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RESULTS

This study was performed on selected 101 thyroid

‘neoplasms, 84 were follicular  neoplasms and 17 cases
parafollicular C-cell neoplasrhs (16.8%) that were diagnosed as
medullary carcinomas (MC). Follicular neoplasms are subclassified

into 23 papillary carcinomas (22.7% PC), 21 follicular carcinomas
(20.7% FC), 10 Hurthle cell carcinomas (9.9% HC), 10 anaplastic
carcinomas (9.9% AC) and 20 cases of thyroid adenomas (12.8%

AD). Seven cases of apparently normal thyroid tissue adjacent to

_benign tumor area were taken as control.

| E—_ Clinical data: ,

. I Age distribution: Table (8), Graph(1)

i _' ,! -In cases of thyroid adenomas mean age Was 29.7 years (range

- 19-42y). Adenoma with atypia (3 cases) showed main age 26.7
~ years (Range 20-35 y).

- PC cases showed mean age 39.8y (range 18-53y).

-The mean age for patients with FCwas 41,1year (range 26-
73y).

b -The mean age for patients with HC was 39.7y (range 28- -51y).

-The age of patient with anaplastic carcinoma ranged from 47

.

- years up to 80 years with a mean value 60.4 years.
L -The mean age for patients with MC showed mean age 43.5y

B (range23-59y).
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Table (8): Different age groups in the examined thyr_oid
cases In relation to the histopathological

type:

AD., PC FC HC MC AC

1

- 1 (4.4%) - - - -

3 0% (%) |3 044%) | 100%) [3(0T%)| -

030y | 5(5%) |6(26.1%) |7 (33.3%) 4 (40%) |2 (11.7%) -

049y | 3(15%) | 5@17%) | 7(33.3%) | 4(40%) | 6(353%) 1(10%)

50-59y - 4(17.4%) | 2 (9.5%) | 1(10%) 6 (35.3%) | 3(30%)

60-69y - 3(13%) | 2(9.5%) - - 4 (40%)
. 70-19y - - - ce - 1{10%)
80-89y - - - - - 1 (10%)
‘Mean age [ 29.Ty 39.8y 41.1y 39.7y 43.5y 60.4y"
" Total 20 23 21 10 17 10

o
R ———————————

- NB. Cases of adenomas showed the lowest mean age group followed
by HC, PCand FC.
" . Cases of AC and MC showed the highest mean age respectively.

[ mean age

!
i
|
!

Graph(1): mean age in rclatioﬁ"_:t:() the histopathological type.
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| II. The Qender of the examined cases: table (9) graph (2).

- Adenomas (20 cases) showed [15 cases (75%) of female

| gender and five cases (25%) of male gender] with male to
‘female ratio 1:3. Adenomas with atypia (3 cases) [2 cases
(66.7%) of female gender and 1 case (33.3%) of male gender]
with male to female ratio 1:2.

-PC (23 cases) [19 cases (82.6%) of female gender and 4 cases
(17.4%) of male gender] with male to female ratio 1:4.5.

-FC (21 cases) [13 cases (61.9%) of female gender and 8 cases
(38.1%) of male gender] with male to female ratio 1 : 1.7
- HC (10 cases) [5 cases (50%) of females and 5 cases (50%) of
‘males] with male to female ratio 1:1.

-MC (17 cases) [10 cases (58.8%) of male gender and 7 cases
(41.2%) of female gender] with male to female ratio 1.4 : 1
-AC (10 cases) [7 cases (70%) of male gender and 3 cases

- (30%) of female gender] with male to female ratio 2.3 : 1.

‘Table (9): Female and male distribution in relation to the

histopathological type of the examined cases :

Female Maie -
15 (75%) 5(25%)

Male : Female raio

19 (82.6%)
13(61.9%)
5(50%)
7(41.2%)
3(30%)

4(17.4%)
8(38.1%)
5(50%)
10(58.8%)
7(70%)

62 (61.4%

39(38.6%

- NB. Low male to female ratio was found in PC foliowed byten
FC.

- Equal male to female ratio was present in HC (1:1).

-.Higher m'ale_to female ratio was present in MC and AC.
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“Graph(2):Female and male distribution in relation to the hiStoIogical type

III-The tumor size & location for the examined cases:

table (10), graph (3). |

- Al cases of AD including atypical cases showed meaﬁ size
2.9cm (range 0.8-6cm) and right lobe location in 15 out of 20
cases (75%).

-Cases of PC showed mean tumor size.3.8cm (range 1.5-7cm)
and right lobe location in 13 out of 23 cases (56.5%). '

- The mean tumor size for FC was 3.5 cm (range 1.7-7.5cm) and

right lobe location in 12 out of 21 cases (57.2%).

o

- Both HC & MC showed fairly equal mean tumor size (4.7 &

4.8cm) respectively, right lobe location was present in 8 out of
10 HC (80%) and in 7 out of 17 MC (41.2%).

-Cases of AC showed mean tumor size 8.2 cm (range 3- 13cm)

and right lobe location in 4 out of 10 (40%) of cases examined

-
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Table (10): Tumor size and Iocatlon in the hlstologlcal
nes examined:

i

'Histologic No. of Tumor size (cm) Tumor locati;n— i '
type cases Range Mean | Rt Lobe Lt. lobe
AD 20 0.8-6 29 IS(75%) | S(25%)
PC 23 1.5-7 3.8 13(56.5%) | 10(43.5%
FC 21 1.7-7.5 35 12(57.2%) | 9(42.8%)
HC 10 2-9.5 4.7 8 (80%) 2 (20%)
MC 17 29 48 | 7(41.2%) | 10(58.8%
AC 10 3-13 82 | 4(40%) | 6(60%)
Total 101 0.8-13 4.7 39(38.5%) | 42(41.5%)

- N.B: The mean tumor size was 3.4 cm in AD, 4.3 cmin PC, 4.6 cm in
FC, 5.8 cmin HC, 5.5cm in MC, and 8cm in AC.

- Smallest mean tumor size was present in adenomas (2. 9cm) and the

largest mean size was in AC (8.2cm).

- Tumors in the Rt. thyroid lobe were more frequent (59 cases 58.4%)

. than left lobe location (41.5%). |

- Rt side of the gland was the target side mainly for HC while Lt side

was the target for AC and MC respectively.

- MC & AC had the following features in common:

» Male predominance (male: female ratio 1.4
respectively).

« Older mean age group (43.5 y and 60.4 y) respectively.

o Affection of the left thyroid lobe more than the right lobe (58.8%
and 60% respectively).

* Larger size of the lesion especially in AC'(mean size 8.2cm).

(-

1 &23:1

[

AD PC FC HC MC AC

* 'Graph(3): Tumor side in relation to the histopathological type.
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IV-The lymph node status according to the different

malignant groups examined: table (11).

-~ +Studied cases 0f PG showed lymph node metastases in 20
out of 23 cases (87%).

o FC showed lymph node metastases in 15 out of 21 cases

(71,4%).

o Cases of HC showed lymph node metastases in (50%) of

Cases.

« MC with lymph node metastases were 14 out of 17 cases

(82.4%).

o All studied cases of AC showed lymph node metastases

(100%).

Table (11): Lymph node status in the different malignant
cases examined:

Histo. Type +ve L.N -ve L.N Total
PC 20 (87%) 3 (13%) 23
FC 15 (71.4%) 6 (28.6%) 21
HC 5 (50%) 5(50%) 10
MC 14 (82.4%) 3(17.6%) 17
AC 10 (10%) 0 (0%) 10
Total 64 (79%) 17 (21.9%) 81

of cases.

- NB. Studied malignant cases showed lymph node metastases In
(79%) of cases.

- - AC showed the highest percentage of lymph node metastases
(100%) of cases. | |

- HC showed the lowest percentage of lymph node metastases (50%)
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V- The - distant metastases in the examined malignant
cases in relation to the histopathological type:

- table (12)
-Studied cases of PC showed :hone metastases in 2 out of 23
cases (8.7%), lung metastases in 5 out of 23 (21.7%) of cases.
-FC ‘'showed bone metastases in 10 out of 21 cases (47.6%),
lung metastases in 3 out of 21 cases examined (14.3%),
. simultaneous bone, lung metastases in 2 out of 21 cases
(9.5%). |
-HC cases showed only lung metastases in 1 out of 10 cases
(10%).

- MC showed lung metastases in 4 out of 17 cases (23.5%).

| '. -AC showed bone metastases in 1 out of 10 cases examined
(10%) and lung metastases in 4 out of 10 (40%).

Table 12) distant metastases in the examined malignant cases:

E FC

! “NO Met, | Bone met, | Lung met. | Bone, lung met | Total

ype |

PC 16(69.6%) | 2(8.7%) 5(21.7%) | 0{(0%) 23
6(28.6%) | 10(47.6%) |3(14.3%) |2(9.5%) 21

HC 9(90%) 0 (0%) 1(10%) |0(0%) 10

MC 13(76.5%) | 0 (0%) 4(23.5%) [0 (0%) 17

AC 5(50%) |1(10%) 4 (40%) [0(0%) 10

Total | 49(60.5%) | 13(16%) 17(21%) |2 (2.5%) 81

- NB. In the examined cases patients with no metastases( 60.5) were

more frequent than those showing metastases (39.5%).

- Lung metastases was more frequent (21%) than bone metastases
(16%).
- Lung metastases was mostly frequent in AC (40%) of cases and

least frequent in HC (10%) of cases.
- Bone metastases was mostly frequent in FC (47.6%).

- FC cases were the only type showed both bone, lung metastases.
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VI- The TNM stage according to the different tumors

studied: table (13).
- Studied cases of PC were S in 11 cases (47.8%), SII in 6 cases

(26.1%), SIII in 4 cases (17.4%) and SIV in 2 cases (8.7%).
_FC patients (21 cases) were SIin 3 cases (14.3%), SII in 14
cases (66.7%), SIII and SIV in 2 cases (9.5%) for each.

- Examined patients of HC (10 cases) were S in 5 ases (50%),
SII in 4 cases (40%), SIII in 1 case (10%).

- patients of MC (17 cases) were SI and SII in 2 cases (11.8%)

" for each, SII in 9 cases(52.9%) and SIV in 4 cases (23.5%)

~ studied. |
- AC (10 cases) were SIV in all (100%) cases studied.

- ,Table (13) TNM stage for the examined malignant cases:

"T"Sto' SI SII SIII SIV | Total
ype |

e 11(47.8%) | 6 (26.1%) |4 (17.4%) | 2 (8.7%) |23
FC 3 (14.3%) | 14(66.7%) | 2(9.5%) |2 (9.5%) |21
HC 5(50%) |4(40%) | 1(10%) |0 (0%) |10
MC 2 (11.8%) | 2(11.8%) |9 (52.9%) |4 (23.5%) | 17
TAC 0(0%) | 0(0%) | 0(0%) |10 (100%)] 10
Total | 21(25.9%) | 26(32.1%) | 16(19.8%) | 18(22.2%) | 81 _
VII: Local in the different tumors

recuirrence

examined: table (14)

- Studied adenomas (20 cases) showed local recurrence in4
cases (20%).

- PC (23 cases) showed local recurrence in 7 cases (30.4%).

- FC.(21 cases) showed local recurrence in 9 cases (42.9%).

- HC (10 cases) showed local recurrence in 3 cases (30%).

- MC (17 cases) showed local recurrence in 5 cases (29.4%).
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- AC (10 cases) showed local recurrence in 4 cases (40%).
_ Table (14): Local recurrence in different tumors examined:

ype ‘No. | Recurrent | No. Rec.
AD |20 4 (30%) 16(80%)
PC_ |23 7(30.4%) | 16(69.6%)
rC 21 9(42.9%) 12(57.1%)
HC- |10 3(30%) 7(70%)
MC 17 5(29.4%) 12 (70.6%)
AC |10 4(40%) 6(60%)

- NB. nghest Iocal recurrence rate was present in FC (42. 9%) cases.
- Lowest local recurrence rate was present in AD (20%) of cases.

-VIiI- Patient’'s overall survival in the malignant
tumors: Table (15). o
- Alive cases of PC were 14 out of 23 cases (60 9%).
.- Alive cases of FC were 8 out of 21 cases (38.2%).
- Alive cases of HC were 7 out of 10 cases (70%).
- Alive cases of MC were 12 out of 17 cases (70.6%).
. - Alive cases of AC were 0 out of 10 cases (0%).
~ Table (15): Patient's overall survival ( calculated during 50

‘month duration) in malignant tumors examined:

Type | No. Alive Died
PC 23 14(60.9%) [9(39.1%)
FC 21 8(38.2%) 13(61.9%)
HC 10 7(70%) 3(30%)
MC 17 12(70.6%) | 5(29.4%)
AC 10 0(0%) 10(100%)
Total |81 41(50.6%) | 40(49.4%)

- N.B: MC showed the highest percentage of alive cases (70.6%)

while all cases of AC were died (100%).




Results

9 The histopathological findings:
A-Histopathological analysis for the examined 20
‘adenomas (AD): Table (16), Fig. (13, 14)

-Studied adenomas were of follicular type, showed atypical

features in 3 out of 20 cases (15%).
-l atypi(fal adenoma (100%) showed:

+ Mixed follicle formation and trabecular pattern.
» Hemorrhage only.

_ ~ s Mild colloid secretion.

g » Mild lymphocytic infiltration.

. ] - Adenomas without atypia (17 out of 20 Cases) showed colloid
secretion in all cases (100%) [++ in 13 cases (76. 5%) and
+++-in 4 cases (23.5%)] and mild lymphOCytlc infiltration (+1)
in 5 cases (29.4%).

