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Patnayak, et

a imens weee fixed 10 10% formal saline for 24 hand then
[ s s - 5 (4
& ydﬂlfd in wncreasing concentrations of '-‘“l‘ﬂ‘[‘\" alcohol

Mm-gd b)" clcnring of alcohol b)’ xylrnr before im[‘lfgll.\l:uy
i paraffin wax. The specimens were subsequently embedded .t;
pmfﬁn wax in caseettes to facthtate ussue seetoning, Standard
H and E staining was performed on 5-pm-sections from cach
specimen block. Histological scctions of biopsy specimens
of patients (formalin-fixed and paraffin-embedded), with
histopathological evidence of gastritis or with the suspicion of
presence of H. pylen, were also stained with the Giemsa, WS, and
1HC using purified polyclonal H. pylor antiscrum (BioGenex).
Lach biopsy section was carcfully examined for the presence
of H. pylerl, The data obtnincd was given in the form of
simple percentages. Statistics wan done by using Chi-xguare

method. We have not included pastrie cesection specimens in
oue sudy.

RESULTS

‘Phere were 79 canen of histopathologieally diagnoned pasteitls
tn the atudy perlod, ‘There was slight male predominance in
ot wiudy group with M: I ratin of 1.2:1, ‘The mean age wan
A7 2 years. V'he gastric blopaier were lanslficd according to Sydney
clastfication™ [Table 1. H. pyford wa detecred in 49 (62%5) cases
Rowtine 1L and ¥ and special sains hke Giemsa and WS detected
H. pyloni in 26 (32.9%) cares (Figures 1-3]. h'l.\l'lﬂif.d analykis .dunu
Ly Chii-syumre test showed buth special stains and |||11'|1{||\(:gta|||s o
b comparable and independently pood. lmmuno::ln||1|nu|lcu:u.uI
additlonal 20 cases which were not derected initially by routine
11 and 12 or pecial stains [Vigure 4] Here, huowever very few bnc‘nlh
were detected by immunuhintm‘hcmicnl method, lmnmnusln.ms
were negative in six cases where 1L pylosi was suspected by routine
methods, The sensiuvity and speciicity for special Staing was
100% wnd 90% reapectively. 11C showed 100% sensitivity and
1% specificity. Positive predictive value For special stains and 116

war 77% and 4193, whereas negative predictive value for both was
100% |Vable 2).

: P
Figure 1: Hematoxylin and cosin slained seclion showing suspicious
orpanisms over the mucosal layar (H and E, x400)

al.: Unlity of immunomslochemialry in domonslrating Helicab,

PRI &

acler pylori
DISCUSSION

Heduohacter pylori infection is common in the Tndian subcontinent,
Faposure veenes in culdhood and appeoximately 80% of Indian
adults have been infected at some point in time.™ 1n a swdy from
South Tndia, the authors have concluded that FL pylor infection s
very common in the South Indian population. A high prevalence is
seen il pastroduodenal diseases and more than half the population

without any abdominal symptoms was colonized by the H. pylori™
In s study, FL pylori was detected in 62% of gastritis cases.

I leliobaiter pylori is a Gram-negative, spical organism, which colonizes
the pastric mucosa.™ H. pylori infection is associated with gastritis,
pantric uleer, pastric adenocaccinoma, and MALT lymphoma.!"?
‘Mherelane, itis useful to document the presence of T pyloriin a gastric
hiopsy forgiving appeopriate patient care. H. pylort suevives in the acidic
medivn of stomach by a number of mechanisms. 1t seeretes the urease
cnzyniv, which converts uees o ammonia.”I'he production of ammonia

a1 pylord neutmlizes the acidity of the stomach, making the

Tablo 14TISTolg 'Bg'gé@”ﬁf"”?&%“f
R et D

Histology ; Numberof ' H. pylori .
case (n=79) detection (n=49)
“"Mild antial superficial gastritis 4 2
Moclerate antral superficial gasleitis 55 as
Mild antial pan gaslrills 1 1
Moderate antral pan gaslritis 3 1
Savero antral pan gaslrtls 16 7

1. pylori: Helicobacter pylori

‘Table: 210 atislie i< !
Staln Senslitivity - - Spacificity PPV . “ NPV
Hand E, MG, WS 100 90 77 100
NG 100 51 41 100

