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e: Please send your disgnoses to Dr. Vellios before May 10th.
Bring these abstracts with you. Home will be available

at the meeting.




CASE 1. Dr. Severznce

1555-Thk. An B3 yemr old female was trested for urinary infection wit
antibiotics but entered the hospitsl conpleining of inabllity to urimate
for the previcus 12 hours. Urine ecnltura was negative. Urine examination
showed B-12 white cells snd 25 to 35 red cells and a trsce of albumin.
I.V. Pyelogrem showed negative kidneys.

At cystoscopy, & paplllary tumor wes seen aleng the urethra and extruding
from the external urethral orifice, extanding back to and a Mttle bit above
the bladder neck. The tumor seemed To be entirely withdn the urethra. Ten
grams of pale reddish-grey frammernts of tumor tlssue were sent to the lsbors-
tory. (This is labeled 1402-Th)

A faw days later a complete removal of the urethra and removal of e
lower portion of the bladder below the urethral orifice was carried cuk.
(Thi=z is pathologicsl mumber 1555-74). The speciman messured 5 x 3.7 x 3.0 cm.
The tumor grossly end microscopicslly extended up to the lower portiom of
the irigone. It seemed to be inccempletely removed.

CASE 2. Dr. Mershall

B-Th=52h4. A 54 year old woren was pdmitted with scute urinery retention.
Three week history of ipcressipg difficulty in voiding was noted. There was no
hematuria by history. GShe had a twenty pound weight loss In Lhe lest %
months. She saw & locel physician whe treated her for urinary tract irfection
and referred her to the University of Texas Medical Eranch.

PHYSICTAL EXAMINATION: Examination revealed blood pressure 96/656, pulse 92,
respirations 24. A catheter was placed with 1300 ece.'s residusl. On pardise
exem there was mitral stencsis with compensated congestive heart Tailure.

On pelvic exam the bladder wsll was thickened but not fixed fo the pelvie
wall.

_ LABORATORY & X-RAY: On admiszion BUIW was 21, hemoglobin 6.6, she was
tranasfused te 12.4, IVP revesled the upper tracts to be within normal Emits,
cystogram revenled filling defects at bladder neck.

Cystoacopy revealed polypoidel lesions arising around the bladder nark
end extending cnto the arierior w=ll of the bladder, wlth pgelstinous picces
eazily dislodged. lo ulceraied sreas were found. The ureteral orificez were not
involved with the process.

CASE 3. ©Dr. Tiash

872-5320A. A 34 year cld BElack woman noticed progressive swelling end
eyanosis of her right arm while she was on oral coniraception. The diegnosis of
right subclavian veln thrombosis was made with the aid of a venogram znd she
was treated with anticoagulants and withdrawal of the contraceptives, with stme
improvement.

Within ‘the next month she noticed painful swelling of her neck and right
gide of the face, followed by dyspnea, dysphagia and abdominal cramps end she was
admitted to St. Luke's Hospltel Center.



—

Qase. 3 (cont'd)

Her past history was unrvemarkable exceph for the pericdic dingestion of
dezoxyn, an avphefzmine for weight contrel, in the last 10 years,

on EFH.LH* ton sha had pild right facizl end arm swelling ond marked bilateral
cevvical swelldng wish hsrd, Tlat to podiler mogses in the Isteral cervigal &nd
suPrunlaviuulur regivng, interpreted ss matted lymoh nodes. Tn sddiftion there
vas a hard fixed msss pelpable in the right iliar avesa. These masses increased
perceptively in gize within a few days of observation.

timum. IVE was
placing the urater
tory Gests wWere

¥—ray ol the ehest showed a wideping of the smDerior medias
normal except for = U = U cm. mass in the right luwbawy ares, dis
medially. A metestatic bone survey and a nuwnber of other labors

within normal I1imits.

Biopsies of the cervicel and lower abdominal masses revesled ddenticel
histology, and a representative seciion is submitied.

CASE 4. Dr, Morales

g-60-U5Th, A B0 year old Black female, G3, Para 3003, IMP 1N yeers, was
admitted for the thivrd time to Jackson Memoriel Hospitel because of a alx month
history of postmencpausal bleeding. During two previous adwissions, she had
several biopsies of the endometrium, cervix and wvagins which revesled only acute
and chronic inflammation, and "necrotic sngiomstous tissue with sickiing™, A
hysLerncuc_y discloged *wt ¢HLET5u1 i8l lefonmyomas and a & cm. polypoid intra-
cEVitary mass of the ubergs.

CAS

Lxl

B BT ASET

sth-L415. A 65 year old patient wes sdmitied to 2 psychiatric hosplt
for the second time on September 27, 104G, On April P, 1972, an indurative mess
wes found on the upper outer guasdrant of the left bresst, Alter & Irozen section,
g left mastecfomy with excision of sxillary lymoh nodes was performed. The
‘breast mass appesred well delineated and measured 5 cm. in its greatect diameter.
fhe left axillary lyeph nodes were moderately enlarged and Firm tut net metied.
o other masses wers noted elsewhers in the body and on x-rzy examlnation of the
chest.

Sermm electrophorssis revealed a smell spike in the fast gzmma region.
Rgdiazl immunodiffusion sssay of immumoglobulins showed the following:

mgh {iﬂwalf;?‘éﬂ
IgM 231 i R 1 )

IgG 900 meh 5T0 - 1900 mg%
Teh Ofmeh 60 - 330 mzH

Tha gerum IgM sppesred to be moncclensl in character on imminoelectrophoresis,
although the monoclonal TgM eould mot be typed without Durther lsolavion and
parification.

CAST 6. Dy, Toachim

172-72.. Cervicsl 1ymph nede in a 59 year old white male. The patient had
poeumonis, snemia and coagulation abnormalities. Laboratory data: Hemoglobin
9 reth, hematocrit 304, WEC 5,400 with 73% gramilccytes, 26% lymrhocytes and
1% monceytes. FPlatelets 295,000. Sedimentation rate 60 mm in 50 minutes,



CASE 7. Dre. Havos

T0-8005., These sre curetbings from sn expanding epivhyseal lesion of
the lower end of the femir in & 1N yea» old boy, He had painful swelling of the
kn=e for two months prior to examination.

GASE 8. DBr. Coffey

Sl55-T3. This 67 ysar old man presented with symptoms ¢f left nassl
obgtruction, In 1062 and mid-Decswher 1070, he had exrision of "nazal polyps"
{no tismue examination), In Jamusry 1971, & left intranazal lesion was excized
&t another hospitsl (tissue essentislly aimilar Lo Llhe present matarial).
EBeeurrénl sympbtoms of nasal gbstructlion led to further sufgery in Jctober 1873
(present sections). Pre-operative X-rays showad cpecification of theBff mawillary
gimng and laft rogal cavityr with ouesticnable dizcontimadsy of lstersl well of
Iels maxillisry Sinus.

Uging & Caldwsll-Tap gporosch the tamor was vemoved. Toror invelwed: The
laTt nagel cavily extensively with destruction of the wall belw=sn noes &nd
maxiilary sirus. There was extensive timor within the maxillsvyr snd ethmoid
sinuses, tut the outer walls of these simises appearsd to be intect.

CASE @, Dr. Ackerman

T35-73548. A 54 yeer old wemsn hed a brownish pateh on the postericr chest.
The laboratory findings were within normal limivce. There wers no positive
physical Tindings., A bone marrow was within normsl limits.
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WEDRESDAY. MAY 15, 1974

3:00 P.M. - Vigit Depertment of Surgical Fathology,
Vanderbilt Clinic. 16th Floor

SLIDE SEMINAR - 4:00 - 6:00 P.M. — Asmphitheater (8th and 9th Floors)
College of Physiclans and Surgeons
630 W, 168th S5t., Hew York City

COCTATLE FOLLOWED BY DINNER - 6:30 P.M. - Faculty Club - Rooms 17 CED (1Tth Floor)
100 New Haven, Hew York City
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“EJSTNESS MEETING - 8:30 P.IL

THURSDAY, MAY 16, 197

Joint Maeting of the Hew York Pathological Soclety
and Avthur Purdy Stout Soclety
gt
The New York fAcademy of Medicine
5 East 103rd Street, Tew York City (at 5th Avemuse)

SEMTHAR - 5:00 - 6:30 P.M. - Hosack lall

(I1lustrative material availsble at the macting'

1. Fvelution of Heoplasms in the Mammary OGland.
[ueiano Ozello, M.D., Chaimnan, Depurtment of Pathology,
Lousanne, Switzerland.

5 Fyolutlon of Neoplasms of the Uterina Cervix.
Ralph M. Richart, M.DB., Professor of Pathology, Collesge of
Physlelens & Surgecns, New York Oitr

LCOCTATLS - 6:30 P.M. - Room 20
UINNER - 7:15 P.M. - Foom 21

SCTENTIFIC SESSION - 8:15 P,M. - Hosack Hall

Bole of Viruses in Heoplasis.
Dr. Don=ld Kufe, Senior Associate, Institute of Cancer Fesearch.
College of Physicisns & SUTEEOnS, New York Clty



ARTHUR FURDY STOUT S0CIETY
EUSIRESE MEETIIG
May 14, 1974 in New York City

The meeting wes celled to order by the Pregident at 8:30 P.M. Those in
attendance included Dres. fAckerman, Adzan, Coffey, H. Dorfman, Blliz, Farinscci,
Fina. Flynn, Gerber, Huvos, Tomchim, Kay, Iattes, lester. Inddecke, MeBride,
¥arshall, Meissner. Melicow. Morales: Hesh.Oszzello, Pelohrey, Perzin, FPickren,
#.0. Severance, Sommers, Wolfi, and Yannopoulos.

Ir. Iattes presented a brief reporh of the Tinencisl state of the Sooiety.
The Docjety is solvent until the next meeting, but geversl bills pre cutstanding.
The banguet for the May meeting is paid for by subscription ("Dutch treat).