B-Histopathological analysis fbr the examined23 papillary

carcinomas (Pc) cases: Table (16)

‘ 5 _ - The subtypes identified in 23 PC studied were 16 (69.9%) of
¥ the conventional subtype Fig. (19,20), 1 (4.3%) of the
B olumnar cel variant (CVPC) Fig. (23), 1 (4.3%) of the follicular
-variant (FVPC), 1 (4.3%) case was papillary microcarCinoma

‘, Fig. (22), and 4 (17.3%) cases were of trabecular/solid variant.
BB - Capsular invasion was present in 19 cases (82.6%).

‘@

- Psammoma body formation was present in 11 cases (47. 8%)
Fig. (21) -

- ‘-Col|0|d secretion was mild (+) in 6 cases (26%), moderate

| (++) in 13 cases (56.5%) and severe (+++) in 4 cases

L (17.3%).
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- Fibrosis was mild in 10 cases (43.4%), moderate in 10 cases

(43.4%) and severe (+++) in 3 cases (13.1%).
-Lymphocytic  infiltration was mild (+) in 10 cases (43.4%)
~ moderate (++)in 3 cases (13.1%).
- Six cases (26.1%), showed both hemorrhage necrosis, 9 cases
~ (39.1%) showeq only hemorhage,
- Vascular invasion was present in 16 cases (69.5%).
| . -Gl PC were 8 cases (34.7%), GII PC were 11 cases (47.8%)
3 and GIII were 4 cases (71.3%).

| C-Histopathological findings in the examined 21 FC cases:
Table (16).
-.AII the studied Cases of FC were widely invasive subtype
(100%) of cases, Fig. (30). |
- Capsulgr invasion was present in 19 cases (90.4%), colloid
secretion was mild (+) in 7 cases (33.3%), moderate (++) in 9
cases (42.8%) and severe (+4:+) in’5 cases (23.8%).
- Fibrosis was mild in 11 case"s?]f.(52.3°/o), moderate in 8 cases
(38.1%) and sever in 1 case (4.7%), while lymphocytic
- infiltration was mild in 3 cases (14.2%).
" -Hemorrhage, necrosis were present simultaneously in 11 cases
~ (52.3%), hemorrhage only was present in 10 cases (47.6%).
. - Vascular invasion was seen in 19 cases (90.5%), Fig. (19).
., - The examined FC showed GII in 12 cases (57.1%) and GIII in 9
B cases examined (4.8%), Fig. (31). |
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D-Histopatholegical findings in the examined 17 MC cases:
Table (16)

- Fifteen cases were MC with amyloid (88.8%), Fig. (43) while 2
cases were MC with follicle-formation (11.7%).
- Capsular invasion_ was present in 11 cases (64.7%).

- Colloid secretion was mild in 3 cases (17.6%), moderate in 2
cases (11.7%) and severe in 1 cage examined (5.8%).

- Fibrosis was present only in 4 cases examingg (m”a ] mljofﬂ]
)
lymphocyt|c infiltration was seen in 3 cases examined (17.6%)
(mlld)

- -Hemorrhage was present in 12 cases (29.4%).

- Vascular Invasion was present in 10 cases examined (37.8%),
Flg (44).

F  -Five cases out of 17 MC where in GI (29.4%), 9 cases GII
| (52.9%) and 3 cases were GIII (17.6%), Fig. (45).

~ E-Histopathological findings in the examined HC (10
cases): Table (16) ‘

- The examined HC showed 8 cases without follicle formation Fig.
(38). (80%) and 2 cases were HC with follicle formation (20%),
Fig. (39). .

- Capsular invasion was pre§éh.t_ in 9 cases (90%), colioid
secretion was mild in 3 cases (30%) and severe in 2 cases
(20%).

- Fibrosis was mild in 7 cases (70%) and moderate in 3 cases
(30%). Lymphocytic infiltration was seen only in 2 cases (20%).

- Hemorrhage and necrosis WEré present in 6 cases (60%),

g ‘.hemorrhage only in 2 cases (20%) (moderate ++).
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-Vascular invasion was present in 7 cases (70%).
-Gl HC were 2 cases (20%), GII were 2 cases (20%) and GIII
were 6 cases (60%),

F-Histopathological findings in the examined 10 AC cases:
Table (16)

-Studied Ac showed 5 cases (50%) of giant cell subtype, and 5
- cases of mixed round, spindle cell subtype‘(SO%), Fig. (49).

- Capsular invasion was present in 8 cases (80%), mild colloid

SECTLion In 2 ca08g (209%), Mild Fbrogis n 8 cases (90%),

hemorrhage and necrosis and vascular invasion in all cases
(100%). -




Table (16) : Histopathological criteria in the examined cases:

r—
Histopathological criteria
«Caps. . i Lymphocytic :
m P*sammoma Colloid Fibrosis Hge, Nec. Vas. Inv. Gr
f Subtype | No. Immvasion Infiltration
_ Pres. | Abs. | Pres. [ Abs. | - [+ [+ J e+ [T+ T [t | - [+ [+ [ - [H[N]| &N [Pres Tabe 11T
Ad 20 - 20 - 20 -3} 13 4 {20 -1} - - 15|51 - J17]3]- - - 120 7 -7 -
Pc 23 19 4 11 12 -1 6] 13 4 - 10| 10 3 10 y10( 3 (8 ]9 ] - 6 |-16 | 7 |8 11
Fe 21 16 2 - 21 -1 7] 9.] s 111 8 1 18 13] - |-1Jwmof- 11 ® | 2 |- 12
He 10 9 1 . 10 [5]3] - 2 -7 3 - s |-]12[4]-7c6 N = 3 | 212
*Mc 17 11 6 - 17 (]3] 2 1 1314 ] - - 4 (37 - 15 |12] - . 0| 7 1509
Ac 10 10 - - 100 {82 - - 218 - - 0 ]-1 - 1-1-1- w 1w - [-1-
Total 101 68 33 a1 90 |24 [24] 37 | 16 [36[40[ 21 4 75 (21 5 13346 27 |6 | 39 |15]3%

* Amyloid was presentin 13 out of 17 cases (76.5%) of the examined Mc.

Key words:
Pres. = Present
Abs. = Absent
H = Hemorrhage
N = Necrosis
- = Negative
+ = Mild
++ = Moderate .
+++ = Severe
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‘A In the control group:

~The apparently normal thyroid tissue adjacent to benign
tumor area (control) didnt express cyclin D1 or Bcl-x in the

follicular epithelium or the parafollicular c-cells. CD44 was

expressed in 7 cases (100%) of the examined 7 control cases.

B.In Adenomag (20 Cagae):

LCyclin D1 expression: Table (17), Graph (4), Fig. (16).
* Examined 20 cases of adenoma showed 13 cases (56%)

- without atypia or local tumor recurrence 3 cases (15%) with
atypia and 4 cases (20%) locally recurrent.

« Cases of adenoma showed positive Cyclin D; expression in 14
out of 20 cases (70%) [5 cases (25%) were +1 6 cases (30%)
+2, 3 cases +3 expression (5%)].

'-A_typ|cal cases of adenomas with atypia showed  Cyclin D,

expression In 3 out of 3 cases (100%) with +3 score.

-+ All locally recurrent adenomas 4 out of 4 cases (100%) showed

postitive Cyclin D1 expression [+2 in 1 (2.5%) case and +3
expréssion in 3 (75%) cases] in relation to 10 out of 16
(62.5%) non recurrenct cases showed Cyclin D1 expression'[+2
in 5.(31.3%) cases and +1 in 5 (31.3%) cases].
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g Table(17):Correlation between different clinicopathological

-~

entities of adenomas in relation to cyclin D1
expression :

O, Path, . — Cyclin Pz' exp. T Total | X2 | PV
Age group
<40 6(30%) | 5(25% | 6(30%) | 3(15%) | - 20
Y - . . - i ] ] .
Gender
B | Female 426.7y | 3Q20%) | 6(40%) | 2(13.3) | - 15
B | Male 2(40%) | 2(40%) - 120%) | - 5 | 393 | >0.05
& |Recurrence
- Present - 1(25%) | 3(75%) - 4
Absent - 3313) | 5(31.2) - - 16 | 14.79 | <0.001
Atypia 6(37.5) | '
T
- - - - 3(100%) | - 3
Total 6(35.3) | 5(29.4 | 6(35.3) - - 17 20 | <0.001
6(30%) | 5(25% | 6(30%) | 3(15%) | - 20

-NB. Gender was non significantly correlated with Cyclin D,
expression although females showed high expression (73.3%) than
males (60%) (P>0.01).

- Locally recurrent adenomas (4 cases) showed highly significant D,

expression (100%) than non recurrent adenomas (62.5%).

- (Adenomas with atypia showed the highest D, expression (+3 ) with
100% expression in relation to cases without atypia that showed
(64.7%) (very highly significant correlation) (P<0.001).

—

100.00%

80.00% -

60.00%

40.00% - B OAypia |
| 20.00% -

0.00% N

Graph(4): Cyclin D1 expression in AD in relation to tumor atypia
and local recurrence.

§ |Ono atypia |

———
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II-Bcl-x expression in adenomas: Table (18), Graph (5), Fig.

'(17). |

- Cases- of adenomas showed Bcl-x expression in 18 out of 20

_ ‘(90%) cases [S cases (25%) weak (+) intensity, 10 cases

] (50%) moderate stain (++) Bl Xand 3 cases (15%) strong
Bel-x stain (+++.)].

-The 3 cases of adenomas with atypia showed Bcl-x expression
(iOO%) [++ in 1 (33.3%) case and strong Bd-x (+++) in 2
(66.7%) cases]. |

- Adenomas without atypia showed Bdl-x expression in 15 out of

17 (88.2%) cases [+ in 5 cases (29.4%) and %+ in 9 cases
- (52.9%) and +++ was seen in 1 case (5.9%)].
- Locally récurren_t adenomas showed Bcl-x expression in 4 out of
4 cases (100%) [++ in 1 case (25%) and strong intensity
(+++) in 3 cases (75%)].
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expression in 13 out of 20 cases (65%).

Results

~ 11I-CD44 expression in adenomas: Table (19), Fig. (18)
- Examined cases of adenomas showed high percentage CDaq

- Adenomas with atypia (3 cases) showed high percentage CDaq
expression in 2 cases (66’:._2%). Adenoma without atypia

showed high CD44 expression in 11 out of 17 cases (64.7%).

E T 4cases (50%).

CL Path.

CDy4 expression

' -Locally recurrent adenomas showed high expression in 2 out of

Table(19): Correlation between different clinicopathological
- variants in adenomas in relation to C

Low (1-66%)

High (67-110%)

7 (35%)

6 (40%)
1 (20%)

2 (50%)
5 (31.2%)

1 (33.3%)
6 (35.3%)
7(35%

13 (65%)

9 (60%)
4 (80%)

2 (50%)
11 (68.7%)

2 (66.7%)
11 (64.7%)
13 (65%)

- NB. Non significant correlation was present with CD44 expression in

relation to patient’s age, gender, local recurrence and atypia.

C. In papillary carcinoma (PC):
I-Cyclin D1 expression in PC: Table(20), Graph(6), Fig. (24,25)
-In relation to patients age: cases of PC < 40 years showed

Cyclin D1 expression in 11 out of 17 (64.7%) cases [4 cases
(23.5%) +2, 5 cases (29.4%) + 3 score and 2 cases (11.7%)
showed .+ 4 cyclin D; expression]. Cases of PC > 40 years
showed Cyclin D1 expression in 5 out of 6 patients (83.3%)
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[+1 in 1 cases (16.7%) case, + 3 in 2 cases (33.3%) and +4 in

2 cases (33 3%) cases].
“In relation to patient’s gender: females showed Cyclin D1

expression in 14 out of 19 cases (73.6%) [1 case (5.3%) + 1, 4
cases (21.1%) + 2, 6 cases (31.6%)+3, and 3 (15.7%) cases +
4], Males showed Cyclin Dy expression in 2 out of 4 cases

(50%) [1 case (25%) + 3 and 1 case (25%) + 4 1.
| -In relation to tumor grade: GI PC showed Cyclin D1

expression in 4 out of 8 cases (50%) [1 case (12.5%) was + 1,

2 cases (25%) were + 2, 1 case (12.5%) was + 3].

611 pC showed Cyclin D1 expression in 8 out of 11 (72.7%) [2
cases '(18.2%) were + 2, 5 cases (45.5%) were + 3 and 1 case

| (9.1%) was + 4]. All GIII PC showed Cyclin D1 expression in 4

‘out of 4 (100%) cases [+ 3 in 1 case (25%) and +4 in 3 cases

 (75%)].

- - In relation to patient’s TNM stage: SI PC showed Cyclin Dy

| expresswn in 8 outof 11 cases (72.7%), [1 (9 1%) cases + 2
expression, 4 cases (36.3%) + 3 expression and 3 cases
(27.3%) + 4 expression].

'SII PC showed Cyclin D; expression in 3 out of 6 cases (50%)
[+1 in 1 case (16.7%) and 2 cases (33.3%) showed + 2 Cyclin
D, expression].

. SIII PC showed Cyclin D, expression in 3 out of 4 cases (75%),
[1 case (25%) + 2, 2 cases (50%) showed + 3].

SIV PC showed Cyclin D1 expression in 2 out of 2 (100%) of
cases [1 case (50%) showed + 3 and 1 case (50%) showed +
4].
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~-In relation to local tumor recurrence: locally recurrent PC
showed Cyclin Dy expression in 5 out of 7 cases (71.4%), [2
cases (28.5%) were + 2 and 3 cases (42.8%) were + 3]. Non

recurrent cases showed Cyclin D1 expression in 11 out of 16
(68.7%) cases. [1 case (6.2%) was + 1, 2 cases {12.5%) were
+2, 4 cases (25%) were + 3 and 4 cases (25%) were + 4 Dy

expression].

