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RADIATION EXPOSURES OF HANFORD 
WORKERS DYING FROM CANCER 

A N D  OTHER CAUSES* 

THOMAS F. MANCUSO, ALICE STEWART and GEORGE KNEALE 
University of Pittsburgh, Pittsburgh, PA 15261 

(Received 24 February 1977) 

Abstract-Data from the Hanford study have shown that sensitivity to the cancer- 
induction effects of radiation is at a low ebb between 25 and 45 yr  of age. Nevertheless, at 
younger and older ages there is probably a cancer hazard associated with low level 
radiation which affects bone marrow cancers more than other neoplasms and cancers of the 
pancreas and lung more than other solid tumors. 

INTRODUCTION 
HAHFORD Works in Richland, Washington is 
onc of the largest atomic plants in the United 
States. and most of the staff are in some way 
concerned with the manufacture of radioac- 
live substances. For these workers, who are 
prcdominantiy white males, there is sys- 
Icmatic recording of data under the following 
headings as part of a study of the lifetime 
health and mortality experience of employees 
of ERDA contractors (Ma71): 

( 1 )  Sex, date of birth, date of hire and 
%o&l security number. 

( 2 )  Dates of entering and leaving specified 
occupations. 

(3) External and internal radiation. 
(4) Date and cause of death. 
The wearing of radiation badges in all 

workchops and laboratories is obligatory, and 
the badges are read at frequent intervals to 
cn5ure that no worker ever receives more 
than the maximal permissible dose of 
5 rcmclyr (BRPC71). I n  several high risk oc- 
cupations the workers are also examined (at 
rceular intervals and following accidents or  
r:tdi:ition "leaks") for internal depositions of 
r;ldioactive substances. Therefore, there are 
twlh records of the total amount of external 
Pcnctraiing radiation received by each wor- 
ker by  the end of each calendar year (annual 

'Under Contract No. E(11-11-3428. 

369 

doses in centirads) and similar records rela- 
ting to intakes of radioactive materials (posi- 
tive urine analyses or internal radiation). 

Deaths of Hanford employees are iden- 
tified through death benefit claims by a na- 
tionwide system of social security numbers. 
These numbers probably provide better iden- 
tification of males than females but the 
method of death identification has two major 
advantages: intervals between discharge and 
death may be of long duration and there is 
coverage of all deaths in  any U.S. state or 
territory. Finally, certified causes of death are 
taken direct from death certificates, copies of 
which are obtained from official sources and 
filed with the other records. 

Radiation monitoring has been in operation 
since 1943 and sufficient time has now elap- 
sed for most of the non-survivors to be men 
who died 10 or more years after leaving the  
industry. Therefore, from the records of men 
with certified causes of death we should be 
able to discover whether NCRP recom- 
mendations for protection of radiation wor- 
kers (BRPC7 I)-which are strictly enforced 
by all ERDA contractors-have succeeded 
in eliminating the cancer hazard or. failing 
that, are keeping the risk within reasonable 
bounds. As a first approach to this problem 
we have examined the records of workers 
who died within 29yr of Hanford Works 
going into full production (1944). 
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PRELIMINARY FINDINGS 
Death benefit claims on behalf of men who 

died before 1973 totalled 3710 and included 
3520 certified deaths for the period 1944-1972 
(Table 1). Compared with the much larger 
number of survivors from the same work 
force, these deaths were strongly biased in 
favor of the first and largest work cohort. 
Among the men who were hired during 1944 
were some workers who, strictly speaking, 
were not members of the monitored popu- 
lation (e.g. construction workers). Never- 
theless, these men have always been so 
regarded (Ma74), since, in the early records, 
there is difficulty in  distinguishing between 
workers in monitored occupations who never 
received any radiation (non-exposed workers) 
and workers who were not obliged to wear 
radiation badges (non-monitored oc- 
c upat ion s). 

The high proportion of non-exposed wor- 
kers in the 1944 cohort and the  relatively low 
doses recorded before 1954 and by men with 
short periods of employment (Tables 5 and 
6), are reasons why we would expect non- 
survivors to have lower radiation doses than 
survivors. This has been a constant feature of 
earlier analyses of Hanford data (Ma74) and 
will be mentioned again after we have com- 
pleted the analysis of certified deaths (see 
discussion). Meanwhile, i t  should be noted 
that division of the certified deaths into 
cancers (670 cases) and non-cancers (2850 
cases) left both groups with the same 
proportions of men hired in 1944 (48%) and 
men hired later than 1948 (16%). 

In spite of their cohort resemblances the 
two groups of certified deaths had dissimilar 
radiation records, also ones which showed 

I 

E 

that men who eventually developed fatal 
cancers had been more often and more in- 
tensively exposed to external radiation than 
men with other causes of death (Table 2). 
Thus the  proportion of exposed workers (or 
men who had one or more positive badge 
readings) was 66% for cancers and 61% for 
non-cancers, and for these workers the mean 
cumulative radiation dose was higher for the 
cancers (210 centirads) than for the non- 
cancers (162). Therefore, the “all-worker 
dose” was appreciably higher for cancers 
(138) than non-cancers (99). 

A classification of the  deaths by ICD Nos. 
showed that for none of the Main Orders of 
non-malignant diseases was the level of radia- 
tion dose higher than the level for all 
cancers (Table 3). But within the group of 
malignant diseases there was wide variation 
in the dose level, also higher doses for RES 
neoplasms (ICD Nos. 200-209) than solid tu- 
mors (ICD Nos. 149-199), and exceptionally 
high doses for a small group of bonq marrow 
cancers (ICD Nos. 203’and 205). For exam- 
ple, the “all-worker” dose averaged 94 for 
accidents, 105 for cardiovascular diseases, 
114 for digestive diseases, 130 for solid tu- 
mors, 219 for RES neoplasms and 449 for 
bone marrow cancers. Other malignant dis- 

Tahlr 2. External radialion records for rwo groups of non,surviwrr: canccm 
and no“-ronctrs 

~~ 

Mcan radiation1 Cumulative 
Exposed’ radiation Exposed dose 

Cases workers dose workers in cenlindr 
Non-survivors (Nos.) (Nos.) (ccniirads) % A B 

Cancers 610 442 92657 66.0 210 138 
Nonuncers 2850 1742 282961 61.1 162 99 
All certified 

deaths 3520 2184 37MI8 62.0 I72 107 

*Men with one or more porilive badge readings. 
t A  = Mcan cumulative radiation dose for exposed workers. 
B = Mean cumulative radiation dose for all workers. 

Table 1. Ifanford workers: survivor5 and non-surviuon fmm 1944 lo 1971 work cohonr 

$6 Non-survivors. Tolnlr 
? Unccrlified Y 

Cohort. Survivors. deaths Cancers Non-canccrs Nos. discharger. 