Hand L ot lematoxylin and eosin, MG: Modified Giemsa, WS; Warthin-Starry,
IHC. imimunahistochemical staln, PPV: Positive predictive value, NPV: Negative
predictive value

Flgure 2: Modilicd Giemsa slain showing fow bacilli (modified
Giemsa, x400)

PRt
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Mrw i&ntifying the organism on immunostain was much
f “d ld! time-consuming. Lowever, this may not be feasible
'dtc‘l;‘“".‘ic of ﬁnnucia\ constraints, Another aspect is that, in
&;md}'{‘h“‘ wai no significant difference between the resident
mﬂﬁdw member in identifying the organisms stained by 1HG
rethod ¥ By using immunostains, the interobserver variation, as
ﬁl“’"‘d by few other studies also can be reduced ™

,\‘mh'm study by Hartman and Owens has compared the routine
asing and THCM The authors have noted that the sensitivity of
;p;th\ stalna In their study was 62% and that of 111C was 97-100%.
Tn oue study, the sensitivity of both special staing and 1HC way
100%, The wpecificity for special staing in their study was around
D‘MB‘/- and for L1TC itwas 100%. We had observed 90% specificity
for pecial staing and 51% specificity for IHCH

One moee study, using culture as a standad, has reported sensitivity
for TL pylori ws 90.0 % 10.0% with MG, 70.0 £ 14.1% with W5,
and B3.8 £ 11.1% with 11C nsing purificd polyclonal H. pylord
antiserum (DAKO B471). Specificity eeported was 53.8 +19.3%,
82,5 & 9.6% and 90.0 % 0.0%, vespectively.®™ In vur study, we
have taken 111G as standard and culture was not done in the cases
included in the study.

Pathologists also should be aware of other causes of gastritis that
may mimic H. pylori nfection, which include reactive gastropathy
with focal activity, focally active gastritis and carditiy, autoimmune
gostritis, granulomatous pastritis, lymphocytic gateitis, and other
Infections™ 1 these conditions, the staing for H. pyleri help to rule

out other aimilar conditiom

In our study, the clinical presentation was variable and in many
cases the clinlelany requested for 1L pylord Identification. We have
notincluded data about previous treatment received by the patients,
while evaluating these staining methods. A further study taking into
necount vagious elinical parameters and the association of I, pylori
will be definieely helpful,

We conelude that routine 1 and 1 with the help of special srains eeliably
hetpin the detection of T pylori. Lowever, I, pylort, by meanw o 111C
in more carily deteeted compared with the conventional methods.
W agree with Wany of al, that 111C should be wred judiciously for
exumple in ease oF wnexplained gastritis o in previ winly treated praticnty
with low dose af organism, particularly in developing conntries
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Multiple p1ir51ary cancers are usually defined as primary maligram
lumors of different histological origins in one person. Kecently,
there has been an increase in the number of patients diagrcsed
with multiple primary cancers. This trend can be attributed
to improved diagnostic techniques, prolonged life span and
the increased incidence of long-term survival of patients with
malignancy. Most multiple primary cancers are double prirnary
cancers.'?
Definitions and classifications for multiple primary cancers and
multi-centric cancers, proposed by Moertel wiy back in 1977 hold
true even today %! Accordingly, group | includes, rultiple primary
cancers occurring in organs with the same histology, group 11
includes multiple primary cancers that originate from differert
tissues and group 111 consists of cancers from different tissues
and organs that concurrently exist with group | cancers, and they
form multiple primary cancer of three or more cancers. Graup Iis
further subdivided into group /. which includes cancers that voeus
In the same tissue and organ, group B, which inchudes carcers thed
are from the same tissue and differert organs, and group C, which
includes cancers that oceur in bilateral organs. Multiple prifmary
cancers are again classified as synchronous and metachronous,
L Those malignancies that are observed at the same tirne or within
6 months are termed a3 synchronous multiple primary cancess,
{. and those cancers thit develop at more than a 6-month interval
¢ . are termed as metachronous multiple primary cancess ! On the
. other hand, manry studies have defined | year as the dividing time
L of these two types of multiple cancers.!
b In Indian literature, scant data is available regarding multiple
g primaries, most of them being case repurts, including two from
. our institute.S"71 In this retrospective study, we have analyed
{he multiple cancers encountered in the department of surgical
i, bncology of a single institute over a S year study period.

