U.S. DEPARTMENT OF
HEALTH, EDUCATION, AND WELFARE
Office of the Secretary
Washington 25, D.C,

FOR RELEASE IN A .M. PAFERS
Wednesday, October 16, 1963

The Department of Health, Education, and Welfare today
released a report from the Director of the National Cancer
Institute concerning his .decision not to undertake clinical
testing of Krebiozen.

The statement was accompanied by a report from the
committee of cancer experts which reviewed the records of
504 patients treated with Krebiozen. The committee unanimously

recommended against clinical testing of Krebiozen.
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The Secretary

The Surgeon General and 0CT 15 1963
The Director, National Institutes of Health :

The Director, National Cancer Institute

Clinical Trial of "Krebiozen® Under National Cancer Institute
Sponsorship

In mid=August of this year, I appointed a committee to review clinical
records on patients treated with "Krebiozen" and to recommend whether
or not the National Cancer Institute should sponsor a clinical trial
of "Krebiozen." The committee has been engaged in an extensive study
of clinical records, microscopic slides, X~-rays, and other records of
these patients and has now completed its study and submitted a report
to me, A copy of the report is attached.

The committee is unanimous in its conclusion that "Krebiozen" is
ineffective as an anticancer drug and strongly recommends that no
clinical trial be undertaken,

On the basis of this report, the findings of the Food and Drug
Administration that "Krebiozen" is creatine and my own study of the
extensive data previously submitted by Doctors Ivy and Durovic, I
concur in the committee’s findings and have determined that the
National Cancer Institute will not sponsor or participate in a
clinical trial of "Krebiozen,"

As with any other potentially experimental drug, clinical trial of
“Krebiozen" would have to be justified on one of three grounds,
"Krebiozen" does not qualify on any one of the three,

The first basis upon which a drug might be considered for clinical
trial is theoretical. The proponents of "Krebiozen" have advanced the
theory that "Krebiozen" is a tissue hormone which inhibits the multie
plication of cancer cells, The Food and Drug Administration has
demonstrated that "Krebiozen" is not a tissue hormone but rather
creatine, a normal component of the human body concerned primarily
with muscle contraction,

The second basis for a clinical trial, and the one upon which most are
based, is that the drug must possess consistently strong anticancer
activity in experimental animals, "Krebiozen" does not qualify on
these grounds.
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The third basis is the accidental discovery that a drug has anticancer
activity in human beings. If "Krebiozen" had been shown to possess

such activity despite the failure to satisfy the other two justifications
for trial, I would have been prepared to sponsor a controlled clinical
trial after appropriate animal toxicity study and the development of a
procedure for the control of the identity of the substance,

The committee's report of the 504 case records clearly establishes that
"Krebiozen" does not possess any anticancer activity in man,

The National Cancer Institute has completed its consideration of "Krebiozen,"

There is no justification for a clinical trial, and from a scientific stand-
point we regard the case closed,



Beport of the Review Committee

BUALUATION OF KRODTOZEN CLINICAL RECORDS

Committee dembership

The Committee was chosen by the Director of the Rational Cancer
Ingtitute to review all available records concerning a selected group of
patients treated with Rrabiozen. The Committerc was charged with deter~
mining, oun the basis of an analysie of these clinical records, whether
Krebiozen should be recommended for further clinical trioal. All of the
committee members have had extensive experience in the clinical pxoblems
of cancer, in particular experimental cancer chemctherapeutics, and
represented the disciplines of surgery, intermal medicine, pathology,
radiotherapy, and endocrinology. Since a large number of breast cancer
cages were submitted, several of the participants were selected because
of their special interest and knowledge of this discase. The comittee
was composed of the follcwing members:

Dy, Pred Ansfield

Associate Professor of Surgery

Cancer Resecarch Division

Pepartment of Surgery

Bniversity of Wiscomsin Medical Scheol
tadison, Wisconsin

Dr, Harry DPisel

Director, Pcansylvania Division
Lzgrican €Cancer Society
Aspistant Professor of Medicine
Buivercity of Pittsburgh