1944 16.4 41.3 , 48.7 47.8 5% 49.4 
I945 4.7 14.7 12.5 14.5 I524 42.7 
1% 2.3 2.0 2. I 3.1 597 19.9 
1947 10.3 11.3 12.5 11.0 2615 34.5 
I948 7.8 10.7 8.2 7.5 1.927 48.6 

1949-71 58.5 20.0 16.0 16.1 13.020 32.3 
ToWNos. 21206 213 670 ’ 2850 24.939 9410 
Total % 85.0 0.9 2.7 ‘11.4 100.0 37.7 

*Cohort - year of hue. 
Survivors =alive in 1973. 
Non-survivorr = pre-1973 leaths. 
Early discharges - men di charged during the calendar year of hue or thc following y u r .  
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Tub* 3. Erfrrnal radiafwn reconfs far slafrd cauies of certified deaths 

certified Exposed radiabon Expoxd dow 
causes of death Totals worken. d o x  workers. (centitads*) 

(ICD Nos.) (Nos.) (Nos.) (ccntirads) (96) (A) (6) 

- 
Cumulative Mean R 

Nownccrs:  
Infective (a30-136) 29 
Benign neoplasms (2 10-39) IO 
Endocr. & blood ( 2 M )  s4 
C.N.S. (Z90-389)t M 
C.V.S. (3594J8)t 1837 
Respirptory (4MJ19) I94 
Digestive (J;D-JTI) I39 
Accidents (KO-959) 450 
Residue (S80-7%) I01 

16 
4 
w 
20 

I I49 
108 
83 

T7l 
57 

1258 
155 

5199 
3389 

191.987 

15.807 
42244 

1 4 . 3 ~  

a m  

55.2 
40.0 
63.0 
55.6 
62.J 
55.7 
59.7 
60.2 
56.4 

79 43 
39 IS 

153 96 
169 94 
167 105 
133 14 
190 114 
156 94 
151 85 

RESneoplasms: 
Lymphomas (EO-?) 34 28 4049 82.4 145 119 
Lymphatic Lk (204) 3 2 57 66.7 29 19 

Residue (ZOC-9) ‘ 5  3 58 60.0 19 12 

Myelomas (203) I I  8 8530 72.7 1066 775 
Myeloid leukemia ( 2 0 5 )  I I  6 1337 54.5 223 122 

Solid tumors: 
Mouth& harynx(laO-9) 24 14 2lY 58.3 152 89 
ScomachfiS,I) 38 26 22Tl 68.4 86 60 
L u g e  intcstinc(lJ3) 61 48 8222 78.7 171 135 
Rectum ( 154) 19 16 1887 04.2 118 99 
Other intestinal (1%. 152) I8 10 58 1 55.6 58 32 

IO 557 55.6 56 31 
Pancreas ( 157) 49 12,377 63.3 399 253 

67.7 249 169 
31 

LivcrBgaII bL(I55-6) 

Lung (162-3) 192 I 3 0  32.304 
Prostare I as> 43 21 in17 4 R R  m 42 -. ... . .~ ~ ~ 

K i d n e y ( i 6 ’  21 14 3935 66.7 z i i  iii 
Other G.U.(1868) I 5  IO 1225 66.7 123 82 
Brain (19 I )  I8 11 3967 61.1 MI 220 
Residue 90 Y 7313 60.0 135 81 

Totals: 
No n -c a nc e r s mm 1742 2829.61 61.1 162 99 
RES neoplasms 64 47 140.31 73.4 299 219 
Solid tumors 606 395 7s.x 65.2 IW im 

*See footnotes to Table 2. 
K.N.S .  - Neurological diseases. 
C.V.S. - Cardiovascular diseases. 

eases with high radiation doses were cancers 
of the pancreas ( 2 5 3 ) ,  brain (220), kidney 
(187), lung (169) and large intestine (135). 

In Table 4, the various neoplasms are listed 
in accordance with the all-worker dose and 
the number of cases in each diagnostic categ- 
ory is compared with an expected number 
which shows how the same diseases were 
distributed among the 1960 cancer deaths of 
U.S. white males (Bu71). For 8 neoplasms, 
the radiation dose was higher than the level 
for all certified deaths (107 centirads) and for 
9 the dose was below this level. For the group 
with above average doses, the observed and 
expected numbers were 397 and 318 (ratio 
1.25), and for the other group they were 273 
and 352 (ratio 0.78). 

Controlled analyses 
The preliminary findings were compatible 

with a causal association between the radia- 
tion exposures and some of the cancer 
deaths. Therefore comparisons between the 

1 1 ) 0 8 2 1  f 

two main groups of certified deaths (cancers 
and non-cancers) were continued in analyses 
which controlled separately for five possible 
sources of false impressions, namely: 

( I )  Calendar year of the exposures. 
(2) Employment year of the exposures. 
(3) Pre-death year of the exposures. 
(4) Exposure age or age at the end of each 

badge-reading year. 
(5) Death age. 

Calendar years (Table 5 and Fig. 1 )  
The calendar year classification showed 

that: (i) the proportion of exposed workers 
was higher during the first half of the study 
period than the second half, but the opposite 
was true of the annual radiation doses of 
exposed workers (AREW doses in centirads) 
and (ii) only during the high dose period were 
differences between cancers and non-cancers 
at all pronounced. 

Each year the  proportion of exposed wor- 
kers remained a fraction higher for cancers 
than non-cancers (Fig. I ) .  However, from 

.- 
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Toblc 4. Obsrrad and u p r r l r d  numbrrs of sprcific neoplasms ILIed occordinp lo mean 
curnularii~t dmr of esfcrnal radiotion 

Mean cumulative 
radiation dose No. of duthrt Ratio 

No. Neoplasms. (centirads) Obscrved Expected Obs:Exp 

I .  Myelomas nx I I  7.6 1.45 
2. Pancreas U3t 49 37.3 1.31 
3. Brain 2mt 18 17.3 I .M 
4. Kidney 187: 21 15.0 1 .a 
5. Lung 169'4 192 144.4 1.33 
6. Large inlestine 135t 61 63. I 0.97 
7. Myeloid leukemia 122t I I  5.8 I .90 
8. Lymphomas 11% 34 27.7 I .23 

9. Rectum 99 19 29.6 0.64 
IO. Mouth di pharynx 89 '24 21.9 1.10 

13. Prostate 42 67.5 0.M 

15. Liver & gall bladder 31 18 12.5 

17. Other RFS neoplasms 12 5 20.3 0.U 
18. Other solid 81 90 83.0 0.59 

Nos. 1.8 188t 397 318.2 1.211 

AI1 cancers I38t 670 670.0 I .a 

1 I. Other gcnitc-urinary 82 30.9 0.49 
12. Stomach 60 38 I' 58.7 0.65 

14. Other intestinal 32 43 I8 18.0 I .XI 
I .44 

16. Lymphatic leukemia 19 3 9.4 0.32 

9-18 65 273 351.8 0.78 

'See Table 3. 
tObservcd see Table 3; expected see 1960 cancer deaths of white U.S. males in NCI Monograph 

t * Above the mean value for all certified deaths (107). sce Table 2. 
33. 

1944 to 1957 (when AREW doses averaged 
14.9 for cancers and 18.7 for non-cancers), 
there were equal numbers of years with 
above average doses for the two causes of 
death (high risk years); and from 1958 to 1972 
(when AREW doses averaged 51.3 for 
cancers and 47.7 for non-cancers), there were 
more high risk years for cancers (11) than 
non-cancers (4) (Table 5). 

Employment years (Table 6 and Fig. 2) 
The employment year classification showed 

that: (i) the proportion of exposed workers 

4 
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FIG. 2. Per cent of exposed workers by employ- 
ment years cancer and non-cancer deaths of 

males. 

decreased with progressive lengthening of the 
interval between hire and exposure but the 
trend for AREW doses was in the opposite 
direction, and (ii) only during the high dose 
period were differences between cancers and 
non-cancers at all pronounced. 

