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A numbér of rabies ‘vaccines are currently marketed for use in dogs,

and ot her ani mal s.. These vaccines are classified as nervous tissue

vacci nes, avi.an enbryo vaccines and tissue 1o culture vaccines, depe
on tdesmABGhicsm i n which t he virus cph@p&gMMFheoﬂ—mgAQQed rab
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J. Arer. Vet. Med. Assoc. 176 (5):399 SO —end R » be of
limted safety, particularly in. use W&H%ats’ In fact,.B®#gh cell pad
SAD r abi es st rm%@élﬂﬁ?ﬁE&D@Mﬁﬂpmsémﬂgy the’United St at
Department of Agriculture fo*V5&eFMation 15 of cats. Many known vet g
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For mﬁﬁ%&ﬁﬁm ﬁu&%uﬁs grown I n cani %grbkl dney cells [H
et al me e me}éﬁlmB%mgﬁa(lef) 751 (1967)], the ERA strain was

pr 6pagat ed and attenueg;@,gjK cells (U S Patent No.
3, 4237505 difle BRR 5 Jlg"}ir-E"p15‘3't-l?d--p'arsrsa-g'\e—o*f' t he ER
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35 andwheddsre ani mal s agai nst rebies. Swi newtesticbe cel lewaul t.ures us
prOQWM&&@Q&Q%W«%Guﬂ%&G&M«%W%1 Can. J.
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whi ch killed 100% of the unvaccinated controls. In cats, 5 vaccina
‘with a single 1.0 m -i ntramuscul ar vacci nati on of the inacty vated r
vaccine of this i-nvention havi ng a titer of [err] to [err], produceg
surprising and highly'significant serological response i n 100% of  t
vacci nated,ahosh.s8. At one year follow ng vaccination, 100% of t Hes
remai ned protected agai nst challenge with virulent virus which kill

of the, Wg&ng M&rmsmm the inactivated rabies vacci ne
present I nvention is a safe and 1 ef fective veterr ngLy, vaccine, bei

parti cutaP! /" &4res *8t et \7§°"an‘d Su M'é"r‘r”o”r"“f' 5 rfpénrmmart vacci nes for §
pr ot ect &Ky fa pineY sabpeietgre e o
i nvention has been |licensed for use in dogs and cats by the United
Depar tsBmmaned in Atjanithe gifnt e wihidppit! et dpestiarepdialsthioPis pect i on Ser vi
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Vi r orden s-agiyeter iesd [¢-om a coner Ci aI rabr es wacci ne manufactured by
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i ne, w 15 passa e was designated as the master seed ¥
The vir |"E|’éﬁi“ﬂ°’€‘d"ﬂ‘9" &g BI°P de d&%¥ence of 26 infect
cul tures.»sﬁmraeﬂvmsthsd: kmwndmmm&nmbmemswnfuﬁy ambi serf
Viral ant
virus wa s d .
Vi rul encé"W&S"*dermns.t rat ed by i ntracerebral inoculation of t he mast
virus into. young adult mce. For propagation of the master seed vir

frozen‘a‘rmo'tﬂl"esvof NL- ST-1 celds were tha&med and 302reconstituted tq(
sufficient vol ume for seeding in product | on flasks. The roduct | on

ver e Wem ] 42h ggé’] for
tQ 5 days) assage o ese cells was accorrp I she use of a co

of versene-trypsin and the cel | s wedienkepaaeagh C&p&@{:idﬂ'e to pl ant

sufficient nunbers in production fTasks T0 (Nm&oa&mm WiiTe the
wer e. suspended in the grow h nedi 'rus fI ui ds wer e
the suspension at 0.1% of total nedr : 0 asks §

