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3. Barokxround and ObjeCt$Ve8t 

in morora1 aroar, of tho world (notably Ethiopia ,  Sudan, tho I n d h  
sub-contlaont and Indonesia) ; approxiare t e l y  50, OOO 0 ~ 8 8 6  wero 10- 
ported to WHO Zor 1971 (1). Unraaoinated preens ef all rac06 and 
a p e  a r o  6uacoptib1e t o  smallpox, and i n  an age of rapid I n t e r n a t i o n a l  
t r a v e l  tho  potontiol for l imi t ed  but  disa8trous outbroake exist .  
rorldwldo. This is exemplified by tho preeoat outbroake in Yugo- 
# lav ia ,  Syria, and h-la M8h. Roaontly, tho Surgoen amnoral o f  tho  
U.S. Publio Health Serrfao ~ocro~nondod that routin. e ~ l l p o x  vaaoina- 
tioa bo diaront iauod ia 4ho Uaited Statem (2) mad a180 abri~od that 
vraafna t ion  for  t r w o l  i n  Swap. and tho D.8.S.R. wa8 no longor r e  
quirod. Tho aubmquoat prosipitsum fall i8 the arorab of rrerire di8- 
t r l b u t o d  (3) unlerlinor tho  i~portanso o f  a ooatinuod aoar rh  f o r  an 
offoativm mothd of eeatrrort of tho dimoamo u n t i l  .uuh ti80 that 
worldwid. w8dioabioa ha8 boma aehiovod. 

In .pito of rasutive e f f o r t s  at a o a t r o l t  am l l p o x  roaains eademia 
' 

Cytosimo arabinosido ( l - b o t a - ~ u r b i a o f u r ~ o 8 y l  eytoetm) a eya- 
t h e t i e  p y r l a i d i u  muoloosiQm, i 8  a PIA uabgmnist ridoly iavest&gatod 
for i t 6  anti-tuaor prepertiem. 8tudi.8 havo, mrrovor, mho- the drug 
to poameao a potont & vi tro  r a d  & 
oxerts i t 4  g r o a t o s t  e f f o o t  i n  t ioauo t ~ l t u r 0  again8t tho horpom vim8 
(7, 81, aytomegtrlie vir- (9), and r r e e h h  (10). 
ehom effeot$vo in tho t r o a t ~ o n t  of v a r l e o l l a  (11, 1.21, horpelr (13, 14,  
15, 16)  and 8~f0U*gd%O (17) rirulr df8oa6e i n  humam. 

antiviral aotivity ( 6 ) .  It 

The drug ha8 boon 

Smallpex virum (Poxrirua varicrhae) aoataiorl a M A  aore and it. 

On tho baei8 of dotailod biouhoriaal 
r o p l i o a t l o n  is thorofote subjoot  t o  inh ib i t ion  by sUbUtane08 that 
%ntorforo  mitk DNA 87AthO8fr. 
8ttadi.a (18) and on i t a  obmrved h w  rad 
DWA virume8, i t  i 8  logiaal that a itudy bo mad. of tho t h o r a p u t i o  
valuo of oyte8iao arabinomido In smallpox patioatm. 

Sanblpox d isoaee  ( r r s i a l a  riaor) $8 ondorio in Ethiopia ,  with 
greator thaa 23,000 0aao8 regartod to  US0 f o r  1971. 
nuabors of roforrod paisionto at  the Winimtv o f  aoalth'm Anti-Epidomla 
Sorvioe Hoapital  in Addim Ababa prorid08 the opgorOPrity f o r  o l i n i a a l  
invos t iga t ioa  of thim disoa.0 by MAMRU-3 Reaoareh htaohrent  staff, 

vivo offort8 agalnmt 

~ m o l a t i o n  of amall 

Tho informational  data for o l i n i a a l  invoetigators intomding t o  
ueo t h i s  drag have boon eareful lJr  roviorod. 
shod with  offielala roprosent ing tho  partiaipatiag ho8t aountry 

Liai8on ha8 boon oe tab l i -  



' 1  

organisatlorn and i n m t i t u t i o u  (Uniutry  sf h b l i o  Poal th  Semllpox 
Errd iea t ion  hgrammo and AatL-Epldonla Sorr ioo Hompitrl) 
roto801 has boon roviowod and ton ta t ivo ly  approved by tho sponaor 

fC3oorgo Lo Reyor, Jr., H.D., Tho Upjohn Company, Kalrmasoo, niohlaaa) 
aad by Dr. G.E. Undorrood (Virology Doprrtaont, The Upjohn Coapaay). 

Tho 

iuz&!a abora t o q j t u d i o s 8  E.8h patient wilf havo a 
CBC, p h i h o t  uount, blood ou&turo, blood m a m a r  for 
parae l toe ,  and oomploto urino a n d y 8 i 6  porforaqd @a 
adri8miorr. O X 8  and p l a t o l o t  oounta w i l l  bo porformod 
daily during thoragy and thon trio.  uookly d u r i n g  tho 
2ad a8d 3rd peat- t rontront  weeke. 
for blood uroa nit rogen,  orea t ln ino ,  8omm glutrnio 
oxrlrrcotio truraarh,a80, b i l i r u b i n  and proto in  dotor- 
mination8 a t  ti80 of a d ~ i 8 8 i o n  a d  thon on00 wookly 
af t  or i n i t i a t i o n  of troa,ti.nt . 

Sortla rill bo oolloatod 

V * W  atudioat Sorum for mtibody d e b o r a i a a t i o ~  
rill bo o o l l ~ a t o d  p r io r  t o  t r o a t r o n t  rad t r i o r  weekly 
dur ing  hospi ta l iza t ion .  Serapings from aacrular or 

. 



papular l e a f o m ,  fluid from ve~siaala,  pue, os oru8trr 
rill be colleetsd daily for the first 7 day. o f  hoe- 
pi ta l i sa t ion  end t r i o s  weekly thereafter. Sgeoimon8 
r i l l  be stored a t  -70 C u n t i l  tranuported in l i q u i d  
aitrogon te Dr. Harold E;. bale ,  Pathogoaio Vim8 
Laboratory, Upjohn Company, Wamaaoo, Miahigan. 

80 'Jkoatls~ak 8 ohedulet Cytosino arabinoride will be 
adllrinisterod in a double-blind faehioa with bl indod 
drug and placebo provided by the Dpjobn Company, Q1.r- 
u800,  Hlohigan. heago w i l l  be 100 .g/sq m of oa1- 
culaC8d body swfao8 per day by i v  purrh for four (4) 

at tho discrotion of the reaponsiblo phymiaiaa, 
r i l l  bo 6 opped i f  tho p h t e l o t  oomt fall .  bolor 
75,ooo/d or i f  tho dbC f a l l s  t o  lese than 3,000 

COWeoUtiv8 day.. Tho aodo mPy bo brokon a t  raJ t b e  
Therapy 

O ~ ~ ~ C I / ~ I R I  . 
f .  R.8-1 Drug oifeotironess  w i l l  be aa6em8od oa tho 

bad. of a QOBprri6On of eliniaal roapoaae, serolosie, 
virologic!, and general laboratory data between tho oon- 
trol and treatmoat paiiient groups.. 
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