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ABSTRACT

OBJECTIVE : To analyse the ini-
tial manifestations, pathological find-
ings, therapy, outcome and prognos-
tic factors in patients with papillary
and follicular carcinoma of the thyroid
gland and also to evaluate DNA flow-
cytometry as a prognostic factor in dif-
frentiated thyroid carciroma.

PATIENTS : Analysis of clinical
and pathological records was con-
ducted on 210 patients ( 48 male and
162 female) treated for well differen-
tiated thyroid carcinoma refered to
Clinical Oncology Department and
Surgical Endocrinology Unit, Mansou-
ra University Hospital in the period
from Janury 1990 to December 1995.

RESULTS : The patients were
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22.8% males and 77.2% females.
68.6%  patients presented with
papillary carcinom a. High incidence
in fifth decade. 89.5% of cases the
duration of symptoms was less than 6
months. 21% presented with neck
node metastases, while distant meta-
stases in 13% . Recurrences were
recognised in 7% of patients. The two
and five years disease free survival
rates were 91% and 88% respective-
ly. By univariate analysis, patientis
age at the time of diagnosis, tumour
size, extraglandular extension, nodal
status, distant metastasis were found
to be significant prognostic variables
while the sex and histology were
found to be non significant. DNA
content was diploid in 57% of follic-
ular carcinoma and 37% of papillary
carcinoma. Aneuploid pattern was
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found in 43% and 63% of follicular
and papillary carcinoma respectively.
DNA deploid pattern was associated
with less mortality due to the cancer.

Introduction and Aim of the work :

Differentiated thyroid carcinoma is
a relatively indolent disease. Despite
the usually favorable prognosis, differ-
entiated thyroid carcinoma is fatal in
some patients (1) .

In the past, treatment strategies
were often based upon incomplete
knowledge of inaccurate assumptions
regarding the significance of the
presenting characteristics of the tu-
mour and patient. More recently, sev-
eral large retrospective reviews have
identified those that have prognostic
significance and those that do not.
Using this knowledge, patients can be
grouped into low, intermediate and
high risk groups (I) .

Prognostic factors and risk group
analysis have facilitated the develop-
ment of more rational treatment algo-
rithms and makes a selective ap-
proach to differentiated thyroid
carcinoma possible (2)

Such an approach can spare
many patients morbidity and
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aggressive expense of unnecessaril
treatment  without compromising
outccme.

In a wide range of human cancers,
tumour cell nuclear DNA content has
been considered to represent one of
the best prognostic indices of the ma-
lignant potential in thyroid carcinoma
and the presence of an abnormal
DNA. Stemline has been regarded as
the single most reliable marker of ne-
oplasia and has predictive power sig-
nificantly greater than that of all other
prognostic factors combined, (3) .

The purpose of this study is to re-
view our experience with differentiat-
ed carcinoma of thyroid and studying
different prognostic factors and its ef-
fect on survival in addition to evalua-
tion of DNA ploidy as a significant
prognostic variable .

PATIENTS AND METHODS

From January 1990 to December
1995, 210 patients diagnosed patho-
logically as differentiated thyroid car-
cinoma, refered to Clinical Oncology
and Nuclear Medicine Department
and Surgical Endocrinology unit, Man-
soura University Hospital were en-
rolled in this study. Frcm these pa-
tients 144 patients (68.6%) had
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papillary thyroid carcinoma, 46 pa-
tients (21.9%) had follicular carcino-
ma and 20 patients (9.5%) had mixed
papillary and follicular type.

Different parameters studied in-
cluded age, gender, tumour size, ex-
trathyroid extension, focality of pri-
mary tumour, presence or abscence
of distant metastases, lymph nodes
involvement, histological type, treat-
ment and survival .

The primary treatment comprised
of total thyroidectomy, TSH suppres-
sive therapy with L-thyroxin and post
operative radioiodine therapy in 173
patients. The radicallnes of previous
thyroid surgery was assessed by neck
ultrasound and 1131 whole body scin-
tigraphy performed after 4 weeks of L-
thyroxin withdrawal

Nuclear DNA content was ana-
lyzed in 40 patients by DNA flow cy-
tometry post operatively. DNA histo-
grams were scored as either diploid
or aneuploid by single cell suspension
preparation and the result was corre-
lated with the survival and other prog-
nostic factors.