¥ -
planted with the virus-inocul ated QEO‘MCQ J@le‘&g and the ceI s allo
mul tiply until 90-100% confluency of ce nonol ayer was (3§
days). These virus- infected cell Wrom t he production
with versene-trypsin. and -suspended I'n MaLNt @R&bCapReH UM Proauct i §

flasks were planted with maintenapce TMnF gpptgfsni ng the virus- i
cell. suspension and naintained at [em3. Udtte] Nagyred. Repltcatlon

rabies virus is 40 conplete at thg [ire&@i&he appearance of cytopat hogd
effects, characterized by rounded celTs I Ch SUDSequentTy cone d
fromthe ceII'nDnoIayers Cont am nati on was detected by gross and
m croscopi ¢ exam nation. Titer of the master seed virus inoculumwa
| east- [err] Harvest of virus-laden fluids follow.ng production flaskg
. planting, which is dependent upon the cytopathogeni c changes occurrig
the i hfected monol ayer,, megurred after 3-to 6-days. The virus- 45 | §#8
:flugg-meﬁnggansferred and pooled-into sterile storage containers ung
S e,envrronnental condrtrons Sanples of harvested flurds were




‘as conpared with a sanple stored at 4C. The rel ative potency of t
.was- det er ni ned Q ,ghe National Institutes of Health (NIH) nouse po
test descri bed 'nv ChaHter 33 of "Laboratory Techni ques in Rabies",
edition, WHO . Geneva (1973) by conparing test results of .-five sanpl§
the vaccine to test results of five sanples of NI H standard refereng
vacci ne. The geonetric nean rel ative potency value was 0.15. 3
Use'of fhe Inactivated Rabies Vaccine The inactivated rabies virus
"was used to vacci nate susceptibl e Béegsmdml cats. RabLes- suscepti bl g

wer e obtai ned from comercial sources and r )fronr4 5 tog
mont hs were vacci nat ed. Rabi es-susgeptib obtalned from
commercial sources and ranged in age bt t o (SkBaumbnt hs when vach

Each ani mal was vacci nated intranmugsglilvaed presfdesane site in the thighg
single 1 m dose of vaccine haV|pg atirter of [err] erther undilut
dose) or diluted 1:2 (half dose). ,@ggnhghgag9§g wﬁQC|ne was prepar
m\xi ng equal anounts of the undil TQ Sl 1t cont ar ni
al um num hydr oxi de gel. All vac0|nated i
vacci nation and at 30, 60. 90, 180, 270z TRe= 0 Skl W T i
Serum was col | ected and 10 eval uated fQor, $ e presence of serun1neut
rabi es antibody in accordance wntH"FﬁE—é%antrgatrve—ﬁssay‘and—ﬁure
of Antirabies Serum and I nmunogl obulin in Chapter 40 of "Laborator
Techni ques in Rabies", 3rd edition, WHO. Geneva (1973).

Serum neutralization (SN) anti body titer was determ ned by the met his
Reed and Muench, J. Amer. J. Hygiene, 27:493 (1938). At 365 days f
vacci nati on, t he i mmunity of the test aninmals was challenged with
IS NYC strain of street rabies virus. The challenge virus was a di | §
a 20% fox brain suspension. Vaccination and Chal |l enge of Dogs Twent§l
dogs determined to be serologically negative to rabies virus were
vaccinated with a full dose of the inactivated rabies vaccine. At
foll owi.ng vacci nation, the sera of the vaccinates 20 contained a ¢
mean antibody titer of 1:109, with titers ranging from1:32 to 1:4
During a one year .serological evaluation. titers gradually decline
geonetric nmean antibody titer of 1:1 0 at 365 days foll ow ng vacci
T™™enty susceptible control dogs were inoculated with virulent NYC
street rabies virus, ten animals receiving virus diluted 1:150 and
receiving virus diluted 1:300. One year (365 days) follow ng vacci
t he vacci nated dogs were challenged with a 1:150 25 dilution of th
virul ent rabies virus (NYC strain of street rabies virus). Twenty-
of twenty-six (96% of the vaccinates renai ned normal throughout t
period follow ng challenge. The results fromthis test appear in T
results fromthe control aninmals appear in Table 3. Twenty-five do
determ ned to be serologically negative to rabies virus were vacci
with a half dose (1:2). of the inactivated rabies vaccine. At 30 d
“fol l'owi ng vacci nation, the sera of the 30 vaccinates contained a g
mean antibody titer of 1:42, with titers ranging from1:8 to 1:204.
gradually declined to a geonetric nean ant’ibody titer of 1:7 at 36
fol-l owi ng vacci nation. The inmunity of the animls was chal |l enged
virulent NYC strain of street rabies virus 365 days foll ow ng vacci
Twenty-three out of twenty-five (92% of the vaccinated dogs survi
chall enge. The results fromthis test appear in-Table 2: - results frig
contral - anlnals appear in Table 35..3.- Vacci nation and- Challenge of
Twenty f|Ve cats detern1ned to be serQIoglcaIJy negatlve to rables
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' - shall pe unaffected by the merger. All of the issued and
U outstanding shares of SK Realty Corporation, Beecham Inc. and

MNorden Laboratories, Inc., the merging corporationé, on the
effeciive date of the merger shall be cancelled and no shares
of the surviving corporaticn shall be issued in ex.change
therefor.