Each year the proportion of exposed wor- 
kers remained a fraction higher for cancers 
than non-cancers (Fig. 2). However, when 
intervals from hire to exposure were shorter 
than 10yr (and AREW doses averaged 21.5 
for cancers and 21.1 for non-cancers), there 
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Table 5 .  Mean annual radiafion doses for exposed workers (canccr and .-on-cancers) (ralmdar years) 

Cdcndar Exposed workers' Radiation dosest High risk yearst 
Y W S  Cancers Noncanccrs Cancers Nan-cancers Cancers Nonsanccrs 

194.4-45 237 901 26.5 26.0 2 - 
194647 333 1268 11.9 13.2 - 
194849 325 I I69 12.6 8.4 I I 
1950-51 311 I IO1 12.4 12.8 - 
1952-53 302 1119 22.2 iQ.2 2 - 
1954-55 288 1007 28.4 23. I 2 - 

2 195657 185 %a 40.8 41.6 - 
1938-59 183 524 7 - 

2 

2 

53.6 * ' 517  ~. ~ - ... ~ 

1 9 6 ( M I  203 661 53.0 47.8 2 - 
196263 227 789 47.4 43.2 2 - 
196445 I S 4  599 63.1 59.6 1 1 
1 W 7  im 390 44. I 46.6 1 I 
1968-69 75 213 39.0 43. I I I 
1970-72 32 76 42.8 19.4 2 I 
Total 3005 10,385 30.6 27.8 18 I I  

1-57 198 I 7133 19.9 18.7 7 7 
1958-n 1024 32.52 51.3 47.7 I I  4 

*Number of workers with positive badge readings in each year. 
Wean  annual radiafion doses of e x p o x d  workers in ccntirads (AREW doses). 
:Number of years with higher doses lor cancers than non-canccrs or vice versa. 
Nolc thcrc are small diffcrenccs in the torals for Tables 5-8 which are due fo the time units being measured to 

the nearest whole year. 

Table 6. Mean annual radiafion dorcr for exposed workcrs (cancers and non-canccrs) (employment years) 

Employed Exposed workcrs' Radiation doses. High risk years. 
Y W S  Cancers Non-cancers Cancers Non-cancers Cancers Nonsanccrs 

Under 10 yr 1900 6974 21.5 21.1 5 5 
Over I O  yr 1 IO7 3412 46.3 41.7 13 6 

*Sac footnotes to Table 5 .  

were equal numbers of high risk years for the 
two causes of death. When intervals from 
hire to exposure were longer than 10yr (and 
AREW doses averaged 46.3 for cancers and 
41.7 for non-cancers), there were twice as 
many high risk years for cancers (13)  as non- 
cancers (6). 

Pre-dearh years (Table 7 and Fig. 3) 
The pre-death year classification showed 

that: (i) the proportion of exposed workers 
decreased with progressive shortening of the 
pre-death period, but the trend for AREW 
doses was in  the opposite direction and (ii) in 
the middle of the time scale, the radiation 
doses were consistently higher for cancers 
than non-cancers but towards the beginning 
and end of the range, the radiation doses 

were frequently lower for cancers than non- 
cancers. 

Each year the proportion of exposed wor- 
kers remained a fraction higher for cancers 
than non-cancers (Fig. 3). However, when the 
interval between exposure and death was less 
than 8 or more than 20 yr (and AREW doses 
averaged 30.1 for cancers and 30.6 for non- 
cancers), there were over twice as many high 
risk years for non-cancers (12) as cancers (5). 
Between these extremes (when AREW doses 
averaged 31.0 for cancers and 25.1 for non-  
cancers), there was an unbroken series of 
high risk years for cancers (Table 7). 

Exposure age (Table 8 and Fig. 4) 
The exposure age analysis, which was res- 

tricted to men between 20 and 65 yr and to 



,_.&__. -.-.---- 
_ c  ,____,. .Id ___... .... "-. - ' 

. ... ,- -. , __" ~. . - 

T. F. MANCUSO et ai. 
314 

b 

expc 
she\ 
w or! 
(Fig 
radi 
thar 

F 
thai 
can 
we] 
car 
init 
cre 
grc 
inc 
40 
ca 
rn 
3: 

6: 
1 
P 
f 
t 

C: 



6 )  

)sure 
th). 

RADIATION EXPOSURES O F  HANFORD WORKERS DYING FROM CANCER 375 

exposures more than 5 yr before death, 
showed that: (i) the proportion of exposed 
workers was virtually independent of age 
(Fig. 4) and (ii) only after 40yr were the 
radiation doses noticeably higher for cancers 
than non-cancers. 

From 20 to 35 yr of age, there were more 
than twice as many high risk years for non- 
cancers ( I  1) as  cancers (4) and AREW doses 
were also higher for non-cancers (28.4) than 
cancers (18.4). However, for the group with 
initially high radiation doses there was a de- 
crease with age (non-cancers) and for the 
group with initially low doses there was an 
increase with age (cancers). Therefore, by 
40 yr the men who eventually developed fatal 
cancers were recording higher doses than the 
men with other causes of death. Thus, from 
35 to 55yr there were 16 high risk years for 
cancers and 5 for non-cancers, and from 56 to 
65yr the corresponding numbers were 8 and 
1. In the younger of these two age groups the 
AREW doses were 30.0 for cancers and 26.8 
for non-cancers, and in the older age group 
they were 31.0 and 24.3. 

Age at  death 
With recurrent events as controlling factors 

(e.g. exposure years and exposure ages), 
there was no way whereby men who re- 

, 
mained in the monitored population for short 
periods of time could contribute as much to 
the final results as men who remained for 
long periods and no way whereby the findings 

dependent. However, with age at  death as the 
controlling factor, there was no difficulty in 
obtaining strictly independent findings for 
any number of subgroups. Therefore, the 
analysis proceeded along new lines and was 
directed towards obtaining a stringent test of 
the null hypothesis of no correlation between 
the radiation dose and the proportion of 
cancer deaths after controlling for age at 
death (see Spearman's rank correlation co- 
efficients in Table 11). 

The basic data for this test were: (i) age at 
death for subgroups defined by cause of 
death (Table 9); (ii) radiation doses for sub- 
groups defined by age and cause of death 
(Table 10); and (iii) cancers as a proportion of 
all certified deaths in groups defined by age at 
death and radiation dose (Table 11). Thus 
Table 9 shows that: (i) although accidents 
were often causes of early death, men who 
eventually developed malignant diseases did 
not have appreciably longer life spans than 
men with other causes of death and ( i i )  be- 
tween two thirds and three quarters of all the 
deaths occurred between 50 and 80 yr of age. 

for each subgroup could be totally in- i 

Table 9. Agc disfribulions of canccr and non-cancrr drafhs:  s fafcd  causcs of drafh  (and I.C.D. No:.) 

Respiratory; 
Other All Cancers Age al Cardiovascular digestive Accidents 

death (3904581 (-577) (802-999) non-malignant non-cancers (140-209) All causes 
in vean % % % % % % % 

7.8 4.5 0.7 7.0 6.2 2,s 5.5 

Totals: 
Nos. 1837 333 450 2x7 2854 670 3520 

19.0 100.0 96 52.2 9.5 12.8 6.5 81.0 

Table 10. Mean curnulafive radiafion dascs for r fafcd  causes of deafh  and s fufcd  agc a1 dcafh 

Mean cumulative doses (R) in centirads 
All 

Solid RES AI1 non-cancers All Radiationdose %' Cardiovascular Accidents Other tumors ncoplasms cancers (001-136: deaths Ratios. 
in y e a n  (390458) (&IO-999) non-canccrr (14CL199) (202-209) (14WM9) 210-999) 1001-999) Ca: NonCa RES: Solid 

Under 40 s9 47 76 55 40 52 56 ss 0.93 0.73 
4 0 4  95 I I4 IM I O 0  57 93 I 0 2  100 0.91 0.57 
93-59 IS7 133 64 187 329 mi I36 154 I .48 2.19 
60-69 132 I I6 125 145 82 140 129 132 1.09 0.62 
7a-79 46 24 72 60 187 I03 SI 60 2.02 13.12 
Bo+ 39 6 13 17 97 n 34 33 0.G 2.94 