I .relal:on to pal:lenl:s survlva': a“ve cases oF pl showed
Cyclin~D; expression in 8 out of 14 cases (57.1%) [+ 1in1

‘case (7.1%), + 2in 2 cases (14.2%), + 3 in 4 cases (28.5%)
and + 4 Cyclin D, expression in 1 case (7.1%)]. Died cases of
PC showed D, expression in 8“6ut of 9 cases (88.8%) [+ 21in 2
cases (22.3%), +3 and +4 in 3 cases (33.3%) for each].
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Table(20) Correlation between different clinicopathological
entlties of PC in relation to cyclin D, expression

- Cyclin D, exp.

0

+1

+2

+3

+4

| 6(35.3%)
1(16.7%)

5(26.3%)
2(50%)

 4(50%)
3(27.3%)

3 217. 2%)

}[i[l%]

: 1(25%

2(28.6%‘)
5(31.3%)

1(11.1%)

T .

6(42.9%).

1(16.7%)
1(5.3%)

1(12.5%)

0874

1(6.2%)
1(7.1%)

1

4 (23.5%)

4(21.1%)

2(25%)
2(182%)

109.1%)

103 fn]

1(25%)
2(28.6%)
. 2(12.8)

2(14.3%)
2(22.3%)

4

5(29.4%)
2(33.3%)

6(31.6%)
1(25%)

1(12.5%)
5(45.5%)
125%)

4(36.3%)

'
2(50%)

1(50%) -

3(42.8%)
4(25%)

4(28.6%)
3(33. 3%)

7

2(11.8%)
2(33.3%)

3(15.7%)
1(25%)
1(9.1%)
3(15%)

3(27.3%)

1(5(-)%)

425%)

1(7.1%)
3(33.3%)

4

- NB. Both age, gender, stage, local recurrence and overall survival
showed non significant correlation  with Cyclin D1 expression.
(P<0.005). - i

. - GIII PC; showed higher expressmn D; (100%) in relation to GII PC
| (72.7%) and GI PC (50%) (Significant positive correlation).(P< .
~0.05). ‘ _ i

—

5 : Graph(6): Cyclin D1 expression in PC in relation to tumor grade.




Wﬁ Results

11-Bcl-x expression in PC: Table (21), Graph (7), Fig. (26).
-In relation to the patients age: cases of PC < 40 years

showed Bcl-x expression in 15 out of 17 cases (88.2%) [weak
Bcl-x expression in 3 cases (42.8%), moderate expression in 7

cases  (41.3%) and strong Bcl-x expression in 5 cases
examined (29.4%)]. PC > 40 years showed Bcl-x expression in

5.-out of 6 cases (83.8%) [+ Bclx expression in 1 case

(16.6%), ++ in 3 cases (800} and +++ in 1 case (16.6%)].
" .1In relation to the patients gender: female gender of PC

showed Bcl-x expression in 16 out of 19 cases (84.2%) [waak
+ in 3 females (15.7%), moderate ++ in 8 cases (42.3%) and
strong +++ in 5 cases (26.3%)]. Males showed Bcl-x
- expression in 4 out of 4 cases (100%) [1 case (25%) was +1, 2
cases (50%) were ++ and 1 case (25%) was +++].
-In relation to tumor grade: GI PC cases showed Bcl-x
expression in 6 out of 8 cases (75%) [weak (+) expressionin 2
cases (25%), moderate expression (++) in 3 cases (37.5%)
A.and strong +++ expression in 1 case (12.5%)].
 GII PC showed Bd-x expression in 10 out of 11 cases (90.9%),
j : [wéak expression + in 1 case (9.1%), moderate expression ++
' in 6 cases (54.5%) and strong expression +++ in 3 cases
(27.2%)].

. GIII PC showed Bcl-x expression in 4 out of 4 cases (100%)
| [weak expressidn + in 1 case (25%), moderate expression ++
f* In 1 case (25%) and strong expression +++ in 2 cases (50%)].

, -In relation to the patients TNM stage: Bcl-x expression
was seen in 9 out of 11 cases (81.8%) SI PC [weak + in 2
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1I-Bcl-x expression in PC: Table (21), Graph (7), Fig. (26).

- In relation to the patients age: cases of PC < 40 years
showed Bcl-x expression in 15 out of 17 cases (88.2%) [weak
Bcl-x expression in 3 cases (42.8%), moderate expression in 7
cases  (41.3%) and strong Bcl-x expression in 5 cases
examined (29.4%)]. PC > 40 years showed Bcl-x expression in
5.out of 6 cases (83.8%) [+ Bcl-x expression in 1 case
(16.6%), ++ in 3 cases (50%) and +++ in 1 case (16.6%)].

| -In relation to the patients gender: female gender of PC

showed Bcl-x expression in 16 out of 19 cases (84.2%) [weak

+ in 3 females (15.7%), moderate ++ in 8 cases (42.3%) and

strong +++ in 5 cases (26.3%)]. Males showed Bcl-x

. expression in 4 out of 4 cases (100%) [1 case (25%) was +1, 2
cases (50%) were ++ and 1 case (25%) was +++].

-In_ relation to tumor grade: GI PC cases showed Bdl-x
expression in 6 out of 8 cases (75%) [weak (+) expressionin 2
cases (25%), moderate expression (++) in 3 cases (37.5%)
and strong +++ expressuon m 1 case (12.5%)].

GII PC showed Bcl-x expressmn in 10 out of 11 cases (90.9%),
[weak expression + in 1 case (9.1%), moderate expression ++
in 6 cases (54.5%) and strong expression +++ In 3 cases
(27.2%)].
. GIII PC showed Bcl-x expression in 4 out of 4 cases (100%)
[weak expressidn + in 1 case (25%), moderate expression ++
"in 1 case (25%) and strong expression +++ in 2 cases (50%)].

3 -In relation to the patients TNM stage: Bcl-x expression

was seen-in 9 out of 11 cases (81.8%) SI PC [weak +in 2
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b
cases (18.1%), ++ in 4 cases (36.4%) and strong +-++ in3
- (27.2%)).

SIT PC showed Bcl-x expression in 5 out of 6 cases (83.3%) [+

in 1 case (16.7%), ++ in 2 cases (33.3%) and +++ in 2 cases
(33.3%)].

" SIII PC showed Bcl-x expression in 4 cut of 4 cases (100%)
[+ in 1 case (25%), ++ in 2 (50%) cases and +++in1case

- (25%)].
~ SIV PC showed Bd-x expression in 2 out of 2 cases (100%) with
- ++ intensity.
-Asﬂr'egard relation to local recurrence: locally recurrent
cases of PC showed positive Bcl-x expression, in 7 out of 7
cases (100%) [+ expression in 2 cases (28.5%), 1 case
(1_4.3%) showed moderate Bcl-x strain ++ and 4 cases
(57.1%) showed strong +++ strain]. Non recurrent PC showed
Bcl-x expression in 13 out of 16 cases (81.3%). [+ expression
in 2 cases (12.5%), moderate expression ++ in 9 cases
(56.2%) and strong expression in 2 cases (12.5%)].
-In rglation to patients survival: alive PC showed Bcl-x
_ expregsibn in 11 out of 14 cases (78.5%) [+ Bcl-x expression in
-3 cases (21.4%), moderate ++ expression in 6 cases (42.9%)
“and strong +++ exp'ressiohf_;;-_in 2 cases (14.2%)]. Died cases
showed Bcl-x expression in 9 c'ases (100%) [+ Bcl-x expression
in 1 case (11.2%), moderate Bcl-x ++ in 4 cases (44.4%) and
strong (+++) Bcl-x in 4 cases (44.4%)].

. MR MR g L ee———biie C————————na i T R S ——
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' Graph(7):Bcl-x expression in PC in relation to tumor grade and local recurrence.

'I11-CD44 Expression in PC:Table(22),Graph(8), Fig.(27,28, 29).
' - Concerning the CD,; expression in relation to age: P(f,
patiénts <40 years showed high expression ih 14 out of 17
cases (82.4%). Patients of PC >40 years showed high
expression in 1 out of 6 cases (16.7%).
-In relation to gender: high CD., expression was present in
12 out of 19 females (63.1%) and in 3 of 4 males (75%).
-As regard tumor grade: GI PC showed high CD expression
in 7 out df 8 cases (87.5%). GII showed high CD44 expression
in 7 out of 11 cases (63.6%) while GIII showed high CDa
expression in 1 out of 4 cases (25%).
- As regiard relation between CD4; and TNM stage in PC:
SI PC showed high CD44 expression in 11 out of 11 cases
(100%). o
SIIPC showed high expression in 3 out of 6 cases (50%).
~ SIII PC showed high expression in 1 out of 4 cases (25%).

" SIV PC didn't show high CD,44 expression.

0 | D SO i
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-In relation to local tumor recurrence: locally recurrent PC

" showed 'high CD44 expression in 3 out of 7 cases (42.9%) while
non recurrent cases showed h'igh expression in 12 outof 16
cases (75%).

- As regard patients 5urvi\ia|: alive cases of PC showed high
CD44 expression in 11 out of 14 cases (78.6%) while died

cases . showed high CD44 expression in 4 out of 9 cases
(44.4%).

R g ————— 1
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Table(22): Correlation between different clinicopathological
entities of PC in relation to CD,, ex ression:

D44 expression
ClPath. | Low (1-66%) | High (67-110%) | oy
| Age group
{ <40 3(17.6%) 14(82.4%) 17 8.44 | <0.05
| >0 5(83.3%) 1(16.7%) 6
\ .
Gender :
Female 7(36.8%) 12(63.2%) 19 | 020 | >0.05
| Male 1(25%) 3(75%) 4
Grade
] 1(12.5%) ~ 7(87.5%) 8 4.61 | >0.05
| Il 4(36.4%) 7(63.67) 11
| | 3(75%) 1(25%) © 4
Stage.: :
1 - 11(100%) 11 | 13.08 | <0.05
n 3(50%) 3(50%) 6
il 3(75%) 1(25%) 4
IV 2(100%) - 2
‘# Recurrence
B | Present | 4(57.1%) 3(42.9%) 7 2.22 | >0.05
b Absent 4(25%) 12(75%) 16
| lsurvival
alive . | 3(21.4%) 11(78.6%) 14 | 2.81 | >0.05
B dead - 5(55.6%) 4(44.4%) 9
B |Total 8(34.8%) 15(65.2% 23

- NB. PC <40 years showed higher expression of CDyq (82 3%) than
patients > 40 years (non significant correlation).

- Males “of  PC showed 75% high CDs expression while females
showed 63.1% CD4s expression. This revealed higher expression in
males but it was non significant.

" - Non significant inversely proportionate relationship was present
between CD44 expression and tumor grade in PC.

- High CD44 expression was present in 100% SI PC, in 50% SII PC, in
25% SIII PC, and not seen in SIV case this revealed significant
inverse correlation between tumor TNM stage and high CDays
expression (PV < 0.05).

- Non significant higher CD44 expression in non recurrent PC and alive
cases in relation to locally recurrent cases and died cases.
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‘D-In follicular carcinoma (FC)
1- Cyclm D1 expression in (FC): Table(23) Graph(9),Fig. (33, 34)

-In relation to patients age: FC cases < 40 years showed

~ positive Cyclin D, expression in 11 out of 17 (64.7%) cases [+
1 in 2 cases (11.8%), + 2 in 4 cases (23.5%), + 3 in 3 cases
(17.7%) and +4 expression in 2 cases (11.7%)]. FC cases >
40years were positive for Cyclin Dy expression in 3 out of 4

. cases  (75%) [+ 2in 1 case (25%), + 3 in 1 case (25%) and +
4in 1 case (25%)].

- As regard patients gender: positive Cyclin D, expression was
present. in 8 out of 13 females (69.2%) [+ 1 in 2 cases
(15.4%), +2 in 3 cases (23.1%), + 3 expression in lca-sie

: _'(7 6%), +4 in 2 cases (15. 4%)] Positive Cyclin D1 expression

y was present in 6 out-of 8 males (75%) [+2 in 2 cases
- (25%),+3 in 3 cases (37.5%) and + 4 in 1 case (12.5%)

examined].
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- As regard relation between D, expression and grade of
"FC : GII FC were positive for D, expression in 5 out of 12 cases

" (41.7%) [+ 1in 2 cases (16.7%), + 2 in 2 cases (16.7%), + 3
in 1 case (8.3%)]. GIII FC showed positive Cyclin D1

" expression in 9 out of 9 cases (100%) [+ 2 in 3 cases (33.3%),

+31in 3 cases (33.3%) and + 4 in 3 cases (33.3%)].

-In relation to patients TNM stage in FC: SI FC showed
" positive Cyclin Dy expression in 2 out of 3 cases (66.6%) [+ 1
expression in 1 case (33.3%) and + 2in 1 case (33.3%)].
SII FC showed positive Cyclin D, expression in 9 out of 14
cases (64.3%) [+ 1in 1 case (7.1%), + 2in 4 cases (28.6%), +
" 3in 2 cases (14.3%) and + 4 in 2 cases (14.3%)).
SIII FC showed positive Cyclin Dy expression in 2 out of 2 cases
(iOO%) [+ 3 D, expression in 1 case (50%) and + 4 in 1 case
(50%)]. | |
SIV FC showed positive Cyclin D, expression in 1 out of 2 cases
(50%) with + 3 expression.

