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Expréssinn Pattern of the Rb Protein and its Correlation with
Prognosis in Primary Lung Cancer

Hea Kyoung Hur, M.D., Seo Hee Rha, M.D. and Sook Hee Hong, M.D.

Depariment of Pathology, Dong-A University College of Medicine

An mmmunohistochemical stain for the Rb tumor suppressor gene product was performed in
pathelogic specimens from 72 primary lung cancer patients to study the correlation between its
expression and histologic type, cancer differentiation, clinical siage and survival rate. The
expression of the Rb protein was positive in 34 cases(47.2%) and negative in 38 cases(52.8%).
The Rb protein was not expressed in 16 of 42 cases(38.1%) in squamous cell carcinoma, in
17 of 23 cases(73.9%) in adenocarcinoma, in one of three cases(33.3%) in undifferentiated large
cell carcinoma, in two of two cases(100%) in small cell carcinoma, in one of one case(100%)
in an adenosquamous carcinoma and in one of one case(100%) in an atvpical carcinoid. There
were significant difference of the Rb protein expression between squamous cell carcinoma and
adenocarcinoma(p<0.05). The expression of Rb protein was not correlated with degree of cancer
cell differentiation and clinical stage of the lung cancer(p=0.05). The two vear survival rawe for
patients with the Rb positive was 65% compared with 37% for those with the Rb negative which
was significant(p<0.05). This result suggests that an altered or the absence of the Rb protein
mm cancer cells can be a valuable prognostic factor in the lung cancer. (Korean J Pathol 1997;
31: 152 ~161)

Key Words: Rb protein, Tumor suppressor gene, Lung cancer, Prognosis
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Table 1. Age and sex distribution in Rb-positive®* and

Rb-negative® lung cancer groups

Table 2. Rb protein expression in various histologic types
of lung carcinoma

Vari Mo, of Rb Histologic Mo, of Rb
ariable
SR positive Negative  p value ype rases Positive Megative
Age (years) SCC 42 26 (61.9%) 16 {38.1%)
30~39 [ 2{33.3%) #66.7%) (0.385 AC 23 6 (26.1%) 17 (73.9%)
40~ 49 6 233G} 4(66.7%) UDLCC 3 2 (66.7%) 1 (33.3%)
50~59 28 13(46.4%) 15(53.6%) SCLC 2 0 [ 0.0%) 20 100%)
60~ 32 17(53.1%) 15(46.9%) ASC 1 0 0.0%) 1 100%)
Mean age 57 years 55 years ACT 1 0 0.0%) 1 100%)
Median age 60 vears 56 years Tonal 72 34 (47.2%) I8 (52.8%)
Sex
Male 60  32(53.3%) 28(46.7%) 0.045 SCC: Squamous Cell Carcinoma
Female 12 2016.7%)  183.3%) f}gmé ""‘Udmd“;l‘;,‘m"’:"':‘d Laree Cell Carc
- . Undifferentiat ell Carcinoma
Total 72 MEI2%)  I8(52.8%) SCLC : Small Cell Lung Ear%:iznuma
* Rb-positive : normal Rb protein expression ASC: Adenosquamous Carcinoma
Rb-negative : altered or no Rb protein expression ACT : Arypical Carcinoid Tumor
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Table 3. Correlation between Rb protein expression and
histologic grade of 42 squamous cell carcinomas

of the lung
Grade of differentiation
Rb '
Well Moderate Poor
Total (n=42) 14(33.3%) 1B(42.9%)  1N23.8%)
Positive (n=26) 11(42.3%) HId.6%) 6023, 1%)
Megative (n=16) 3{18.8%) Q56.3%) 4(25.0%)

(Chi-Square = 2,746, p=0.03)
(Mantel-Haenszel Chi-Square = 1,116, p=0.05)
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Aglo] 9ud|(529%), FEE SEAIgte] 3e(17.7%),
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Table 4. Correlation between Rb protein expression and
histologic grade of 23 adenocarcinomas of the

lung
Grade of differemtiation
Eb
Well Moderate Poor
Total (n=23) 12(52.2%) 313.0%) B(34.8%)
Positive (n=a) I(5000%) 0 (0.0%) 3(50.0%)
Negative (n=17) 9(52.9%) I17.7%) 5(29.4%)

(Fisher's Exact Test{2-Tail), p>0.05)
{Mantel-Haenszel Chi-Square = 0.280, p=0.05)

Table 5. Correlation between Rb protein expression and
wmor stage of lung cancer

Stage
Rh ———
I-11 II-1V
Total (n=72) 39 (54.2%) 33 {45 B%)
Positive (n=34) 21 (51.8%) 13 (38.2%)
Negative (n=38) 18 (47.4%) 200 (32.6%)

