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(183) Cancer in Manilla,—J. Guinore and L. Lorez Rigar, Notng sobr
el cancer en Manila, Jen, Filipina de Med, y Farm., 1927, 18, p. 167
THE authors tabulate the desths and unstandardized death-rates _
cancer and other malignant tumours in Manilly and the country districts il W
of the Philippines for the six vears 1021-26 inclusive. The rate in Manilly i 1
has increased, hut not regularly, from 45-33 per 100,000 to 50-p1, In the 5 THE CAN CER REVIE
country districts there has been no increase, but the rates are very low, .
8-30 per 100,000 in 1925, and the authors think the data may be incomplete,
The deaths in Manilly are tabulated by age and sex and also by am
and site (in this table the sexes are not distinguished, but patients admitted
to hospital are’ distinguished from others). The conelusions drawn are;
(1) Cancer mortality is increasing gradually in Manilla. (2) The number
of deaths among women is larger thun that of deaths among men. (8}
The maximum of age incidence on women is about the menopause, o
men from 50 to 59, (4) The organs most frequently affected are the
stomach, the genital organs (women) and the liver, in that order.
M. Grernwoon.
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(184) Cancer in Uroguay.—J, M. Liauas. Anuario estadistico de la
Repiblica Oriental del Uruguay. Pte I del “Anuario® y LXTIT de
las Publicaciones de Ia Direecion General de Estadistica.” Afig 1025, |
Montevideo, 1927,

Dorixe 1925, 1,107 deaths were aseribed to cancer, 653 of males and 544
of femnles. The proportion of deaths from cancer of all causes of deaths
was 62 per cent. Deaths from cancer are elassified by sex and site for
the separate departments, and’by age, sex and site for the whele republic, |
Cancer of the stomach and liver was the cause of g27 deaths ; 80 deaths
were assigned to cancer of the female breast and 88 to eancer of the female
genital organs. The age distribution of all denths from eancer wan as

follows ;— . '

1 i ing pages is brielly to review such of the
| Tﬂpnpe 01-1]!:1:: :lfn:l:;r:;hsu?“;iﬁshcd wlr?thin recent years and u!.u]mn}g*
! ‘:san wholly a numerical method as have, in the ?ezulewcrof
‘:Fﬁn}; D:dvmmn:d. our knowledge of some aspeet of the problem
op "

I malignant disease, whether by bringing to light some new element of

U'if; o SRCCR o  the problem or by making it probable that some Phumt:td]:wmnt l::l:
1524 . . 16 . ur?mund. Logically such a selection as is here attamptl.! gt
25-54 ok ¥ e 2 - ified. The papers reviewed have nothing in -’NPJII"I-I_I'I.G:I. L ey
o "y is = : JT'-'s.h o '-F bject to almost endless subdivision, so tha 3y
we L s ; :.mmm Its%]fmu;;si?is]upm to the charge of arbitrar) nmﬂ?s?im:z‘::i
7. and over s T tes . It is ;i:g inevitable that a selection—both the d:min:i X r:'frji?:w is a
Unkown., .. [ 7Y  the limitations of the writer’s knowledge imply 1 sual Jeodileeticass.
T . ; be coloured by the writer's individual p
Total e 1007 i ootion=-may

i it 1 ible that a review, how
' i these serious drawbacks, it is possible l
::ci]::!t::;::pletﬂ and even biased, may be of some serviee to the genera