Or. lattez meved that Dr. T. Omzells, 2 member of the Soclety tat partici-
pating by special Teauest on the program, have part of his expenses defrayed by
the Society. TE was voted unanimoiisly that one balf of his fare be paid for.

Dr. Tattes moved that Dr. RBonald Dorifman, the special ieciurer on the
Wednesday afterncon program be given en honorarium of $200, The motion was
recorded and paszed unanimously.

The invited guests of the Soelely, lmeiuding Romaid F. Dorfman, M.D.,
Barl Kesdon, James Magidson, Juen Rosaf, and Ralph Snyder, were unsnimously
wbed to membership -in the A.P.5, Society. Invited pueatds Peber Rosen sndd Raiph
Richart were unsble to atbend.

The President anncuvced the list of invited pueats of the A,P,5. at the
finmuzl meeting, to bhe held in Weshington, D.0. on October 10th. The gusasta
Anrdude:; George Banayan, Walter Baner; Bale Bennetl; Dianne-Orocker) Franz
Enzinger, Richard Kempson. Fred Krausg., Hobert McDivitt, Richard Reed, Ralph
Richart, Irens Roeckel, Peter Rosen, Charles (Pete) Schwinn, and Joseph Tomzsulc.

The Arthur Purdy Stout Lecturer st the A.5.C.F. meeting on Cofober 106h will
be Dr. Harsld L. Stewart, Conaultant, Netional Cenear Inabitute.  Hisz subject
¥ill be "Comparstive Aspects of Soft Tissus Tumors in Mouse end Men."

Tt was suggested that future A, P, 8, Lectures be given at the Tobermatlconal

fcedemy of Pathology. The suggsstion was referred to & committse om Flanning
and Scope.

The President; =scting with the Fast President as thefouncil, ennounced
the formation of an Ad Hoc Commdtiee Tor Plamming abd Scope. The Commities
merbers include Drs. Ackerman, Hariman, Lattes, Meissner, Morales, Severance,
and Vellios (ex officic). The committee has been requested to consider and
make propogele for vote of the members at the Oolcber meeting on the following
topics and any others: nominstions for membership, changes in Tormal of the
mestings, relsetionship to the A.S.C.F., I.A.F., and New York Fathologicsl
sopiety, dues, slating of-officers, ete. The Copmittas will meet in Ootober,
Suggestions from the mexbesrship to Comnities members was invited.

It was moved by D». Apkermen that the srranrements Tor the Banguss at fhe
Fgll meeting be made by local mexbers rether than the 4.5.0.FP. office. The
motion carried unenimously.
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br. Lattes requested reimbursement for the $100 he pald out of pocket for
3 gift certificate to his secretary, Mrs. fora Thomann who has rendered services
to the Soclety for more than 12 years. The members had previously voted that
such notice be teken of her services. but provision for paying Tor the gift
was not previcusly made. The merbers present each donated £3 to reisburse

Tr. Lattea. He is still §10 short.
The meeting adjourned at spproximately 9:30 F.M,

Fronk Vellios, M.D.
Prealdent




ARTHUH PURDY STCUT SEMINAR
New York, May 15, 197h

Hotesg Prepared by Comtritutors

CASE 1. 1555-TL4 (Dr. Severance)
DIAGNDSIS: Panillary carcinoma, meinouns type, of posterior urethrsa.

There are two interssting festures about this slide. [me of the feabtures 13
fhe présence of a papillery tumor in which we zee Tine papiilary stalks,; with small
gepillaries in the center o the stalk, and the stalk is made up of epithelial
eplls, which are pseudostratified, tall columner in type. Thay have round or
oral, wvesiculsr maglei, with =mall muelenld. Tn some areas They show micinotis-
gppearing vacuoles in the cytoplasm of some-tumor cells. In another area the
tusor celis are forming small clusters in lskes of micin. In these areas the
tmor cells sre smeller, with smaller, round or oval, moderstely chromatic maclel,
and with small to moderate smount of ecsinophilic, Tinely gramular ¢ytoplasm,
end somotimes these cells alzo cohfeln micinous material. These tumor cells
yary only slightly in size mnd shepe. In theze muclneus areas, mitobic figures
wore not oseen. In the papillary areas, mitotle figures were seen opecasionally.

In some greas, the papillery tumor hes & pattern somewhat reminiscent of the
transitional eell timors one sess in the urinery bledder. 4nd yet, there iz =
differapre. There is an oceasional gland formed by these tumor cells st Lhe
bottom of some of the crypte of the pepillery lesion. We sge In one dred somes
gf the papillary tumor forming a cyst-like downwerd prolongation into the under-
lying stroma. In one of the secticns I could see iumor in the center of what
geemed to be B pEraurethral glend, lined by transl ticnal epithelium, and the
fumer is forming the ssme papillery features. The luror cells are darker staining
Ehan thosa of the paraurethral glands. The basal polarity ofthe mucled dn most
of the papillary projections and gland-1ike structurss iz well meEintained. An
secaslional focus showe slight loss oi bassl polarity of the miclei.

In the firat bicpbsy specimen, 1L02-Th, thews i3 gome ztratified squamous
epithelium, merging with the papillery and glandular tumor, and sgain in one of
the ereas we see invasion of the indsrlying sibmicosa by the glsndulsr tumor.

In some oGher arsaa in the originzsl bicopey metarisl. the tumor ecells seem Go have
more rmeinous material in the eytoplasm of the cells, and in some of thege aress
the tumor ressmbles wery closely thet of s villous sdenoma of largs bowel.

Comment: Cercingma of the urethrs id rare. According fo Herbuf, in his
textbook on urological pathology. hHe believes that the first case of cancer of
ths female urethra was reported in 1833 by Boivin and Duges, while the first
authentic case of cancer of the male urethra was reported by Hutchinson in 1861.
Differant series of cases of carcinome of the male urethrs were rveported in
articles, begimnine with Kerwin in 1932, who colliected 92 cases, Lo l?i"l-"."_.. wWien
Zaslow and Priestley hsd collected P0B cases in their papsr. In 1932 Kerwin
collscted OB cases from the literaturse of female urethral carcinoms: In 1935
fuer found 16T cases reported in the literature. In the Pondville State Hospitsl
for Cancer in Massachusetts, over s lb-year period, Graves and Guiss encountered
1¢ cages of carcinema of the fereis urethra In 19,000 admissions for cancer. Im
the femsle, most of the tumors seem to be ns=ar the externsl orifice, the meaius.
In the maie the posterior portion seems to be the most fregquently sffected. The
tiwer Initially mey be localired and start cut &3 a pepillematous mass. IE may
then grow and spresd snd becoms ulcersted. Three cther mejor forms of cercinpma
are yecorded, the funmgafing yvariety, the snnplar constricting verieiy, emi the
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‘loerating veriety. In the fungating cercinoma, the tumor may be pedunculated

‘or gessile and have a granular cauliflower-like, often ulceratasd appearance. It
may grow only slightly into the underlylng tissues. The annuler constricting

type of carcinoms is found more often in the posterior portion of the mele urethra
and the proximal portion of the female urethra, awiy from the meatus. The
nlcerating type of carcinoma may occur anyvhere in the urethra, including the
peatus.- The carcinoma,in either male or fomale urethra, mey arise from either

‘the micosa itself or from mmerous perlurethral glands. Therefore one ey find

A squamcuis cell carcinoms or & papillary transitional cell carcinoma or sn sdenc-
earcinoma,. In a series of ceses collected hy Kreutzmenn and Collofl there were
101 cases of squamous cell carcinoma, compered with 9 cases of transitional
paplllary carcinoma and 5 cases of adenccarcinoma. ‘This applied to both sexes.

In the female urethra, Auer reported 19 cases of squamous cell carclnoma and 2
cases of sdenccarcipomas. Clayton, in 27 cases, recorded 12 cases of sghamous

¢ell carcinoma, 10 of colummar cell type, presumably adenocercinoma, and 5 of
undifferentiated variety. Watson's serles consisted of 16 cases of squamous

eell cearcinome and 1 of sdenocarclnoma. The transitionsl pspillary cercinoma

ol the urethra is simllar in all respectz to papillary carcinoma of the urinary
‘bladder, the ureter and the renal pelvis. It ils composed of finger-like projections
" of irregulsr translitlonal cells that rise sbove the surface of the adjacent mucos.

The adenocarcinoms theoretically can originate in either the basal cells of
the mucosa or in the periurethral glands, b probably it is from the latter,
Upunlly a trenaition from normal mucosa to cancer s not ordinarily detectable.