Kaplan-meier survival analysis
was used to calculate both cancer re-

lated mortality and disease free survi-
val in the patients followed up-Cox's
proportional hazard regression analy-
sis for disease free survival was also
used in this study .

RESULTS

This study evaluated the different
prognostic factors in 210 patients with
differentiated thyroid carcincma at-
tended Clinical Oncology and Nuclear
Medicine Department and Surgical
Endocrinology unit, Mansoura Univer-
sity from January 1990 to December
1995 .

They were 48 (22.8%) males and
162 (77.2%) females (Table I). Of this
group 144 (68.6%) patients presented
with papillary thyroid carcinoma 46
(21.9%) patients had follicular carcin-
oma of thyroid and 20 (9.5%) had
mixed papillary and follicular carcino-
ma .

(Table 1) shows the high incidence
(58.0%) among the age of 40 : 49
years . Neck tumours was the com-
monest symptom, 80%. Duration of
symptoms was less than 6 months in
89.5% of cases . Extra thyroid inva-
sion was found only in 16 cases and
neck node metastases was present in
44 patients (21 %). Distant metastas-
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es was present in 27 (13%) cases
while the number of lesion was multi-
ple in 44 cases. Recurrences were
recognized in 15 (7%) patients, six in
thyroid bed, three in neck lymph
nodes only and six in both sites
(Table 1) .

During whole period of observation
27(13%) patients suffered from dis-
tant metastases. 10 in lungs, 14 in
bones, 2 in liver and one in brain
(Tatle 2).

Regarding the results of DNA flow-
cytometric analysis and its relation to
histopathological analysis. Twelve
cases out of 21with follicular carcino-
ma showed diploid pattern (57%) and
9 cases were of aneuploid pattern
(43%), of the 19 cases with papillary
carcinoma, 12 were of aneuploid pat-
tern (60.3%) and 7 were diploid
(39.7%) (Table 3) .

The univariate analysis identified
age at time of diagnosis, glandular ex-
trathyroid extension, tumor size and
distant metastases as significant
prognostic factors with major effect on
survival. Other factors such as gen-
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der, multifocality or regional lymph
node metastases had no effect on
survival (Table 4).

Important prognostic factors identi-
fied on multivariate analysis were age
older than 4= ,ear: (<0.001), ex-
trathyroid extension, tumor size ex-
ceeding 5 cm, and the presence or
absence of distant metastases
(P<0.001).

The 2 and 5 years survival for the
entire series of patients with papillary
carcinoma was 92% and 91% and of
folliculer carcinoma it was 91% and
88% respectively while for patients
with mixed carcinoma it was 90% and
88% respectively (Table 5).

In studying response to treatment
and disease free survival for these
group of patients, it was found that
complete response to treatment and
disease free period were higher in
cases showed diploid pattern whether
the pathological type was follicular or
papillary , it was 90% and 96% re-
spectively in comparison to 86% and
90% respectively in cases showed
aneuploid pattern, (Table 6).
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Table “ 1%  Clinical Investigational Characteristics of 210