E reader,

H. M. Woons,

I. Tae ALceEcED INCREASE oF CANCER.

By all lay writers, and a majority of medical writers, the recorded

i ture of
' inerease in the rate of mortality from cancer as a whole—a fea m*e‘ir
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nearly all national statistics—has been aceepted, if not precisely at
its face value, as at least reflecting a substantial change of incidence
with time. A minority of competent statistieians have dissented
from this general opinion and endorsed the view of King and Newsholme
that the recorded increase merely reflects improvement in the certifica-
tion of causes of death. The most important recent papers dealing
with this subject are those of Willeox, Stevenson (Registrar-General,
1917), Dublin and Schereschewsky, Willcox has developed the
argument originally set out by King and Newsholme and has shown
that the data of Frankfurt-on-Main accumulated sinec their paper
was written are consistent with their hypothesis, viz., that the signifi-
cant inerease of eancer mortality is borne by the sites less aecessible
to examination and therefore such that diagnosis would beeome less
difficult with improvement of medical technic. The other writers
named have tended to support the cornmonly held opinion ; Stevenson
in particular has pointed out that neither in English nor American
experience 1s it true that the inerease in rate of mortality from eancer
of inaceessible sites has uniformly been greater than that of accessible
sites. Schereschewsky and Dublin and his co-workers, the former
basing himself upon Registration data, the latter upon the material
of the Metropolitan Insurance Company of America, coneluded that
when reasonable allowance was made for errors of record and changes
in the age and sex constitution of the population a real increase of
rate of mortality with time persisted. The balance of instructed
opinion inelines towards the conclusion that the rate of mortality
from eancer as a whole has really ineréased. At the same time it is
recognized by those who hold that opinion that in most, perhaps all,
countries the recorded changes during the last generation over-state
the real change (see Wells, 1927). It is further to be remembered
that the increase has affected the older age groups and is coincident
with a fall in the rate of mortality from all causes tﬂgether. A larger
pmpumou of persons now live to the © cancer age * who formerly died
in earlier life, and the guality of these survivars may be different from
that of persons in the decline of life 50 years ago. If we could show
(1) that a natural and heritable predisposition to develop cancer
existed, and (2) that those peeuliarly liable to such development were
also peculiarly liable to fall victims to the diseases of early and middle
life the fatal incidence of which has notably declined (for instance,

tuberculosis and several of the zymotics), an increasing liability to

death from cancer at later ages would not imply any increased
activity of factors, such as habits of life, industrial influences, ete.,
which may predispose to cancer. So far as laboratory experiments on
animals are conecerned there is convincing evidence in favour of (1)
and a slight amount of evidenee in its favour ean be deduced from

'~ clusions as to the differential mortality by eivil state,

- This conelusion may be of practieal importance.
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some human materigl (Cockayne).
proved nor disproved.

In summary, it appears that there has certainly been no decrease
and probably an increase of the real rate of mortality from cancer,
but the records of the countries with the most highly developed systems
af vital statisties indicate that this increase is slowing down.

Proposition (2) can neither he

II. Tre DirrekeENcEs BETWEEN Rates oF CaxcEr MonTaniry
(wiTmy THE same Couwtny).

(@) As Affected by Sex and Civil State.

In all countries down to very recent times, the rate of mortality
from cancer was returned as being higher amongst women than
men, but this is no longer wniversally true. There is little doubt
that the factor of improved diagnosis—to which, as mentioned above,
the whole increase of mortality has been attributed by some—is partly

- responsible, because cancers of the female breast and of the uterus,
which form so important a part of the gross mortality from cancer of

women, are relatively easy to diagnose, so that a smaller proportion
of missed cases oceurred in the past amongst cancers of females than
of males. It was shown some years apo by Stevenson (Stevenson,
1913).that the fatal incidence of eancer of the female breast and ovary

s relatively greater upon unmarried than upon married women and
that the opposite conelusion holds with respect to cancer of the

cervix uterd, so that changes in natality may have played a part. The
statistical studies earried out at the instanee of the League of Nations
Health Committee and the monographs prepared by Lane-Claypon
for the British Ministry of Health have confirmed the earlier con-
In addition,
clinical-statistical studies (Deelman, 1920 and 1921 ; Peller; Kaufimann)
have made it probable that the greater Hability of married women to
fatal uterine cancer depends upon injury to the cervix sustained at
the first labour, that the distinetion is between women who have
borne children (or suffercd a misearriage) and those who have not.
It does not appear that with an inerease in the number of children
born after the first there is an increase in the risk of uterine cancer,
It has long been
believed, probably rightly believed, that non-speeifie irritation is a

“factor in the production of cancer, i.e., that if certain tissues or organs
- of the body are subjected to injury, or long-continued irritation,
- perhaps of a trivial character, it is more likely that a malignant growth
- will develop in the injured or irvitated tissue than elsewhere (such

iritation iz of ecourse to be carefully distinguished from the specific

. drritation resulting from the application of particular substanees, e.g.,
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coal-tar derivatives). It is possible that injury of the cer:ri:’z u_teri
sustained in the process of childbirth, perhaps followed by infection,
aets in this way; hence it may be that improved management ilJf
the puerperium, due to a higher general standard of midwifery, will

be a factor of importance in reducing the incidence of cancer of the §

neck of the uterus, even a more important factor than the reduction
of births associated with the general decline of the birth-rate.