‘ Hlurials and Methods

retrospective study, from May 2007 to May 2012,
ol thirteen cases of multiple malignancies diagnosed

Gararirraens of Sor great Creclony, 54 '"Padrdeqy.
Tadheg), SV ecieatasoars s oA Vedical
Sewmrens, Tirugatl, Loy Pradesh, heeka

Corresporvdence 107 Drheinth jara,
Etrah, e sroitxt b JLALY pib oty 1N

v

of surgical onwloyy, Clinival dats wers fp%md len 1y
rriedical reunds, e & teh fehuln Wivenin m 1% waliypany.
Furthermore, attuysy data was wd i duiss, We bzrs 1on
ineluted thins caes witare fiw gttty of tm 07 walngsy
heing 4 metastatic degeait was 1A cnyleinty sreddied Wy
trave catemaized the umligerics 5 yradainnrss 18 Gn wint il
bet ety develmmuest Of s was Yoss o il ) G tuntin wod
i 1t veaes some than 6 euniis e borre sl 7w rretamAe iy
Vasitron Eanission Tomengahiy= Cripéed | ersesgngisy (PEIACT)
wras A dome in ary Of these cases G 1 §1min v SRAEAS,
In this retrspentive sty the yaticits wrad iy plaives vy
given comem to wtilize the infenssadion fup pllation yay s
s eded from the standard case shaet seund St i
medical secords degatment, As the study bad 1o it yertion
Aher than standasd care, we bavs 144 GiAsInA gemission from
the institutional review toard,

Aesults

We retrieved a tota) of thirzen cases in the 5 yeas study
period. Out of them, two were in the metashronous
cateyury uwing to iterval between detection of prismary and
24 malignancy being mute than 6 months. e synchrunous
ones wese deected simultaneowsty either at the time of clinical
examination o sepurted in histupathological sxamination of the
surgical specimen.

There was female predominance with age range being
4364 yems, Majority of the cases were in 7% decade, The
st common organ involved was breast, followed by cervix.
in the metachronous category, there were Vo cases. In the
first case, the first primary was (1DCC (nu3)) Infiltrsting
duct cell carcinoma (not otherwise specified) of hreast
and the 27 malignancy was endometrial adenocarcinoms.
This patient was diagnused as a cuse of 1IDCC (nos) afler
Jumpectomy which was carsied out in an outside center. After
that the patient did not receive any chemo of rudiotherapy:
She presented 1o our institule after u gap of 39 months with
fine needle aspiration (FHA) findings suggestive of reLurrcnee
of IDCC (nos). At thal time the complained of hleeding per
vaginum for which she was evaluated and ultrasonography
shuwed thickened endometrium, The patient underwent right
modified radical mastestomy (MILM) for recurrence of 1IDCC
and was advised chemotherapy and hormonal therapy. §he nlso
underwem radical hysterectomy and the final hln‘lupmhol”t!"“'

impression was endometrlal adenocarcinoma. 20
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m\._mchronous case was a 37-year.
f,om ihie first pri.mary. was detected as squamous cell
' ma of penis. This patient was treated with emasculation
, ilioinguinal block digsection ang was referred tc;
£ iherapy- However, the patient was ]ost to follow-up and
_fpﬂsemed again after a gap of 22 months, At that time, the
- autine chest X-ray showed a cavitary lesion in the |ef; upper

- one of lung. FNA of the lesion in the lung was proved to be
' gdenocarcinoma of lung,

1}1 the synchronous category, there were eleven cases. Out of
them, four were bilateral carcinomas of breast. One bilateral
carcinoma of breast revealed a histology of infiltrating lobular
carcinoma and the rest that of IDCC (nos).These patients
underwent bilateral MRM and received chemotherapy and
hormonal therapy (Adriamycin + Cyclophosphamide for
6 cycles and Tamoxifen).

old m:;ie patient

uf‘.