In some of the adenccarcincmas the gells may be plled up in layers of cne or

more cells thick and may be tha auboldal or colwmur type. Scme of them may
pontein micoid material. The coarclnoma of the urethra sxtends or sgyresds by
extension, by lymphetic spread and by blood vessels. 1t extends in all directions.
It may go distally toward the meatus or it may go proximally and involve the trigone
of the bledder, although there ls seldom involvement of the bladder its=1f. When
the carcinoma metastasizes it is usually by lymphatic spread. It may spread to
the external ilisc lymph nodes and to the subinguinal nodes. In the female urethra
the lymphetic vessels drain more to the hypogastrie lymph nodes. In 17 out of

25 patients reported by Srjasrassen, reported by Ackerman in book on SURGICAL
PATHOLOGY, thay dled of gpresd of the urethral cancer. The prognosis wes worss
for those with posterior lesions than those with vulvourethral tumors. Ackerman
in his bock on CANCER quotes L.E. McCrae as reporting 5t6 cases of carcinoma

of the urethra in UROLOGY SURVEY, Vol. 2, 1952. He notes that the carcinomas

are mostly epidermoid carcinoma, occasicnally transitional cell carcincmas, amnd
raraly adenocarcinomas, erising from parsurethral ducts or glands. Ha notes

that they occur most frequently Iin women after the menopsuse. Interstitial
irradiation has been successful 1n the treatment of carcinomas of the female
urathra, and it is usually a comblnation of roentgen therspy and Interstitial
redium therspy, but remember most of the tumors were either epidormoid cercinomas
or transitional cell carcinomas. Too 1ittle is knowm about redlotherapy in
micinous-producing adenocarcinomas. Harry Grabstald. et al, from Memorial
Hospital in New York, in 1966, Journal of the A.M.A., Vol. 197, Sept. 12 issue,
reported on a series of 79 patients with cancer of the female urethra, the largest
gingle geries reported up tc that time. The mopt common symptoms were urinery
bleeding, vaginal bleeding., freguency, and dysurias. The tumors were divided inte
location as to anterior or entire, and there were 12 adenccarcinomaes in this |
series, 50 epidermoid carcinomas, 4 melanomas, 1 lymphosarcoma and 3 miscellas-
neous tumors. OFf the 5 edenccarcinomas of the anterior portion of the urethra,

2 were thought to arise in Skene's glands; 1 from the entire urethra was thought
to arise from e diverticulum. Twenty-two out of 79 patients, or 28%, showed
histological proof af ingninal node metastasis, but 13 out of T9 had proven pelvic
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‘node metastasis or 28, & total of 35%%, had proven node metsstesis. Distant
metastases were diapnosed In 11 patients. Surgery or radiation or a ccombination
‘of the two modalities was used., The mosi common operstion was either partial
surethrectony or fotal urethrectomy and exenteration: Rediotherapy included
gxternsl., interstitisl, end intrecavitery technic. Iymph node metasbtasis,
gspecially pelvic, sesmed to be more frequent when the tumor was covering ths
entive urethra than just the antericry tumors. The paltlents with entire urethral
tumors showed & high incidence of lymph node involvement, 50%. These zuthors
faror precperative irradiaticon, followed by radical surgical procsdures, for this
type of urethral tumor. There was & comment by the editors that lymph node
dnvolvement iz reletively infrequent in this tumor, end when the tumor iz imvolving
only the sntericr third of the urethrs, pertisl urethrectomy and irrediation
¥ields good repults.

Fogers snd Burns in Jan., 1969, Obstetrics & Gynecology reported on 50 cases
of carcinoma of the female urethrs seen frem 1950-1965 at M.D. Anderson Hospital.
Thege were .T% of all cancers of the femsle genital trsct. Fifteen of the 50
cazes were recurrent. A1l were postmencpausal -- age 39-83. B&% were sguamous
‘or transitiocnal in type and 148 were adenocarcinomes. Tumors over 3 om. did
poorly. . Adencocarcinoma comes from the paraurethral glands. They preferred
arradiation--neadles in early cases) needles and external in more advanced
€izes. olix cases - lesg fthan 3 em.-survived following radiation: therapy. Four
pesos with posterior leszipns and bladder neck involvement hed needlss snd super-
woltege irradiation. Only 1 survived (9O years) and it wasz 2> x 1 em. Twelve
patients had invelvement of entire urethra--hone surviwved 5 Jears. Suggest
peoesionel redical surgery; Cysoxsen snd 5 FI for palliation.

| Harry Grabstald in Cancer, Iov.; 1073, reporied again on tumors of the
urethra. He added 17 cases fto his previous series, bringing the total up to

06 for the cercinomas of the femsie urethra. They had &7 patients with sguamous
gell carcinoms and 18 with sdenccarcinoma, 5 melanmoma, end 1 lymphosarcoma. They
believe all palpable lymph nodes are abnormal because when removed 24 of 25 nodes
had cenpey. Diztant metesteses more common in sdencosrcinoms. Hone of the
Edenoccarcinoms cases with positive nodes were cured. Entire urethral tumara

are begt btreated by precperctive radistion and sntericr swenteratiom; radicel
groin dissection if there is palpsble disesse.

In the DNecember 1871 dssus of the Journal of Urclogy lley,; Miller and Cohs
Teporfed a mucus-secreting adencearcinoma avlsing in s diverticulum of the female
urethra. Thay dizpugsed briefly thrse other cases of adenocereinoms arising in &
diverticulum of the female urethrs previously reported. They comsider thisg tomore
exceedingly rare. This case was treated with surgical excision, postoperstive
¥-ray and radium therapy with transurethral ressction of recurring urethrsl implents.

Foman Knoblish, in the Amsrican Journmal of Ohatetrics and Gymecology
Vol. B0, 1960 reviewed the literature on primery adencearvcincma of the female
grethre and sdded three cases of his own to bring the total up to &t at that
btime. Soms were called papiliasry, colloid, peplllery and gelatinous, glandular,
columnar cell, adenccarcinome; and sdencacsnthoma.

Follow up 5-1-74. Foley catheter chenged. Petient receiving Cobsli.
5-13-T4 Cobalt plenned 6,000 to T,000 rads. No leskage at bladder neck which
hag - atayed ocloged. ok,
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CASE 2. S8-Th-52l (Dr. Marshall) _
DTAGHCSTIS: Mesonephrle Adenoccarclinoma of the Bladder

The first consideration was whother it was melignent or benign. As most
congerieg of pathologists; steff end resident, the disgnosis was very edequately
aualdiiied. The disgnosis asgipgned eventuslly . &z indisated above was with the
support of Dr. Mostofi and Dr. Farrow snd made dndependently. Although the
oecurrence of mesonephric "reste”, mesonephric u.gegnmaﬁ and adenocarcinoms in the
Temale penital region have been well documented ~*F this is g "peculiar" lesion
in the bladder. :

Dow 2nd Young 3 reported "The first casse” of 4 mesonephric sdehocsvednoms
of the Dladder with braln metastesis. Subsequent reviews indicate the bladder
mey be the primsry site k.5 although the latter ia a technical paper con eXxenters-
tion and whether the mesonephric adenccercinoma was primary in the oladder is
not cloar,

Shiller & originally characterized thege tumors in the overy as composcd
of fubular structures of vericus size and lin=ed by low cuboidal cellis. The
epithelium was Treguently hobneiled with "peg-11ke" intraluminal tufting
inferpreted as imperfect glomerulus formations (perfect for the mesonevhros).
It is of some interest thei Teilum did describe elongated tubulas with stratified
gpithelium, You may note the alieration of the transitional epithelium adjacent
tn the tumor.

bpecial svains snowed the presence of glycogen, weakly positive macin
roaction and no other significent characteristics.

Blactron microscony demonstrated smndant glycogen, soms colloid=like
meverisl, lysosomes et. s8l. in degenerating eells and no maein production.
Comparisen with a rensl cell carcinoms uwitrastruciurally showed greaber anaplesis
and lasg glycogen in the mesonephric csrcinoms. EReview of thres "mescmephric
cercinomas” of the vegins and ovary suggested not all glear cell tumors are
mesonephric in origin end the differential shemld ineluds: edenomatoid tumor
{(mesothelicoma), adenocarcinoms of periurethral glands (Albarran's), snd ento-
dermal sinua tumor snd lipoid cell tumor of ovary. The closcogenie endocervical
carcinomas extending f£o imvolve the trigone can be excluded. The embryoclogic,
light microscopic, and ultrastructural studies of this necplasm make it acceptable
85 A mesonephric adenocarcinoms.

1, Teilum, G. Histogenesis and classiTicelion of mesonephric tumors of ths
female and male genital system and relation to so-called {wishy=washy)
adenomatoid tumors (mescthelicmas); comparative histological study. ACTA
Path, et Mierobiol. Scand. 3%:431,1g54,

2. Novak, E., Woodruff, J.D., & Novek, E.R. Probable mesonephric origin of
certasin femsle genitsl tumors. Amer. J. Cbzt. & Gynee. 68:1222, 195k,

3 Dow, J., and Young, J. Mesonephric ademocarcinoma of the bladder. J. of Umol,
100: 466, 1968.

k. Christoffersen, J. snd Moller, J., Adenomatodd tumors of the urinary bladdsr,
gecand. J. of Urology, 6:2095, 1472.

J. Galante, M. and Hill, E. Pelvic exenteration. Amer.Jd,Chst. & Gynec.
130:180, 1971



Arthur Purdy Btout Soeiety -
iCase 2 (cont'd)

6. Ghiller, W. Mesonsphroma ovarii. Amer.J.Cancer 35:1, 1939.

'f. Williams, D. Develcpmemt of the trigore of the bladder. Brit.J. Urol.
23:123, 1951. (not sited.)

\CASE 3. B72-5329 (Dr. Hash)
SDLAGROSIH:  Mulfifocel Tibrosclercosls involving soft tissuss of neck, mediastinum
and retroperitoneum.

Addendum to Clinteal Himtory: The Patient wes sptarted on Prednisone, 60 mgm.
8.0, ; within the next ten days her cervical and sbdominal masses receded dramatic-
Fally and her medisstinel chadow dissppesred on chest x-rsy. Bhe was discharged
Csympicz=1{ree on stercid maintainance and has besn followed since by & private
Shysicion. He reports that although he was sble to gradually taper her dose of
FPrednisone to Smgm. without recurrence, when he stopped medications, there was
proapt reappearance of the symptoms, necessitating re-institution of steroid
‘therapy up to the present, fifteen months after disgnosis.

. Discuasion: The histologic features of this case consist of a diffuze growth
tof relatiyely avascular fibrous connective tissue, without distinctive pattern,
Pbut characterdstically containing areas of acute and chronic type of inflammatory
“pellas. In some areas, there is active fibrobleastic cell growth whereas in othera
broad bands of hyelinized collagen, resembling those of kelold scars are seen.

The gross appearance of this condition presents pale, hard scar-like tissue
fwith a "wooden" texture, forming encasing flat plaques or round "tumor® like
- masszes.

. A case of medlastinel sclercsing flbrosis from the autopsy files of St.