' THIRD: The Articles of 1Incorporation of SmithKline
Beecham Corporation shall be the Articles of Incorporation of
~the corporation surviving the merger. No .. changes or

amendments shéll be made to the Articles of Incorporation

because of the merger.
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SEVENTH: The merger shall be_effectivg on Januarv 1,
1992.
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\“'une culture de cellules
AN antirabi que inactive de |la
revendi cation 1, 2, 3«od # Tk KX a culture de cellules
testicul aires de por ¢ estegy Cignst ¥ ul aire de testicule de porc
e | ive de |l a revendi cation 5 dans

rabi que a subl de 6 a 12 Wy
testiculaires de porc. 5§ :

NL-ST-1. 6. Le vaccin antiTrabi ¢
\Paquelle |l e virus est inactive avec de | a beta-propiolactone. 7. Le vacc)ih}
antirabique inactive de la revendication 5 dans |aquelle | adjuvant est u%
gel d' hydro- 10 xyde d'alum nium 8. Procede de preparation du vaccin
antirabique inactive de la revendication 1 qui conprend | a propagation dg
| a souchey HCR: BAR WUE VA U Habi guye dans wng £yl Luyeade cal | ul es
testiculaires de porc, |'inactivation du V|rus avec un agent d' i nacti vat
qui no detruit pas les particules virales ni |"antigeni- cite et la
conbi nai son du i gup Aggqtlvg RVEC quadjyv?Q$1et un excipient. is .
Le procede de |a revendication 8 dans |aquelle |e virus rabique est pass
au nmoins une fois dans une culture de cellules testiculaires de porc. 10
Le procede de |l a revendication 9 dans | aguel l e 'l e virus rabi que est passg
de 1 a 25 fois dans une cu%hﬁgg cqlgyles testiculaires de porc- 11. L
procede de | a revendicatio dans’ 3 uelle le virus rabi que est passe
6 a 12 fois dans 20 une culture, de cellules testiculaires de porc. 12. L¢
procede de la revendication 8 9, 10 ou | 1 dans laquelle la culture de
cellules testiculaires de porc est la lignee cellulaire de testicule de

pefc NL-ST-1. 13 h rey g ti ans laquelle le vir{yg 8
est mactﬂx%%’*ec‘f’” H f'éé)%ﬁgtpilzgg%g it h@ i%rEEHNEM. Le procede de IH§
revendi cation 12 dans |aquelle |'adjuvant est un gel d'hydroxyde q |
d'al um nium 15. Vaccin conbine capable d' induire une imMmunite chez |ea :
felins sans effets secondaires serieux conprenant des quantites effectiveH§
d' une souche inactivee de virus rabique et d un ou plusieurs virus :
vacci naux feins choisis parm le virus nodifie de la rhinotracheite viralH§
feline, le calicivi SUSTEELINE BEECGHAMBETOREORATI@Ucopeni e i nfectieuse du chat},¥
avec un adjuvant et un excipient convenable, caracterise en ce que la
souche de virus rabique est |a souche HCP- SAD qui, avant inactivation, a
ete adaptee a la-multipli- cation en cultures de.cellules testiculaires df?
por¢. 16. Le vaccin conbine de |a revendication 15 qui contient de 30 A "ﬁf
de son volune total en virus rabique inactive. 3s 17. Le vaccin

contyi neveetk aKdraversdiceataon okd taei Comgnweal th 49PpdansoTvapiaingl total en
virus rabi que inactive, 20% de son volune total en virus de la
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bacteri es vacci naux canins choisis parm le virus de |la nmaladie de Carre
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