- Concerning the relation between Cyclin D, expression
and local recurrence in FC: locally recurrent cases showed
positive Cyclin Dy expression in 7 out of 9 cases (77.8%) [+ 1
in 1 case (11.1%), + 2 Dy in 4 cases (44.5%), + 3and + 4in 1
case for each (11.1%)]. Non locally recurrent cases showed

| positive Cyclin D, expression in 7 cases (58.4%) [+ 1 and -F2 in

E“ | 1 case (8.3%) for éach, + 3 in3cases (25%) and +4in2

- cases (16.7%)).

-In reiation to pétients survival: alive cases of FC showed

b
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'posifive Cyclin Dy expression in 5 out of 8 cases (62.5%) [+ 1




(23.1%) for aach and + 4 In 2 cases (15.4%)].

able(23) Correlation between different cllnlcopathologncal
entities of FC in relation to cyc

C Path.

clin D, expres: ression.
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in 1 case (12.5%), + 2 in 2 cases (25%), + 3 and + 4 in 1 case
for each (12.5%)]. Died FC showed positive Dy expression in 9
~cases (69.2%) [+ 1 inlcase (7.7%), + 2 and + 3 in 3 Cases

Cyclin Dy exps
variants 0 +1 +2 13 +4 Total | X2 | PV
<40 6(35.3%) | 2(11.8%) 4(23.5%) 3(17.7%) | 2(11.7%) 17 1.66 | >0.05
40 1(25%) - 1(25%) 1(25%) 1(25%) 4
(ler
Female 5(38.5%) | 2(15.4%) 3(23.1%) 1(7.6%) | 2(15.4%) 13 3.85 | >0.05
Male 2(25%) - 2(25%) | 3(37.5%) | 1(12.5%) 8 :
de '
| - - - . - . 13.0 | <0.05
I 7(58.3%) | 2(16.7%) | 2(16.7%) | 1(8:3%) . 12 4
- il - - 3(33.3%) | 3(33.3%) | 3(333%) [ 9
phage :
I 1(33.3%) | 1(33.3%) | 1(33.3%) - - 3 >0.05
3 5(35.7%) | 1(7.1%) | 4(28.6%) | 2(14.3%) | 2(14.3%) | 14 | 9.56
1l - - - 1(50%) | 1(50%) 2
Iv [(50%) - - 1(50%) . 2
Rcurrence
Present 20222%) | 111.1%) | 4(44.5%) | 1(11.1%) | 1(11.1%) ¢ 9 >0.05
Absdent 5(41.7%) | 1(8.3%) 1(8.3%) 3(25%) 2(16.7%) 12 4.7
imrvival
alivé 3(37.5%) | 1(12.5%) | 2(25%) | 1(12.5%) | 1(12:5%) ; 8 | >0.05
B dead 430.7%) | 17.7%) | 3(23.1%) | 3(23.1%) | 2(15.4%) | 13 | 0.52
3 I 7(33.3%%) | 2{(9.5% 5(23.3% 4 l9/o 3(14.2% 21

.- NB. FC <40 years showed 64.7% Cyclin D; expression in relation to
higher cyclin D, expression (75%) in patients < 40years (non
significant correlation).

- Males showed non significant higher Cyclin Dy expression (75%) in
relation to females (61.5%).

- Cases with GII FC showed 58.3% Cyclin D; expression in relation to
GIIT FC showed 77.7% D; expression. This revealed significant direct
proportionate correlation with tumor grade (PV < 0.05).

- Cases with positive focal recurrence revealed non significant higher
cyclin D, expression (77.7%) than non recurrent cases (58.3%). |

- Alive cases showed non significant lower Dy expression (62.5%) than
died cases (69.2%).
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Graph(9): Cyclin D1 expression in FC in relation to tumor grade.

I1-Bcl-x expression in FC: Table (24), Graph (10), Fig. (35).

-In relation to patients age : FC <40 years showed positive
Bcl-x expression in 16 out of 17 cases (94.1%) [+in 8 cases
(47.1%), ++ in 4 cases (23.5%), +++ in 4 cases (23.5%)]. FC
_cases>40 years showed Bcl-x expression in 3 out of 4 cases
(75%) with ++ stain. |

- As regard relation to gender: females of FC cases showed
positive Bcl-x expression in 11 out of 13 cases (84.6%) [+in 4

. (30.8%) cases, ++ in 5 cases (38.4%) and +++ in 2 cases

@ (15.4%)]. Males FC cases showed Bcl-x expression in 8 out of 8

(100%) cases [+in 4 cases (50%), ++ and +++ expression in -

2 cases (25%)].

- Relation between Bcl-x expression and grade of FC:
Positive Bcl-x expression was present in 10 out of 12 cases
(83:3%) GII FC [+in 6 cases (50%) and moderate ++ in 4
cases (33.3%)]. |
GIII FC showed Bcl-x expression in 9 out.of 9 (100%) cases [+
in 2 cases (22.2%), ++ in 3 (33.3%) and +++ Bcl-x expression
in 4 cases (44.5%)].

—

—



' b
Wﬂ Results

- Bel-x expression and stage of FC: Positive Bcl-x expression

~ was present in 2 outof 3 (66.7%) SI FC [+In 1 (33.3%) case
and ++ in 1 case (33.3%)].

~ SII FC showed Bcl-x expression in 13 out of 14 cases (92.9%)

[+ week in 6 cases (42.9%), moderate in 3 cases (21.4%) and

~ strong in 4 cases.(28.6%)].
- SIII FC showed Bcl-x expression in 2 out of 2 cases (100%)

with moderate intensity.
S FC showed Bcl-x expression in 2 out of 2 (100%) ¢ases [+
" in-1 case (50%) and ++ in 1 case (50%)].

-In relation to local recurrence: FC with local recurrence
_ j -_ SNOWSd pOsItvS Bel-x Spression in 7 ouk of ¥ w&ess (109%) [

++ and +++ Bcl-x expression in 3 cases (33.3%) for each of

- them]. Non recurrent cases showed positive Bcl-x expression in
10 out of 12 cases (83.3%) [weak in 5 cases (41.7%),
moderate in 4 cases (33.3%) and strong in 1 case (8.3%)].

-In relation to patients survival: positive Bcl-x expression
was present in 6 out of 8 cases (75%) of alive FC [+in 3 cases
(37.5%) and ++ in 3 cases (37.5%)]. Died FC showed positive
Bcl-x expression in 13 out of 13 cases (100%) [week in 5 cases

- (38.5%), moderate and strong in 4 cases (30.8%) for each].
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Table(24): Correlation between different clinicopathological

Clinico/
Pathological

Mo,derate

<40 -
740
Gender
_ Female
1 - Male
Grade

| Recurrence
Present
Absent

) survival..
alive
died

- N.B. Patients of FC < 40 years showed non significant higher Bcl-x

2(15.4%)

1(5.9%)
1(25%)

2(16.7%)

1(33.3%)

T1(7.1%)

2(16.7%)
2(25%)

2(9.5%

8(47.1%)

4(30.8%)
4(50%)

6(50%)
2(22.2%)

1(33.3%)
6(42.9%)

1(5(.'!%)

3(33.3%)
5(41.7%)

3(37.5%)
5(38.5%)
8 (38.1%

4(23.5?'/;)
3(75%)

5(38.4%)
2(25%)

4(333%)
3(33.3%)

133.3%)

3(21.4%)
2(100%)
1(50%)

3(33.3%)
4(33.3%)

3(37.5%)
4(30.8%)
7(33.3%

4(23.5%)

2(15.4%)
2(25%)

4(44.5%)
4(28.6%)

3(33.3%)
1(8.3%)

4(30.8%)
4(19.1%

expression (94.1%) in relation to patients > 40 years (75%).
-'Males showed 100% Bcl-x expression in relation to 84.6% in females

(non significant correlation).
-GII FC showed 83.3% Bcl-x expression in relation to 100%

expression in GIII

tumors

* proportionate relationship (P < 0.05).
- SI FC showed 66.6% Bcl-x expression in relation to 92.8% Bcl-x

expression in SII tumors. SIII, SIV showed 100% Bcl-x expression.
This  correlation

relationship.

- Locally recurrent cases showed non significant higher expréssion
(100%) than non recurrent cases (83.3%)

- Alive cases showed 75% Bcl-x expression while died cases showed
higher Bcl-x expression (100%) (non significant correlation).

this revealed significant direct

revealed non significant direct proportional
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Graph(10): Bel x expression in FC in relation to tumor grade.

111-CD44 expression in FC: table (25), Graph (11), Fig.(36,37),

-In relation to patients age: high CD,; expression was
present In 4 out of 17 cases (23.5%), FC<40 years and in 2 out
of 4 (50%) FC > 40 vears.
- -In relation to gender: high CD44 expression was present in 3
.+ out of 13 females (23%) and in 3 out of 8 males (37.5%).
- - As regard tumor grade: high CD44 expression was present in
4 out of 12 cases (33.3%) GII FC and in 2 out of 9 (22.2%)
GIII FC. |
- CD44 expression and stage of FC : High CD,4 expression
was present in 3 out of 3 (100%) SIFC, in 3 out of 14 (21.4%)
SII cases. | ‘
- In relation to local tumor recurrence: locally recurrent FC
~ showed high expression in 2 out of 9 (22.2%) cases while non
recurrent FC showed high expression in 4 out of 12 cases
(33.3%).
_-In relation to patients survival: alive FC showed high CD44
-expression 4 out of 8 (50%) cases. Died FC showed high CD4q
expression in 2 out of 13 (15.4%) cases examined.

——
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-Table(25): Correlation between different clinicopathological
variables of FC in relation to CD4, expression:

e g — —— — —— — /===

Cl. Path. CDy4 expression
variable | Low (1-66%) | High (67-100%)

13 (76.5%) 4(23.5%)
2(30%) 2(30%)

- 10(76.9%) 3%23.1%;
5 (62.5%) 3(37.5%

g | s

- 3(100%

[

o l _ : 11(78.6%) 3(21.4%)
. | 2 100%; -
2(100% o
Recurrence - o
present 7%77.8%) : 2%22.2%;
absent 8(66.7%) 4(33.3%
survival
alive 4(50%) 4(50%)

- dead

B - N.B. Patients > 40 years of FC showed non significant higher CDaq
B expression (50%) than FC > 40 years (29.5%).
n - Males showed higher CDy4 expression (37.5%) than females (23%)

& - (non significant).

+ - Cases with GII FC showed higher CD44 expression (33.3%) followed
by GIII FC that showed less CD44 expression (22.2%) this revealed
- non significant inverse proportionate relationship.

b - Cases. with SI FC showed 100% high CD44 expression in relation to
21.4% high CD44 expression in SII FC and 0% high CD44 expression
in SIII tumors. This revealed inversely proportionate relationship
which is significant (P< 0.05).

- - Cases with local recurrence showed lower CD4q expression (22.2%)
than non recurrent cases (33.3%) but this is non significant.
- Alive Cases showed higher CD44 expression (50%) than died cases
(15.3%) (non significant).




Graph(11): CD44 expression in FC in relation to tumor stage

E-In Huithle cell carcinoma (HC):
I-Cyclin D1 expression in (HC):Table(26),Graph(12), Fig. (40).
" -In relation to patients age: positive Cyclin D; expression
was present in 6 out of 8 (75%) HC <40 years [+1 in 3 cases
(37.5%) and +2 in 3 cases (37.5%)]. HC > 40 years showed
. Cyclin D1 expression in 1 out of 2 cases (50%) with + 1 score.
-In relation to gender: females of HC showed positive Dil
expression in 4 out of 5 (80%). [+ 1 in 1 case (20%) HC and +
-2 in 3 cases (60%)]. Males showed positive Cyclin D,
expression in 3 out of 5 cases (60%). [+ 1 in 2 cases'(40%-),
and +2 in 1 case (20%)].
- -In relation to tumor grade: GII HC showed positive D,
. expression in 2 and of 3 cases (66.7%) with + 1 score. |
GIII HC showed positive D, expression in 5 out of 5 (100%) 6f
~cases examined [+ 1 in 1 case (20%) and +.2 in4 cases
(80%)].
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-As regard TMN stage: SI HC showed positive Cyclin Dy

~ expression in 4 out of 5 cases (80%) [+ 1 expression in 2 cases
(40%) and + 2 expression in 2 cases (40%)].

| _ S.II HC showed positive Cyclin D; expression in 3 cases (75%),
§  [+1linlcase(25%) +2in 2 cases (50%)).

| ~-In relation to local tumor recurrence: locally recurrent HC

showed positive CyclinD, expression in 3 out of 3 (100%) Cases

with + 1 score while non recurrent cases were Posit'lve for

Cyclin Dy expression in 4 out of 7 cases (57.1%), with + 2
gcore,

- 1In relation to patients survival: alive HC showed positive
Cyclih D, expression in 4 out of 7 cases examined (57.2%) [+1
and + 2 in 2 case (28.5%) for each]. Died HC showed positive
CyclinD; expression ih 3 out of 3 (100%) of cases, [+ 1in 1
case (33.3%) and +2 in 2 cases (66.7%)].
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Table(26):Correlation between different clinicopathological
entities of HC in relation to cyclin D, expression.

Cl. Path.

Cyelin Dy exp. in HC

- NB.

expression (75%) than HC > 40 years (50%).
- Females of HC showed non significant higher Dy expression (80%) in
relation to males (60%).
-Grade I HC did not express D,, grade II tumors showed Dy
expression in (66.7%) of cases while grade III tumors showed 100%
expression (significant direct proportional correlation with tumor

grade) (P < 0.05).