School of Bledicine

Pittsburgh, Pennsylvania

Dr. Kizlkland €. Brace
Radiaticn Braauch
National Cancer Institute

Pr. Franlk Bietvich

Professor of Medicine

University of Tennescao

School of Medielne

Cafcef, Medical Service

Eennedy Veterans Administration Hospital
Memphis, Tennessce

Dz, George C. Escher

Ageociate Membow

Siocan-Kettering Institute for Cancer Research
Aspociate Attendiag Physician

Momorial Hospital for Cancer and Allled Diseases
Mew Yorlk, e Yorl



Dr. Emil Prei, IXX

Associate 3cientific Director for
Bxperimental Therapeutics

Chief, Medicine Branch

Rational Cancer Imstitute

Br. David Grob, Agsistant Dean
Professor of Medieine

8tate University of Now York
College of Medicine

Director of Medieal SBarvieces
Maimonides Hospital

Brooklyn, New York

Di'. Thomas HRall

Senior Consultsnt in Oncology

Lemuel 8hattuck Hospital

Associate Physician

Children's Cancer Ressareh Foundation
Boston, Hassachusetts

Dz. Donald Kayhoe

Read, Medical Groups Sgction

Clinical Branch, Collaborative Ressareh
Bational Cancer Imstitute

Dr, Alfzed Ketcham ‘
Chief, Surgery Branch
Hational Cancer Institute

Dx. lyndon B. lee, Jv.

Associate Director, Ressareh Bagxvice
Coordinator, Rgsearch {n Surgery
Vaterans Administration ‘
Washtngton, D, C,

Dz, Mortimer Lipsett
Assistant Chief
Bndoerinology Branch
Rational Cancer Tmstitute

Dr. CGregory O'Coner
Labozatory of Pathology
Hational Cancer Institute

Dr. Kemneth Olson
Professor of Modicine
Albany Madical Collage
Albany, Wew York
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Dr. Albert H. Ouene, Jr.
Associate Professor of Medicine
Johns Hopking Modical School
Director, iedical Oncology Unit
Baltimore City Hospitals
Baltimove, Maryland

Dr. Robert Ravdia

Associste Professov of Burgery

Univarsity of Pemmsylvania Medieal School
Co-director Heoplastic Chemotherapy Clinic
University of Pennsylvania Hoopital
Philadelphia, Pannsylvania

Dr. Juan A. del Regate
Director, Penrose Cancer Hospital
Colorado Springs, Oolorado

Dr. Shirley Rivers

Research Ageceiate, Cancer Chemothurapy
Veterans Administration Hospital
Associate in Medicine

Baory Univerasity School of Medioina
Atlante, Georgia

Dr. Albert Segaloff .

Profeassor of Clinical Medicine
Tulane Univergity School of Madicine
Divector of Endocrine Ragesrch
Alton Ochenar Medical Peoundation
Waw Orlesns, Louisiana

Dr. Bruce Shaider

Asgociate Professor of Medicine
Georgetown Univereity School of Medicine
Director of Tumor Service and

Cancer Chemotherapy Reseorch Progrem
Georgetoun Medical Divieion

D. C. Gsneral Hospital

Washington, B, C.

Dr. Jesse Steinfeld

Associate Professor of Medicins
Director, Cancer Chemothetagy Pregram
Univstsity of Southern Galifornia
School of Modieine

Los Angeles, Califoznia



Dr, Grant Taylor :
Chief, Section of Pediatrice
University of Tewas

H. D. Anderson Hospital end Tumey Inskitute
Houston, Texas ‘

Dr. T. Phillip Waalkes
Apsociate Director foxr
Collaborative Research

, Hational Cancer Institute

- Mr. Emsnuel Landau
Statistical Consultant
Rational Cencer Institute.

Beview Date

The Keebiozen Research Poundation had geleected 504 of its case
records of the more tham 4,000 patients treated with Krebiozen. These
racords consisted primarily of forms prepared by the Krebiozen Research
Foundation and returned at intexvals te the Poundation by the practitioner
who administered the Krabiczen. Caples of labovatory, X-ray, and pathology
reports were included occesionally but not usually. The Foundation oftem
added a case summary of its owm with comments on the chronological course
and with conclusions regarding the efficacy of Krabiozen. Information
videly distributed by the Krebiozen Research Foundation vegavding tumor
type end response rate in 4,227 patients {1962 Report) was aleo availadble.

Bacauee the material provided by the Krebioszen Research Founda-
tion was inadequate for scientific evaluation, the FDA undertock the
collection of complaete medical wecords of all the cases submitted by the
Foundatien. This involved for each patient, whenever possible:

1) Copies of hospital and doctors' records; laboratery,
pathological, X-pay, surgical, and autopsy reports;
and death certificates

2) Pathology slide preparations



3) Xorays

4) DRsport of interviews with all physieians imvolved in
caring for the patient

$3) Report of iaterviews with living patients

6) Boport of imtervicws with relatives and friends of
patients.