With respect to the greater relative incidence of eancer of the
breast upon the unmarried, the question has been studied whether

here the factor of importance is the failure of the breast to pass through

the normal eyele of changes associated \v-ithtpr{:gn&ney. Lane- §§
Claypon’s work suggests that this is the explanation. She compared
the histories of two samples of married women, one of women whe §8
had had cancer of the breast, the other of women who had not, th:_n | 3
proper allowance was made for age and duration of marriage 1t ¥ :
appeared that the women who developed cancer were (of course - b

independently of the fact of having eancer, ie., Iallowing for duration
of marriage before eaneer developed) less fertile than tl11e eontrol
snmple. Tt seems probable therefore that the non-specific factor
involved is the absenee of a normal stimulus, ie., that the case is to
some extent in accordance with an old theory that malignant disease
is prone to develop in obsolescent or non-functional organs. It need
hardly be stated that this is only one of many factors and j:;er_tam]y
not the most important ; only a very small proportion of virging do
in fact develop eancer of the breast.

(b)) As dffected by Occupation.

A large amount of work coming under this heading has beenr
done (Stevenson, 1928 ; Eegistmr—Gf:nerﬂi,l 1928 ; Young, rlﬂﬁﬁ;
Young and others, 1926). Apart from particular instances 1l:tl: greab
intrinsic interest but limited scope, such as mule-spinners’ cancer
(Report of Departmental Committee, 1826 ; Si::ut!mm}, much pro-
gress has been made in the analysis of oceupational data. LEng]lﬁh
olficial statisties of occupational mortality have been considerably
“improved between the last two enumerations, those of 1910-12 and

1021-25. Not only were the classifications themselves more truly |

oreupational and less industrial (that is Lo sav, 'Wiﬂ:l respect to what
the enumerated person actually did rather than ‘ﬁ"jth.'['::!‘il}ﬂf!‘t to the
branch of industry in which he served), but the grouping together of
oceupations to form homogeneous social classes was trr_aprm-‘ed. '].:hc
result has been that while in the data for 1910-12 eancer mortality
did not show regular increase from social class to elass as one descended
the scale, the fourth elass having actually a lower mortality than the

st the «fifth class, unskilled labourers, had, however, much the
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highest mortality (see Stevenson, 1928)—the recently analysed
figures show a more regular increase from the highest to the lowest
social grading. Now the socially most prosperous class has the lowest
rate of mortality from ecancer. It has further been found that when
this social distribution was tested for different sites of cancer, differ-
entiation proved to be confined to certain sites accounting in all for
sbout half the total mortality., As there is no significant social
varation for the other moiety of the deaths it is naturally much more

! pronounced for the sites to which it does apply than for cancer as a

whaole, These sites include the alimentary tract from mouth to
stomach inelusive, the skin, and the larynx. The suggestion is that
the disadvantage of the poor is exposure to some Irvitant, or irritants,
the action of which does not reach the internal organs of the body
and cannot pass down the digestive tract below the stomach. It is
unfortunate that, so far, cceupational studies on a large scale should
have been mainly confined to men, so that we have no similar study
of the social incidence of eancers of the female breast and uterus.
It is still more unfortunate that at pfesent few countries eompile and
analyse oceupational mortality statistics upon an adequate seale. It
is perhaps not making an extravagant claim on behall of owr own
country to say that the oceupational mortality records of England
and Wales are still the best available.

(¢) de Affected by Race.