One case of bilateral carcinoma breast was detected
simultaneously with endometrial adenocarcinoma of uterus,

In one case of IDCC bredst, at the time of routine examination,
cervical growth was detected. This patient underwent right
MRM and radical hysterectomy. She also received chemo and
hormonal therapy.

A breast lJump was detected on the routine examination of a
case of papillary carcinoma of thyroid, which later on proved
to be IDCC (nos). She underwent total thyroidectomy and right
MRM followed by chemotherapy.

In another case, the cervical biopsy distinctly showed
adenocarcinoma of endocervix and cervical intraepithelial
neoplasia (CIN-III) of ectocervix. This patient was advised
radical hysterectomy but subsequently she was lost to
follow-up.

Again in another case of squamous cell carcinoma of buccal
mucosa, cervical growth (stage II1 B) was detected. This patient
was referred for chemoradiotherapy.

Other cases, which were included in the synchronous variant
from the department of syrgical oncology were cervix showing
changes of CIN-III and sertoli and leydig cell tumor of ovary
and another case of squamous cell carcinoma of esophagus and
mixed epithelial tumor of ovary, previously reported from our
institute.8

Follow-up data was available for various patients ranging from
6 to 42 months [Table 1].

Discussion

Though, multiple primary cancers are not common, yel it is
believed that the incidence is increasing. Since in patients with
multiple cancers, the focus is mainly on the primary disease,
there is a higher likelihood of missing incidental co-existence
of another primary malignant lesion. Therefore, it is important

to make an early diagnosis and administer prompt therapy in
case of multiple cancers.”?!

The theory regarding the origin of majority of multiple
primary cancers is that they arise as a result of random
chance, but different mechanisms have been suggested to
be involved in multiple primary cancers, such as the family
history, immunologic and genetic defects, prolonged exposure
to carcinogens, radiation and chemotherapy for the

cancer, and field cancerization 614151
© 30

primary
Previously reported

hitpwww journal saj
from hitp 3Jc.org on Saturday, January 25, 2020, IP; 122 15.58.115)

Jena, et of - Multiple primary cancers

case.s of multiple primary cancers are mainly descripeq ;

respiratory, gastrointestinal, and genitourinary o
autopsy series has reported prostate cancer as
¢ommon malignancies in patients with multiple

and also as a frequent incidental autopsy fin
men.['7

Systems [15) One
One of the ot |

Primary cancers
dlng in Clderly

In our study, we have encountered two,
the metachronous category,
breast in one case followed
other one was carcinoma
of lung,

cases of malignancies i
where the primary was carcinoma
by endometrial carcinoma and the
penis followed by adenocarcinoma

Breast cancer patients often develop a 2™ primary malignant v

[

tumor; common sites being opposite breast, endometrium and
ovary with rare primary cancer of cervix."

We have noted eight cases of carcinoma breast, out of them
four being bilateral. According to the classification by Moertel,
they fall under the Group IC category.”! However, Tan ef al.
did not include bilateral carcinoma breast in their study stating |
that they are fairly common.!'¥

In our study, there was one case of synchronous bilateral breast |
carcinoma and endometrial adenocarcinoma.

There were also three cases of carcinoma breast |
and endometrial adenocarcinoma. One of the cases was
metachronous and the other two were was synchronous in f
nature. One of the synchronous cases had bilateral IDCC (nos) |
breast and endometrial adenocarcinoma. However, in one case, o
the patient did not give any history of treatment after excision
of breast [ump and subsequently had endometrial carcinoma.
We could not find an association between tamoxifen use for 3

breast carcinoma and subsequent development of endometrial * 48

tamoxifen use of at least G0 months is associated with high risk
uterine histological subtypes when compared to no tamoxifen
ustIw s -

We also had a synchronous case of breast carcinoma and '}
cervical carcinoma.

Goto, et al. in their article have described a case of A4
synchronous invasive squamous cell carcinoma and clear cel] ‘|
adenocarcinoma of endocervix. They also detected Human 4,
papillomavirus (HPV) 18 in the squamous cell carcinoma; but S
not in the clear cell adenocarcinoma.™ In our case the cervical -

biopsy showed adenocarcinoma of endocervix and CIN-111 ;1

of ectocervix, but the patient was lost to follow-up prior to &
complete evaluation. '

o

The numbers of patients with multiple cancers have recently
been increasing. In the present scenario, the possibility of &
2" or 39 malignant lesion should be considered for patients;
with primary cancer. Furthermore, the im ]
procedures should be emphasized for the early detection ofii
malignancy before the appearance of clinical symptoms. 5

e at a definite concluslo{‘
ple primaries.
arch 2016 » Volume 5 # Issug

regarding the true incidence of multj
South Asian Journal of Cancer + January-M
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. Androgen receplor €

CY‘ .