A vegional rvepresentative of the FDA persomally conducted each intezviev and,

following a epecific protocol, scught anmsers to @ cmprohenaive geoup of
questions.

Working with this total information on each patient, a Cosmittaee
membar, using a 13-page worksheet, tabulated all pertiment date with partice
ulaz emphasis on factors velated to ocbjective mmasures for evaluation.

The Cosmittee mamber then rated each case in terms of objective regression
and gubjective respontze.

In addition to individual evaluvation, each case was reviewed

either by the entire committee or by a anhcmtttea fouwiag the scheme -
dugunad belew:

Raview by Individual

/ ‘?mﬂ: Mambe \
No Regresdgion® Begreoaion ot

or Borderline or
Inadequate tast situation Problem
SUBCOMAITTEE disagraees
i . or
probion

agrees |
15D REGRESSION

N HAD ;'-.I.{ TB' THEST SITUATION

RECRESSION

:See page 6 for definitions.



Evalugtion Standards

The most important criteriocn necessary to assess the effective-
ness of a specific cencer therepy ie the presence of measurable disease,
Most frequently used are tumor messes, either directly accessible or
clearly outlined om X-ray £ilm, which can be followed and serielly measured
during the course of treatment. However, because of the importance given
to subjective improvement attributed to Kreblozem, &.g., pain relief,
the exact role and significance of subjective changee seen during thera-’
peutic trials should be understood. The uze of subjective response in
evaluating the effectiveness of an agent without reference to objective
regression is treacherous. In clinical triales of amtitumor agents conducted
by experienced investigators, subjective response i1s recorded and evaluated
but is considered important only if paralleled by cbjective improvement.
In addition, the majority of such patients are receiving druge for the conmtrol
of symptoms. Morxeocver, the administration of any mew agent aimost invariably
improves the patient’s ocutlook and hope for some period of tims,

A. Objective Criteria

Three categories were used in determinimg the £inal atatus of
each patient: ‘ '

1. Objective repression: A significant regression of a
proven neoplasm occurring while the patient was receliving
Krebiozen as the only entitumor agent., In accordance
with naticnally accepted criteria, tumor regression is
coneidered significant if a 507 or greater decreaee in
the product of measured diamaters occcurs, At the same
time, no new lesions should appear, mor should tumor
growth progress elsewhere, The vast majority of the
cases did not have serial measurements vecorded. In
such instances the practitioner’s statement of definite
tumor decrease was accepted and the patient was
classified ee showing an objective regression unless
contrary evidence existed in the clinical recoerds to
indicate that the other criterie had not been mat.

2. No repression: An aebsence of significant objective
regression, as defined above, while the patient was
receiving Krebiozen as the only antitumor therapy.

3. Inadequate test situatiom: A broad category of conditions
in which some feature of the casea made an objective

evaluation of Kreblozen impossible,

a2, Concurrent or immediately prior antitumor tharapy
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b. No histologic diegmosis of cancer

0. Uo vesidual cancer (€oriowing previous therapy)
upon initiation of Krebiozen treatmunt

d. Other, @.g. irelequats data,

In each of tho above feour situaticns, no decisions vegardimg the
efficocy of Krebiozen can be made. For example, with coneurzent therapy, a
specific treatment of demomstrated vmlue, it is imposaible to distinguich
betwesn the effects of Krebiozen ard the other modalitics of thexapy whether
the patient's tuxor progreecses, vemalie static, or regresses. In soms imstancses
such treatmeat known to esxeret ontitumor eoffects ovar a six go eight week pericd
was given immediately bofora Brebiozeh cdministzation. Such cases were pleced
in the "Inadequate test situation” category.

B, Subfiective Criteria

In corsldeving subjective of Eacts. a nunber of factors including
dogrea of diaability, pain, narcetic requizement, amd othor symptcms such as
naugea, vomiting, dyspnoa, and vmrtigo vare congsidered. These woeve evaluated
in light of concurrent and prior specific, symptomatic and supportivs thera-
ples, 6.g., blocd tzanofusicms, cxygen, narcetics, and entiemotics. In no
instance was subjoctive improvement alone considecsd evidenee of an ebjective
vemission.