From very early times it has been believed that the incidence of
different diseases upon persons of different physieal type or race is
uneven—;for instance, thal negroes are more susereptible than whites to
smallpox. Some of the instaneces ean perhaps be explained by lack

~ of either selection or natural immunization ; the disease to which an

undue suseeptibility is manifested might be one to which the suscep-
tible race had been little exposed. This explanation could, however,
hardly cover all diseases, and certainly not cancer. There is,

E however, the difficulty that the general habits of life and the physical

and economic environments of different races are not the same. Tt

- would seem therefore necessary to compare the ineidence of cancer

upon different racial types within the same country and subject to a
fairly uniform environment. Such a study hos been undertaken by
Nieeforo and Pittard, whose monograph summarizes all the available
information. The result is to leave the question still open, because,
partly owing to incomplete anthropological data, partly owing to the
unsatisfactory nature of the medical-statistical information, it was not

- found possible to prove that regions inhabited mainly by particular

racial types were in fact subject to specially low (or high) rates of
cancer mortality. Further progress here requires the collection of
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more exact and ample data and must depend upon national or inter-
national organization.

(d} As Affected by Locality.

Tt has long been recognized that even within the same eountry
and when proper allowance is made for differences of age, sex and
occupational constitution of the local populations, the rates of
mortality from cancer arc not identical. Statistieal efforts to explain
these residual divergences have gencrally followed either the line of
relating the mortalities to geological or climatologieal variations (e.g..
Young, 1925) or of bringing the cancer mortalitics into relation with
some other index of a pathological state (e.g., Stocks and Korn's
recent work on the correlation between mortality from eancer and
the prevalence of goitre, and the earlicr work of Maynard, Greenwood
and Wood, and Claremont on the statistical association between
Jdiabetes and caneer). In spite of the suggestiveness of some of the
work, particularly that of Stocks and Karn, it cannot be said that
any very definite conclusions have yet emerged. Declman’s (Deelman,
1918) careful study of the contrasting mortalities from ecancer of the
two Dutch provinces Friesland and Limburg {in 1915 the rates of
mortality per 10,000 were 880 in Limburg and 14-40 in Friesland)
shows how difficult it is to reach coneclusions and, notwithstanding the
great advances in statistical technic of the last 80 years, it may be
doubted whether the statistieal method alone ean solve the problem.
The number of possibly relevant factors is so great that an cxhaustive
analysis is impracticable and the statistician must choose for study
those which, in the light of other knowledge, seem likely to be relevant
and important. This means, of course, that he must either, independ-
ently of his statistical acumen, have a deep insight into the ctiological
position, or must consent to act as the verifier of the notions of others
having, or claiming, that insight. Mere roving statistical enguiries are
not likely to lead to valuable conclusions.

Wark has also been done in contrasting rates of mortality of
smaller units of topographical division, villages, streets of villages or

even houses. With regard to the last mentioned unit, which gives.

rise to the problem of so-called Cancer Houses, Pearson some years ago
concluded that the distribution of deaths in houses was not random,
but neither in the data handled by him nor in more recently compiled
statistics was it possible to make allowance for wvariations in the
numbers and age constifutions of the inmates, so that the meaning
of the apparent bias of the distribution could not be ascertained. We
do not know whether certain houses have an apparently undue pro-
partion of deaths from cancer because there is some peculiarity in
the houses themselves or because these chaneed to be houses oceupied
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by an abnormal proportion of persons living at the cancer ages. A

 similar lack of relevant information invalidates, in the writer’s opinion,

the conclusions drawn by Sambon from his studies of the local inci-
dence of cancer in Italy and elsewhere.

() As Affected by the Habits of Life of Different Classes other

than the strictly Occupational Habits.

This subdivision necessarily overlaps (b) supra because, to take
the most frequently discussed example, it is (statistically) very difficult
to find groups of people within the same country whose habits of eating
and drinking are different but whose ouuupatidns are the same, while
il we compare groups from different countries, racial and climato-
logical contrasts (not to speak of differences of accuracy of statistical
systems) are introduced. ‘The only recent enquiry which sirietly® falls
within the present section is the work of Copeman and Greenwood on
the eancer mortality of Catholic Religious Orders, particularly the
Cistercians. It had been stated, on quite reasonable prima fucie
evidence, that the mortality from cancer amongst members of religious
orders the rules of which prescribed abstinence from meat was extra-
ordinarily low. Copeman and Greenwood, who had access to a wide
range of data, were able to show that in the English Houses cancer
undoubtedly occurred and that, taking account of the low general
rate of mortality in many of them, there was no indication that the
position of cancer relatively to that of other causes of death was in
any way exceptional. When the enquiry was extended to cover
Cistercian Houses in other countrics it was found that the necessary
statistical data for drawing conelusions did not exist. This enquiry
did not, therefore, confirm the belief that a meat diet predisposes to

. cancer.