" IToke's Hospitel Center is shown to illustrate the infiltrative qualities of

' this type of lesion; the process had invaded the major pulmonary veins at the
hilum thus causing messive terminel hemoptysis, after a 5 year course of recurrent
hemoptysis and progressive pulmonary hypertension. This case alse illustrates

the tragic and fatal outcome this condition may teke if undismgnosed, as the seminar
- case emphesizes the importance of early diagnosis and treatment.

In the light of many recent reports in the diterature, i1t iz evident that
tihlz condition may mapifest 1tselfl locally or with simzltsneous multiple zites
of involvement, tims meriting the term "multi-focsl fibrosclerosis", first

‘ proposed by Comings in 1967. Some of the better known snalogies of the condition
‘have been named in the past by such topographic designsticns as: sclerosing
‘mediagtinitis or cholangitis, retroparltonesl fibrosis, Hledel's struma =nd
orbitel pacudo-tumor.

The atiology of the dizease is not clearly understood, and some of the
_ﬁsaihlu contributory factors such as infections, drugs and autolmminity, are
Cdiscusaed,

Differential disgnnsis from malignanciea such as desmoplestic cercinoma and
fodgkin'e Disease as well as early diegnosis end the effective therapeutic respofise
‘to use of steroids =re osphasized,

1. Buckberg, G.D.: The protean mani festations of sclerosimg fibresis. Surg.
Gynec. Obstet. 1966, 123, 729-T36.
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Comings, D.E., Skubi, X.B., Van Eyes, J., Motulski, A.G.: Fandlfal mmlti-
focal fibrosclercsis. Ann, Intern. Med. 1967, 66, 884-8g2,

Cutler, HB., Donaldson, G.A&.: Primary sclerosing cholesngitia and obliterstive
Ehﬂlﬂiﬂitﬁ.ﬂm mri JI' EIJ.].'E-, lﬁgj ]_-I.T_q. 5':}2"51,1.

4§, Gleeson, M.H., Taylor, 5., Dowling, R.H.: Multifocal fibrosclerosis. Proe.
Royal Soc. Med., 1970, 63, 1309-1311.

2. Graham, J.R,; Fibrotic discrders associated wlth methysergide therapy for
 hendache. New Eng, J. Med., 1966, 27h, 359-368,

ib. Hache, L., Woolner, L.B., Bernatzm, P.B.: Idiopathic fibrous mediastinitis,
J. Dis. Chest, 1962, b1, 9-25.

:T. Kittredge, R.D., Nash, A.D.: The Many Facets of Selerozing Fibrosis. Amer.
J. Hoent., Rad, Ther. & Nucsl, Med. accepbted for publication, 197L.

8, Kunkel, W.M., Clagett, 0.T., McDonald, J.E.: Mediastinal gramulomss,
J. Thor. Cardiov. Surg., 1953, 27, 565-57h.

g, Hitchisun_, M.J.: Pathology of retroperitoneal fibrosis. J.Clin.Path.,
1970, 23, 681-689.

10, Morandi, L.F., Grob, P.J.: Rotroperitones]l fibrosis. Arch. Intern. Med.
1971, 128, 295-29E. I

Que, G.5., Mandema, E.: A case of idiopathic ratroperitonesl fibrosis,
presenting as a aystemic collagen diseasze. Amer, J. Med., 1064, 36, 320-329,

‘CASE 4. (B-60=LETH)(Dr. Moraies)
DIAGNOSIS: Plexiform tumorlet of the uterus.

This tumor is made up of cords of cells with peant cyfoplesm anf uniform
round maclel lying in abundant hyalinized strome. HReticulum stain demonstrated
‘fibera arcund groups of cells rather than separating individunal cells as one would
‘generally expect in mesenchymal lesions. There was no evidence of invasion of the
‘myometrium snd peripherally the tumor blended with the adjacenf endometrium.
j-l'_E&:r‘binna Irom the Iinterstitial lalomyomas revealad the routine histologic pettern
of uterine leiomyomas unlike the sbove dezcribed intrucavitary mass.

Ml etologicelly, the tumor under considevation 1s identical to the legion
originally described by Borghard-Erdle and Hirsch 1 who considered the lesion =
‘glomus tumor. In 1965 Larbig, et al.< described five cases snd named it "plexi-
form tumorlet” which seems to be the term presently mccepted for this rave #
lesion. The literature now contains 20 reported cages of this condition. -

A11 of them have been incidental findings snd unlike the present case have
meagured no more than 0.5 cm. in largest dimension. Nearly one-third of the
publighed cases have been sssociated with foel of adenomycsis and more than hald
hed aggociated leiomyomas of the uterus. .

The histogenesls of the Jespion iz urncertain. Tt has been considered a glomis
fumor, "solid angioma" variant of leiomyomas. and a benign endometrial stromal
tmmor. Most of the participants in the seminar favored the disgnosis of leiog-
myoblastoma. However, ultrsstructural study of this case showsed none of the
characteristics of smooth musele tumors 5 but mumercus cellular junctional complexes
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akin %o epithelial andfor stromal cells. The latter origin seems also 4o be
‘mupported by the reported Instances of the tumor in associstion wlth fooi of

adenceyosis.

1. Borghard-Erdle, A.M, and Hirsch, E.F.: Glomms tumor of the uterus. Arch.Path.
65: 244, 1958

‘2. Tarbig, G.G., et al.: Plexiform L{uwnorlets of endometrisl stromal origin.
Am. J. Clin. Path. Lhi: 32, 1965.

3. Patcheflsky, A.5.: Plexiform tumorlet of the uterus., Cbst. Qynec. 35: 592,1970.

k., Cera, P.J., Jr.: Plexiform tumcrlet of the uterus: Report of two cases.
An. J. Clin. Path. 59: 263, 1973.

5. Morales, A.R.; &t al.: The ultrastructure of amooth mscloe tumors with &
conglderation of the possible relationship of glomangliomas, hemangioperi-
evtomas and cardiac myxomas. Path. Ann. 1975 (in press).

CASE 5. (87T4-415)(Dr. Azar)

DIAGROSIS: Melignant lymphoma with plasmacytic differentietion (lymphoma with
mixed plasmacytic and lywmphocytie components) imveolving the breast
and axillesry lymph nodes.

A year Tollowing mastectomy the patient dewveloped a progressive Iz lambda
type monoclonal gammapathy. There is alse rediclogic evidence of involvement
af the lung by fumor. The clinieel picture 1s not yat that of clesaicel Waldan-
gtrom's macroglobulinesds,

| Hasgensen (1) in his Diseases of the Breast (Z2nd ed.) states that "there
are occasional soft pari tomors commogsed of plagms cells thet are not sescoleted
¥ith plasma cell myeloma. Non® has been reported in the breast". Oscaszionally,
however, n breaszt tumor msy be l‘.hﬂ first presenting sign of multiple myeloma (2).
Also aﬂmrrllne: to Haagensen (1), "all types of lymphosarcoma have sppeared ini-
tiaily in the breast, without concurrent manifestsiions of the dinease elsewhere.
In such cases the disease usually scon appears in othear areas of the body, in

lymph nodes, or in the chest, and follows its characteristic course.” In
Hasrensen's nine pergonal cages, all were of the reticulum cell type, ‘seven had
lnvolvement of axillary lyeph nodes and seven died with persisting or generalized
Iymphosarcoma.

The presence of "myeloma-type" serum protein (in modern lsnguege: M-
evmponent, parsprotein or monoclonel immuncglobulin) has been reported by Azar,
11 and Opserman (3) in 1957 in 13 patients with malignent Iymphoms or chronic
Iymmbocytic leckemia, These M-components were mot clossifi=sd immuncelsctropho-
retically at the time of publication of this report but later 3 of these M-compo-
nents were found to be 195 macroglobulins.

The sasscciation of moncclonal immnoglobulins or paraproteins have bean .
subsequently described by a number of muthers: In 1966, Krsuss and Sokal (4)
reporied 9 patients with melignant lymohomos and vardous types of persprotelnemis.
In 1970, Moore et al (5) mnalyzed the evidence of monoclonal gammapathies in
yarions forms of ma.lj.,g;nmt Iymphoma: of 333 patients with diffuse lymphoma,

3.6% had an TgM monoeclonal protein; = prevalence sstimsted to be about &0 timaa

more frequent than that in normel subjects., Only 1.5% had an Ig0 monoclonal
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protein. Monoclonal proteins were more fmql.mnt in clder patients. TInterestingly,
0o monoclonal IgM proteins were observed in sera of 345 patients with noduler
Iymphcma or Hodgkin's disease. The association of Igh monoclonal proteins with
'ntir:uli':? sarcoma evolving from E,Ju-g;rl:n & syndrome has besn stressed by Telisl

et 8l

More recently, Kim, Heller and Rappaport (7) apalyzed 15 patients with
Iymphoproliferative disesases of various types and assoclated monoclonal garmapathy.
‘Bleyen of these patients had an TgM monoclonal gammapathy, 10 of the Ilsmbda type
and one Kappa type. Nuclear PAS-positive globules were found In only 3 psitients
with IgM monoelonal gammapathy:; in 2 of these, thay were found after a prolonged
gearch. The presence of plasmacytold or pyroninophilic cells, and of PAS-
positive globules within the nucleus or cytoplasm were considered to be helpful
in predicting the asscciation of malipnant lymphoma with a monoclonal gammapathy.

The plasmecytold differentiation of this malignant lymphoma was so striking
that electrophoretic and immuncelectrophoretic studies were reguested immediately
efter the operation. Although there was & marked increase in IgM level during
the im_mediu.\l;ﬂ post-operative pericd. s monoolonal TgM was gatisfactorily demon-
gtrated only a year latar.