Pindinya

A, Obgactiva

Of the total 506 cases, 288 fulfilled the mecessary conditions.
8o that the effects of Krebiozen could be avaluated. The romaining 216 fell
in the "Imadequate teat situatiod’category. Of the latter, 101 hed had
concurrent antitumor therspy, 50 had no histologic disgrosic of cancer, 49 had
no residual maitgnnncy at the time Krebiczon was started, and for 16 the data
wera inedequatae.

Of tha forwmar 288 cases, 273 when evaluated, on the basis of the
criteria indicatad above, showed mo significant rvagression.

Two of the rawaining 15 patients vers considered to meet the
criteria for objective regrossion. Paticat 68 had an abdomiunal wass which
at the timo of surgery was detormimed by frezam secticn to be a wmnlignaacy.
The exact typa could not be classified and permanent cections were not cbe
. taiped for a morae definitive diegnosis. Consequantly, the Committee could
not be certain of the mature of the disrase in this case. Follewing the
operation in 1951 the patient raeceived X-vray therapy aud theveefter was
treated with Rrebiozen. Aps of tha latest zeport the patiemt was spparently
1iving and well, Patfsnt 183 had an adenccarcinoma of the stomach whieh
regressed. The diegnozis wae made from a2 biopsy obtained at surgery in



August of 19546, The potient was treeted with five injeections of Erebiocsen

over a 4-week pericd im Septewmbor 1954. Ko other therapy was given. Sube
sequant abdomimnl surgexy ia May 1956 for suspected gall bladder disease dis-
closed no evidence of carcimoma,

Per tha vemaining 13 patients, although ineluded as vagressions,
doubts exieted as to whether ov not they should be comsidersd in thie category.
The matter was complicated becsuse the tumor changes for some vere of a very
equivocal mature and there were questions concornimg the actual smouat of
daecreasa in tumer sise, the truve validity of the ceasuzements or statoments
given, and the precise otatus of the disease. Imadequate decumentation often
made scourate assasament difficult. Hevertheleas, the Committes elassified
the 13 patients as regressions despite the obscurve conditions., The attached
Table A {s presented to give a cleover picture of the digease status of each

cne of the 13 patients omd te imdicate the problems aurmnding the objective
mluatm of the 13 questionsble cases.

In three instences, patients 72, 157, and 143, the tumor ragression
was of very short duratiom and followed by death due to wetastatic disease.
The latter fact imdicates that although regression was moted im one anatomic
site, the discase was progressimg simultemeously in other aveas. Essentially
the samo is true for patient 51, whose records show that while the lung no-
dules due to a hypexnsphroma decreased, metastatic invoivement of the csmtrel
pervous system bocame gpparent and parsisted during Brebiozemn administration.
g¢ should be notad that the pulmonary lesions of a hyperasphroma may become
smaller en ccession even though wo spueific antitumor therapy is given.

Of tho 13 patiente, % had breast eomcer, Patient 149 had @
reported metastatic tumor growth in the fundus of ous eye. This small
lesion vegressed during the pericd she received Rrebiozen. Periodically
vithin thae somo time intexval, the patient was aleo given hormonal agents
which are kacwn to preduca cbjective regressiocn in breast eancer. The
exact dateo ohe veceivad these lotter materials vers not recordad bdut
their adwinistration might logically de considered concurrent therapy.

Upon examination of the histologic siides of the tumor of .
patient 449 by expert pathologiasts, the diagnosis was wmade of & ware type
of breast Cumor which im all koown instonces had never metastasized. In
. e¢dditiecn, this patient and patient 141 as well had biopsies taken of their

. tumor massee during Krebiozen treatmont. 8uch encisioms alore, by actual
measurement, could have been a factor in the vecorded regression.  Patieat
362 ie veported ¢e have had a cosplate regression of a breast cancer, ale

though the dumtton of the regression aud actual enset of disease is wmot
documanted.

Pas:ient 425 had g fibrosarecoms, Oraede X. The walignaont potential



: cf this tumor is comsidexed hﬁgm.y uncettain.