PV
varigble 0 +1 + +} +4 Total X1
M Age ’
<40 2(25%) 3(37.5%) | 3(37.5%) - 8 1.15 >0.05
> 40 1(50%) - 1(50%) - 2
Gender ‘
Female 1(20%) 1(20%) 3(60%) - - 5 1.81 >0.005
Male 2(40%) 2(40%) 1(20%) - - 5
Grade
N 2(100%) - - - 2 | 1089 | <0.05
1n 1(33.3%) | 2(66.7%) - - 3
i - 1(20%) 4(80%) - - 5
Stage
] 1(20%) 2(40%) 2(40%) - § 2.83 >0,05
1 1(25%) 1(25%) 2(50%) 4
1t 1{100%) - - 1
v . - - . . -
Recurence-
+ - 3(100%) - - 3 10 <0.05
- 3(42.9%) - 4(57.1%) 7
survival
alive 3(42.8%) | 2(28.6%) | 2(28.6%) | - 7 2.6 >0.05
dead - 1(33.3%) 2(66.6%) - 3
Total " 3(30% 3(30%) 4(40% - . 10
HC patients < 40 years showed non significant higher cyclin Dy

- SI HC showed Cyclin D; expression in 80% of cases in relation to
(75%)- expression In SII cases. SIII, SIV cases were negative for
Cyclin D, expression (non s:gmf" cant inverse relationship with tumor
TNM stage).
- Locally recurrent HC showed sngmf‘cant higher Cyclin D, expressnon

(100%) in non recurrent cases. (P< 0.05).

- Alive cases showed 57,1% Cyclin D, expression in relation to (100%)
- expression in died cases (non significant correlation).
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Graph(12)CyclinD1 expression in HC in relation to tumor grade &local recurrence.
. L]

'II'-BcI-x expression in HC: Table (27), Graph (13), Fig. (41).
-'In rélation to patients age: positive Bcl-x expression wa;
~ present ln 6 out of 8 (75%) HC <40years [+in 1 case (12.5%),
++ in 3 cases (37.5%) and +++ expression in 2 cases (25%)].

" HC cases > 40 years showed positive Bcl-x expression in 2 out
of 2 (100%) of cases [++ in 1 (50%) case and +++ in 1 case
(50%)]. -

" -As regard patients gender: females and males of HC Werg
equally positive for Bcl-x expression in 4 out of 5 cases (80%)
for each. [Weak (+) expressionin1 female (20%), moderate
(++) Bcl-x expression equally in 2 cases (40%) for each and
strong (+++) expréssion in 1 female (20%) and in 2 males

© (40%)]. "
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. '. Table(27): Correlation between different clinicopathological
| entities of HC in relation to Bcl X ex

showed

0.05)

expression.

This

B Bel-X
- Cl. Path. 0 Weak + | Moderate | Strong
Age ‘ ,
<40 2(25°%) 1(12.5%) J(37.5%) 2(25%} § 1,14 | >0.05
>40 - - 1(50%) 1(50%) 2
Gender
" Female 1(20%) 1(20%) 2(40%) 1(20%) 5 1.33 | >0.05
Male 1(20%) - 2(40%) 2(40%) 5
Grade
] 2(100%) - - - 2 14.66 | <0.05
M - 1(33.3%) | 2(66.7%) - 3
4] - 2(40%) 3(60%) 5
\Y .
Stage : |
1 2(40"/0) 1(20%) 1(20%) 1(20%) 3 9 | 2005
11 - - 2(50%) 2(50%) 4
II - - 1(100%) - 1
v - . - - -
Recurrence
Present 2(66.7%) | 1(33.3%) - - 3 10 <0.05
- Absent - - 4(57.1%) 3(42.9%): "
survival
2(28.5%) 1(14.3%) 2(28.5%) 2(28.5%) 7 2.06 >0.05
- 2(66.6%) 1(33.3%) 3
I Total 2 2% 1(10% 4(40% 3(30%) 10

"-NB. GI HC didnt show Bdl-x expression while GII and GIII tumors
100%

proportiohate relationship (P < 0.05).
- SI HC showed Bcl-x expression in 60% of cases while SII & SIII
showed 100% expression (non significant direct correlation). (P >

revealed significant direct

- Locally recurrent cases of HC showed 33.3% Bcl-x expression while
non recurrent cases showed 100% Bcl-x expression (significant
higher'expression with tumor non recurrence (P <0.05).
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'Graph(l.‘a): Bel x expression in HC in relation to tumeor Hradc and local recurrence.

~ II-CD44 expression in HC: Table (28), Graph (14), Fig.(42)."
-In relation to patients age: high CD,, expression was
present in 7 out of 8 (87.5%) cases <40Qyears and in 2-out of 2
(100%) cases > 40years. |
-As regard relation to patients gender: females of HC
showed high CD,; expression in 5 out of 5 (100%) of cases.
Males showed high CD44 expression in 4 out of 5 (80%) of
cases. '
-In relation to tumor grade: high CD44 expression was
“present in 2 out of 2 (100%) GI HC, in 3 out of 3 (100%) GII
. HC and in 4 out of 5 (80%) GIII HC. -
- In relation to patients TNM stage: high CD,, expression
- Was present in 5 out of 5 (100%) SI HC, in 4 out of 4 (100%)
. SII HC. '
-As regard local tumor recurrence: locally recurrent HC
showed high CD44 expression in 2 out of 3 (66.7%) HC while

non recurrent HC showed high CD44 expression in 7 out of 7
(100%) cases. |

: . -In relation to patients survival: high CD44 expression was

present in 7 out of 7 (100%) alive HC and in 2 out of 3 (66.7%)
died cases.
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Graph(14): CD44 expression in HC in relation to tumor stage.

F-In medullary carcinoma (MC):
I-Cyclin D1 expression in MC: Table (29), Graph (15), Fig. (46).

- -1In relation to patients age: MC cases <40 years showed
positive Cyclin Dy expression in 8 out of 9 cases (88.9%) [+ 1
- expression in 2 cases (22.2%), + 3 and + 4 in 3 cases (33.3%)
for each]. MC cases >40 years showed positive Cyclin D,
. expression in 8 out of 8 (100%) of cases [+ 1 in 1 case
(12.5%), + 2 2 cases (25%), + 3 expression in 3 cases
(37.5%) and + 4 expression in 2 cases (25%) examined].
-In relation to patients gender: positive Cyclin D; expression
was present in 6 out of 7 females of MC (85.7%) [+ 2 in 1 case
(14.3%), + 3in 3 cases (42.8%) and + 4 in 2 cases (28.6%)].
- MC of male gender showed positive Cyclin D1 expression in 10
out of 10 cases (100%) [+ 1, +3 and + 4 in 3 cases (30%) for
each score and + 2 expression in 1 case (10%)].
-As regard tumor grade: GI MC showed positive Dy
~ expression in 4 out of 5 cases (80%), with + 3 score.
GII MC showed positive Cyclin Dy expression'in 9 out of 9 (100%)
| ca_ses; [+ 1and +2in1 case for each.(11.1%), + 3 expression
. in 2 cases (22.2%) and + 4 in 5 cases (55.6)].

—

——

—— .
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GIIT MC showed positive, Cyclin D, evpression in 3 out of 3

(100%) cases [+ 1 in 2 cases (66.7%) and + 2 in1 case
(33.3%)].

-In relation to patients TNM stage: SI MC showed Cyclin D,

expression in 2 out of 2 (100%) cases [+1 in 1 case (50%) and

+31in 1 case (50%)]. |
- SIT MC showed Cydlin D, expression in 2 out of 2 cases

examined (100%) with + 1 score;

SIII MC showed positive Cyclin D; expression in 9 out of 9

(100%) of cases [+ 3 in 5 cases (95:6) and + 4 in 4 cases

L (44 49%)].
SIV MC showed Cydin Dy expression in 3 out of 4 cases (75%),

. [+2in 2 cases (50%) and + 4 in 1 case (25%)].

- In relation to local tumor recurrence: locally recurrent MC
-showed positive Cyclin D, expression in 5 out of 5 (100%)
cases, [+ 1in1 case (20%), + 3 in 1 case (20%) and + 4 in 3
case (60%)]. Non recurrent MC showed positive Cyclin D,
expression in 11 out of 12 cases (91.7%), [+1, +2 and + 4 in 2
cases examined (16.7%) for each and + 3 expression in 5
cases (41.6%)].

- In relation to patients survival: alive MC showed positive

- Cyclin D; expression in 11 outof 12 cases (91.7%), [+1in 2
cases (16.7%) cases, + 2 in 1 case (8.3%), +3in 5 cases
(41.6%) and + 4 expression in 3 cases (25%)]. Died MC

. showed positive Cyclin D, expression in 5 out of 5 (100%) of
cases, [+ 1, +2 and + 3 equally in 1 case (20%) for each while
+ 4 expression was present in 2 cases (40%)].

‘“ -ﬁ-ﬁ——___——-—m@, J L —
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. Table(29): Correlation between different clinicopathologica!

entities of medullary carcinoma in relation to cyclin D,

expression:

- -NB. MC > 40 years showed non significant higher D, expression

(100%) than MC <40years(88.8%).

(85.7%) (non significant).

Cyclin D exp, in MC Total | %2 | PV
0 +1 +2 +3 +
1(11.1%) | 2(22.2%) - 3(333%) | 3(333%) | 9 | 3.49 | >0.08
. 1(12.5%) | 2(25%) | 3(37.5%) | 2(25%) | 8
1(14.3%) . 1(14.3%) | 3(42.8%) | 2(286%) | 7 | 3.79 | >0.05
- 330%) | 1(10%) | 3(30%) | 3(30%) | 10 -
1(20%) . . 4(80%) . 5 | 1813 | <0.05
- 1(11.1%) | 1(11.1%) | 2(22.2%) | 5(55.6%) | 9
- 2(66.7%) | 1(33.3%) - - 3
. I . <0.05
. 1(50%) : 1(50%) - 2 | 2641
- 2(100%) - - - 2
1(25%) - - 5(55.6%) | 4(44.4%) | 9 ,
- 2 (50%) - 1(25%) | 4
- - >0.05
1(8.3%)
- 1(20%) - 120%) | 3(60%) | 5 4
1(8.3%) | 2(16.7%) | 2(16.7%) | 5(41.6%) | 2(16.7%) | 12
- >0.05
216.7%) | 18.3%) | 5(41.7%) | 325%) | 12
1(20%) 1(20%) | 120%) | 2(40%) 5 1.59
1 3 2 6 5 17

| _;' - Males were highly expressing Cyclin Dy (100%) than females

- GI MC showed cyclin D; expression in 80% of cases in relation to

GII, III MC that showed cyclin D, expression in 100% of cases
(significant direct proportionate correlation with tumor grade P<

© 0.05).

- SI, SII, SIII MC showed cyclin D, expression in 100% of cases while
~ SIV showed its expression in 75% of cases (significantly inverse
correlation with TNM stage (P< 0.05).
- Locally recurrent cases of MC showed non significant higher D,
expression (100%) than non recurrent cases (91.6%).
- Died cases of MC showed non significant higher cyclin D; expression

(100%).
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Graph(15): Cyclin D1 expression in MC in relation to tumor grade & stage. ‘

II-Bcl-x expression in MC: Table (30), Graph (16), Fig. (47). i

-In r'elatioh to patients age: Bcl-x expression was present in
7 out of 9(77.8%) MC caseé*.(§_40years [+ in 3 cases (33.4%),
++ In 2 cases (22.2%), +++ in 2 cases (22.2%)]. MC cases >
40 years showed positive Bcl-x expression in 4 out of 8 cases
'(50%) [+, +++ intensity in 1 case (12.5%) for each and ++ in
2 cases (25%)]. Mc>40yeares showed Bcl-x expression in 4 out
of 8 (50%%) [+ and +-++ intensity in 1 case (12.5%) for each;
++ in 2 cases ('25%)].

- “In relation to patients gender: females of MC showed

positive Bcl-x expression in 5 out of 7 cases (71.4%) [+ in 2
cases (28.6%) and ++ in 3 cases (42.8%)]. Males of MC
showed positive Bcl-x expression in 6 out of 10 cases (60%), [+
in 2 cases (20%), ++ expression in 1 case (10%) and
.. expression in 3 cases (30%)].

- Bcl-x expression in relation to grade of MC: Bd-x
expression was present in 1 out of 5 (20%) GI MC with week
intensity.

o
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GII MC showed positive Bel-x expression in 7 out of 9 (77.8%) |
[+ in 3 cases (33.3%), ++in 3cases (33.3%) and +++inl
case (11.1%)].
GIII MC showed Bcl-x expression in 3 out of 3 (100%) of cases
[++ in 1 case (33.3%) and +++ in 2 cases (66.7%)].

-1In relation to patients TNM stage: SI, SII MC showed
poéitive Bcl-x expression in 2 out of 2 cases (100%) for each [+
and ++ equally in 1 case for each (50%)].

SIII MC showed positive Bcl-x expression in 6 out of 9 cases
(66.7%), [weak in 1 case (11.1%), moderate in 2 cases
(22.2%) and strong expression in 3 cases (33.3%)].

SIV- MC showed positive Bcl-x expression in 1 out of 4 cases

- (25%) with week intensity. |

-As regard relation to local tumor recurrence: locally
recurrent MC showed positive Bcl-x expression in 4 out of 5
cases examined (80%), [+ in 3 cases (60%), ++ in 1 case
(20%)]. Non recurrent cases of MC showed positive Bcl-x
- expression in 7 out of 12 cases (58.3%) [weak in 1 case
- (8.3%), moderate and_strdng equally in 3 cases (25%) of
them]. |

-In relation to survival: alive MC showed positive Bd-x
expression in 7 out of 12 cases examined (58.3%), [+ in4
cases (33.3%), ++ in 2 cases (16.7%) and -+++ in 1 case
(8.3%)]. Died MC showed positive Bcl-x expression in 4 out of 5
cases (80%), [both moderate ++ and strong (+++) expression

| equally in 2 cases (40%) for each].