All ages 10s 94 118 130 219 I38 99 107 1.39 2.05 

.O - Cmc+n; NonCr - Non-rs; RES - R E S  Neoplasms; W i d  = Solid tumon. 

t 0 0 8 2  1 5 ;  
Hp V d  33. No. 5-6 
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Tabk 11 .  ' f a r  for correlation brrween thc prrcmtagc of cancer draths and the cumulative radiation dose after standardization for age 
at death 

Mean cumulative radiation dose for all workers (in cenlinds) 
Age at 
dcalh Zero 1-19 20-99 IW-499 500 + Toul 

in years Nos. % Cancers Nos. X Cancers Nos. % Cancers Nos. % Cancers Nos. % Cancers Nor. % Cancers 

Under40 108 9.3 55 10.9 58 8.6 24 8.3 9 22.2 254 9.8 
40-49 185 13.0 82 15.9 137 21.9 74 23.0 17 11.8 495 17.3 
SO-59 331 19.3 137 16.1 200 24.5 I55 21.9 58 31.0 BSI 21.2 
60-69 360 22.2 162 21.6 248 26.6 I 8 4  25.0 53 22.6 1w7 23.7 
70+ 352 13.6 189 11.6 2.51 17.5 74 18.9 17 29.4 883 IS.! 
Total 13% 16.9 625 lS.7 894 21.7 511 22.0 154 25.3 3520 19.0 

Value oft 
rho Ranking Nos. for cancer proportions 

4 

I 

I 4 7o.t 2 3 5 0.9 

Under40 3 2 I 5 0. I 
4049 2 3 4 5 I 0.0 
50-59 2 4 3 5 0.8 
6 0 6 9  2 I 5 4 3 0.5 

Means 2.2 2.0 3.6 3.4 3.8 0.46 2 0.22. 

*This value is slalistically significant ai Ihc 5% level. 
tValue of Spearman's rank correlation coefficient between the pcrcenlasc of cancer deaths and the radiation dose level. 

Table 10 shows that division of men who 
lived for more than 50 and less than 80 yr into 
three age groups still left each subgroup of 
cancers with a higher radiation dose than the 
corresponding group of non-cancers and still 
left each subgroup of RES neoplasms with a 
higher dose than the corresponding group of 
solid tumors. 

Finally, Table 11 includes the results of the 
correlation test and shows that division of the 
certified deaths into 5 age groups and 5 dose 
levels still left the highest radiation dose 
groups (over 500 centirads) with the highest 
proportion of cancer deaths. As a result of 
this consistent trend, there was a firm rejection 
of the null  hypothesis by the statistical test. 
Thus in three age groups Spearman's rank 
correlation coefficient (between the proportion 
of cancer deaths and the radiation dose level) 
had a value equal to or greater than 0.5 and 
the mean coefficient over age had a value of 
0.46 t 0.22. This is a statistically significant 
result since the coefficient for ( n )  observations 
has a variance of ( l / n  - 1). Therefore, for a 
mean coeficient from 5 age groups, each with 5 
dose levels, the  variance is (1/20) implying a 
standard error of 0.22. 

SPECIAL TESTS OF THE RADIATION 
ASSOCIATIONS 

The impression of a causal association be- 
tween the exposures to external radiation and 
the cancer deaths was strengthened rather 
than weakened by the controlled analyses. 
Therefore it  only remained to test the safety 

I 0 0 8 2  I b 

threshold hypothesis (i.e. the theory that 
below the maximal permissible dose radiation 
has no carcinogenic properties) against the 
only logical alternative, namely, that with any 
exposure to ionizing radiation there is a 
cancer hazard which is proportional to the 
dose. 

The choice of statistical test was influenced 
by the following assumptions: first, the  most 
plausible alternative to the  safety threshold 
hypothesis is a dose-response relationship 
that is either linear or at least monotonically 
increasing. Secondly, in  Hanford data the 
stimulus or radiation dose, is continuously 
variable and the response or development 
of a fatal cancer, is a binary one (or an 
all-or-nothing response). Therefore, the most 
appropriate statistical model was the  logistic 
or log-linear one which states that the logar- 
ithm of the odds-ratio of a response is linearly 
related to the stimulus over a suitable range of 
intensity '(Co70). 

Under the assumptions of this model the 
most powerful test of the null hypothesis was 
the permutation test of the difference be- 
tween the mean cumulative radiation dose for 
men developing fatal cancers and the mean for 
all certified deaths. Therefore the test could be 
carried out in  three stages: 

(1) Test f o r  cancers with definite radiation 
associations 

Let N = size of whole population; 
n = size of subpopulation of cancer 

deaths; 
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R = average value of radiation dose for 

t = average value of radiation dose for 
the subpopulation cancer deaths; 

S = average value of the  squared dose 
for the whole population. 

Then, the estimate of variance in whole 
population ( V )  = ( N / ( N  - 1))(S - R2) and t = 
[ ( r  - R ) / d V [ ( l / n ) -  (I/N)]] where this sta- 
tistic is approximately distributed as a t sta- 
tistic with (N - 1) degrees of freedom for 
testing the null hypothesis (see Appendix). 

. the whole population; 

( 2 )  Quanfifat ive  estimates of radiation sen- 
sitivity (doubling dose) 

Should the null  hypothesis of no  as- 
sociations between the radiation doses and 
the cancer deaths be rejected by the first test 
(as a result of t exceeding a critical value of 
approx +2.0), a quantiative estimate of radia- 
tion sensitivity would be required and could 
be obtained in the following way: 

Let D = the radiation dose which is just 
sufficient to double thi: normal risk of a 
cancer death (doubling dose). Then r will 
have an expected value of ( R  + S /D) / (  1 + R/D)  
(see Appendix). 

Therefore, by solving this equation with 
observed values of r, one could obtain for 
any cancer with definite radiation as- 
sociations an estimate of the doubling dose 
(D).  

( 3 )  Quantitative estimates of radiosensitivity 
in relation to pre-death years and ages 

There is no reason why the above formulas 
should not be used in relation to radiation 
doses for stated time periods or ages; and 
there are strong grounds for believing that: (i) 
tissue specific cancers have characteristic, al- 
beit long, intervals between initiation and 
death, and (ii)  sensitivity to the cancer-in- 
duction effects of any mutagen is strongly age 
dependent. Therefore, in Hanford data, the 
search for radiosensitive cancers can be 
directed towards discovering which of se- 
veral pre-death years or ages (in relation to 
tissue specific cancers) are associated with 
statistically significant differences between 
observed and expected radiation doses (or t 
values equal to or greater than 2.0). 

By taking this approach the identification 
of cancers with definite radiation associations 
(radiosensitive cancers) can be combined 
with estimates of: (i) the relative sensitivity 
of different tissues (as measured by doubling 
doses for the relevant cancers): ,(ii) charac- 
teristic intervals between initiation dates and 
death (or the pre-death years showing the 
maximum contrast between observed and ex- 
pected radiation doses); and (iii) the ages of 
maximal and minimal sensitivity to the 
cancer-induction effects of ionizing radiation 
(or the ages showing maximum and minimum 
differences between observed and expected 
doses). Therefore, the search for radiosen- 
sitive cancers (and other diseases with radia- 
tion associations) was pursued, first in rela- 
tion to pre-death periods (Tables 12-15), then 
in relation to age (Table 16). 