Because of the present emphasiz on ¢lassifying lymphocytes and cther immumo-
corpetent cells into T (thymus-dependent) and B (thymus-independent) celis,
immnologic surfece markers have been utilized to investigate the morphogenesis
of the lysphomas. It has been suggested that neoplastic lymphoreticular cells
glpo besr surface markers or receptors and thelp presance or ahBEm:E may estehlish
the origin of these neoplastic cells. A recent study by Jaffe et al (8) of the
cellular origin of nodular lymphoma revealed that a high proportion of the neo-

- plaztic cells had IgM receptors, not unlike those of B-type lymphoid follicular
cellg,

1. Haagengen, C.D.: Diseases of the Breast (2nd edition). W. B. Saunders Co.,
Fhiledelphin, 1971, pp. 315-323.

2. FHosenberg, B., Attie, J.N. end Mandelbsum, H.L.: Breast tumor as the present-
ing sign of multiple myeloma. N. Engl. J. Med, @:359-3’51, 1963,

3. Azar, H.A., Hill, W.T. and Cssevman, E.F.: Malignant lymphoma and lymphatic
leukemia associated with myelome - type searum protelns. Amer. J. Med.
23:233-249, 1957.

4. Xrsuss, 5. and Sokal, J.E.: Paraproteinemis in the lysghomas. Amer. J. Med,
140:400-b13, 1966.

- Moore, D.F., Milgliore, P.J., Scimllenberger, C.C. and Alexanian, E.:
Monoclonal macroglobulinemia in malignant lymphoma. Ann. Int. Med.
T2:43-47, 1370.

6. Talal, M., Sokiloff, L. end Barth, W.F.: Extrasalivary lymphoid abmormalities
in S,jﬂ[l;,rﬂll a a].rmirnme (reticulum cell sarcoma, "pseudolymphoma®”, macroglo-
bulinemia). Amer. J. Med. 143:50-65, 1967. :

T. Kim, H., Heller, P. and Reppaport, H.: Monooclonal gammapathies aasoclated with
Iymphoproliferative dliscrders: a morphologic study. Amer.J.Clin.Path.,
59:282-25h, 1973.

8. Jaffe, E.5., Shevash, E.M., Frank, M.M., Berard, C.W. and Green,I.: Nodular
lymphoma-evidence fur origin from folliculsr B lymphocytes. N. Eugl J. Med.

290:813-819, 197h.
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CASE 6. (172-72){Dr. Ioachim) -
- DIAGNOETS: Lymphadencpathy, consistent with Waldenstrom's masroglobulinemia {W.H.}

fections ghow & lymph node which sppears to be guite enlarged with sbundant
lymphoid perenchyma and large, well-defined sinusolds filled with histioeytes.
Feripherzl simmses are present, but the cepsuler collsgen and the Tibrofatty
tisrue peripherul to this are heavily infiitrated with cells. Most of these are
mature Iyrphocytes, tut there are slso srattered histiocytes, plesme cells and
mast cellg. Tha lymphoid tissue of the nodes themselves, iz slso infiltrated
- with histiocytes and plasma cells. Many histiooytes, In and around the sinusas
areg Tilled with hemogiderin pigment. ~Germinal centers sre present, bubt rather
L obEcure.

A. Pathologieal criteria for diagnosis of W.M. in lymoh nodes:
i. Histology
-moderately enlarged
~poerincdal Tat infiltrated
=follicles obhliterated
-5imigag preserved
~=plazme mnd gerum PAS +

2. Cytology

=ngt wniformly lymphooytle

=well differentisted

=1nfrequent mitoses

-pleasma aells -
-mast cells

-nescagiderin

=1ymohooytold plasm calls

=intranuclear PAS + inclusions

B, Immnological criteriz for dlagnosis of W. M.:

—inereased total proteins

=incressged gemmeglobuling

-presence of M proteins

~-presence of monoclonsl spike
of fast gemmsglobulins

-marked incresse of gamma M globlins
on immunoelectirophoresis

0. Clinical aymptoms and thelr pathogenssia in W.M.:
1. Proliferation of EITEIEE Lymphocytea
—aNE 6
~laukopenia
~hemnrrhagic diasthesis
—impairad antibody synthesls

2. Hyperviscosity
=cardins failure
~thrombosls
=ziowed circulation
—retinal changes
~impeired mentality
=iner. ESR., rowlssux
=impaired leuk. phagod.
-impaired platelet function
-impaired antibody release
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L. Avgani T. and Kipkie, G, F.: The cellulsr origin of macroglobiilinsg. Lab.
Invest. 1h:720-6, 1965.

2. TDmtcher, T. ¥, and Fahey, J.L.: The histopathology of the mecroglobulinemis
of Waldenstrom - J. Nat. Cencer Inst. 22:887-017, 1550.

3. Harrigen, C.V.: The morphology of the lymph node in the macroglobulinemia
of Waldenstrom. J. Clin. Path., 25:12.16, 1972,

‘B, Osserman, E.F. and Fabeyw, J.1.: Plasms cell dyscrasias: cwrrent cldnieal and
biochemical concepbs.  Amer. J. Med., bli:256. 1968.

2. DRappaport, H.: Tumors of the Hematopoletle system - Atlas of Tumor Pethology,
fasc., B, AP.I.P. 1966,

‘6. Gamavacqg, P.R.: Anatomie pathologique de la maladie de Waldenstrdm, Sang 31:
k73-h8g, 1960.

T. Tanake, Y. and Goodman, J.H.: Electron meroscopy of human blood cells.,
Herper-& Row, 10721

B. W&lﬂEﬂRtFEm, J.: Incipient myelomatosis or "essential" hyperglobulinemis
with fibrincgenopenis - new syndrome? Acte Med. Scand., 117:2hb-261, 1gbl,

8. Waldenstrom, J.G.: Benign moncclonal gammapathlies 247-286, in Multiple
ryeloma and related dlsorders, edit. H.A, Afsr snd M, Potiter, Harper & Row,

1972

10 Eucker=-Franklin, D.. Mollansy, V.: Structural features of cells asscciated
with the ?EIEPTDtEIREm1EE Seminars in Hematolegy 1:165-198, 195k,

11 Macris, H.T., Capra, J.In, Fraokel, G.J.; Ioachim, H.L., Satz, H., and
Eruno ., N.u.:I A lambds 1ight chaln sgglutinin :TjﬂmﬂEIﬂElﬂhullﬂ OCCUrring
in Waldenstrom's Meeroglobulinemia. The fm. J. of Med., LB:525.79, 1970.

CASE 7. [70-B50B)(Dr. Huvos)
DTAGHOETS: Chondroblaotoma

Histologically the primary lesicn is thet of & typical benign ehondro-
blagtoms end it was entirely unsiuspected that thes lssion metastasized to the
Immgg In multiple foci afher locsl recurrence. Loecal recurrence with soft tiazsue
tomor implentation rerely occurs and does not in itselfl signify a potentisl
metastasizing tumor. Malignant transformation in chondroblastomas in the
-absence of radiotherspy are extremely rare and sre summarized in the enclosed
table., I% is infteresting to mention that the histological study of the
metastasizing pulmonary lesions in this case showed evidence of "maturation”

characterized by mature cartilege and bone formetion. Some pertinent references
101 Tow:

1. Danlin, D.C. and Iwvina, J.0.: Benign chondroblastoma. A study of 125 cases.
Caneer, 20:L01, 1972,

2. Huvgs, A.G. snd Marcove, R.0.: Chopndrobisgtoms of bone. Clinicel Oriho-
paedics, 95:300-312, 1973.
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4. Eabn, L.B.; Wood; FM. and Acketrmsn, L.V.: Malignant ehondroblastoms:
Report of 2 cases and review of the literature. Arch. Pathol. 88:371, 1969.

. Schajowicz, F. and Gallardo, H.: Epiphysial choniroblastoma of bone. A
clinicopathologicel study of ©0 cases. J. Bone Joint Surg. (Br.) 52:205%, 1970.

METASTATIC “BENIGN" CHONDROBLASTOMA OF BONE

Frimary tumor Metastatic tumor
Follow - up Author + yr.
Site Treatment Site Treatment
Local excision . Sweetnam & Ross
Fibula PR Lung (solitary) | Lobectomy | NED &% yrs. 1967
4 curettages + | Lung and S
Femur Satial wicision | Geher orgine Mone Died in 15 yrs. | Kahn et al. 1969
L]
Tibia | Amputation | Lung (multiple) | Biopsy | No F.U. ?;_:,‘;“ & Juins
et . Excision of | , .. Riddel &t al.
Tihia | Amputation Lung (multiple) =l Alive b yrs. 1973
: Excisionof | ... Huvos et al.
Femur IE curettages Lung (multiple) il Alive 5 yrs. 1974

QASE 8, {B4EA-T3)(Dr. Coffey)
DIAGNOBIS: Well differentisted micin producing adencpapillary carcinoms of minocr
sativary gland origin, left nasal cavity ond pavanagal sinusos.

This BT yeer old man { Dccupation: lswyer) underwent excision of a large tumcr
what invelved left nesal cavity, maxillavy-gimis and ethmoid gimis. The lateral
nasel well wes partially destroyed, presumably by prezgure sinece no direct bone
Invazion: was demenstrable grossly or microscobnically.

Higtologically, the tumor conmtelned mucinous cyst spaces snd sareas lined
oy focally papillary and markedly cellular necplasm. Tn some sresa the neoplasm
wez scceptsble =5 mucin secreting adsenmoma. Other aress showed muclsar atypia
and Tocal stromel fmrasion leading to the disgnosis of well differentiated adenc-
percinome. In soma foodl there wes superficial regemblance to colenie careincms.
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Electron microscopic study showed that the twmor was clearly of salivary
gland origin. The oversll appearance was that of stratified epithelium. The
cluminal surfacss contained focally sbundant microvilli but no eilia. Two

of secretory gramles, s%nihr to those described in humar parotid tissue (

- and mycepithelial cells were identified,

While certain areas resemble the vell-r-ecrcrgnﬁ&g ﬁtitw of nesal adenccar-
‘oinomas that closely slmslate colonic carcinomas the demonstrated origin
from sercmucinous glands suggests that this lesion is more 1ikely the nasal counter-
part of micous pfg?uning adencpaplllary earcinoms of parotid gland as described

by Elanck et al. In the report by these suthors it is ooteworthy that the
“histology of the parotid gland tumor is characterized as "mucous producing
adenccArcinoma rather similar to adenccarcinoma of the gastrointestinel tract

‘but with a greater tendency to formation of cystic and papiliary structures.”