Table(30):Correlation between different clinicopathological
| entities of MC i in relatlon to Bcl-X expresslon. :

L “Bel-
Clinico/ ) Weak + | Modera | Strong | Total | X2 PV
Pathologic. te ++ o
Age | |
<40 2222%) | 3(33.4%) | 222.2%) | 2222%) | 9 . | 195 | >0.05
> 40 450%) | 10125%) | 205%) | 1025%) | 8
Gender ' _ :
Female 2(28.6%) | 2(28.6%) | 3(42.8%) - 7 427 | >0.05
© Male 440%) | 220%) | 1(16%) | 3(30%) 10
Grade .
1 480%) | 1(20%) - - 1228 | <0.05
- 2(22.2%) | 3(33.3%) | 3(33.3%) | 1(11.1%) 5
Y - - 1(33.3%) | 2(66.7%) 9
Stage 3
1 - 1(50%) | 1(50%) . 9.8
1 - 150%) | 1(50%) - 2 >0.05
m 3(33.3%) | 1(11.1%) | 2(22.2%) | 3(33.3%) 2
v ' 3(75%) 1(25%) - - 9
Recurrence 4
Present 1(20%) - ' 5.16
Absent 120%) | 3(60%) | 3(25%) | 3(25%) 5 >0.05
Survival | 5d1.7%) | 1(8.3%) 12
Alive 2016.7%) | 1(8.3%)
Died. - | 5(41.6%) | 4(38.3%) | 2(40%) | 2(40%) 12. | 496 | >0.05
1(20%) - 5
Total
6 4 4 3 17

- NB. Cases of MC <40years showed non significant higher Bcl X
“expression (77.7%).

- Females of MC showed non significant higher Bcl-x expression
(71.4%).

- Significant  direct proportionate relationship between Bcl-x over-
expression and tumor grade in MC (P < 0.05).

- SI, SII cases of MC showed 100% Bcl X expression in relation to
(66.7%) Bcl X expression in SIII tumors and 25% Bcl X expression in
SIV  tumors. This revea!ed non S|gmf' cant inverse proportionate
relatlonshlp

- Locally recurrent cases of MC showed non 5|gn|t"cant higher BcIX
expression (80%) than non recurrent cases (58.3%).

- Died MC showed non significant higher Bcl-x expression (80%) than
- alive cases (58 3%).
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Graph(16): Bel x expression in MC in relation to tumor grade

III-CD 44 expression in MC: Table(31), Graph(17), Fig. (48).

- As regard patlents age: high CD44 expression was present in
1 out of 9 (11.1%) MC <40years and in 2 out of 8 (25%) cases
<40years.

- As regard patients gender: females showed high expression
in -1 out of 7 (14.3%). Males of MC showed high CD44
expression in 2 out of 10 cases (20%).

-In relation to tumor grade: high CD.. expression was
present in 1 out of 5 (20%) GI MC, in 1 out of 9 (11.1%) GII

. MC, and in'1 out of 3 (33.3%) GIII MC.

- In relation to patients TNM stage: SI MC showed high
CD44 expression in 2 out of 2 cases examined (100%).

SII MC showed high CD44 expression in 1 out of 2 cases (50%).

- In relation to local tumor recurrence: locally recurrent MC
didnt- show high CD44 expression. Non recurrent MC showed

| - high expression in 3 out of 12 cases (25%).

i -In relation to patients survival: alive MC showed high

| expression in 3 out of 12 cases (25%).

——

——
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Table( 31): Correlatlon between different clinicopathological
entities of MC in refation to CD,, expression;

' CD,4 expression
cl. !)“;:" " Low High | Total
variable 1 4 6% | (67-110%)
Age
<40 8(88.9%) | 1(11.1%) 9 0.56 >0,05
> 40 6(75%) 2(25%) 8
Gender
Female 6(85.7%) 1(14.3%) 7 0.56 >0.05
Male 8(80%) | 2(20%) | 10
Grade .
l 4(80%) 1(20%) J 0,67 >0.05
n 8(88.9%) | 1(1L.1%) 9.
Sm _ 266.7%) | 1(33.3%) 3
tage '
| - 2(100%) 2 13.5 <0,05
1l 1(50%) 1(50%) 2 '
111 9(100%) - 9
v 4(100%) . 4
Recurrence - .
Present 5(100%) - 5 1.51 >0.05
- Absent - 9(75%) 3(25%) 12
Survival .
Alive 9(75%) 3(25%) 12 1.51 >0.05
. Died - 5 [
Total 3(17.6%

| - NB. Significant inverse proportionate correlation between tumor TNM

stage-and CD44 expression (P< 0.05).

- Non significant correlation between CD44 expression and tumor

grade (PV > 0.05).
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§ G-InAnaplastic carcinoma:
' 1-Clinico pathological results: Table (32)

1 Table(32) The difference between clinicopathological
entities of anaplastic carcinoma in relatlon to the
differentiated cases :

Differentiated Anaplastic
Cl. Path. Var. | = g rcinoma carcxl)noma
Age
Lowest 19y 47y 6.78 | <0.05
Highest - 13y 80y
- 'Mean 41y 60.4y
Gender A
Male:Female 1:1.6 23:1 6.58 | >0.05
Size
Lowest 1.5 cm 3 cm 0.12 >0.05
‘Mean 3.9¢m 8.2 cm
Highest 9.5¢m 13 cm
Grade :
Gl 15 (21.1% - 200 <0.001
Gl 35 (49.2% -
GIIl 21 (29.5%
GIV - 10 (100%)
Stage
. SI . - 21(29.5% - 160.36 | <0.001
SII 26 (36.6% - )
. ST . 16 (22.5% -
SIV 8 (11.2%) 10 (100%)
Recurrence
- Present 24 33.8%3 4%40%% 0.77 >0.05
Absent 47 566.1% ~ 60%
Survival
Alive 41 E57.7%3 - (0%)
Dled 30 (42.2% 10(100%)
Total 71 10

- NB. Cases of anaplastlc carcinomas showed signifi cant hlgher mean
age distribution (60.4 y) in relation to the differentiated malignant
. tumors that showed mean age (41.y) (P<0.05).
- All cases (100%) of anaplastic carcinoma were GIV and SIVin
_ relation to 0% GIV and 11.2% SIV in differentiated carcinomas this
revealed highest grade & stage for anaplastic carcinoma (highly
significant correlation) (P<0.01).
-~ Very highly significant increase in alive cases in differentiated
carcinoma (57.7%) in relation to 0% in anaplastic carcinoma cases
(P< 0.001).
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II-Results ‘of Cyclin D1, Bcl-x and CD44 expression in

B anaplastic carcinoma: Table (33).
- Cyclin Dy expression in anaplastic compared to differentiated

cases: Fig. (50, 51).
Posifive Cyclin Dy expression was present in all cases examined

of anaplastic carcinoma (100%) [+2in 1 case (10%), + 3in 3

.- cases (30%) and + 4 Dyin 6 out of 10 cases (60%)].
Differentiated cases showed Cyclin D1 expression in 53 out of

L ocasey (T7T) [E N 9 Gases (126%), 2015 a5

(21.1%), +3 in 17 cases (23.9%) and +4 in 12 cases (16.9%)].
= Bcl-x expressio.n in  anaplastic carcinoma compared to

differentiated tumors: Fig. (52).

Bcl-x expression was present in 10 out of 10 cases (100%) of
~anaplastic carcinoma [weak + in 1 case (10%), moderate_(++)

in 2 cases (20%) and strong in 7 cases (70%)]. Bcl-x expression

was present In 58 out of 71 (81.7%) differentiated cases [+ in

17 cases (23.9%), ++ in 25 cases (35.2%) and o+++ in 16
- cases (22.5%).

- CD4q expression in anaplastic compared to differentiated cases:
Fig. (53) High CDs4 expression was present in 2 out of 10
(20%) cases of anaplastic carcinoma in relation to 33 out of 71
(46.4%) of differentiated cases.
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'Table(33):cdrrelation between differentiated, anaplastic
1 carcinomas in relation to Cyclin Dy, Bcl Xand CD4s

ayprassion

Clinico/

| {Pathologic.

Differentiated
carcinoma

Anaplastic

carcinoma

CY C“n D|
gl

#]

+2

+3
4
IBel X

+++
CD44
' Low
High
Total

1B
9 (12.6%)
15 (21.1%)

17 (23.9%)
12 (16.9%)

13 (18.3%)

g

25 (35.2%)
16 (22.5%)

38 (53.5%)
33 (46.4%)
71

0(0%)
0 (0%)
1 (10%)
3 (30%)
6 (60%)

0 (0%)

[l

2 (20%)
7 (10%)

8 (80%)
2 (20%)
10

i

3.32

- NB. Significant higher positive Cydin D; and Bcl-x expression in

<0.05

A

>0.05

anaplastic carcinoma in relation to differentiated cases (P < 0.05).

- Non significant difference in CD44 correlation between differentiated

cases and anaplastic carcinoma (PV > 0.05).
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Table(34):Cyclin D;,BCl-x and CD44 positivity in relation to the
| histological type and clinic-pathological enteties

——

for the examined cases.
Clinico/ . I
1 Cyelin D, Bel-X - CD44
4 Pathol.
| Type: + - + - | High | Low
Pc 16(69.5% | 7(30.4%) | 20(86.9% | 3(13%) | 15(62.2% | 8(39.7)
Fe 14(06:6% | TE¥70) | 19(904% | 4(00%) | GENT0) | 19 (T19)
He 70%) [3(30%) | 8(80%) | 2(20%) | 9(90%) | .110%
if \‘ 1 M
NG| T6OHIR | IS8%) | 11647% | 6352 (3(1T%) | ML)
‘ Ac 10(100%) - 10(100% . 220% | 8(80%
| PV < 0.05 PV <0.05 PV < 0.01
Grade '
I §(33.3% | 7(46.6% | 7(46.6% | 8(53.3% 1 10(66.6% | 5(33.3%
i1 24(68.5 | 11(31.4% | 30(85.7% | 5(14.2% | 15(42.8% | 20(57.1%
11 21(100% - 21{100% - 8(38.1% | 13(5.8%
v 10(100% - 10(100% A 220% | 8(80%
K - | PV <0.01 PV <0.01 PV > 0.05
i| Stage | -
- I 16(76.1% 5(23.8% | 16(76.1% 5(23.8% 21(180% -
Il 17(65.3% | 9(34.6% | 24(92.3% | 2(7.6% | 11(42.3% | 15(57.6%
I1I 14(87.5% [ 2(12.5% | 13(81.2% 3(18.7% 1{6.2% 15(31.2%
v 16(88.8% | 2(11.1% | 15(83.3% 3([6._6% 2(11.1% | 16(88.8%
PV > 0.05 PV > 0.05 PV <0.01 .
Recurrence
Present 24(85.7% | 4(14.2% ] 25(89.2% 3(10.7% 9(32.1% | 19(67.8%
Absent 39(73.5% | 14(26.4% | 43(81.1% | 1 0(18.8% [ 26(99.1% | 27(50.9%
PY > _0;05 PV > 0.08 PV > 0.05
' 120.00% j‘
| 100.00% A ]
| ;. @PC !l
. 80.00% mEC i
' 60.00% [iE INES OHG ! -
40.00% Bt lmmc“
NAC ;;
20.00% i
0.00%

D1+ D1- Bclx Belx CD44 CD44

+ -

high low

——

——
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4 | Survival analysis:
' ﬁnﬁ hiStOPﬂhOlOﬂical tumor type in relation to local

———

3  tumor recurrence (6 months from the primary surgery)
& overall survival (50 months follow up). table (35) &

curves (1,2),
— -
Hist. | No. of | Local rec. |Nonrec. [Qverall Non'
Type | Cases ~ leurvival | survival

PC 123 | 7(30.4%) |16(69.6%) | 14(60.9%) | 9(39:1%)
/e 21 [9(e29%) |12(57.1%) §(36.2%) | 13(61.9%)

e |7 |sjoam) 12(70.6%) 12(706%) |5(234%)
e |10 |3 (30%) |7(70%) |7(70%) | 3(30%)

WA o) (o) | tafions)
Total | 81 28(34.6%) | 53(65.4%) | 41(50.7%) | 40(49.3%) |
- NB. ..Studied cases of FC showed the highest percentage of local
"recurrence' (42.9%) while MC showed the lowest (29.4%).

(significant correlation) (P= 0.02).

- MC cases showed the highest percentage for overall survival
 (70.6%) while AC showed the lowest (0.%) (Very highly significant
correlation). (P= 0.000)

' Kaplan-Meier Kaplan-Meier
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B- Tumor grade with local recurrence and overall survival
~ table (36) & curves (3,4).

(P = 0.000).
‘Kaplan-Meier

NO.Rac. |09 Non, o]

Survival
2(13.3%) |13(86.7%) | 10(66.7%) | 5(33.3%)1 |15
Rl [15(42.9%) |20 (57.1%) | 26(74.3%) | 9(25.7%)2 |35
Lo 17033.3%) | 14(66.7%) |5(23.8%) |16(76.1%) |21
6V |4(40%) | 6(60%) | 0(0%)  [10(100%) |10
Toial | 26(34.6%) | 33(63.4%) | 41(30.6%) | 40(43.4%) |81

Kaplan-Meier

- NB. Lowest local recurrence rate was present in GI tumors

(13.3%).while the highest rate was found for GII tumor (42.9%)
(highly significant) (P = 0.003).