(Continuity Adjustment Chi-Square = 0,947, p=0.05)
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Fig. 1. Kaplan-Meicr survival probability curve of lung
cancer based on Rb protein expression (Log-rank analy-
gis).
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Fig. 4. Squatnuons cell carcanorms,
powrly dittorentiated type, The Rb
protoin immunorcactivity was ne-
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Fig. 5, Small cell corcinenma, ¥ark-
edly decreased or altered Rh pro-
lein expressinn was recogmzed m
tust tnar cells while distiner Kb
nuclear staining wis presenl in
tha endathelial or sromal oclls,

L ™ & S MY S 1 - =t I |
Wb FHET AL F£7 Se] gl TombHel ¥w @7 Al&AdFE Sfgke] o] T
P

Rb §dsbe] WYL AAE e v 0

o ghell 4 Rb §317ke] FEA = HEa 19884 i A g dalaasm glep™ . Ag % wghel] A
T-osiEel] 2] 4flE] ulaaliE Al AAEA]el4]  Rb gheddl dbe el HaRE Faks] AR o} 4
Hardgfel™ 199y Negte agen sopm Fam oldns woaldHosys SR dalew
Afofla] flubA uA2ME sidoflde]l Rb gk Rle] $1Le] dlAmlc} Yokowg o] ed-Fal| w
gt o] wWEHE ebdstglel mab olg] Wwel] w2 Rboghdd vl A4 ERF w8 aME



158 cH#lwd a2z =) o oA 31 0 a2 % 1997

dHghel HEA A= A2 100%e] ek v] L4 E
ks HdEAL wmlgt =FHd = 0% K 24
cha Hasta 9, 1084We slgdibalE ddew
& Higashiyamas""2] edTell4]i= 4% =|glel4
8% 2 =eton) w4 Edgtelld 2348 o o}
i Rarshat gloh B 1993 Ookawas''e AaE
af|ghe] HEA ) 2] R 2RE ofd#E 2] Rb expression
plasmids FYslP S of FokyEe] dabfwal gt
A & oalgE 9s Rb fAz o Fake] A
gell glej 5 H2] dide] 5o gich B gt
A= T2ef|2] R4 wHY Folld aAE =IYE o)
A 2odl7} EglEle] gl 2¢] 25 Rb S4HE B
o] vl & ot 71 Heol ghH o a7 of
dAgk o A2 d+ ek vy 471
£ Hgick 70¢l2] u]AsE =H9b F o38«(54.3%)7)
Rb 43 Ko o dzp5e] ot Hapec} =
+ Rb 485 Hysdl el Eoigh =3 o4
HEE g9l PMGI-2455 AHEele] wioj=z i
H o lE Algfse AS SYUEFHE ¥ A
of &b Ao wlof gn Hgdt gHLTFgo] A
Bk Rb cheld wHo] A} gl Alez o
#2 qlch el =Fe] #la4, fpad, S
H &) (processing) 2} = 2hH A UG o w chuf o] o)
Seo]# Al(non-specific lossye] & 9 gl dlew
so] g}, 0|3 Ha :y o] Fad FeF §
o glon off «palse] zae| Eautele 1-
2417 24 F uidzziey o4g Alsglel
Whale] B ooflell = 24407 o] dbe] 2|7 nAE
sled Fok ==l A s S8 ST F
A7 ey Aesw Pzhgich

vl S Ay z=Zell4 Rb chwag sk g)alA)
s s Ak edARE S olE A wed 4
9] ek 2 delch Rb ek A Ee] w) &L =g
Z5F, AEE7) Biel AEe] B8 Mol wi} e
25 wdk W zF5gtehy HJaE dxel uwelbdsE
chEeh ofl& Bl H4 A Aol wEA
AE = AdHenypy AEF] b E FEo G4
Fib HalzAe] dH24FE, HET HFE d)E
ek & Holax, 5o osf{(mansitional zoneyell gl
B 27 A (miderypoel] 4 2 atel] ggbcbs B
b oglel”. mA ek del aleldE 27 ki Rb
chef 3 o] wbd okds Ho|d fHgdat H4zA
AEe] F FEEl vy dHAEEE 52 7
9 Rb v bl S He|u}, P2 BEEE B
ol FAFUL AZARHEEL FTEE F79