Table 12. Curnulatiw rodiarion doJcr for stared prc-death periods 

Noncanccrs 
Mean cumulative radiation doses in ccntirads 

years. deaths diseases Accidents noncanccrs 
Prcdcath All nonsanccrt Cardiovascular Other 

28 3.2 
26 15.8 
24 19.4 
22 22.4 
20 24. I 
18 29.0 
16 3S.2 
14 41.3 
12 48.2 
10 56.6 
8 67.3 
6 80.0 
4 92.6 
2 100.9 
0 106.0 

3.4 
15.3 
17.4 
20.6 
22.7 
27.9 
24.8 
41.3 
48.9 
57.2 
68.0 
81.6 
94.6 

IW.0 
110.9 

0.0 
7. I 

10.9 
18.3 
20.0 
23.S 
32.3 
37.1 
44.3 
54.8 
64.4 
76.4 
91.0 
Io0.S 
101.4 

3.2 
19.2 
28.2 
29.4 
30.7 
35.1 
38. I 
43.2 
47.9 
55.5 
66.6 
76.7 
86.6 
90.7 
93.2 

Number of 
deaths 2850 1837 450 S63 

*See footnote to Table 7. 
tStandard values. see later tables. 

Table 13. Curnularisr radiotion dosrs for statcd prr-death prriods 

Cancers 
Predeath years8 All cancers RES neoplzima Solid tumors 

28 I .9 0.7 2.2 
26 12.5 24.6 11.5 
24 18.9 14.3 19.3 
22 22.7 u. I 22.7 _ _  ~~ m 2s.2 243  
I8 34.0 32.3 
16 44.3 40.6 
14 54.3. 49. I 
I 2  65.0. 58.8 
I O  76.7' 69. I 
8 93.4. 175.4t 81.7 
6 104.2 I94 5- 95.0 
4 116.6 . 2W.9. 107.7 
2 129.0 216.2. 119.6 
0 134.4 223. 1. 125.0 

Number of deaths 670 64 m 
Figures in italics ~ipnificantly differ from the standard valuer in Table 12. 
Lcvclr of significance: 
'P <o.os. 
tP <O.Ol .  
t P  <O.WI. 
tSce footnote to Table 7. 
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Tahle 14. Cumulative radiation doses for stated pn-drath perioa's 

Mcancumulativc radiativc radiation doses in ccntiradst 
Bone manow Other sitcs 

Prcdealh ycnrs. (203:m5) (Zocrz; m; M69) 
28 I .o 0.0 
26 3.0 57.0 
24 4.2 26.4 
22 19.0 26.7 
20 37.b 29.1 
18 53.1 51.1 
I6 121.6t 50.5 
14 1m.5t 54.0 
I2 23l.lt 60.7 
IO 
8 
6 
4 
2 

310.2t 
401.4t 
446.9t 
438.5t 
&.I t  

. ~ .  
63.4 
62.3 
65.0 
72.9 
90.3 

0 449.2$ 100.1 

Number of deaths 22 42 

'See foolnote lo Table 7. 
tScc foolnolcs to Tables 12 and 13. 
$See significance IcvcIs in Tablc 13. 

. 

Tablc 15. Cumulative radiotion doses for stated pre-death periods 

Solid tumors 
Mean cumulalive radiation doses in ccntiradst 

b g c  Other 
Pre-death inlcsline Pancreas Lung Kidney Brain solid 

Years. (153) (157) (162) (189) (191) tumors 

28 
26 
24 
22 

I8 
16 
I4 
I2 
10 
8 
6 
4 
2 
0 

m 

0.0 
8.7 
19.1 
27.9 
25.7 
45.2 
54.7 
63. I 
74.3 
92.3 
106.5 
125.1 
129.6 
137.0 
141.8 

12.0 
12.0 
25.6 
33.6 
35.9 
35.9 
48.2 
6S.5 w. I 
119.9t 
142.7t 
173.9t 
214.St 
247.0t 
269.0% 

4.0 
15.0 
18.4 
23.3 
27.0 
35.3 
45.7 
61.8t 
72. I t 
86.9 
103.4 
117.1 
132.6 
147.5 
153.4 

1.0 
2.0 
1.3 
2.6 
3 .O 
13.7 
24.9 
35.9 
74.8 
88.9 
98. I 
123.6 
159.9 
172.7 
171.3 

0.0 
40.0 
39.2 
36.5 
46.9 
J9.3 
70.7 
70.8 
93.7 
98. I 
124.8 
158.4 
193.9 
226.8 
233.4 

0.0 
6.3 
17.8 

21.2 
25.8 
30.9 
32.2 
35.3 
37.7 
43.9 
49.4 
54. I 
59. I 
62.6 

ia.9 

Numbcr of 

*See footnotc to Table 7. 
tScc foolnotes lo Tables I2 and 13. 
fScc significnncc lcvcls in Tablc 13. 

deaths 61 49 192 21 18 265 

radiation was 48.2 centirads for all non- 
cancer deaths (standard or control group). 
For cardiovascular deaths, the corresponding 
dose was 48.9 (case: control ratio 1.01). for 
fatal accidents 44.3 (ratio 0.92) and other non- 
cancer deaths 47.9 (ratio 0.99). There were, 
however, positive findings for all cancers and 
for some of the neoplasms with exceptionally 
high radiation doses. 

Thus for all cancers (ICD Nos. 140-209), 
there were positive findings (Le. significant 
differences between observed and expected 
doses of external radiation) over a period of 
nearly 10 yr, namely, 7-15 yr before death; 
and for RES neoplasms there were positive 
findings over a period of nearly 20 yr, namely, 
from 0 to 18yr before death (Table 13). For 
bone marrow cancers there were ex- 
ceptionally strongly positive findings for the 
period 0-17yr before death (Table 14), and 
for 2 of the 5 solid tumors with high radiation 
doses some of the differences between ob- 
served and expected doses were statistically 
significant. Thus, for pancreatic tumors, there 
were positive findings for the period 0-11 yr 
before death, and for lung cancers there were 
similar findings for the period 11-14 yr before 
death (Table IS). 

For all cancers the critical interval between 
exposure and death-or the period of maxi- 
mum case : control contrast as indicated by 
the t value-was 12 yr (case :control ratio 
1.35 and 1 + 2.4). For RES neoplasms the 

Table 16. Estimatcd doubling dorcs lor critical prc-death p a n *  

Critical prcdeath periods Proportion of all deaths 
Radio-sensitive Years before Estimated doubling Obrervcd Expected* 

UlKCrS dcath dose in rads A 96 

Bone marrow 9 0.8 0.62 0.30 
Pancreas 0 7.4 *, 1.39 0.85 
Lung 14 6. I 5.45 3.26 
All RES ncoplarmr I I  2.5 1.82 1.15 
All canccrs I3 12.2 19.02 15.15 

T h e  ycars txforc death which showed the maximum contrast compared with thc slrndard 

tScc US. Vital Statistics for deaths of whitc malcs (1960). 
group of all noncanccr deaths (scc Tables 13-1s). 

RADIOSENSITIVITY AND CRITICAL 
PREDEATH PERIODS 

Division of the non-cancer deaths into 
several subgroups failed to produce any evi- 
dence of radiation associations in either the 
pre-death period or the age analysis (Table 
12). For example, 12yr before death the 
mean cumulative radiation dose for external 

t 0 0 8 2 1 8  

corresponding period was 11 yr (ratio 2.71 
and t + 3.7), and for bone marrow cancers 
9 yr (ratio 5.86 and t +6.1). For lung cancers 
the critical interval was 14yr (case: control 
ratio 1.50 and t +2.0), and for pancreatic 
tumors under I yr (ratio 1.50 and t +3.0). 