- Lowest overall survival was for GIV tumors (0%) and the highest

| ol s ves 6o 6. oy o

-
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1 LAY
) ¥ [V-censored
b o
[ -4 * |ll-censored
! o ]
3
X ll-censored
1 ~0 .
i |
A
W I-censore +d

- v 0 20 30

2 - c:C DUR

1
-

Cum Surviva

Sfighly sighiﬁcant tumor grade with local
- A reurrence. Log. Rank (P=0.003).
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4) Very highly significant tumor grade with
overall survival. Log. Rank (P=0.000),




C-Psammoma body formation and hemorrhage & nqcrosis
in relation to local tumor recurrence and overall survival,

Table(37) & curves (5,6).
| \{’ariable +ve Psamma | -vePasamma +ve Hge.N H-e ;1 total
Rec. 2(7.1%) 26(92.9%) | 26(92:9%) | 2(7.1%) 28
Non. Rec. . | 9(16.9%) | 44(83.1%) 40(75.5%) | 13(24.5%) |53
Q5 8(19.5%) | 32(80.5%) | 35(87.5%) 5(12.5%) 140
Non 0S 3(7.5%) 38 (92.5%) | 31(75.6%) | 10{24.4%) |41
Total 11 70 66 15 81

. NB. Examined cases showing Psammoma body formation showed

overall survival (19.5%) which was highly significant. (P = 0.01)
- Malignant -cases with hemorrhage and necrosis showed higher local
recurrence rate (92.9%) (border line significant) (P = 0.05) and non

significant higher overall survival (87.5%).

lower recurrence rate (7.1%) which was non significant and higher -

Kaplan Meier Kaplan Meier
Survival Functions
1.1
Lo
9
8
?
]
Ps . s
_— PS
ve A —_—
9 v
X .ve-censore: T 3
5 3 X _ve-censored
LE +ve & :
£ ! *
. . . . . ] . ® fve-censort G oo ® +ve
6 12 18 24 30 36 42 48 ©® 5 1z 18 24 30 36 42
0S DUR REC_DUR

khly significant psammoma body formation

with local tumor recurrence,
Log. Rank (P=0.013).

6) Non significant psammoma body formation




@% l . \S i

' D-Direct capsular invasion, vascular invasion in relation to

local tumor recurrence and overall survival, table(38),

invasion.

Kaplan-Meier

‘W Curves (7,8,9).

- | Variable Cap. Inv. Non. Cap. Inv. | Vasc. Inv. Non. Vasc. Inv. | Total
& [NonRec. | 25(89.3%) 3(10.7%) | 25(89.3%) | 3(10. 7%) 28
' Rec. 48(90.5%) | 5(9.5%) 37(69.8%)_| 16{30.2%) 53

Non0S |35(87.5%) |5(12.5%) |35(87.5%) |5(12.5%) 40
fos 138(92.6%) |3(7.4%) |27(65.8%) |14(34.2%) |41
| Total 73 18 62 |19

NB Studied cases with direct capsular invasion showed |ower |oca|
“recurrence  (89.3%) (non significant) and higher overall survival
(92.6%) (significant) (P = 0.02)in relation to cases without capsular

LI
1.4
9

L
7
6
5
4
3
2
1
)

Cum Survival

0

VAS_INV

P ve
X .ve-censored

L) e

® e

0 6 12 18 24 30 36

REC_DUR

42

gl 1) Significant vascular. invasion with local

M fumor recurrence. Log. Rank

(P=0.04).

- Studied cases with vascular invasion showed higher incidence of
~local recurrence (69.8%) (significant) (P= 0.04) and lower overall
‘survival (65.8%) which was very highly significant. (P = 0.001).

Kaplan-Meier

L ¥AS_INY

? ayve

X -ve-tensored
' ']_Fvo

0.0 sve-censored

D & 12 18 24 30 36 (2 48

0S_DUR

Cum Survival
~

8) Very highly significant vascular im.vasion
with overall survival. Log. Rank (P=0.001).



| Results

Kaplan-Meier
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9) Significant capsular invasion with overall
survival, Log, Rank (P=0.02),

i E Tumor TNM stage with Ioca] rec

survival. table (39) & curve (10,11).
TNM |

urrence & overjji
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Kaplan-Meier Kaplan-Meier

1.4
TNM 14
oy 'nm
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* lllcensored ' 1—»« * 1l-censored
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L R FYW CERNA AR
U_ (] |2 Ig M 30 3 42 08 DUR
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: ﬁgmf icant TNM stage with loca] tumor 11) Very highly significant TNM stage with
rirrence. Log. Rank (P < 0.05). patients overall survival,

Log. Rank (P < 0.001).
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;F-C'yt:Iin D1, Bcl-x and CD44 posotivity in relation to
overall survival in the examined malignant cases: Table
(40), Graph(19).

Cyclin DI Bl-x

+

CD44

20(63.3, 133139 | 200707 12(29.3% | 25(60.9% | 16(39% 4

Died 35(87.5% | S(12.5% 39(97.5% 1(2.5% 10(25% 30(75% 40
. —————————
PV <0.03 PV <{,01 PY <0.01

6 1 4] 13

35 46 8|

*NB. Died cases showed signif cantlY h|gher Cyglm D USU[lVlW
[87 5/6) than Aflva ¢ases 68 2% \P > ih

~X posotivity (97.5%} (than

. I Died cases showed highly significant B¢
' alive cases (70.7%) (P<0.01).

-Alive Cases showed highly significant CD44

| POsotivity (60.9%) than
¥ died cases (25%) (P<0.01).

lA!Ive
M Died

cyclin+ve |3
Belx+ve

Cranh f10% ¢ e o .



5 | Correlation between different clinico/pathological

variable in relation to the studied markers
A- Cylein D1:

I-Cyclin D1 expression in relation to the studied clinical
variables: Table (41), Curves (12,13).

Table (41) Cyoin D1 and clicalvariables: s

e ot A R LR

0 + 2 13 M—— iz | Pvalue | Total
freg | % | Freg | % [ Freqi 9, [Preq| o Freq Y '
3L o2 k35| 33| s LI P 1 i
2 | 244 ] 15 | 174 | 22 | 256 | 21 | 244 7 8.2 ' _+j6
T8 T B8 u |13 B3| 4| g03 w6 | W | ®
1274 18 | 128 16 288 | 13! o 8 | 13 ‘ 62
6 21 |6 {319 M6 | 3 | 1158 2 7.7 660 | 016 | 26
1§ 715 | 9 12 115 20 | 23| 307 19 13.3 ] 7
B3| 2 9 | 153117 | 288 | 15| 254 5 . 85 A1l 0.54 59
W1 262 | 6 | 143 | 7 | 167 | 11 |. 262 7 16.7 - 42
s 2.6 15 f 79 2] qo1 | 2 | 333 12 19.1 11.94 | 002* 63
5 7.8 . 5 1278 6 | 333 | 2 | 111 0 0 18
| 313 ) 3 o4 |6 | 188 | o | 281 4 12.5 280 | 059 32
J8 | 163 | 7 | 143 | 12 | 245 | 14 | 286 8 16.3 " 49
3 15 5 (25|61 30 |5 25 1 5 20
9 | 33 | 4 S 148 7 | 259 | 4 | 148 3 L1 | oo ] 00ge | 27
3 188 | 0 ¢ | o 0 6 | 375 7 438 ¥ 16
3 166 | 1 | 55 | 5 | 277 | 8 | 444 1 5.5 18
s 178 | 4 | M2 | s | 178 | 9 | 327 5 17.8 .34 0.85 28
13 | 245 | 6 [ 113 | 13 | 245 | 14 | 264 7 13.2 el 53
9 | 219 | 8 | 195 | 10 | 243 8 | 195 6 . 14.6 0.20 41
9 225 | 2 5 181 20 |15 375 6 15 5.94 40

- NB. Studied cases < 40 years showed significant higher Cyclin D1
over expression than cases >40years (P = 0.03).

- Studied cases with lymph node metastases showed significant higher
Cyclin DI expression than cases without lymph node metastases (P
=0.02).

- Highly significant positive correlation was present with Cyclin D1

“expression and patients TNM stage (P = 0.001).
- Cyclin D1 scoring showed rion significant correlation with patient’s

gender, tumor size, location, local recurrence, OS and distance
-Mmetastases.
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- Kaplan-Meier Kaplan-Meler |
S - |
. 12T ;
g .b ) CYCLIND 4 CYCLINDY :
a ,“{ 4 o e LAY e v g
i’ ue o Fapvp— e - + [+sconsored
2 - o P B L += b 3
f 1 . 0 14 . + .

T ! l~I.-.mll_-| ] ]*-ﬂﬂm i—_""] ey L 30-"“0"6
.j . - & 2ecomsor ¥ 2esconsored
. | -:-I-* -E l o |e
B’ X 1tcensor E X |+-consored
3 0y e 0
: "; ' ® (omsore 30 - ® (-censored

e 118 % 10 36 @ 0 6 1213 2430 36 42 08
0S_DUR .

4 RECDUR _ l

n significant CyclinD1 scoring with local 13) Non significant CyclinD] scoring with
ot recurrence. Log. Rank (P <0.05). ) Non sign M 4

E overall survival . Log. Rank (P <0.03).
II-Cyclin D1 expression in relation to hlstopathologlcal
M variables: table (42)

& Table (42): Cyclin D1 and histopathological variables:

iy 0 : +1 +2 +3 +4
= | Freq |. el Freq % Freq % Freq | % Freq % Chi2 | Pvalue | Total
v 304 | 1| a3 | 4 173 ]| 7 |304]| 4 17.3 23
7| 3331 2| 95 | 5 | 239 | 4 | 19 3 14.2 2
1 so | 3! 18 | 2| 985 | 6 |3s2] s 204 | 374 | 003" 17
3 30 03] 30 |44 | 0] o0 0 0 10
0 0 1| 10 | 3 3 | 6 | 60 0 0 10
16 | 200 1 7] 96 | 17| 23| 22 | 301 1 151 | sos | 98 7;’
¥ 2% | 3| 73 | 1 125 1 {25 1 12.5 |
5 | 2271 9 | 136 | 14| 212 18 {272 10 15.1 0.87 0.93 66
3 20 | 1| 66 | 4 | 266 5 [333] 2 133 : 5
3] 20 [ 6| 10 |1s]2r | 18| 30| 10 | 161 | 0.64 62
5 1263 |4 | 21 | 3] 16 | 5 |203] 2 10.5 ' 19
7 | a7 | 1| 67 | 2| 133 4 |27 1 6.7 0.20 15
§ | 220 | 5 | 14317 | 20 | 8 |220] 7 20 35
30 43| 3| 143 ) 6 |286] 5 [238] 4 191 | 1584 21
0 0 1 w0 | 3] 30| 6 | 60 0 0 10

- NB. Cyclin D1 showed significant correlation with histopathological type

(highest posmwty was for AC followed by MC, HC, PC'lastely for FC) (P =
0.03).

- Non significant correlatlon was found with cyclin D1 in relation to capsular
invasion, hemorrhage, necrosis, vascular invasion and tumor grade.




B

“Table (43): Cyclin D1 & Bcl-x and CD44

esulls

_:’ I1I-Cyclin. D1 expression in relation to the other markers:
“Table (43).

- NB. "Cyclin D1 showed significant positive correlation with BCLX
expression (P = 0.01).

- Using bivarient analysis correlation coefficient followed by cox

regression test: Cyclin D1 showed independent sugnlfcance for
BCLX (P value < 0.01).

- Significant positive correlation was present between Cyclin D1 and
CD44 over expression. (P = 0.04).

+4
" ! 2 B , Chiz | Pvalue Total
Freq | %~ Freq % Freq Yo Freq % Freq Ya
' '3 Bl 0§ 38851 3 | 31| 1 1.1 i 1.7 - 13
§ | 333 3 167 | 3 160.7 5 278 I 56 | 25.81 18
8 | 29.6 1 37 8 29.6 7 25.9 3 111 27
{1 44 t | 4410 4 | 174 | 10 | 435 7 (1304 n
212551 3 | 64| 7 149 | 15 | 319 10 |213 013 0.04* 47
6 {1771 7 Y206 11 | 324 | 8 i_za.s 2 5.9 \ ) ' 34
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B- Bcl-x

I- Bel-x expression in relation to the clinical variables:
| ) anes(i415).
4 Table (44): Bolx and clinical variables.

T M e A ———rp et e e+

— vt ——p———
0 + ++ +++

Chi2 | Pvalue | Total
Freq | % |Freq| % | Freq | % [Freq] % .

]

o e | 2 (1330 6 | 4 | 512 | 03| 15
ars 4 [ 267 ] 3 | 20 &
33}’_5'173 128 | 20 §233| 35 | 407 | 20 | 23
C;;:::r ' 18 | 10 1256 | 11 |22 11 | 82 | 200 | 057 | 39
il Female 09 B |2 | % | 4d] 15| 24s 62
i Si O
Mem S| 6\ B 15 | $7] 2| 17 | 893 | og %
>2cm 16 17 227 22 293 24 32
Location

Rt
. LU
WLmph nodes

.
§
3
12
T P19 15 | 254 | 25 | 424 | 1 A | 418 | 024 §
g

+ve s 14 | 122 17 71
2
6

7

3
4
2
4

1040 8 | 104 ] 12 286 | 14 | 133

2
33.3\ m\ o | 8
B v 1) 4 122 g9 856 1 2 | 11

d Metastasis /

W +ve

: i 156 | 11 | 344 I 7.82
43 | 8 1 163 | 22 | 449

0.05* 32
12 24.5°

- 49

9 45 4 20 20

1l 7 259 | g 296 8.40 0.49 27
i 8 | s 3 18.8 16
v 3 167 | g 44.4 18

Local |

| recurrence

B > | o ses | oSI0 | onr |

E T 22 415 | 12 22.6 53

_J Os

H Alive 16 39 7 AN , 0.15 4

] Dead 11 275 | 16 40 ) 40

- NB. cases with tumor size < 2cm showed s

< gnificant higher Bcl-x
€xpression (P = 0.03).

