily milk production will be recorded. On day 14, a second treatment
will be administered to all cows except for those in group HFD. However, if no severe
adverse events were observed in the 2 treated cows in this group, the remaining 6
cows will be treated on day 14. All cows will undergo PE as described above until
day 19. On days 0, 1, 7, 14, 21 and 28 blood samples will be drawn for hematology,
biochemistry, and serology (SN and AGID/AGP for homologous and LSD virus).
Blood sampling for virus isolation will be considered.

I OBP I Skin Di ks
1. On day 0, weaned calves 2-4 months of age (n=24) will undergo a physical
examination (PE), be evaluated for inclusion and randomly allocated to 1 of 3
treatment groups (i.c. arms), as presented in Table 2.

Table 2. The 3 arms of the OBP py Skin Disease vaccine
pst articl N
-: S0 B
Ten fold dose OBP LSD (TFDOBP) | 8
Salne (Control) []

Following allocation, all calves will be treated according to their comresponding TA




—

group. Appmximx_tay 6 h after treatment all calves will undcrgn a mmnd PE
followed by daily PE's up to and including day 5. PE will include but will not be
limited to rectal temperature, local swelling and any adverse events. On day 14, a
second treatment will be administered to all calves except for those in group
TFDOBP. All calves will undergo PE as described above until day 19. On days 0, 1,
7, 14, 21 and 28 blood samples will be drawn for hematology, hiochemistty,_and
serology (SN and AGID/AGP for homologous and LSD virus). Blood sampling for
virus isolation will be considered.

In case no severe adverse events possibly associated with TA's occur, the trial will be
repeated in dairy cows.

2. On day 0, lactating, pregnant dairy cows parity 1-5 (n=24) will undergo a physical
examination (PE), be evaluated for inclusion and randomly allocated to 1 of 3
treatment groups (i.e. arms), as presented in Table 2.

Following allocation, all cows will be treated according to their corresponding TA
group. Approximately 6 h after treatment all cows will undergo a second PE followed
by daily PE's up to and including day 5. PE will include but will not be limited to
rectal temperature, local swelling and any adverse events, Additionally, daily milk
production will be recorded. On day 14, a second treatment will be administered to all
cows except for those in group TFDOBP. All cows will undergo PE as described
above until day 19. On days 0, 1, 7. 14, 21 and 28 blood samples will be drawn for
hematology, biochemistry, and serology (SN and AGID/AGP for homologous and
LSD virus). Blood sampling for virus isolation will be considered.
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