For other cancers with high radiation 
doses, there was less certain evidence of a 
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causal association. However, for brain tu- 
mors there was a period of 3 y r  when ob- 
served doses were twice as high as expected 
doses and t values were greater than +1.5 
(i.e. 17-19 yr before death), and for cancers of 
the large intestine the observed dose 18yr 
before death was 58% above the expected 
dose ( t  + 1.3). Finally, there were two findings 
which suggested that, given a longer period of 
records, there might have been a wider range 
of radiosensitive cancers. As a result of the 
study being restricted to men who died be- 
fore 1973, there were very few records of 
radiation exposures 26 yr before ' the final 
(death) year. However, in  this rare group 3 
cases of brain tumors recorded a radiation 
dose which was almost 3 times as high as the 
expected dose ( t  + 1.3), and 2 cases of lym- 
phosarcomas recorded a radiation dose 
nearly 4 times as high as the expected dose 
(t + 1.8). 

DOUBLING WSES FOR RADIOSENSITIVE 
CANCERS 

From the records for critical pre-death 
periods, estimates were made of the amount 
of radiation which would be needed to double 
the normal risk of developing any of the 
cancers with definite radiation associations 
(see doubling doses in Table 16). According 
to these estimates, 12.2 rads would be needed 
to double the normal risk of dying from any 
form of cancer. For cancers of pancreas or 
lung, the doses would be somewhat lower (7.4 
or 6.1 rads) and for R E S  neoplasms or bone 
marrow cancers, they would be even  lower 
(2.5 or 0.8 rads). 

These suggested doses are so much lower 
than the estimates based on atom bomb sur- 
vivors (Co70) that they are unlikely to go 
unchallenged. Therefore, we have included in 
Table 16 the proportions of certified deaths 
caused by the cancers with definite radiation 
associations, and the proportions of these 
cancers expected on the basis of all certified 
deaths of U.S. white males in 1960 (VSUS60). 
From these observed and expected propor- 
tions, standardized mortality ratios ( S M R s )  
were obtained in the usual way and compared 
with the results of solving the following equa- 
tion with observed values of D and R :  

E M R z 1 0 0 ~  1+-  ( 3 
where E M R =  excess mortality from a 
radiosensitive cancer relative to a standard 
risk of 100 for all certified deaths. 

According to the S M R s ,  the risks for Han- 
ford workers were increased by 26% for all 
cancers, by 58% for R E S  neoplasms, and by 
107% for bone marrow cancers (Table 17) 
and, according to the E M R s ,  the risks were 
increased by 4% for all cancers, by 21% for 
RES neoplasms, and by 79% for bone mar- 
row cancers. Since the more conservative 
estimates were based on the doubling doses 
in Table 16, we are faced with two al- 
ternatives:, either the actual doubling doses 
were even smaller than the estimates in this 
table; or, more likely, external radiation was 
not the only source of trouble for Hanford 
workers. In other words our analysis of the 
records relating to external radiation has 
shown the need for a similar analysis of the 
records relating to internal radiation. 

Table 17. Excess cancer morialify of Hanford 
wokerr:  Comparisons berwecn conwnrional 
SMRs and rslimaler based on radiarion doublinR 

doses ( E M R s )  

Cancers with dcfinite 
Radiation associations SMRs. EMRst 

207 179 Bone marrow 
Pancreas 163 I14 
Lung 167 107 

126 IW All cancers 
All RES neoplasms IS8 121 

*See Table 16. (Standard = 100). 
tScc text. 

INTERNAL RADIATION 
The data relating to depositions of radio- 

active substances are not yet in a form suit- 
able for testing the null hypothesis of no 
trouble from this potential source .of radia- 
tion-induced cancers. It is, however, pos- 
sible to distinguish between Hanford workers 
with and without positive urine analyses 
and thus discover whether the positive 
findings in Tables 13-15 were due solely to 
workers in high risk or doubly monitored 
occupations or partly to men in low risk 
occupations or ones which were only moni- 
tored for external radiation. 

Division of the certified deaths into two 
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groups (with and without records of internal 
radiation) showed that: (i) the proportion of 
cancer deaths was higher in  the positive 
group (22%) than in the negative group (18%) 
(Table 18) and (i i )  the  all-worker dose for 
external radiation was much higher in  the 
positive group (357 centirads) than in the 
negative group (23). However, even in the 
low dose group the external radiation dose 
was higher for cancers (29) than non-cancers 
(21), and in both groups a pre-death period 
analysis produced positive findings in relation 
to RES neoplasms (Tables 18 and 19). 

In the high dose group there were 17 RES 
neoplasms and 7 bone marrow cancers, and 
in the low dose group there were 47 RES 
neoplasms and 15 bone marrow cancers. In  
the first of these two groups there were posi- 
tive findings in relation .to these neoplasms 
for 8 of the 29 pre-death years (Table 18), and 
in the second group there were positive 
findings for 5 of these years (Table 19). Also, 

Table 18. External radiation doses of wodcrs with positiw and negative 
rrcords of internal radiation 

External radiation 
in centirads 

radiation. categories Nos. 56 Total Mean 
Internal Diagnostic Cases 

Cancers 194 21.9 79.064 407 
Positive Noncanccrs 691 78.1 236.940 343 

Total 885 100.0 315.944 357 

Cancers 476 18.1 13,653 29 
Ncgntivc Non-cancers 2159 81.9 46.021 21 

Tolal 2635 100.0 59.674 23 

Cancers 670 19.0 92451 138 
Both Noncanccrs 2850 81.0 282.963 99 

Total 3520 100.0 375.618 107 

'One or more depositions of radioactive subrtnnce. 

Table 19. Cumulative doses of utrrnal radiation for stated pre-death years 

Men with positive urine analyses 
Predeath RES Lungand Other solid 

yeus  Non-canccrr neoplasms pancreas tumors 

28 
26 
24 
22 

IS 
16 
14 
I2 
10 
8 
6 
4 
2 
0 

20 

13.7 
21.5 

36.7 
47.2 
59.4 
76.1 
99.9 

127.6 
158.4 
198.2 
245.2 
292. I 
324.6 
380.3 

28.4 

- 
57.0 
26.2 
53.2 
89.2 

159.1. 
201.2- 
243.3. 
257.1. 
300.1 
312.5 
376.8 
396.2 
407.6 
418.7 

27.6 
35.5 
29.2 
49. I 
59.9 
78.6 

114.4 
130.2 
172.3 
224.8 
269.3 
323.8 
379. I 
409.5 
460.4 

4.9 
13.8 
26.2 
31.5 
37.0 
52.3 
73.7 
96.3 

135.0 
174.4 
212.1 
260.7 
302.5 
335.9 
381.1 

Number of 
deaths 69 I 17 86 91 

*Set significance levels in Tabk 13. 

1 0 0 8 2 2 0  

Table 20. Cumularirv doses of crrrrnal radiation for Jtatrd pn-death years 

Men with no record of internal radiation 
Prcdeath RES Lung and Orhcr solid 

years Non-canccrs neoplasms pancreas tumors 

28 0.5 20.5 24.5 
26 I .7 14.5 19.8 
24 14.4 19.0 19.5 
22 12.3 16.4 18.2 
20 15.3 15.4 18.6 
18 24.7 11.0 rn.6 
16 27.2 17.3 22. I 
14 29.8 19.7 22.5 
I2 36.0. 22.2 25.2 
10 42.0. 24.5 3 . 5  
8 46.6. 29.2 27.2 
6 46.3 30.9 28.2 
4 29.3 46.4 34.6 30.1 
2 31.8 49.9 34.7 32.5 
0 40. I 51.7 36.2 39.7 

Number of 
deaths 2159 47 15s 274 

*See significance levels in Table 13. 

for the period associated with positive 
findings in both high and low dose groups (Le. 
12 yr before death), the estimated doubling 
doses were not significantly different for the 
two occupational groups. 