HH§ 2Qlvh E Rb qjAekgd Al 22 =3

Al 24 vepd = gledl, «E 59 44
7|@A dEE2 ookl &9 Saolg] whaf wHot
i B B B - e e e U S = o
HAEZE2 g Rb ok dhS& HojFch o|RAE
A2 F 739 P4==o] HEZ4I} 23T
FAlskr] fubed MEW HE AEs dlEES s
Wi Al Fob B A =HgkE F49
A4 Z1BA HIAE, JEF, HFGRAES) W5
HZE FollA Fekdells ofokdnta] ikt 4K 9
dledde] WAl oA oG5 visl 3le] A4
HEFe] EF ok bS5 HelAe oot e
B FAAEAAE =22 gt i35 o}
chekdt Ao ok ubE-g Hgli=dl, Fok FHubell
Ax wgde] E= H5E o4 aeln Fobe] 4
£ HielM g e] EAY FE BE FokA
Zof| WMo gtElE HSE S4HoER H9S o
E T2e] F 34¢l|7} ckA(47.2%), 387} S4(52.8%)
olgle}, ogh & @A 7)F2 Xu'ol] 2l A4
e g eolEdt HHFFES AL4 o] Fokell4
Western  blote]uh Rb §-3 2hahol 4] 2] A 4lef] 2]8k
Rb 3 zk2] wigl4de] Hpnl wiodz= 318w 2
T Rb -S4 Fekiolel| S04 o34 (excellent cor-
relationje] EE vl glop gl Boad el =
FHA T2 Rb FHA Azl wWER=
ckatel 2| F7ha)e] ol ol wpEw oo == ijely
o] Rb 82 wjghddel s dHEled 7k 9zt
3 A4 3o SR 9852 gl Reissmanns-o]
219« 2] vl Es el 4] A5 DNA, mRNA T
gl chelal o] Rb FHA B84 o
g ol Hylel] wf2e Southern blotel) A= 26d(0.9%),
Northern blotell 4] 3= 22¢(](10.0%)2] Kb §#=} S
Azl daEdsn Wy zsmgetye] 44 slsgl
1634 F S53ed](32.5% )0l 4] A4 EE2 wEkEl Rb
chlld wiEE Helch ER o] el AAg o7
AFAEL] dFHE YA AAEE B
olzlgt W42 Rb FHAF w2y a2m S F
25 7123 gl2ev Southerm blotelv} Northern blot
ol i LMo o|FE Yol 5 e FHx
nlAlgt FHa HIAE HEsle AL Evbesiy
T u)FokAlEe] ols | AHEo] HA 4|Eo| A
fii = bandu} tansenpir} HEE 5 gy wjfoe s
duislo] A’ B ool o4 & wg SHede
FNEE EE 79 F4AEME Rb g
dide] HH qbxl= H37F dddeh ol oi]7}A]
Hele] 51& & et 713 Fadt AL =37 H
Hel nP4dE 5 4+ Uck Rb s 3-Z w24



of i -2 chedo] wbdof] ojgh v o] 2= 8y
Al EEYF AP 7be] Fad gL olXe
AL olm] F gk A ok B dPellA o]l
oA7F BEE dils o] A =48 g o Hle
44 E7F Rb g wie] ¥HE =2AHE T
o} Ang g = g9l s S5 7
Aol sheEE o] B4k argE o2 & gglEE
HE Agslddch ol sl ubwol] wla Adat
At alHelo] Aol gl AFEAE HFo FHo)
Utk Rb §H2= wolag) chAe|oa & Al
E5 ol FTobdELol4] Rb kel S 4
o] E=d H dlell4= ¥ gk ole} <d4g)
.}E‘* 'lrﬂzl“.! HELeH T dbgo] =g

I obubs 2 ollell4] alle] #HMullarl w)z
4-%'5*%'4*:-% Alelss Zlegx Hztgich ofgiile
ATAEE Rb chufAe] o4 uwiglgm Ko
stz gloh™ ™ NorkEYe] mlelalen Eojgt
Holl4 4712 FH2 Rb FHZ A g4 ol =)
'*—".“E*. el & St ozt HEAHE 7

# Rb f4E HgE 23 slgich o5 ol
‘«'ﬂ & FHAH =9 Aee vasds of =
=~T'-?_E-'='— ivﬂﬂ 222 JI= 239 A2 =ge]
Mo 2Ny HEAS iAo Fo] halsbe] ol
v Aleg ddsta gk e ol Asiyk
o8 HEddA2] Rb ghefE dbEE: chAFHow
duszlells 380 eg ) dFs oo}
¥ Ao 455t}