. Patient 308 had a souroblastoma paz*uany resectad at the age of
S months. Several veperts im the madical literatuze substantiate the fact
that this melignancy, partienlerly in patients under cme ‘yeat of age, B8y
opontamously mgraas oxr chame m e benign tumor.

i Pntiam: 145 had his&@l@gicauy d@mmemmd welenoma of the face

in 19466 and of the elbew im 1931 which were excised. HKrebiozen was adminictered
ia 1951 for an un-biopsied nodule of the leg which dissppeared. Patfent 639 '
‘also had o melancmo and recoived Krebiozenm seven years after the originmal diag-
nosis. KReebioczen therapy wae continued Emr 21 monthe vmtil the patienz died '
with widely mawslcat.ic dineaue, )

Patient 177 died oﬁ motastatic cancer 1 year end 9 wonths following
Kesbioczen thorapy. WNo X-rays or radiologists’ veports were available for
review to verify the disappearance of the mmdiastinal motastasis creporeed te
have oceurred vhile the patient was reecsiving Krediesen. ‘

B, S#b ggcgivah

S - Of the 421 gati@ntu who could be evaluated on the basis of sube
jeceive sysptoms, 44 patients shovsd subjeective improvement. However, as
provicusly pointed cut, the use of subjective respomse in evsluating the
effoctivensss of sa ecgent withent referencs to cbjeetive regressicn 1o
entremely uverelioble in assessing the tvue status of wmalignont digease.

C. Zoxicity

The administration of the empuled Krabiozen was sssociated with
definite toxie effecte in 35 ecases. In most instances ouly induration aad
inf lammatory gramulomas at the injeetion sites were moted. Im some cases
the pain asgociated with these lezeions mecessitated discentinuance of further
injectionn. Adsessses or sloughs cecurrved im six patients. Thewve was little
evidence of systeomic toxicity, although ome patient who died with bromcho-
poeumonia was found to have lipid deposits seattered through the lungs, hearg,
liver, and spleen, possidiy due to the large amount of mimeral oil adminigtered.

Cenclusion

On the basis of dats rvoviowed aond objective critezia cmployad
to assess antitumor response, it is tho unenimous opininn of the Rsvisw
Committee that Rrebiozen is ineffective as onm antitumor agent. In a very
small aumber of patients, tumor wogressions of varying degrees were seen
during EKvebiozen treatment. The validity of the majority of these regressions
is subject to question for sevewral different reesoms. It io the opinion of
the Committea that the natuvre, degroe, end number of effeckts noted sre what
one might expeet in any large random sample of cancer patients. The Committee
strongly reccumonds that no climical triel of Kvebiozen be umdoxteken.



TABLZS A
Patients Evidencing Tumor Regression While on Xrebiozen

Age when . Reported Tumor Regression
batient _ Xrebo st. Sex Diagrosis Character Duration Cooments
i
51 69 F! Hypernephroma Dacreass in size 5 Mo, After tumor regression, pulmonary metastases egain
: of Pulmonary ' increased in size while the patient was still on
: Meatastasaes Kreblozen, Signs of CNS metastases appeared about

i the tims Krebiozen was started and parsisted with
varying sceverity until the patient’s death, said

to bs due to corebral howorrhage or cmbolus. It

¢ could not La determinad whethar autopsy was performeu.
The clinical picturc suggssts that while regrescion
occurred in the lung macses, matastetic dissass was
prograssing in the CNS. 1In e.ddition9 pulmonary
iesxona of hypernephroms ave known to decrease in

- v o e

" am
v e v

i ety

TS v

Ze on occasion even though specific thctapy has
: not baen given.
;
b e
!
z § 2 ;M Crade IV nalig- )50% decrease inf June The exzoet type of tumor represented by this case
! i nant intra- tumor mass on 1951 was naver determinad. Only frozaen sections were
4 avdominagi nso- multiple oc- to obtainzé¢ &nd no permsnant slides prepared.
{ plese of un- cagiéng  while precent  Consaguently, the committoe could not assess the
: ' determined on Krebiozen : true nature of tha diseasa. Post-operatively the
i ovimary sate { : patient received x-iay therepy and thereafter wsas
i given Krebiczan. At the last report the patient
: { : was living end apparently well.
E o ; :
: : : E
7z P21 F Fibrosarcora >50% decyeass inf 10 days i l€ce. Xrebiozen was -given over o 10-day pefiod;
; tef H :::i"; vhich tumer rogreszion was neted. The

t saemum * mess of turwr o
! ©wo eraaa 1 : iant €led o 10th trostment day of metastatic
disa'1e The rapid decline and death of the
patient due to cancer, despite regression of the
tumox nasses, suggest that malignant disease was
pProgressing elsawherse,
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tihen

&reb,
Patiant std.
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141 =5
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.Diaggosis 1 __ Character

&Adonceareine=
ma 0i Lreast

Raperted
ZFumor Rearassion

[
[

Duration

Commants

Cosplcte Reo
grassion

{
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The patient was said to have been f£reo of
disecase for 1 year. & number of arcas,
ineluding the dreast mass, were bicpsied
during the period of Krebiozen therapy.
The possibility must be considered that
such biopsies may havo been a facter im
the recorded dacrease inm tumor size. A
chest Z-ray during the period of ccmplate

i cegression rovealed a suspicious pul-

monary infiltrote suggesting that tueor
egrowth vas occurring im the lung. 7The
patient died, probably while on EKrebiozen,
S yeers after diagnosis.