AGE AND SENSITIVITY T O  THE 
CANCER-INDUCTION EFFECTS OF RADIATION 

The search for sensitive age groups utilized 
a single set of controls (all non-cancer deaths) 
and two sets of cases, viz RES neoplasms 
and solid tumors with high radiation doses 
(see pancreas, lung, brain, kidney and large 
intestine in Table 3). 

Towards the beginning and end of the age 
range of external radiation records (which 
covered the period between 21 and 78yr), 
there was virtually no data for the smaller 
case group (RES neoplasms), but between 30 
and 70yr of age the records for this group 
were strongly suggestive of an exponential 
increase in cancer sensitivity with advancing 
age. Thus, between 30 and 40yr of age the 
observed doses were consistently lower than 
the expected doses. However, by 45yr  the 
observed doses were 15% higher than the 
standard dose: and by 50yr they were 50% 
higher. These differences were not statisti- 
cally significant, but by 55 yr there was a 
threefold difference between the observed 
and expected doses ( t  +2.5), and by 70yr  a 
14-fold difference ( t  + 9.2). 

For the larger case grous, there were posi- 
tive findings at both ends cf the age scale and 
a lull period between 25 and 40yr .  Thus, in 
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RADIATION EXPOSURES O F  HANFORD WORKERS DYING FlROM CANCER 

the youngest age group (21 yr with 6 cases 
and 43 controls), the observed and expected 
radiation doses were 39 and 8 ( t  + 2.3). In  the  
next three age groups (22-24 yr), differences 
between observed and expected doses re- 
mained statistically significant, but from 25 to 
45yr  there was nothing to choose between 
the observed and expected doses. Thereafter 
there was a steady increase in the cancer: 
non-cancer contrasts and by 60yr  the ob- 
served dose was 63% higher than the ex- 
pected dose ( t  + 2.1). Finally, by 72 yr there 
was a twofold difference between the ob- 

1 Table 22. Esrimared doubling dose for stared agcs: RES neoplasms and 
other sclecred cancers’ 

i Estimated doubling doses in rads 
Age in years RES neoplasms Other selected canccrrt 

21 
22 
23 
24 

0.2 
0. I 
0.2 
0.4 

25 - 1.5 
M m 49.2 
35 m 
40 OD 

4s M.0 70.4 
50 13.0 17.9 
55 6.2 14.6 
60 6.8 18.3 
65 1.2 14.8 
70 0.1 16.0 
71 0. I 8.7 
72 - 2.5 
73 - 1.1 
14 - 1.1 
75 - I .2 
76 - 0.8 
17 - 0.9 
78 - 0.9 

*See Table 21 for thc number of cases for cach estimate. 
tCnncerr of the pancreas. lung. brain. kidney. and luge  intestine. 

m 
m 

38 I 

served and expected doses ( 1  + 2.7), and by 
78 yr a threefold difference ( 1  + 2.5). 

These findings were suggestive of greater 
sensitivity to the cancer-induction effects of 
radiation in early and late adult life than 
during the intervening period and this im- 
pression was re-enforced by doubling dose 
estimates for various ages (Table 22). These 
estimates were also based on RES neoplasms 
and solid tumors with high radiation doses, 
and they showed that (i) for men between 25 
and 40yr of age the exposures to external 
radiation probably had no delayed effects; ( i i )  
for older men the doubling doses decreased 
rapidly with age; and (iii) for younger men the 
trend was probably in the opposite direction. 

Females 
Certified deaths of female workers totalled 

412 and included 126 or 31% of cancers. The 
proportion of these workers with records of 
external radiation was small compared with 
the men and equally small for 127 women 
whose deaths were ascribed to cancers and 
285 women with other causes of death (30%). 
Nevertheless, within the group of exposed 
workers the mean cumulative radiation dose 
was twice as high for cancers (133)  as non- 
cancers (68). 

Division of the cancer and non-cancer deaths 
of females into 4 age groups (Table 23) 
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Tablc 23. Cancer and non-cancer deaihr of femaleJ b y  age and mdiaiion &IC 

Radiation Radiation dosea in ccnlindc 
dose M a n s  fa 

Age levels No.ofdcatha Cnncsrr Tows exposed worken 
atdeath (centirnds) (N1 (Cl %* Rank rhot (N) (N) (13 . .  . .  . .  . .  

0 71 35 33.0 (2) 
I -  24 I 1  31.4 ( I )  

20-(9 m- 4 3 42.9 (4) 
IM)+ 2 I 33.3 (3) 

5 101 50 33.1 0.6 1071 MI 33 38 

0 31 30 49.2 (3) 
l -  IO 5 33.3 (2) 

50-59 Ut- 6 2 25.0 ( I )  
3 4 57.1 (4) 

0 46 13 22.0 (2) 
i- 9 I 10.0 ( I )  

6069 m- 5 2 28.6 (3) 
loo+ 6 3 33.3 (4) 

5 66 19 22.4 0.8 2451 1372 I23  229 

0 52 I I  17.5 (2) 
I -  I 1  - 0.0 (I) 

7 o t  m- 4 4 50.0 (3) 
loo+ I 2 66.7 (4) 
5 68 17 20.0 0.8 1085 927 68 I55 

0 ' 200 89 30.8 (2.25) 
I- 54 17 23.9 (1.25) 

AUyles 50- 19 I t  36.7 (275) 
loo+ I2 IO 45.5 (3.75) 

loo+ I 50 41 45.1 0.2 1190 2172 63 I 9 7  

I 285 127 30.8 0.60t 5797 5035 68 133 
20.29 

*% of all certified deaths. 
?See Table I I .  
N - Non-fancers 
C - Caners 
$This is a significant finding at the 5% Ievcl. 

showed that: (i) radiation dose levels were 
always higher for cancers than non-cancers; 
(ii) cancer: non-cancer contrasts were greater 
for deaths after 50yr of age than for earlier 
deaths: and (iii) i n  three age groups the pro- 
portion of cancer deaths was highest for the 
top level of radiation dose (over 100 centi- 
rads). 

Finally, despite the small numbers of fe- 
male workers with records of external radia- 
tion, the null hypothesis of no correlation 
between the radiation dose and the propor- 
tion of cancer deaths after controlling for age 
was rejected by a correlation test. According 
to this test, 3 of 4 Spearman's rank cor- 
relation coefficients (between proportions of 
cancer deaths and radiation dose levels) were 
equal to or greater than 0.6 and the mean 
coefficient over age had a value of 0.60k0.29 
(which is significant at  the 5% level). 

Estimates of the number of cancer deaths 
attributable to external radiation 

In the final stages of the analysis, the best 
estimates of risk were used to discover how 
many of the cancers with records of external 

Table 24. Erfimaied frequency o radiafion induced conctn among ctrli. f 
dtaihr o/Hanford &kcrr* 

Radiation-induced 
Certified causes Exposed workers cancers 

of death NOS. NOS. % 

Bone marrow 14 9.3 69.3 
Pancreas 31 6.0 19.4 
Lung I30 12.6 9.7 
RES neoplasms 41 1 1 . 1  23.6 
All cancers 442 25.8 5.8 
All certified deaths 2184 25.8 1.2 

*Provisional estimates for dcalhs during the period 1-72 

radiation (442 cases) were attributable to 
these exposures (Table 24). For 14 bone mar- 
row cancers, the estimated number of radia- 
tion-induced cases was 9.3, and for 161 
cancers of the pancreas or lungs, the estimate 
was 18.6. The estimate for all cancers (25.8) 
was a fraction smaller than the sum of the 
estimates for the three cancers with definite 
radiation associations (27.9), and the estimate 
for all RES neoplasms (11.1) was a fraction 
larger than the estimate for bone marrow 
cancers (9.3). Therefore, the proportion of 
radiation-induced cancers among the exposed 
cases probably lay between 6 and 7%, and the 
corresponding proportion for all certified 
deaths probably lay between 1% and 2%. 
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D' SCUSSION 
A preliminary analysis of the records 

relating to external radiation has shown that 
there is sufficient data in the Hanford 
study to: (i) identify some of the more 
radiosensitive cancers; (ii) quantify the 
radiosensitivity of these neoplasms; (iii) ob- 
tain estimates of characteristic intervals be- 
tween initiation and death: and (iv) recognize 
the ages of maximum and minimum sen- 
sitivity to the cancer induction effects of radia- 
tion. 