These tumors were considerad to be clozely related to mucoepidermoid carcinoma

' and separable by the lack of squemold differentiation and & better survival for
mcoepidermoid carcinoma. However, the survival rate for the subgroup of low

grade malignancy adenopsnillery carcinoma was excellent (4% at 5 years; 80¢
st 20 years),

In the geries of twenty cases of nasgal aﬂmcafgw that clogely zimilate
polonic carcinomss reported by Sanchez-Casls et el ain differences Irom

| the present lesion are E?E&E%-bﬁ Th.g twenty cases as wall as other similar

‘gases in the literature 2430, have shown a predilection for ethmoid
‘gimus regicn as the site of origin., The present tumor most likely originated in
- the lateral nasal wall. Sanchez-Casis et al stgte that the tissue of origin for
the colonie type carclinoma ls from elther surface epitheliim or submacosel glands
‘ard that the tumors have little gimilarity toc selivery glend tumors. In 1k of
‘their patients death was attributable to tumor (local invasion) with .'m some
instances initial recurremce up to 5 years followlng therapy. The authors
recomrended latersl rhinotomy as the spprosch of choice. Four of these patients.
‘however, were alive and well without evidence of tumor 5 to 15 years after varied
“forms of therapy. FPossibly som= of these less lethel tumors included in this
‘gerics as well as other series in the literature may represent tumors similer %o
the presant case.

I This patient has. shown no evidence of further recurrence 6 months after
{lorsl excision of the tumor.

(Dr. Cordon Kaye of the Department of Pathology, College of Physiciana & Surgeons
performed the electron mieroscopic study).

1. Batsskisg, J.G., Mucous Glsnd Tumors of the Nose =nd Paranass] Sinuses. Ann.
Otel., Rhincl. and Laryngcl. 79:557-562, 1970.

hE’. sssmmmmmsse=, F. Holiz and H.H. Sueper, Adenocarcinoms of Nasal and Para-
nasal Cavities, Arch. Otolaryngol. 77:625-633, 1963.

'3, Hlanck, C., C-M. Eneroth and P.A, Jakobsson, Mucus-Producing Adencpspillary
{Non-Epidermoid) Carcincma of the Parotid Gland, Cancer 28:676-685, 1971.

b, ifpepifert, H. and R.E. Fegchner, Pothologle Quis Cese, Arch. Otolaryngol.
28:137-138, 1973.

' 5. Hubper, G., H.J., XKlein, 0. Klesinsasser and H.G. Schleffer, Rele of Myoepi-
thelial Cells in the Development of Balivary Gland Tumors, Cancer 27:

1255-1261, 1971.
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';._E-. Jarvi, 0. Heterofopic Tumors With an Intestinal Mucous Mesmbrene Struchturs. in
the Nasal Cavlty, Acta Otelaryngol. (Stockholm) 33:471-L85, 1ghs.

f, Rivs, A. and F. Riva-Testa, Fine Structure of Acinar Cells of Human Parcotid
Gland, Anst, Rec. 176:1hk9-165, 1973.

8, Banchez-Cesiz, G., K.D. Devine end L.H. Weiland, Nasal Adenccercinomas that
Closely 3imalate Colonic Carcinomas, Cancer 28:T7ik-720, 1971.

4, B8imard, L.C. and Jean, A., Adenocarcinoma With Argentaffin Cells of the Nasal
Cavity. Glving Widespread Metestasges, (ancer E:EQQ—T{IE, 1953.

CASE 9. (738-735)(Dr. Ackerman)
DIAGNDSTIE: Skin: Lymphocoyidc levkemic infiltration.

This caas wes of grest intsrest to me becsuss of the differential diagnosis
between pseundolymphoma and leukemic infiltrate of the skin. At the #ime of the
"dopsy, all of the Jaboretory Tindings were negeiive. including the bope marDow.
‘The bone marrow was later reviewed snd it wa3 sgreed thet it was within normal
Hmits. Tf also should he emphasized thet the patient did not have generalized
lymphadenopathy. Two months later, the patient blew up with typicsl chrondic
Aymphocytic Jeukemdia with 8 widte blood count of over 90,000, The bone merrow
vas irnvolved.

The diagnosizs of possible Iymphoma was made on the original slide hecause
of homogeneous inTiltrete. There were no germinal centers. end thera ware no
Admixtures of inflammatory cells. Since sesing this cass, I have lsernsd of
geyeral pthers. Therefors, the ‘pa.j:hnlng'ist mat e extremiely careful In making
‘g, diegnosis of paeudolymphoms.
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FORWARD

This is the last meeting this year of the New York
Pathological Society and we are pleased to have the
Arthur Purdy Stout Society act as co-sponsors.

The Pathelogical Society has had a very successful
year in terms of the attendance and general interest in
the program, the syllabi, microscopic slide sets and the
microfiche. We hope to introduce additional new innova-
tions next year and welcome your suggestions.

To maintain a strong financial base we need an in-
crease in membership in all categories and urge all of you
who have Earticipated this year to consider active member-
ship in the Society.

An apﬂlicntinn blank is enclosed on the last page of
this syllabus,

May 1974 Donald West King
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ARTHUR PURDY STOUT

Arthur Purdy Stout, A.B. Yale '07, M.D. P§5 'l2, re-
tired Professor of Pathology, Emeritus Professor of Surgery,
died in New York on December 20, 19567 at age BZ.

Probably no other individual in his generation has had
a greater impact on the development of that branch of clini-
cally oriented pathology which we know of as Surgical Patho-
legy. His original training in Clinical Surgery, and the
influence of his predecessor, Dr. William Clarke, played a
decisive role in developing his life-long interest: the
correlation of tissue changes seen in the surgical specimen
with the clinical course of disease. More especially, he
devoted himself to the histological classification of human
tumers and the predictability of tumor behavior on the basis
of morphology. His influence in this country and abroad on
young pathologists and surgeons was great, imparting to them
a modern, practically useful knowledge of human neoplastic
diseases,

Dr. Stout and his collaborators, including Virginia
Kneeland Frantz, Cushman Haagensen and Margaret Murray were
IESEUHSthE for the development of "the laboratory of Surgical
Pathology at P5. The Laboratory was originally a Division
of the Department of Surgery and was completely independent
of the Department of Pathology until well after his "retire-
ments'" in 1951 and 1954.

When in 1951, Dr. Stout reached the age limit of 65 as
Professor of Surgery, he became Professor and Director of
Pathology at the Francis Delafield Hospital, a position which
he occupied until 1954, Then, having reached the age limit as
Professor of Pathology, he asked to be made Emeritus Professor
of Surgery. This appointment was granted in recognition of
his lifetime identification with the Department of Surgery.

Following the second retirement, his activity as a
teacher, author, and practicing pathologist kept on increas-
ing. He had an ever expanding consultation practice, referred
from all parts of the world, of which he always took persomal
care. He could write long, learned discussions to the Te-
ferring pathologist or surgeon summarizing the results of his
. experience and knowledge. This he was able to do with such
an unassuming and natural simplicity, that he was never over-
bearing.

During these later years, he became a member of many im-
portant national committees including the subcommittee on onco-
logy of the National Research Council. He was Chairman of this
Committee in 1954 and to it he devoted unbelievable energy,
aimed at the creation and publication of the fascicles of the



Atlas of Tumor Pathology. The high standard and the great
success here and abroad of these fascicles, now numbering
about forty, is due to a great extent to the devotion and
enthusiasm which he was able to impart to the other commit-
tee members and to the authors. He was himself the author
of four of these fascicles,

Dr. Stout was a member or honorary member of more than
twenty medical or scientific societies, He was consultant
to the Armed Forces Institute of Pathology, to the Surgeon
General and to dozens of hospitals in the New York area. He
served at different times as a member of at least ten edito-
rial boards.

His publications, including the book "Human Cancer"
published in 1932, number more than three hundred. His major
contributions were in the field of tumors of soft tissues,
tumors of children and a study of the morphological changes
in the membranes of the respiratory tract in cigarette smokers.

The imprint that Dr. Stout has left as author and tumor
specialist is by itself a lasting monument to his memory. But
all of us, those who had the fortune of living and working
pear him and with him for many years, will remember him also,
and perhaps especially so, as the exceptional human being he
was. He was a teacher in the humanistic tradition, a teacher
of respect and compassion for human life, respect for the
opinion of the most junior associates and colleagues, absolute
scientific and professional honesty, and especially, to all
of us a great friend. Testimony for these qualities is the
Arthur Purdy Stout Society, founded about twenty seven years
ago by a group of former residents, associates and admirers
who gathered around him once a year coming from all parts of
the country. They came to attend the scientific session, in
the form of a seminar, conducted by him, but also for the
peasure of the reunion with the "chief".

After Dr. Stout's death, the activities of the Stout
Society changed format. An A.P. Stout Scholarship Fund was
established in Columbia University. The interests generated
by this Fund are used every year to help PES medical students
in financial need. An "Arthur Purdy Stout Memorial Lecture"
is given every year, at the time of the Annual Meeting of the
American Society of Clinical Patholopgy. The lecturers so far
(F. Stewart, W. Boyd, C.D. Haagensen, B. Castleman, L. Ackerman)
represent a Who's Who in American Pathology and Cancer Surgery,
and have been attended every year by hundreds of pathologists.
At that time, the members of the A.P. Stout Society hold their
annual meeting, in which nominations for new members are pre-
sented, and future activities are planned. .

One of the new activities, first started in 1973, has

been an interim meeting in New York, in conjunction with the
New York Pathological Society. The 1973 meeting was devoted

zl



to Diseases of the Thyroid and consisted of a slide seminar
conducted by Dr. William Meissner, and of a clinical patho-
logical panel discussion, in which the panelists were Drs.
C. Feind, P. Johnson, W. Meissner and S. Werner.