[
&>
(VS)
&
~)

2 SIS 2RI RS

4

Adenccarecino-=
m3 of colon

)50% decrease ia
palpable sbdome
inel mass

2 worths

Buring the & months following the re-
gression, the tumor moss egain ime
creasad in size, although EKzebiozan
thevapy was continuved. The patient
died shortly thersafter,

145

» o

Halipgnant

wolancms of

face

Kodule cn
icwexr extrceme
ity dis-
appesved

Disease diag-
nosed in 1946,
Rzebiogen
given August
1951. Patient
1iving et last

-2EPITT.

i

The patient had histologically documented
welonoma of the face ia 1946, and of the
elboy in 1951. She was given 3 ce's of
Rragbiozen from fupust te Hovember 1951 for
a noneblopsied lesicn of the lowar exe
tremity, consgquently the exact mstuszo

cf -the -nodule ie uakagws., FThis diss

appeigid She recaived multiple coursos
of I btefozre and after iozen.

This latter therapy with I is of
questionable value.




Reperted

Age When Tuwer Regression
Patient Rreb. s¢., Sex Diagnecsls { Chareetar { Duratior 1 Corm=nis
149 13 F Iufilivating ducg Disappearanc» of mei 2 months Thes paticnt with wmetascatic breest
cell carveinoma ¢8 staticlesiens in funaus ecancer was bedridden and Bliid
breast with lymphy of the vy? and retinal with a detached retins and wiias-
NG BELASEEE25. rzaziachm:at. zaces in th. fundus when Xrobinzen

was staxted. The patient received
steroids and ACTH as well =3
Krebiczen and died 7 menths i
initistion of Krebiozen therwpy,
apparently frem carcinomatesis,
The pessibiiity thac thno hormonal
agenis may have beep a facior in
the regression noted must b2 cone-

sidered.
157 51 M Teratncarcinoma Disappzarance of pul- 8 wzeks Following a br of regression. sul-
mopary matastases monary maetestas«s reeppasr:d,

Increasing doses of Evsbiczen usd
no effect. Tranmsient regression
followed repzatad courses of rudia-,
therapy but the paticnt dicd of

i progressive disease.

nal m“ astasis 1 yeer Disease recurzed and the patian
heve disappeared ) died of metastatic cancer 1} yr.

9 months following complstion of
Krebiozen therapy. No x-rays or
radiologist's reports were avail-
able for review.

3
2

3emincma M:dlast
saild te

o
=y

177 34

)

183 38 M Adznocarcinoma Compl-:t:e regraasion Diagnocis 1954 Inopwerable adenocarcinome of
Stcmach Rrebiezen 1954 stomach was found in 1954. Ho
Living and tumer was found at re-oxplovstion
well et pras- | in 1956.

ent time.




Beported

Age when — Tuwmor Regression
Batieat) Kyeb. stavted] Sexi __ Diagnosis Charazter Duration Comments
3C3 11 mo. F { Neurcblastoma, Complete re- 1652 te Thig female {nfant bhad an 80-90%
| retroperi- gresgion of re- present cesaction of a neurcblastoma at
toneal current abdsminal age 5 months. With the appearance
digease and. of abdominal recurrence,
metagtatic supraclavicular and mediastinal
! disecase mctastases, Kreblozen was started
: in March 1962 and by September 1962
: there was no evidence of discase.
' 1t should be noted that in patients
E undar one year of age this malignancy
on ozcacion regrasses cr changes
to a benign tumocr,
362 { 67 F | Seirrhous Complate ? Corzer, first syupteratis 4a ? 1949,
ﬁ adenocarcinoma regressica. woo diagnosed im 1957, The patient
' cf breast. hed no therapy before Keebiczen which
wos given im 1958 over the 7-month
pericd during which complete digsap-
pearance of the rass was sald to occeur-
“ The duraticn of remissionm is unknown
{ although the patient died 8 months
; afier completicn of Krebioczen therapy
18 months after diagnosis.
— -
405 36 F i Fibrocarcona Complete dis- . Diagnosis 19464} After multiple surgical procedures
i Grade 1 of appcarance of Lest Krebiczen| and courses of irradiation between
i ehigh 4" x 4" lesion, Dez. 1954, 1634 and 1952 the patient presented

Lefe thigh.

