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THERAPY OF LALIGNANCY OFbTHE HEMATOPOIETIC SYSTEM
v, :
John S, Lawrence, M.D.

The main elinical disorders that will be discussed are leukemia,
malignant lymphoma and multiple myeloma, Leukemlia may be separated
irso the acute and the chronio types., No treatment other than pallia-
tive measures 1s known for the acute forms of the disease, unless the
results reported by Farber with aminopterin are established in a large
~utber of cases, Certainly, this is the only therapeutic measure to
2ate that offers any hope of aid to viotims of this type of leukemisa,
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. The chronic forms of the disease are more amenabls to therapeutic
procedures, It must be remembered, however, that none of the thera-
routic measures used thus far are curative. Discussion of therapy-of

4 ouronic leukemia will include the ggllowing: Roentgen irradiation,

§ arsenic, radioactive phosphorus (P’<), urethane, nitrogen mustard and
folic acid inhibitors, In the author's opinion, roentgen irradiation

{s the riost satisfactory method of treatment for ail o% the chronic
forms of leukemia, It is important that irradiation be given in small
repeated dosages rather than in large dosages., Dowdy and Lawrence em-

% phasized this in a report in 1941, They have confirmed their state- -
menta in many- instances since then. If irradiation is given as indi-
3ated by them, practically no nausea or vomiting occur. All forms of

2 caronic leukemia respond to this type of therapy. The white blood cell

i sount is the most important indicator of the response which the pat-
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isnt i3 getting to irradiation while treatment is being carried out.

Daily deterrinations of the level of the white blood cells R
7h10uld be made during the treatment period, Any narked diminution in
this level is tacen as an indication for withholdinrg of therapy until.
a0 white count becomes stabilized, The aim is to produce a steady =
nmradual decline in the level of the white dlood cells and, of ocourss, .
iuprovement in the general symptomatology. The level of the blood
~latelets as indicated in the daily blddd smears also serves as a
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aseful guide, A marked diminution in the number of platelets should -
g:radult in cessetion of irradiation therapy. -
2
i

Treatment with Arsenic " -

. Liséauer (1865) was the first to use arsenic in the treatment of
13 1ankemia, PForkner revived interest in its use in 1931, Its field of
‘ 13etulness is in chronic myelogenous leukemia. It causes a typical

31 vomission in this condition but is of little or no value in the other
% t7ves of leukemia. It i3 necessary to give it up to the point of
itoxicity in order to get satisfactory results, It is a form of ther-
2

19y that has never enjuyed great popularity.
Treatment with P32

The indications for and the results obtained from this type of
snarapy are essentially the same as those from roentgen irradiation
2.0ept that 5 e reduotion in the size of the spleen may not be so
zreat with P32 as with roentgen irradiation. Dr. John H, Lawrence
128 had rore experience with this form of therapy than anyone else.
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° Lawrenoce: Thgrapy of Malignaney of the Hemafopoietic Systen. fage 2

The proponents of this type oftherapy mention the lack of irrediation
Sickness as a strong point in its favor. However, roentgen irradia-

tion given as indicated by Dowdy and Lawrence is not associated with
nausea and vomiting of any extent, : ‘ '

Treatment with Urethane

Paterson and her assoolates were the firat to report this type
of therapy. One to two grama three times dally are the accepted
dosage, Good responses are odtainable in ohronic myelogenous leuk-
emia, Inconstent results are said to be produced in chronioc lymph-
atic leukemia. It is of no use in acute leukemia. The limiting
factor is the gastro-intestinal symptoms whioch are prone to ocour,

It 1s en adjunct to irradiation therapy but 1is not as satisfaotory'as'
1rradiation. : .

Treatment with Nitrogen Mustard

The firat clinical application of this type of treatment was by
Gilman, Goodman and others as reported by Gilman and Philips in 1946,
The doSags is 0/1 mg, per kilogram of body weight in courses of one .. -
o seven daily injeotions, The results obtained from this ohémo- -
therapeutio agent in the leukemias have not been eftirely satisfaot-- -
ory. Although remissione have been obtained, they have not usually -
heen of as long duration as following irradiation. PO

Treatment with Folie Acid Inhibitors Lk

Considerable work has been and still is being done with this -~ - -
o-oup of substances, It is too early to make any satisfactory eval-"
Sbion of them in leukemia. The work of Farber in Boston and Lehv
»a New York indicate that these drugs mey change the course of asute

iaukemia, They are two edged weapons and must be handled with ex-
sreme caution. : . ‘ SRR

For purpose of discussion, tha classifiocation of Gall and
¥allory will be used, It is as follows:

1. Stem cell lymphoma iy
2, Clasmatooytic lymphoma iReticulum Cell Sarcoma
3. Llymphoblastioc lymphonma : ' .

4, Lymphooytioc lymphoma

5. Hodgkin's lymphomas

6. Hodgkin's sarcoma

7. Follicular lymphoma

Roentgen irradiation constitutes the most reliable method of
smeating these disorders. PFollicular lymphoma is said to respond
qrost readily to treatment, but this is not universally true, Lymph--
ohlastic lymphoma, reticulum cell sarcoma and Hodgkin's sarcoma ars
+he most resistant forms to therapy. Llore satisfactory results may
.o obtained in lymphooytioc lymphoma and Hodgkin's lymphoma, Nitrogen
wwatard has proved of benefit in Hodgkin's diseass that has become
-esistant to roentgen irradiation, and in cases with wide dissemina- .
tson and marked toxicity. Combined treatment with nitrogen mustard -
and roentgen irradiation has proved more efficacious in selected cases.
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Multiple Myeloma

No satisfactory form of therapy has been found for this dis- S
order, Roentgen irradiation and/or folie acid inhidbitors may be of Lo
terefit in relieving pain when this is due to soft tissue tumors. : '
Stilbamidine has not been of any distinet benefit in our hands but
is said to relieve pain, =~ ~ -

Treatment of Complicatidng
Hemorrhagic manifestations, thrombopenia, leukopenia; infect- - .
ions, pregnancy, acute surgical conditions, anemia, and aoute hem- . .. !

.olytio erises may occur as complications of any of thase Adisorders, = . !

“hie handling of these complications presents distinet problems in- = . & |
individual cases, General as well as apecific types of treatment . o
must be resorted to in certein instances, Allen has reported good .
results as regards the control of bleeding by the use of toluidine . - -
blue. Antiblotics may be of great value in some of the active in-
fections, Pregnancy may complicate the plcture tremendously and . o
must be handled as a distinct problem in each instance. Acute surge- o
fcal ocomplications must be treated in the conventional way but the o
~isk is muoh greater than in the normal patient., Transfusion of .- .2 -
“*lood may be of temporary value in some patients who have marked . .
unemia, In general, trangfusions offer little and are to be als- .-
couraged, Acute hemolytio orises, when they ocour, makes it nec-
essary to oonsider splenectomy. : : S .

Treatment of Psychosomatic Symptoms

Malignant diseases of the hematopoietic aystem are frequently >
scenciated with marked psychosomatio symptoms, These require the art . -
rather than the science of medicine., kuch can be done to relieve . o
tuis part of the symptomatology by wise and sympathetioc oounseling.'
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