AR 15 2 member of the steroid
d is implicated in breast cancer

& The curren that in breast
- pathogenesis. 1h¢ ¢ y ST fayd
* carcinogenesis, the androgen srg;na}:?g Paﬂ\w_&yesl;io}l’l :
critical role independent of ERIM AF} EXPIESS :
normal luminal mammary epithelial cells is approximately
20% .01 However, 70% of invasive and intraductal breast
cancers express ARIMETA significant number of poorly
differentiated breast carcinomas which are negative for ER

and PR, are positive for AR!'!

Recently, there is increasing interest regarding the role of
the AR, particularly in patients with TN tumors. TN tumors
generally have a more aggressive clinical course and do
not benefit from conventional endocrine targeted therapies.’
However, recent evidence suggests that there may be role
for AR as a therapeutic target for a subset of TNBC.!+

One study from India by Sharma ef al. noted 31.9% TNBC
cases. They found that these cases present in younger
females are associated with high grade, large tumor size,
and high rate of lymph node positivity. The most commeon
histological subtype in TNBC was IDC (nos).®! In our
study also most of the TN cases were IDC (nos). We found
nine (20%) TN cases to be positive for AR. Most of the
IHC studies have found the AR positive tumors represent a
small subset within TNBCs, ranging from 12% to 23%.11%1%)
In a large study of over 2,000 invasive breast cancer, AR
positivity was reported in 32% of TNBC."! Sutton et al.
observed that in 31.4% of TNBCs there is a positive
expression of AR.FI'McGhan ef al., have described AR
positive TN tumors to be more common in older patients,
prone for lymph nodal metastasis and more advanced
disease.”) Whereas, Sutton e/ al. noted that AR positive
TNBCs are less likely to have distant metastasis.!

Bicalutamide is an oral, nonsteroidal, and AR
antagonist*! A recently completed phase II trial of
Bicalutamide in advanced TNBC involved a prospective
screening step, in which TNBC tumors were assessed
for AR expression before being assigned to therapy. The
frequency of AR positivity by THC was low (12%). This
trial reported a clinical benefit rate of 19% and a median
progression free survival of 12 weeks!"l

Ki-67 is a proliferative marker with the highest cxprcssi(zn
d as a prognostic marker in

during mitosis. Ki-67 is use i ' :
breast cancer. Higher expression of K|-67. is assocwfed
with worse prognosis. In TNBCs, higher Ki-67 expression

is associated with worse prognosis. Sutton’ el al., 'obscr-ved
a negative correlation between AR and 'l~:1-67 cxprcs;n;‘r;
Hence, they opined that since AR positive twmors .
lower Ki-67 index, high levels of A!.i may be T};:Ssochavc
with better prognosis in ™ carc':poma's. ARcy ek
attributed this lower expression of Ki-67 "p‘{ A H;(:(;ﬂﬂ

to the antiproliferative cffect of_A d laliox;
lumo'_’s: 1 observe any statistically SIgmﬁcm'!l cofre p
:ehf;:nnfik and Ki-67 expression in TNBCs, in ouf study.
ctw

e e

' : stor family an
hormong TeLLP ¢ theory suggests

ingian Journal of
30

xpression in triple negative

o, IP: 122.15.58.115]

preast cancer

Conclusion '
In the current study, a subset of TNBCs (20%') Src' posliuvc
for AR. Antiandrogen. therapy may be tried In noﬁj
TNBCs expressing AR as the TN.cancers d(? nolt respon

to standard targeted therapy and are a'ggrcsswc in nature,
we did not find any significant correlation belw?cn'AR' and
Ki-67 expression. However, results from multi-institutional
studies with better sample size and follow-up data should
be analyzed before advocating anti-androgen therapy for

TNBCs showing AR positivity.
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