Living ne lact
EEPCYL.

ia 1953 with a lesion on the thigh
vhich was nrot bicpsied, The exact
nature of the lesion here is unkaswn.
1f a fibrosarcoma Grade I, it would

be of questionable malignant character.
During the period of Kreblozen admin-
isiration, theo lesion discppeared
laaving only & defect in thz area.




Patient

Age
when
KIEBO
std,

Sex

Diagnosis

Reported

Tumor Regression

Character

Duration

Comments

429

42

Malignant melanoma
of lower extremity

Lesion on lower extremity
said to have disappeared

Months

Melanoma initially treated in
1945, continued to recur dee
spits excisional and X-ray

therapy until 1952 when Krebiozen
was started, Krebiozen therapy
was continued for 21 menths until
the patient died with widely
metastatic disease, Apparently
the tumor was a very slow growing
malignancy. Nevertheless, the
question arises whether or not
progression was occurring else-
where at the same time regressior
was noted for the lower extremity
lesion,

Adenoid cystic
carcinoma of breast

>50Z reduction in tumor
gize reported

Living from
time of diag-
nosis in 1958
to present

Following a year of Krebiozen
therapy, two biopsies of the
lesicn were made: one measured
3 % 2.8 x 1.8 cm.; the other
4.5 x 4 x 2,5 cm. Such large
biopsies could well have ac-
counted for a very substantial
decrease in tumor mass. The
original mass size was reported
as 10 x 16 cm, Upon further
review, the specimen was felt
to represent an adenoid cystic
carcinoma, an extremely uncommon
lesicn which; in the experience
of the Armed Forces Imnstitute
of Pathology, has not been
observed to metastasize.




APPINDIX

Tablo } -~ ohows the distribution of the 504 casos
according €o primazy site with a dreakdown
into categories for evaluation as determined
by the Review Committes.

Table 2 - indicates the number of objective regrassions
for those primary sites containing 10 or more
patients vho fulfilled the requizrcwents for
an adoquote test situation® For comparison,
the total number of patients treated with
Rrebiozen as of the 1962 Report is showa
for the seme sites.

Table 3 - is the same as Table 2 but for primary eites of
less than 10 accepteble test patients.

“Al1 paticnts were included im thie catogory ualess the matura of the
experimental conditions made an objective evaluation of Krabiozen
impossible as stated under "Inadoquate test situation” on Page 6.



TADLE 1

DISTRIBUTION OF EREBIOZEN CASES BY PRIMARY TUMOR SITE
ARD TEST SITBATION

Adequate Inadegquate Test Situation

Primory Tumor Site No. Test Lr Coneurrent | No Path. | Mo residual |

. : SSubm, | Situation otal] Therapy | Diag,of Caj Cancer j._Other

Total S04 288 216 101 30 49 16
Braein & Cozd, Primary 17 é 11 4 4 3 0
Breast 180 93 87 39 12 9 7
Cervix Uterd 6 3 3 ,0 0 2 1
Colon 49 33 16 3 3 10 0
Buodenum & Small Imtest) 2 1 1 0 0 1 0
Esophagus 1 0 1 0 0 1 0
Gallbladder 1 0 1 0 1 0 0
Head & Heek 6 3 3 1 1 1 0
Kidney; Uzreter { 10 6 4 1 0 2 1
Larynx 2 1 1 0 0 1 0
Liver & Bile Duects 5 5 0 0 0 0 0
Lung; Bronchus 22 19 3 ) 1 2 0
Nasopharynx 6 6 V] 0 0 0 0
Ovary 1/ 19 11 8 6 1 1 0
Pancreas 15 16 5 1 4 0 0
Prostate 11 2 9 7 2 0 0
Rectum 23 20 3 0 3 0 0
Salivary Glands 2 2 0 0 0 0 0
Stomach 24 12 12 1 5 5 1
Testes 6 5 1 1 0 (V] 0
Thyroid 3 1 2 0 0 2 0
Tongue 3 3 0 0 0 0 (1]
Urivary Bladder 10 6 4 2 V) 2 0
Uterus ' 8 6 2 0 0 2 0
Vagina; Wulva 2 1 1 0 0 1 0
Undetermined Site 20 | 11 9 3 4 1 1
Rodgkin's 2 0 2 2 0 0 0
Lymphosarcoma 2 1 1 1 0 0 0
Mzlanoma 8 6 2 1 0 1 0
Osteogenic Sarcoma;