III. DiFrereENcES BETWEEN THE Rates oF MorTavimy
oF IMFEERENT COUNTRIES.

(@) The Comparison of Countries of similar Statistical
and Feonomie Status.

Having regard to the remarks made above, it need not be reiterated
that comparisons of data compiled on different systems, e.g., when
there is much variation between the proportions of deaths medieally
certified or between the rules of elassification, arc worthless. But
even when the material and statistical accuracy of the data are the
same, great divergences exist, as, for example, between the rates of
mortality from cancer of the female breast and the uterus in the three
countrics, England and Wales, the Netherlands, and Italy. The

* The Official Analysis by Occupations (Registrar-General, 1028) Lrings oub the
low cancer mortality sustnined by clergy in general
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reason for this divergence has been the object of & prolonged inter-
national enquiry carried out under the auspices of the Health Seetion
of the League of Nations by representatives of the three eountries.
This investigation has thrown much light on related topics but has
tailed to explain the fundamental differences. Here, too, it does not
seem that by means of purely statistieal investigation the problem
cnn be solved. Should it, however, be ultimately proved that similar
divergences exist between the nationals of the three states domiciled
in America—some preliminary results point in that direction—a
further advance may be possible.

(B) The Contrasting of * Civilized* and * Native* Races.

Here, of eourse, any cxact statistical comparison is impossible.
A good deal of recent work has, however, been done on the relative
Frequency of malignant disease in native races, mostly on the basis
of counts of hospital in-patients (Butcher, Hoffman, Macvicar, Pitsford,
Pridie, Guazon, Mouchet and Gerard, des Ligneris, Surmont and Sava,
Lalung-Bonnaire and Bablet, Bablet, Vedder, Megaw and Gupta).

The general result is that qualitatively all forms of malignant
disease seen in eivilized countries oceur in native races, but that the
proportional frequencies of different varieties are different. The
necessary imperfections of the data make it impossible, at present,

to relate these divergences from European experience to difference of

hahits of life or of race, with one or two numerically unimportant
exceptions. A carcful enquity made by Hoffman respecting the
incidence of cancer upon Red Indians, while suggesting that the inei-
dence was low, failed to establish any definite association hetween
either the consumption of meat or the prevalenee of constipation

and the cancer mortalities of different tribes. Tn the opinion of the * §

reviewer, the data at present available are altogether insufficient to
form the basis of any induction. F

IV. SURcIcal StaTierics oF CANCER.

The statistical researches deseribed in the previous sections have
been direeted to the study of the etiology of cancer; those now to
be dealt with had a humbler but more directly ulilitarian object.
Surgical treatment of some forms of malignant disease, having for its
object complete removal of the original growth and its extensions, has
now been practised for many vears, but opinions as to its success have
been by no means unanimous. It has not until quite recently been
possible to give adequately supported answers to such questions as,
(1) What is the average length of life of persons suffering from various
forms of malignant disease who are not treated by any method designed
to remove the disease 7 (2) What is the advantage, measured in terms
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of increased average length of life, of surgieal treatment adopted at
different stages of the dizeaze ? (3) What are the comparative advan-
tages of the knife and radiological treatment in different forms and
at different stages of cancer ¥ (4) What is the proportion of vietims
of eancer who receive early treatment and how may that proportion
he_ inereased ¥