- Cases  examined without distance Mmetastases showed significant
higher Bcl-x €xpression (P = 0.05).

- Non significant correlation was found with Bcl-x intensity in relation
- to patient’s age, gender, tumor location, lymph node status, TNM
Stage,-local recurrence and 0s,




~ Kaplan-Meier

o o = e a wm

® pcensored
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‘ Non ‘significant Bel-x intensity with
local tumor recurrence, LOE. Rank (P <

1.05). o

B 1I-Bolx expression in relati

variables: table (45).

- , - ' Results

Kaplan-Meier

Cum Sur vival
L d

BCL X

9 4

AN TTTILY

LR Y]

4 sseconnored

t: bteasstad
0

® D-censored

0 & 12 18 24 30 36

0S_DUR

12 &

15) Non significan Delx intensity with
overall survivaly Log Rank (F < 0.09),

on to the histopathological

Table (45): BCLX and histopathological variables:
#E% t
0 + ++ +++
: Chi2 P value Total
‘ Freq % Freq % Freq % Freq Y
thology “
4 3 13 4 174 | 10 43.5 6 26.1 23
2 FC 2 9.5 8 38.1 7 33.3 4 19.1 | 23.45 0.08 21
' 6 35.3 4 23.5 4 23.5 3 17.7 17
HC 2 20 1 10 4 40 3 30 10
AC 0 0 | 10 2 20 7 70 10
pulia :
sion A
A . 10 13.7 17 233 | 23 31.5 23 | 315 73
2 3 37.5 I 12.5 4 50 0 0 5.84 0.12 8
&nee
| +ve 1 16.7 16 242 | 20 30.3 19 | 288 66
ve 2 13.3 2 133 | 7 | 467 4 {267 174 | 063 15
;. rinvnsioq
+ve )
g 8 12.9 16 258 | 18 29 20" | 32.3 62
e 5 26.3 2 105 | 9 | 474 3 Jisg | 601 | o 19
Grade .
| K .3 20 3 20 9 60 0 0 35
o 5 14.3 10 28,6 1 314 9 [ 257
. 5 23.8 4 91.1 | 5 | 238 7 | 333 | 1900 | o003 ?;
v 0 0 1 10 2 20 J 7 70

;_‘ | - NB. Bcl-x showed highly - significant positive correlation with tumor

grade (P= 0.03).

- Non significant correlation was seen with Bcl

- to histopathological type,

A vrmemong sl Cae o s

X expression in relation
Capsular invasion, hemorrhage & necrosis




% markers: table (46).

s RS U115

E'III-B'CL)( ‘expression in relation to Cyclin D1 & CD44

' Table (46): Bcl-x and cyclin D1 & CD44:
0 : i 2 Chiz | Pvalue | Total
Fréq % | Freq % Freq % Freq
: 1| 458 | 1| 42 4
i g lé?i)? g 32303 5 333 1 66.7 " !23
4 | 3 |ns) o6 | 2§ 1| 4 | 4 | 167 | 3190 | 0.001 o
w1 139l s 7wl o8 o
ol 831 1 83 | 3 5 | 7 | 83 ,
A T T VT R VR O A
T Wy (w8
- NB. BCLX showed highly significant positive correlation with Cyclin
D1 scoring while showed non significant correlation with CD44
“expression (P = 0.001).
- Using  cox regression test: Bcl-x showed independent significance
‘S for Cydclin D1 (P value = 0.01).
| C-Ccpaa:

- Table (47): CD 44 and Clinical variables:

]
d

- I- CD44 expression in relation to clinical variables:
{ table (47)

1-67% 68-100% ) .
Freq 7 Freq 7 Chi2 | P value Total
Age
. 240 years 15 100 0 0 | 1595 | 0001+ 15
>40 years 38 44.2 48 55.8 86
Gender . - )
Male 23 59 16 41 39
Female 30 48.4 32 51.6 | 1-08% | 032 62
Size
22em 9 43.6 17 65.4 26
>Zemn 44 58.7 31 413 | 448 | 0.04* 75
Location '
Rt 26 44.1 33 55.9 59
Lt 27 64.3 15 357 | 402 0.07 42
- Lymph nodes
v 40 63.5 23 36.5 63
—ve 7 38.9 11 611 | 348% | 0.10 18
Metastasis
ve 25 78.1 7 21.9 32
ve 22| 449 | 27 | ss1 | 878# | 0o0se | 0

- NB. CD44 showed very highly significant negative correlation with
the patient’s age group (P = 0.001).

- Cases with tumor size < 2 m showed significant higher CD44

. expression (P = 0.04) |

- Presence of distant metastasis showed significant negative

 correlation with CD44 expression (P = 0.005).

--Non significant correlation was present with (RAd i ootoe . o
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:' II- CD44 expression in relation to hlstopathologlcal
- varlabIeS' table (48).

Table 48 CD44 and hlstoatho|01ca| vanables

] 67% 7 ]00% P value
Freq % Freq | %
Ilhlnpl.,ulmlm,y . ws |15 | sz i::
6 76.2 5 | 238
e o |3 el s | oo | o
HC 1 099N 10
K il 1|0 10
R | ol v
-, v 0| %e |3 |aj0m| 1 | m
o ) 0. 1 3 (37§ §
Hedngs -
. AL T e 1S ) 6
Bl v 6 010 1 4 15
= Vaseular invasion
= +ve .
Bl |y msle]] e
Grade
I 6 40 9 60 7 15
l .
m 2 5 Y a2 | 405 | 0% i?
e 1Y 8 80 2 | 20 10
--NB. Very highly signifi

cant CD44 expression was present in relation
to hlstopathologlcal type (HC showed the highest CD44 expression
while lowest expression was present in MC) (P = 0.001),
- Non significant correlation was present between CD44 expression
and capsular invasion, hemorrhage & necrosis, vascular invasion and
tumor grade.

- Cox Regression test for CD44 showed independent significance
for: Age (P value = 0 02).

histopathological type (P value = 0.03).
TMN stage (P value = 0.01).
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N D Correlatlgn between adenomas versus carcinomas

table (49) o
8 Table (49) adenoma versus carcinoma:
ff: N | Carcinoma Adenoma Chi2 P value Total
' Freq Yo Freq % |
' )
Age "
240 years 15 | 18 0 0 4358 | 0,04 %
>40 years 66 815 | 20 100 .
Gender '
Male | 34 | 420 | 5 | 25 | 195 | o021 :g
Female 47 58.0 13 75 :
Size
Mem g | 20 9 B 1 s | o0a .2,2
>2em 79.0 11 55 '
Location | '
Re . d | 43l 15 | 750 2o | ot 59
. Wt 37 43,7 3 15.0 | Y]
Psammoma ‘ N
+ve il 13.6 0 0 1
: -ve 70 86.4 20 100 90
CyelinD1
0 18 22.2 6 30.0 24
+ .| 10 12.3 5 | 250 ‘ 15
42 18 22.2 6 30.0 | 6.63 0.16 24
T +3 23 28.4 3 15,0 26
+4 12 14.8 0 0 12
BCLX :
0 13 16.0 2 10.0 15
+ 18 22 | 5 25.0 : 23
-+ 27 | 333 | 10 | sep | 278 | 043 37
s 23 28.4 3 15.0 26
Cddd- :
1-67% 47 58.0 6 30.0 . 53
68-100% 34 42.0 14 | 700 | 505% | 0.04 48

- NB. Adenomas showed higher in?i?i?rEe in older age group
. (>40years) than mahgnant Cases (significant correlation) (P = 0.04).

- Mahgnant cases showed significant higher incidence in tumors >2¢cm
than adenomas (P = 0. 04).

- Significant higher CD44 EXPression was present in adenoma than in
carcinoma (P = 0.04).

- Non significant correlation between benign and malignant cases was
present as regard gender, location, BCLX and Cyclin D1 expression.



Results

Fig. (14): Follicular adenoma showing intact thick fibrous capsule.
' No capsular or vascular invasion was seen (H & E x40).

Fig. -(15): Atypical adenoma showing hypercellularity, variable-sized
& shape follicles, distorted architecture, but no capsular

or vascular invasion was seen (H & E x100).



Fig. (16): Follicular thyroid adenoma showing positive brown nuclear
_staining for Cyclin D1, Score (+2) (streptavidin/Biotin,
DAB x400)

T T




Fig.. (18): Follicular thyroid adenoma showing positive brown
membranous staining for CD44 high score (80%)
(streptavidin/Biotin, DAB x200).




Fig. (20):' Papillary thyroid carcinoma showing ground-glass
nuclei with often-annee pattern and intranuclear
cytoplasmic invaginations (H & E x400),

Fig. (21): Papillary thyroid carcinoma showing psammomatous
calcification with early sclerosis (H & E x100).



Fig. (22): Papillary microcarcinoma of the thyroid showing well-

capsulated papillary growth surrounded by adjacent
thyroid tissue (H & E x40).

Fig. (23): Papillary thyroid carcinoma showing papillary structure



Fig. (24): Papillary thyroid carcinoma showin

nuclear  staining for Cyclin D1  score (+3)
(streptavidin/Biotin, DAB x200). ‘

g positive brown

Fig. (25): Papillary thyroid carcinoma grade III, showing positive

brown nuclear ‘staining for Cyclin: D1 score (+4)
(Strentavidin/Rictin Ty AT .a0ans
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Fig. (26): Papillary thyroid carcinoma showing positive brown
cytoplasmic  staining for Bel-x intensity (+++)
_ (streptavidin/Biotin, DAB x200).

'Fig. (27) Papillary thyroid carcinoma, positive membranous brown I’
staining for CD44, high score (90%) (streptavndm/B:otm, g |

DAB x200).




Fig. (28): Papillary thyroid carcinoma, positive membranous brown
staining for CD44, high score (80%) (streptavidin/Biotin,
DAB x200).
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1 Fig.30)

I1C

d carcinoma grade II, showing pleomorph

Follicular thyroi

- follicular growth (H & E x100).

lar

ing insu

Follicular thyroid carcinoma grade III, show
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Fig. (31)




Flg (32) Follicular thyroid
pattern and vascu

Flg (33): Follicular thyroid ¢
nuclear  staining

carcinoma showing distorted follicular
lar invasion (H & E x200).

ey
b

PR
il R

arcinoma showing posntlve brown
for Cyclin D1, score (+4)

(Streptavndm/Blotm, DAB x400) .




.: Flg (34): Follicular thyroid carcinoma grade IIL showing positive
: brown nuclear staining for Cyclin D1, score (+4)
(Streptavidin/Biotin, DAB x200).

Fig.(35): Follicular thyroid carcinoma showing positive brown
' cytoplasmic  staining  for Bel-x  intensity  (+++)
(Streptavidin/Biotin, DAB x200). '




Results

. | Fig.(36): Follicular thyroid carcinoma showing positive brown
' membranous staining for CD44  high score (80%)
(Streptavidin/Biotin, DAB x400).

Fig. (37): Follicular thyroid carcinoma showing positive
brown membranous staining for CD44 low score (4%)
(Streptavidin/Biotin, DAB x400).
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Fig. (40): Hurthle cell carcinoma showing positive - brown nuclear
staining for Cyclin D1, score (+2) (Streptavidin/Biotin,
DAB x400).

- Fig. (41): Hurthle cell carcinoma showing positive brown cytoplasmic



Fig. (42): Hurthle cell carcinoma showing positive brown
, membranous staining for CD44, high score (95%)
(Streptavidin/Biotin, DAB x200).




{ - Fig. t44): Medullary thyroid carcinoma showing nodular pattern of
~ growth and vascular invasion (H & E x100).




Results

Medullary thyroid carcinoma showing positive brown
nuclear staining for Cyclin D1 in nuclei of tumors cells
and negative staining in the adjacent thyroid
pareichyma, score (+4) (Streptavidin/Biotin, DAB x200).
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Fig. (48): Medullary' thyroid carcinoma showing positive brown
' membranous staining for CD44, high score (90%)
(Streptavidin/Biotin, DAB x400),




@#“‘3 Results

Fig. (50): Anaplastic thyroid carcinoma showing positive brown
o nuclear staining for Cyclin D1 score (+1)
(Streptavidin/Biotin, DAB x200).
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Fig. (48):‘ Medul'lary thyroid carcinoma showing positive brown
membranous staining for CD44, high score (90%)
(Streptavidin/Biotin, DAB x400).

Fig. (49): Anaplastic thyroid carcinoma showing mixed round,
spindle-shaped malignant cells (H & E x200).




Y
and negative staining in the adjacent thyroid
parenchyma, score (+4) (Streptavidin/Biotin, DAB x200).

B Fig. (47) Medullary thyroid carcinoma showmg pos:tlve brown
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Resulls

Fig. (48): Medullary thyroid carcinoma showing positive brown
membranous staining for CD44, high score (90%)
(Streptavidin/Biotin, DAB x400).

Fig. (49): Anaplastic thyroid carcinoma showing mixed round,
spindle-shaped malignant cells (H & E x200).




Resulls

. Fig. (50): Anaplastic thyroid carcinoma showing positive brown

nuclear  staining for Cyclin D1  score (+1)
(Streptavidin/Biotin, DAB x200).

Fig. (51): Anaplastic thyroid carcinoma showing positive brown

nuclear  staining for Cyclin DI score (+4)
(Streptavidin/Biotin, DAB x200).




Fig. (52): Anaplastic thyroid carcinoma showing positive brown
cytoplasmic  staining  for Becl-x, intensity (++)
(Streptavidin/Biotin, DAB x400). '

(53): Anaplastic thyroid carcinoma showing positive brown
membranous staining for CD44 high score (80%)
(Streptavidin/Biotin, DAB x200).