This year, the second joint meeting of the New York
Pathological Society and the Arthur Purdy Stout Society will
consist of a seminar on the Evolution of Neoplasia in the
Mammary Gland and Cervix Uteri, conducted respectively by
Dr. Luciano Ozzello and Dr. Ralph Richart, fellowed by a for-
mal lecture on Neoplasia, which will be delivered by Dr.

D. Kufe of our Institute of Cancer Research,

Raffaele Lattes
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Case 1

This 34-year-old woman underwent a routine physical
check-up during which the gynecologist discovered a domi-
nant lump of 2 cm in diameter in the right breast and ill-
defined area of induration in the left breast. Biopsies
revealed a fibroadenoma of the right breast and bilateral
dysplastic lesions with atypical lobular hyperplasia and
lobular neoplasia (lobular carcinoma in situ). Eilateral
simple mastectomies were then performed. On macroscopic
examination of the two breasts only gross cystic disease
could be detected. Specimen radiography disclosed one sus-
picious area in the right breast which proved to be a small
infiltrating lobular carcinoma on histologic examination.
In addition, there were bilateral foci of lobular neoplasia
and diffuse hyperplastic lesions. The patient was symptom-
free one year after mastectomy.

Microfiche

A-1 Biopsy of right breast, Fibroadenoma and
atypical lobular hyperplasia.

A-2 Biopsy of right breast., Higher magnifica-
tion of the atypical lobular hyperplasia.

A-3 Biopsy of right breast. Lobular neoplasia.

A-4 Biopsy of left breast. Adenosis.

A-5 Eiuﬁsy of left breast. Cystic disease
with a focus of lobular neoplasia,

A-6 Right simple mastectomy. Infiltrating
lobular carcinoma,

A-7 Right simple mastectomy. Hyperplastic
lobule containing numerous calcifications
in the wvicinity of the carcinoma.
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Case 2

A 38-vear-old woman first discovered a lump in her
right breast 28 months earlier. The tumor increased
gradually in size and, at the time of admission to the
hospital, it measured 7 cm in diameter. No axillary
lymphadenopathy could be detected clinically. A radical
. mastectomy was performed. Detailed histological examina-

tion revealed an intraductal carcinoma with no evidence of
| stromal invasion. Nevertheless, one axillary lymphnode

measuring 0.4cm in diameter was almost entirely replaced by
. metastatic carcinoma, The patient was alive and clinically
free of disease 10 years after mastectomy.

Microfiche

B-1 and 2 Intraductal carcinoma featuring a cribi-
form pattern.

B-3 Intraductal carcinoma with a focus of
papillary growth.

B-4 Neoplastic ducts surrounded by intact
"basement membranes' (colleidal iron-PAS
without nuclear couterstain).

B-5 Other neoplastic ducts of the same tumor
of "basement membranes" (colloidal iron-
PAS without nuclear counterstain).

B-6 Axillary metastasis,
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Case 3

This woman was first seen at the age of 36 when diffuse
lumpiness of the left breast was noted. A biopsy revealed
an extensive papillary proliferation of the ductal epithelium
which was interpreted by several pathologists as a worrisome
hyperplasia "potentially pre-cancerous”. A left "prophylactic
simple” mastectomy was performed and disclosed the same histo-
logical lesion throughout the breast. The patient was well
until the age of 48 when she noticed a deep-seated nodule in
the lower left axillary region. The nodule, measuring lecm in
diameter, was removed and proved to be an infiltrating ductal
carcinoma with @ few foci of intraductal growth. No metastases
were found in two adjacent lymph nodes. At this time, however,
a chest x-ray disclosed bilateral pulmonary metastases, The
subsequent course was characterized by alternating periods of
regression and reactivation of pulmonary and intracranial
metastases which were treated by ocophorectomy, hormonotherapy,
hypophysectomy, and radiotherapy. At present (18 months after
removal of the axillary carcinoma), the patient is alive with
questionable persistence of cerebral metastases. During all
this time the opposite breast has remained clinically and
radiographically unremarkable.

Microfiche
c-1, 2, 3 Intraductal papillary carcinoma in origil-
nal biopsy.
Cc-4 Infiltrating ductal carcinoma in axillary
mammary tissue removed 12 years later.
C=5 Focus of intraductal growth next to infil-
trating carcinoma.
References
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Case 4

A mammography performed on a 39-year-old woman as part
of a periodical check-up disclosed a small cluster of suspi-
cious calcifications in one breast, Clinical examination of
both mammary glands was entirely unrevealing. A biopsy of
the suspicious area was performed disclosing grossly unre-
markable mammary tissue. Specimen radiography revealed cal-
cifications comparable to those seen in the mammogram and led
to the demonstration of a minute intraductal carcinoma.
Thorough histological study of the remainder of the biopsy
and of the simple mastectomy that followed revealed no other
foci of carcinoma.

Microfiche
D-1 Radiograph of one of the slices of the
biopsy specimen showing minute calcifi-
cations {photographic enlargement).
D-2, 3, 4 Intraductal carcinoma with intraepithelial
- extension to adjacent lobules corresponding
to the area with calcifications seen in
the radiograph. -
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CERVICAL INTRAEPITHELIA NEOPLASIA

There is abundant evidence that the precursors to in-
vasive cervical cancer form a continuum, the subsets of
which are indistinguishable from one another except by
arbitrary histological definition. The newer concepts Te-
garding cervical intraepithelia neoplasia (CIN), including
the recognition that at least 95% of the cases are unifocal
and most are unicellular in origin, has led to a striking
change in the role of the pathologist in the clinical manage-
ment of this disease, analagous to the change his role has
undergone in the management of trophoblastic disease. When
one accepts the view that CIN is a continuous process, that
the grade of dedifferentiation is principally a statement of
the proximate probability of invasive carcinoma, but that
this aggregate probability statement is meaningless in the
individual patient, then it becomes apparent that it is the
distribution and ease of eradication of the lesion which is
important for optimal patient care rather than histological
diagnosis. Hence the important diagnoses are normal cervix,
cérvical intraepithelial neoplasia, microinvasion, and in-
vasive carcinoma.

T

Microfiche

E-1 Comparison of classical terminology with
CIN terminology.

E-2 Schematic of the difference in histological
v diaﬁnﬂsis using classical terminology and
with reference to CIN. Note that classical
%Fji terminology divisions are indicated by solid
lines representing the rigid criteria which
'l have customarily been used in distinguishing
the grades of intraepithelia neoplasia, and
that the CIN divisions are represented by
“Fitju dotted lines indicating that the grade is
less important and that debate as to where
the dotted line is placed is a relatively
minor issue.

g
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"A Follow-Up Study of Patients with Cervical Dysplasia”,
R.M., Richart and B.A. Barron. Amer. J. Obstet. §

Gynec. 105:386-353, 1960,

"A Statistical Model of the Natural History of Cervical
Carcinoma Based on a Prospective Study of 557 Cases",
B.A. Barron and R.M. Richart. J. Nat. Cancer Inst.
41:1343-1353, 1968.

"Cervical Intraepithelial Neoplasia: A Review'",
R.M. Richart. Pathology Annual 1873, edited by
5.C. Sommers, Published by Appleton Century Crofts.

The translation of the conceptual view of cervix cancer
precursors as CIN into wide-spread clinical practice has been
made possible by the utilization of colposcopy, directed punch
biopsies, and endocervical curettage as 2 follow-up &nd triage
procedure for the patient with an abnormal papanicolaou smear.

The cnlpuscnﬁu is little more than an expensive magnifying
glass with a bright 1ight, but its_use in examining the cervix
which has been treated with 3% acetic acid makes it possible

to define reliably the distribution of intraepithelia neoplasia,
to distinﬁuish those patients with CIN from those with invasive
cancer and to treat most intraepithelia diseases on an out-
patient basis, using biopsy, electrocoagulation, cryotherapy,

or a combination of these.

In the most experienced programs, less than 5% of patients
with abnormal smears are admitted to the hospital; the remainder
are treated on an out-patient basis. It must be emphasized,
however, that the use of colposcopy in an out-patient manage-
ment protocol relies upon the absolute ability of the clinician,
Or management team, to rule out invasive cancer before treat-
ment is instituted. This requires a depree of clinical, cyto-
logical, and histological skills which are not available to
most practitioners and a significant investment in equipment
which has generally been confined to center-based or large-
group-based programs, Without the appropriate equipment and
requisite skills, the traditional methods of management, in-
cluding conization and hysterectomy, are more appropriate.

The remainder of this series consists of colpophotographs,
kindly reproduced with the permission of Dr. Duane Townsend of
the University of Southern California Schoel of Medicine, with
accompanying photomicrographs of removed tissue representing
the lesions illustrated.
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Microfiche

E-3

E-6

E-7

E-8

A patient with a "normal" cervix with an IUD
string protruding from the os. The classical
"normal cervix" gns native squamous epithelium
extending to a squamocolumnar junction which
is at the anatomical external os. One rarely
sees a normal cervix, however. This cervix
has been restored to its "normal" state by the
use of cryotherapy.

Photomicrograph of a biopsy taken from the
native squamous epithelium of a normal cervix.
The basal layer is regular. The cells mature
in a regular fashion, and there is no cyto-
logical atypia.

A cervix with severe cervico-vaginitis and
multiple small erosions. This picture is most
commonly seen in patients with severe trichomo-
nal vaginitis. Most erosions are due to
traumatic avulsion of the epithelium at the
time of speculum insertion.