Bone; Spine 12 8 4 3 1 0 0
S8arcomas -~ Soft Tiasue 7 1 6 i 0 1 4
Acute Myelocytic Louk. -2 0 2 2 0 0 0
Misc. Abdom. Malig. 2/ 3 3 0 0 0 0 0
Medisstinum, Undifferen. 1 1 0 0 0 0 0
Hisc. Skim Cancer 3/ 2 1 1 1 0 0 0
Meuroblastoma 3 1 2 1 0 1 0
Ho. estab. diag.of bialigi. 9 0 9 0 8 0 1

One of these cases was shown at autopsy to be metastatic carcinoma from the bresst.

Includes -~ Mogothelioma, WHeurofibrosarcoma, and Sympathicoblastoma.
Includes - Ons patfent with epidermoid cancer of hand, and ene with squamous cell

cancer of penis.

Ralna{me
R Ty, N



TABLE 2

OBJIBCYEIVE RECRESSION CATECORY
(FOR SELECTED PRIMARY TUMOR SITES - LARGE SAMPLES)

- KEUMBER OF PATIEHNTS
Primary
Twmor | Total 21 poean Fulf11led Adequate Tost Situstion
Site L/ |Troated [Sudbmittod o Objectiva ' Objective
by K.F. Togal 3/ Regrossion Regropsion
Breost 870 180 93 89 4
Colon £63 49 33 32 1
Lang 340 22 19 29 0
Ovary 228 19 11. 1 0
Panereas 177 1S 10 10 0
Ractum 237 23 20 20 0
Stomach 286 26 12 i1 1
Undotermined
8ite 102 20 11 10 1

1/ Por sites with 10 or more cases fulfilling the requirements for zn adequate
test situation

2/ Soures:

3/ As datermined by Bovicw Cozmittee in present study of 504 coses.

"Repore on Krebiosen, An Agent for the Treatment of Cancer, 1962",
Reeblozen Becearch Fowadation, Table 1, Page 9



OBIECTIVE RAGRESSION CATECORY

TABLE 3

(For SELZGTED PRIMARY TGOR BITES - SMALL SAMPLES)

v WUMBER OF PATIENTS
Primary —~ Total oube- Fulfilled Adaguate Test Situation
i mestah | Ep | mom 3 | pdeeeie | e
' . F. ] =
-Ootacgenic Savecoma 23 12 8 7 1
‘Broin 4/ 178 17 6 6 0
Ridaey, Urster 116 10 6 S 1
Easapharynx 48 6 6 6 0
Urinniy bledder 107 10 6 6 0
Btexus - 71 8 6 ] 0’
Malanoms 115 8 6 4 2
Liver & Bile Buct 62 5 5 S 0
Testos 31 6 S 5 0
~ Cervin-Uteri 147 6 3 3 0
Misc. Abdominal S/
malignancy 3 3 3 0
Prostate 130 1 2 2 0
Salivary Glazds 21 2 2 2 0
Duodenum & Small 19 2 1 1 0
imtestines
Larynx 26 2 1 1 0
Thyroid 18 3 1 1 0
Vaging; walva 10 2 | 1 0
Lyrphosarcona &6 2 i 1 0
Sarcoras 115 7 1 0 1
Hourcblastoms 5/ 3 )| 0 1
Hipe. Skin 2/ 2 1 1 ()
isdiastinua ) 1 1 0
vnd{ff. 3¢

" 1/ Por sites with lazc tham 10 caces fuifilling th@ mquitemnts for an adequato
tast aitwaticon.

Tebile 1, Prps 9
3/ As determivnd by Novizw Committes in prasent skudy of 504 cases.

5/ Wot 1fsizd ia

1962 Rﬂpmt.

&) Iocludes Praim oxd Cond, primery, end Brain mt&&tem@s

2/ Scurcg: “Ravore on FKrehioszen, Am &g@nt for the ‘i‘mam:nt of Caancer, 1962",