Further analyses will be needed to rule out 
the now remote possibility that the positive 
findings were merely the result of the radia- 
tion exposures having associations with 
other cancer-related factors. These analyses 
will proceed in two directions. First, there 
will be joint standardization for all the fac- 
tors with known or suspected radiation or 
cancer associations (e.g. exposure age, in- 
terval between hire and exposure, intervals 
between exposure and .death, and depositions 
of radioactive substances). Secondly, there 
will be a n  extension of these analyses from 
non-survivors with certified causes of death to 
other members of the monitored population, or 
workers' who are still alive at the time of 

Meanwhile cursory inspection of the re- 
cords relating to men who were still alive in 
1973 (Table 1) has shown that one of the 
reasons why the doses of external radiation 
have always been higher for survivors than 
non-survivors (Ma74) is because the sur- 
vivors include a disproportionately large 
number of men with positive urine 
analysis (Table 25). This bias is due to an 
association between high risk occupations 
and young recruits, which has caused the  pro- 
portion of young recruits to be different for: 
(i) singly and doubly monitored occupations; 
(ii) men with positive and negative urine 
analyses and (iii) survivors and non- 
survivors. 

Since workers with positive urine analyses 
were more often and more intensively 
exposed to external radiation than other 
workers (Table 18), it is essential, when 

follow-up. 

comparing survivors with non-survivors, to 
include internal radiation among the con- 

I 

Table U. &e distributions of men monirord far internal a d  a t d  
rodiorinn 

Doubly monitored' Sinply certified 
Ageat hire (;) ( 8 )  monitored. Survivorst deaths 

in vean % % 96 96 

55.8 13.1 Under30 9 . 8  49.1 41.1 
30-39 28.1 26.4 28.4 28.6 24.5 

11.7 31.0 40-49 3.2 12.4 17.7 
so49 3.1 10.8 10.2 3.6 2 . 4  
60+ 0.2 1.3 2.6 0.3 6.0 

H Nos. 12.095 3716 9128 zim 3sm 
% 48.5 14.9 36.6 85.0 14.1 

*Doubly Monitored = Monitored for internal and cxternal'radiation. , 
A = Positive urine analyses. 
B = Negative urine analyses. 

Singly monitored - Only monitored for external radiation. 
tSce Table I. 

Table 26. Standardized rodiation doses of survivors and non-surviwn in 
relation to various controlling factors 

Standardized radiation doses. 
Controlling factors (1) ( 2 )  ' (3) 

Exposure year (E) 142 71 111 
Cohort or year of hue (C) 138 72 90 
E + C  127 19 94 
E + C + internal radiation 101 84 112 

Nil I56 63 81 

'Standard (100) = External radiation doses recorded by the 1973 Sur- 
vivors and certified deaths in Table 1. 

( I )  - 1973 Survivors. 
(2) - Non-cancer deaths. 
(3) =Cancer deaths. 

trolling factors. This necessity is clearly seen 
in Table 26 where 5 sets of standardized 
radiation doses are shown for 3 groups in 
Table 1 (survivors, non-cancers and cancers). 
For instance even controlling for two factors 
simultaneously (Le. exposure year and co- 
hort), still left the survivors with a higher 
dose (127) than the non-cancers (79) or the 
cancers (94), but when internal radiation was 
added to the other controlling factors, the 
standardized dose was not only lower for 
non-cancers (84) than cancers (1 12) but also 
lower for the survivors (101) than cancers. 

Nevertheless, the absolute doses were 
higher for the men who were still alive in 
1973 than for the non-survivors included in 
the present investigation, and for Hanford 
workers as a whole, the trend of radiation 
doses (and proportions of exposed workers) 
is in an upward direction. Therefore we 
should be prepared for future analyses of 
Hanford data to show both a wider range of 
cancers with definite radiation associations 
(due to better representation of cancers with 
long latent periods) and a higher proportion 
of radiation-induced cancers among the ex- 
posed workers. 
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APPENDIX 
PROOFS OF STATISTICAL FORMULAE 

(I) Optimality of tests of mean doses in a linear 
logistic model [after Cox (CO~O)]  

The assumed model is given by: 

where: 

1 1 3 0 8 2 2 4  

~- 
xi  = dose of individual i ;  and 
a and p are  parameters (0 for  the effect of dose). 
Then the log-likelihood is given by: 

1 1 

where: 

zl = 1 if individual i develops cancer, 0 otherwise, 
so L = na + nrp - I: In(1 + ea+"1) in terms of n and 

I 

r (defined in text). Since the only random variables 
occurring in this equation are  n and (nr),  they are  
jointly (and in fact  individually) sufficient for a 
and p. Therefore by the principle of conditional 
test construction known to be optimal in such 
exponential type distributions, the best test of 
/3 = 0 is based on the distribution of (nr) given n 
and the set of values x i .  Evidently this is the  
permutation distribution of the mean of a sample 
of n from a population of size N. and this reduces 
by standard arguments to the t-test described in 
the text if N is sufficiently large and the dis- 
tribution of the set xi is suitably regular. 

(11) Estimation of the doubling dose in a linear 
model 

The  assumed model is given by: 

P {cancerldose x} = A( 1 + x /D)  

where A =spontaneous cancer rate and D is 
defined as  in the text. L e t  P{dose x in whole 
population} = f(x). 

, 

So that R (defined in text) = J;x f (x )  dx. 
Then, by Bayes theorem: 

P{dose xlcancer} = A(1+ x / D ) f ( x )  

[ A ( 1 +  x /D) f (x )  dx' 

Evaluating r (the mean dose given cancer) from 
this formula, and simplifying, one arrives a t  the 
formula quoted in the text, since: 

r = E{x)cancer} = xP{dose xlcancer} dx. 

(111) Validity of normal theory approximation for 
the t-value distributions 

The  question whether the radiation dose dis- 
tributions were sufficiently regular for  the standard 
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f-test to apply) was answered by estimating the 
empirical distributions of the t-values by Monte 
Carlo simulations. In 1000 simulated random sam- 
ples of size n = 22 (corresponding to bone marrow 
neoplasms) from the distribution of doses of N = 
3520 certified deaths, only 6 random samples had 
t-values equal to or greater than 4.48 (or the actual 
t-value for the sample of bone marrow neoplasms). 
Thus the  empirical probability is P <0.060 com- 

pared with a theoretical value (based on a normal 
theory approximation) of P < A similar 
experiment with n = 48 (corresponding to pancrea- 
tic tumours) gave a n  empirical probability (to the 
t-value of 2.99 for pancreatic tumours) of P C 0.010 
compared with a theoretical value of P < IO-’. Thus 
in neither case is the probability increased so much 
as t o  give a false conclusion at the I %  level of 
confidence. 