Biopsy of a clinical erosion. The lesion has
all the features of am ulcer with granulation
tissue. -

The so-called transformation zone is the key
to understanding cervical neoplasia and is de-
fined as that portion of the exposed cervix
previously covered by columnar epithelium and
reepithelialized by squamous epithelium through
a combination of centripetal ingrowth and
squamous epithelium through a combination of
centripetal ingrowth and squamous metaplasia.
There are two junctions which are important -
the squamo columnar junction and the junction
between the transformation zone and the native
squamous epithelium, All cervical neoplasia
begins at the squamo columnar junction in the
transformation zone with native squamous epi-
thelium. CIN occurs most commonly on the an-
terior and posterior lips and coincides with
the distribution of the transformation zone,

Biopsy taken from edge of the transformation
zone with a tongue of squamous epithelium
centripetally growing beneath the columnar epi-
thelium.

Large fields of native columnar epithelium on
the exposed portion of the cervix with islands
of squamous metaplasia seen as whitish areas
with coalescence of the grape-like fronds of
the mucus-secreting cells,

11.



E-10

E-11

E-12

E-13

E-14

E-15

"E-16

E-17

Biopsy of transformation zone with metaplas-
tic epithelium proliferating beneath the
columnar endocervical-type cells.

Transformation zone with clearly defined
junction between area of transformation and
native squamous epithelium in the upper por-
tion of the photograph.

Biopsy showing regularly irregular epithelium
associated with the transformation zone. Note
that there is virtually no glycogenization,
that although the cells do not mature in a nor-
mal fashion, they are not pleomorphic, that the
cell borders are well defined, and that most
nuclei have a single large nucleolus. This is
a normal finding in the transformation zone,
represents a physiological reparative process
and, although frequently confused with CIN and
diagnosed as mild dysplasia, is totally benign
and bears no proximate relationship to cervical
necplasia,

Mature transformation zone in which the process
of squamous ingrowth is complete and the epi-
thelium has fully matured. The white, dome-
shaped areas represent Nabothian cysts which
have large but repular vessels overlving their
apices,

Biopsy from a mature transformation zone with
well-differentiated squamous epithelium overlying
glands consistent with a histological diagnosis
of epidermidization. The gland mouths frequently
become blocked, the mucus material is inspisated
and a Nabothian cyst is formed.

A cervix with an atypical transformation zone
consisting of white epithelium extending
superiorly from the transformation zone and
approaching the fornix. This is one of the ab-
normalities seen in patients with CIN using
colposcopy when 3% acetic acid has been applied
to the cervical epithelium.

Biopsy with CIN grade 1. Note that the epithe-
lium is mature, but that the maturation is ab-
normal and that there are large numbers of
pleomorphic cells.

Atypical transformation zone on the posterior
lip consisting of white epithelium, In the

triage of patients with CIN, it is important
that no patient be treated unless the entire

12.



E-18

E-19
E-20

E-21

E-22

B-23

limits of the lesion can be seen using col-
poscopy. In this patient, the lesion extends
to the squamo columnar junction, and it is
difficult to see whether it extends into the
endocervical canal.

An endocervical speculum is utilized to open
the external os and te permit the observer to
examine the canal following the application of
acetic acid. In this cervix the entire squamo-
columnar junction can be seen. No neoplastic
epithelium extends into the canal, and the
patient can be managed on an out-patient basis.

A biopsy showing CIN grade 11.

All patients whose management is contemplated
to be on an out-patient basis should have a
thorough endocervical curecttage (ECC) performed
by a clinician skilled in this technique as
part of their evaluation. The ECC is an addi-
tional triage procedure which confirms the
colposcopic finding of no disease in the canal.
In this photomicrograph there are fragments of
negative endocervical epithelium. This rich
sample is obtained by instructing the clinician
to save all the blood, mucus and tissue frag-
ments which he obtains at the time of endocervi-
cal curettage, placing them on a dry cork or
piece of paper towel and fixing the material as
a block. A specimen such as this should not be
reported as "quantity insufficient for diagno-
sis", but as "fragments of negative endocervix",
since it is an important negative finding to be
considered in planning the patient's management,

An atypical transformation zone consisting of
extensive areas of white epithelium with mosaic
structure and punctation. Although these fea-
tures are not diagnostic of intraepithelial
neoplasia, when they are this coarse, the ves-
sels are this wide apart, and the epithelium
this white and thick, it is unusual for the
lesion to be benign.

Biopsy from area of punctation containing CIN
grade 111.

Pregnant patient with extremely coarse grape-
like structure in a regular contour consistent
with pregnancy, and an atypical transformation
zone with mosaic structure. Colposcopy has
proven particularly useful in the management
of pregnant patients with abnormal Pap smears

L



E-25

E-26
E-27

E-28

since, under appropriate circumstances, the
Entient need not have a conization or be

iopsied during pregnancy, but may be followed
during the course of gestation and treated
post-partum.

CIN grade 11 involving the widely dilated and
closely packed glands associated with pregnancy.
It is important to differentiate the massive
glandular involvement sometimes seen during
pregnancy from invasive or microinvasive car-
cinoma.

Patient with extensive white epithelium, mosaic
structure, and punctation on the posterior lip,
extending into the canal, beneath an endocervi-
cal polyp.

Biopsy containing CIN grade 111,

Endocervical curettage with strips of neoplastic
epithelium confirming the presence of squamous
necoplasia in the endocervical canal. A patient
in whom the limits of the lesion cannot be seen
and who has a positive ECC should not be managed
on an out-patient basis, but should undergo
diagnostic conization prior to other therapy.

Invasive carcinoma with highly atypical vessels
coarsing over the surface. The distinction be-
tween CIN and invasion is made based on an
examination of vascular structures on the surface
which have been correlated with penetration of

the basal membrane. This is the most important
and most difficult aspect of colposcopy. The
ability to distinguish between the intraepithelial
and invasive stages of the disease reguires a
great deal of experience,

Biopsy with poorly differentiated invasive
squamous cell carcinoma.

Summary of 170 patients managed with electro-
coagulation. It will be noted that the failure
rate after the first electrocoagulation treat-
ment was 11%, but that 15 of these initial 19
failures were recycled through the program, and
only 2.5% of the series required hospitalization
for management. Similar results are obtained :
using cryotherapy. In neither the electrocoagu-
lation nor cryotherapy treated groups have re-
currences been noted in follow-up periods which
extend past five years.
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THE SEARCH FOR EVIDENCE IMPLICATING RNA
TUMOR VIRUSES IN HUMAN LEUKEMTAS AND LYMPHOMAS

We have over the past few years focused our efforts on
an attangt to determine whether the knowledge gained from
animal viral oncelogy is relevant to the etiology of human
cancer. We first searched in human tumors for RNA molecules
related in sequence to those found in the RNA tumor viruses
known to cause corresponding cancers in experimental animals.
Radiocactive DNAs synthesized on the appropriate viral RNA
templates with RNA-directed DNA polymerase were used as
probes. The data obtained revealed a pattern of specifi-
cities that agreed remarkably with what was known from the
animal experimental systems. Thus, human leukemias and
lymphomas were found to contain RNA homologous to that of the
Rauscher leukemia virus, an agent related to a group that
causes similar neoplasias in mice.

More informative for a viral involvement was the demon-
stration with the simultaneous detection test that the RNA
detected in these human cancers was 705 in size and encapsula-
ted with RNA-directed DNA polymerase in a particle possessing
a density between 1.16 and 1.19 gm/ml. Furthermore, DNA syn-
theSized endogenously by these RNA enzyme complexes in human
leukemias and lymphomas exhibited evidence of complementarity
to the RNA of the Rauscher leukemia virus. Thus, the experi-
ments have documented in these human neoplasias the presence
of particulate elements possessing four features diagnostic
of animal RNA tumor viruses.

These experiments and the subsequent utilization of the

particulate elements to demonstrate the specificity of the
viral-related sequences will be discussed.

References:

1. Hehlmann, R., Kufe, D, and Spiegelman, S.: RNA in
human leukemic cells related to the RENA of a mouse
%gggcnin virus. Proc. Nat. Acad. Sci. USA, 69:435,

2. Spiegelman, 5., Kufe, D., Hehlmann, R. and
Peters, W.P.: Evidence for RNA tumor viruses in
human linphunas including Burkitt's disease. Cancer
Research, 33:1515, 1972,

3. Baxt, W.G. and Spiegelman, 5.: Nuclear DNA sequences

resent in human leukemic cells and absent in normal
Eaukucytﬂsi Proc. Nat. Acad. Sci. USA, 69:3737, 1972,

4, Kufe, D.W., Peters, W.P. and Spiegelman, 5.: Unique
nuclear DNA sequences in the involved tissues of
Hodgkin's and Burkitt's lymphomas. Proc. Nat. Acad.
Sci. USA, 70:3810, 1973,

16



NEW YORE PATHOLOGICAL SOCIETY

1 hereby make application for membership in the New York
Pathological Society, and agree to abide by all the rules and
regulations of the Constitution and By-laws.

Address .

Education: Collegiate and University

School . Years......lo... . incl
School . .. = Years. .. lo..__.incl
School...—. o Years___to__incl
2, T R R (5 e Years.__ lo___incl
Academic Degrees. .. m uuuuu Year. .
Medical Degree ... SEhooL i i, ¢ T

Internship:  (lf o graduate in medicine)

Hospital...... Years.....lo..._incl

Hospilal.........— Years ._.to...__incl

Special Training, giving dates and under whose direction work
wnas done:

Other Experience:




6 Hospital and Teaching Appoiniments pas! and present
T e e Exact date_ _ _to.
T, iz o A . Exocl date. . to
s T, Exac date . fo
7. Publications: Author and co-authors, exact title of article,

name of journal, volume number, page and
yvear of publication mus! be listed. In case
space i5 nol sullicient use another sheet

B. | HEREBY PLEDGE MYSELF TC THE HIGHEST PROFESSIONAL
STANDARD IN MY PROFESSIONAL ACTIVITIES
M e e e T
Date.........
9. Application must be signed by two members of the New York

Pathological Society.
Proposed bY-——— . _

Seconded by

10. Action by Commitiee on Admission and Ethics
Approved Disapproved

e o e o s e TR i Py s e e B Tt B L




