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Daar ITufessor Flsher,

You will recall the discussions which we had in
1844 when an experiment to test duration of imwnity to
Brucellosiz in cattle efisr vaccination with 5 19 was firast
contemplated end now, in 1949, ws heva obtained the animals
for the job an) the buildings sre rapidly being completsd
for ths work. Iow comes the flnal plamuing of the experiment
and I heve been rgked by the committss to consult you repard-
lng its lay-out, sapescially the conatitution of the control
group and the p:mtd.mhility of introducing inte ths experiment
amdmels from Superity Parm, Cumpton, which has besn maintained
free from infection since it was taken over by tha Coungil
in 1538.

Enclosed are A.M.C. 11273, end 11224, submitted to
the Brucellosis Commiltes on 23rd Tepteamber, <.l.0, 11240
vhich 1s the draft minute of the discussion which took place,
and A.R.C. 11403 which pives on pags 1, a sumary of the
serisg of axpariments &t Compton from 1843-49, and on page 7,
a nots by lr. a.W. Stablaforth prejared since the committes
met on 2lgt Septaomber 1949,

The questions which awsit &n anawer are:-

(1) "hat 45 the duration of immunity follewing a sinzle
vapolnation with 5 192 applied to calves whan 4 1o §
months o1d?

(2) If cattle ere vacoinated more than onee before they
reach breeding age (189 months to T years old) is the
ity produced suparior snd of longer Auration
than (1) ebove?

It is dssirable to find a method of vaccinstion
which avoids the nead for vacainoting lectating cows which

era lirble to suffer n drop in milk yield if vaccinnted



Tuleplomsd ond Talegrams
Cosrion 87
Cosrron (GW.H) Bricron

AGRICULTURAL RESEARCH COUMNCIL,
FIELD STATION,
COMPTON,
Nr. NEWBURY,
BERKS.

pEceE “th Mowashar 1048

vagcinated,/

vhile procucing ndlk. Further, it is hoyed that the informetion
obLtained fron the exveriooat will Jetsmmise the tmthod of
Immnisation suitable fur pnetionvide uss.

~t masnt the asthod sdoptad by the Findetry of
acriciliure 18 one of vacolnrting calves when 4 to 9 months
old, tul duration of deowdty 1s not Imown though it 18 balieved
to be offoctive vt the first sramency and posvibly loner.

Hdetry of Jyriculturs vetosdtary ingpectors visit
doaler farms in comection with routive uties at intervals
of sgroximntely C months, and for that reeson T sugwstsd
s plan o experiment whick allowed for vaesinetion sb the
sverage rgo of O months, 12 months an' 13 monthas, so that it
would goinpide with routine visite. 3Slnse muttine Porwnrd
this plan I heve bean pondering over sone of the difficu’ti o
snd have ligouseed the watler furthar with Se. Zlulefurth.
Hiw vievs, like adns, heve changed since tho comitiee me-ting,
annl are given on pege £ of Ald.U, 12408,

The strongest objection I have to the first plen is
wha sbeence of a vsocinated control group to prova the effic-
iency of ihe voceine we are testing. Txpariment 5, pape 1,
Aeftels 11405 Lllustretas this point. ‘hen plammed, this
sxperiment was to have two veccimated yroups, one vmoeinated
suboutaneously with 0.2 ml., of 5 19 s;plied suboutansously,
ths other 0.2 ml., of § 19 intradermally. It so hu mened
thet whan we did the exyeriment I was abla to vbtein sufficisnt
cattle to include a group vaccinated, as we had always done
hmu:lf' with 0.0 ml. subcutaneously. Had this group not

ean included wa might heve been tempted 1o think that 0,9 ml.
Iuhﬂ'l-ltlﬂ:ﬂl:lullﬁ’ and 0.2 ml. 'lntra.ﬂarmllar wara bolh inferior
to §.0 ml. subcutansously which ;in Fact, was not trus and was
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ogposed 1o our conclusion »Pler sxpariment 4. xpariment §
iz the only one in our sxperdence in which 3 19 a4 not pive

r good protection, hut in this case the animals wers vasainn! .
when thay hed been sresment for & to 3 months,  FPrevirualy

ra epplled e wsoolus befure e animsls wops entad,

In the experinent now cuntanplated; it geems to
me L0 be Macessary to have vecoinated comtrols, 1.e., animals
veoclnated before wating, with 5.0 ml, subcutanecusly, hecsuse
we balieve this to gdve & pood protection in the following
frognancy and we can compare the efficisncy of other methoda
with this proven method. s slso requirs non-vaocinkted
controls and after that we have to use tha remalning animals
te the best advantagm.

I think we can rely on starting with sbout 450
calves made up of 420, purchsssd in Scotland and rearsd
with rrecautions to avedid infection with Anugalla sbartus,
snd 30 born in approximately the same period in the Brucells
fres herds at Compion. If rnon-vacocinated controls have to
be provided from the 450 Scottish calves it will reduce the
numbers in vaccinated groups en? it would be & prest help 1
we oould use Brusella frase animsls from Superity Parm ag
ogontrols. The main differonce betwsen thess animals and
vacoinated snimals would be ane of sge At the time of testing.
It could be, however, so arranmed that they were oldar than
the vasginated proups at the tims of Rpplying the test infestion \
80 that if thare is sny increase in resistsnes to infestion

with advemcing age, then the controls would be lasa suscaptills
to infection than vaceinatad.

I think 1t desirabls to have groupa of not lesss than
20 because there are many fectors lisble to reduce the affeative
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numbars in the groups ss the expariment progresases such as
atarility, infertility, accidents at calving, deaths, sts,
There ere several ways in which the exparimant might be
planned with the animals evailable, and that set out by

Jr. Stableforth, while attrative, provides only 14 animala
in each group which is & smaller number then I would lika,
An alternative which, unfortunately, would sxclude the threa
dose method and would imeluls as gontrols 30 Soottish calves
end 20 Superity cows, is as follows:-

Dogse of | Time of Mumber to be tested st
Vagcing Vapoination emapny | Spares| Total
4ot Snd) Sredl 4th|Gth
& months old (20 (20 |20 |20 | 20| 20 | 20 140
bml, 5.c 18 " % 120 1°0 120 |20 | 20|20 | 20 |140
6&18" " |20 (20 |20 |20 70| 20 20 140
Scottish I
Oontrols calven 10 110 |10 : 30
Superity -
| sows 10 110 |10 |20 | 20| =0 90

=

The Brucellecsis Committes meots at Cempton on
Friday, Wovember 25th, snd it would be most helpful to the
Committes if you could find it possible to attend., I would
be hapoy if you would stay ths night with me on Thursday,
24th November, and as I have o ba in London that day, I eculd
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meat you At Dean's Yard st a time to suit your convenisnce,
and we gould travel to Compton togethar, If this is mot
aultable for you, could you poscibly let me have your

commenta by Friday, 25th Fovembar, or failing that, could
I visit you nt Cambridge on Ele.r:am‘::'ﬂ ]

r gth, 12th or 13th to
d@imcuss the plan. N 0 Ll

=

Yours sincerely,

W&

Profegs l.A. Plshar .4, Sc.D., PR3,
Univerasity of Cambridge
Dapariment of Genatiom,
Whittinghems Lodgs,
44, Storey's Way,
Cambridgs.