Cases with differentiated Thyroid Carcinoma

Characteristics Number Percent
e Age (years)
40 - 49 122 58.0
50 - 59 65 31.0
60 - 69 1 10 48
70 - 79 = 8 3.8
80 - 89 5 24
¢ Gender 1’
Male 48 228 [
Female 162 72 !
 Symptoms !
Neck tumour 168 80.0 |
Hoarsness 40 19.0
Neck Pain 5 2.4
Dyspnea 2 0.9
Dysphagia 2 0.9 ‘
* Duration of symptoms in months |
<6 , 188 89.5 !
>6 22 10.5 i
¢ Maximum diameter of the tumour :
<5cm 158 75 ;
>35cm 52 25 '
e Number of lesions '
Solitary 166 79 !
Multiple 44 21 [
¢ Extrathyroid invasion '
Absent 194 92 i
Present 16 8 {
¢ Nodal metastases i
Absent 166 79
Present 3 44 21
¢ Local recurrence
In Thyroid bed 6 2.8
In Neck Lymph Nodes 3 1.4
In Both _ 6 2.8
¢ Distant metastases r f
Absent } 183 87 |
| Present | 27 13
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Table*2 “ Initial Presentation & Outcome of
Distant Metastases
Site No of Patients
Total At initial diagnosis | In follow up period
Bones 14 2 12
Lungs 10 7 3
Liver 2 1 1
Brain 1 0 1
Total 27 10 17
Table “ 3~ DNA Pattern Among the Studied patients and its
Relation to Histopathological Examination
Ploidy Pattern Histopathological Types
Follicular Papillary Total
Diploid 12 7 19
Aneuploid 9 12 Z1
Total 21 19 40
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Table “ 4 “ Analysis of Prognostic Factors in Patients with
Differentiated Thyroid Carcinoma
| Factor NO % P.value |
"Age < 49 Ys 122 58 <0.001 |
Male 48 229 N.S ;
Size > S5cm 52 24.8 <0.001 |
Sclitary 166 79 N.S
Extra Capsular Extension 16 7.6 < 0.001 1
Nodal Metastases 34 16.2 N.S |
Distant Metastases 27 2.9 <0.001 !
1
N.S : Not Significant
Table ™ 5% Two and Five Years Survival for Differentiated
Thyroid Carcinoma
Type No. of cases 2 years S years
survival % survival %
Papillary 144 92 91
Follicular 46 91 88
Mixed 20 90 88
Table “6 * DNA Pattern and its Relation to
Survival in 40 Patients
Histopathology Number Disease Free P.value |
Survival %
(D) Follicular :-
a-Diploid 12 90% N5
b- Aneuploid 9 86% N.S. 3
(1) Papillary 3
a-Diploid . 7 96% N.S.
b-Aneuploid | 12 90% N.S. i
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DISCUSSION
Well differentiated thyroid carcino-
mas are usuaily siow-growing neo-
plasm with an indolent Clinical
course.

Assessment of treatment modali-
ties for them requires a long-term fol-
low-up in a large population (4).

Our understanding of the natural
history of differentiated thyroid carcin-
omas has improved with the definition
of prognostic factors. These prognos-
tic factors have helped us to identify
patients in various risk groups (5).

The concept of prognostic factors
in thyroid cancer was first described
more than 20 years ago by wollier
(1968) (6)

In our study, univariate analysis
identified age, glandular extrathyroid
extension, tumour size and distant
metastases as significant prognostic
factors with major effect on survival.
The same prognostic factors were
identified by different studies 4, 5, 8,
7 and 8. In study done by Tsuchiy
(1995) (9) , he found that lymph
nodes metastases and operative pro-
cedure also have a significant prog-
nostic factors.
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Five years survival in our study
was 91% in cases with papillary car-
cinoma and 88% in cases with follicu-
lar carcinoma. It was 92% and 88%
respectively (8) .

Multivariate analysis was conduct-
ed on survival data of 187 patients
who underwent curative resection for
differentiated thyroid cancers.

The important prognostic factors
identified were age older than 45
years, extrathyroid extension, tumour
size exceeding 5 cm and presence or
absence of distant metastases. These
results were in agreement with many
studies 7, 9, 10.

Based on data derived from our
study in DNA pattern done for forty
patients (21 of follicular and 19 of
papillary subtypes) , 5 years survival
rates was noticed to be higher
in the groups which showed diploid
DNA patterns ( 90% vs 86% ) in
cases with aneuploid pattern in fol-
licular carcinoma and 96% vs 90%
in papillary carcinoma and this re-
flected that the finding of non-diploid
DNA appears to be associated with
higher cancer mortality, these results
were in occordance with results re-
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ported by Many outhors, 3, 11, 12) .

CONCLUSIONS : We concluded
that there ia a high prevalence of pa-
pillary carcinoma in our country. Age
at time of diagnosis, glandular extra
thyroid extension, tumor size and dis-
tant metastases were significant prog-
nostic factors by univariante analysis
with major effect on survival. Other
factors such as gender, multi focality
or regional lymph node metastases
had no effect on survival.ln studing
response to treatment and disease
free survival for comparison with the
result of DNA flow cytometry . It was
found that complete response to treat-
ment and disease free period were
higher in cases showed diploid pat-
tern whether the pathological type
was follicular or papillary .
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