A satisfactory statistieal answer to the first question has been
rendered possible by the work of Lazarus-Barlow and Leeming, Wyard,
and others, whose data are statistically analysed in a report by Green-
wood, This material provides a rough norm or standard by means
of which the advantage of different methods of treatment ecan
be gauged.  The results of treatment with respeet to two important
sites, the uterus and female breast, have been elaborately analysed
by Janet Lane-Claypon, who has not only made a complete study of
the surgical literature of the subjeet but has had access to the data
of the hospitals of a number of English cities. A paper by Greenwood
and Lane-Claypon (1927) contains a non-technical summary of these
results which prove that, for these sites, the radieal surgieal treatment
of cancer is a much more hopeful procedure than generally realized.
A somewhat similar analysis of the literature dealing with malignant
disease of the reetum has been prepared by Darbyshire. So far as
the sites named are concerned the first two questions enumerated
above can now be fully answered. There is little doubt that early
radical operation in cancer of the breast means an average prolongation
of life of more than ten years, and it is probable that in cancer of the
uterus the results are little less favourable {Lane-Claypon, Stewart and
Young). With respect to the third question, there is satisfactory
evidence of a clinical-statistical character that radiological treatment
can compete favourably with treatment by the knife of cancer of the
neck of the uterus, and reason to suppose that in this eountry sufficient
advantage is not yet taken of the means offered by modern research
in this field. With regard to the fourth question, it has been proved
that not only in this eountry but also in Holland and Ttaly the pro-
portion of patients who present themselves for treatment only when
the disease has advaneed beyond the reach of surgical art is very large.
How this proportion can be reduced is of course not a problem for
the statistician. The group of investigations just deseribed marks a
new era in the analysis and interpretation of surgical data. For the
first time reasonably precise methods of statistical analysis have been
applicd to large bodies of data and reliable averages have been
computed.  In the course of this work—for instance, in the comparison
by Lane-Claypon of the antecedents of cancer patients and controls—
some indirect light has been thrown upon etiology, but the prineipal
object has been the impartial assessment of elinical results, and there
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can be i doubt that the introduction of these methods will raise the
general level of diseussion of rival methods of treatment.

CoxcrLusion.

Tt will be obvious that none of the investigations above briefly
deseribed has, taken by itself, essentially changed our seale of values,
none has shown that characteristic of the highest elass of scientific
work. But the cumulative effect of these laborious studies, on the
positive side in increasing the precision of our description ?f ';I‘u:
incidence and distribution of fatal eancer, on the negative side in
showing the insubstantial character of many popular "ﬂ'!t:ﬂ_l'il‘.sl and
superstitions, has been appreciable. No man dares set II'IEI.I!'.'E to the
achievements of genius ; it might be that a man of the highest order
of ahility—one who was not only an expert statistician but also master
of the very large body of experimental and pathological knowledge
relevant to the issue—ecould, even from the existing imperfect data,
deduee eonclusions of far-reaching importance. Such men, however,
. are rare and no man of genius has yet turned his attention to this
branch of the subjeet, which in the public mind tends to be associated
with the facile generalizations of journalists and other enthusiastie
but uncritical smateurs rather than with serious rescarch. [Tt is
probable that by the gradual improvement jn aceuracy and eo plete-
ness of the medical statistics of all nations we can best prepare the
way for a really illuminating survey of the eancer problem. One of
the advantages of the awakening of public interest in this matter 15
that in almost all countrics—as the abstracts in this Review testify
—there are signs of improvement in the official records. It eannot,
however, be said that af preseat much more ean be hoped from the
statistical method than an impartial study of strictly defined problems.
The time is still distant when the data of all civilized countries and
all sulxlivisions of these countries will be strictly eo mparable.
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EDITORIAL NOTE.

The functon of the macrophages in the growth of a rat sarcoma.—

A. CARREL
In a paper published in the Comples remd. Sve. de Riol, 1927, 97, pp.
17-21, and abstracted in this Review (1927, 2, p. 407), Dr. Carrel stated
thut a culturc of malignant fibroblasts from o raf sarcoma when inoenlated
into fowls produces mapidly growing tumours,

n shstracting the paper attention was drawn to this statement and
it was suggested that it might be due to a misprint,

Dr. Carrel has sent information by letter that our Sﬁpunitiun Wi
correct and that the statement was due to a typographical error in his
manuseript. The statement should therefore be that the eultures of
malignant fibroblasts from a rat sarcoma when inoculated into rafs give
rige to tutnours.
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