Hgtoll 4] Hizhy Rb chufdl whea) A o 3z}
2] violghe] FaAIZE Ru® ohE gl 2 cljel]
Hi Aol @2 Rb thfd dlE Win = ¥4
S8 Fog Ae]lF Ko of 2ol wbaE m]glol)
4] Rb ghed G4z dl%7l et oil(p=0.045) %
28] vielell w2 FAIGH Heo|= g%l ch(p=0.385).
HghellA] HEE Rb chw]d wln)l za|ebs o 2
e Fate] AatatAlel disled ofzlzia s
W g whe gl =ljqhe] =AY Bl ol Rb
cheld b el Wite= Haaloick ohd gle|= 9]
TH Reissmanng 9] ool mpzn] S)maEgle
Bed vl Hob2 19%2] HI® Feo L4d
Rb chud el § Hojx, XeE 2 a4 £t
2%Udl dhall Hbe 24% 2 Eastgch B ol
A HEAESES] Rb g SRS 38.1%, A
HollMe 739%2 4Hgtold EA JYelgn SA14
A freldd Hslckp=0012). 1 8] o2 == sx

i+ T8 771 FHo] AT Ryo) Hrlialy
of. Zhzhe] =& A dloj4] Hilwel Rb cheld ul

i

-

L]
e

==
g =

Sell7d s 290 b4 s|gke] Rb gha wbMa) o 159

Hate FAlgHe s Fo)48 HolA| gpeic)

Hshe i wWiz|el wHy] Rb ol el
© FATHSR FeHE Beges ﬂiﬂi ol 2 7}
b oolu] HaEl wprl glopttY e)l5o wyE 27
T3 FPFeR s o olF T T4l 2
o] & ofdzl 2AF el E u}&Jr 7] Aele
Apelzl &8 Haeldol. olzg Anke= Hlif‘i‘r
Mo E7]%E Rb FHA7 BeodPs A4 2=
Heoler Faksla ok 2@} HigashivamaS 2] o
Tell4 = Rb shila] s wWr)el= Zdths &
2l4de] glio]l HiEe| o|He M Yoz
B s |47 dojof @ FHog Agsc B oo
Tell = Rb shE wby wisel wizsh= EaAg)
A Felit 4 S HolA gkghch(p=0.324).

XuF'2 1018 2713 vl24L gt $4E
daz 5d 348 dajsle] BAFAENE T
stal=dl Rb sk 2 325089, Rb 242 139
A s freldt delE BYchp=0.007). £ o
ToelldE i #ale] AEF Ade B4
Ak AHE 7Fez s EAxe4] 2s
Hhioll 219t W= me)=a) ghekw E4F Rb ghey
A YEE G FALY fodde gikew
HAel it stegle] 4FEFEE Tetsld. 7249
B 3 TS F3He| Hrbestd e =] 6519
2} Sl A & 3 7])7be] Fol Kaplan-Meier 41E
X 44lA HFAEZ S T8 = g o
v AEH TAsEE AT gty wla
7t 1 AEES Rb okde| 65%, Rb 240
3% 5 log-rank analysisi pgle| 00252 EA%3
o3t xpolF Wk weld F o £ il o
o @7 ZEE AF7 APl Rb {3 A}
oF sldalg s gsEae] FA2e|n HA4AY o
#ide] stEle], Rb §3AE7) #H9be] oflde}l oty
H Fa% 2AdE WY 5 0 Aoz Ag=d

E

19901 3YSE 1995y 8472 Foldigtm wel
ofl 4l b4 migtes Fghln HF @A S0}
HydsEs AWt n2YE ddez gtz
of 4 chFEe] 4 Rb thiq M5 ABile] v
ZZ e oje g Rb FAHA e e] ulel ol
S5 gt disle] == g, L o
7l 2@l 2 AHEE3 Rb cheiE wia kAot o
FRBAE Y A oSy 2L AnE oy
t}.



160 jshwal e 3R M2 5 1997

1) #HaA 72¢l|2] &gt 23 F Rb ghF S 34¢]
(472%)c1 4] ekA S 3Bl (52.8%)A] SAHE 24
=3 .
7) H M) £k 420 F 160l(38.1%)0l| 4, 45} 230]]
F 170(73.9%)ell 4 Rb FAdelgick ulE34y i
Egb 3ed] F 10f(33.3%)0ll A, AHEI}F 20 F 24l
(100% )0l 4], M 4o A3 @Y FLF *H 14
ol 4l 2% Rb S48 wolch FAlEAe] et
Hg A Estat dgE vla2sisdS of Hebe] HH A
Fglell vl# Rb SA4&o] Eha FATHLE &
o3t zbe]E Hdchp=0.012).

3 #Alske] 7t ==#e EHEe abE Rb gl
o] w g EAttom fojd xe|d Ho|A
4= 3
4) sligte] wrlell wE Rb ghufyl whEHE 2T
ol 17]9} 7|2} 39« 5 18« (47.4%), te|ar 7
Fel mr|s IvA e 33¢ = 20¢(526%)17F S4E
Ho] ekielld Rb shefd w¥HEE FANHo=
Lol 8k Zlo|§ HolaA gkl
5) Rb ghuf 3l ubdl fe] whiE 2d AEES R
okdlo] H4E 65%, Rb 242 HEE 7% 57
gH o folg Ae]E HGIckp=0.025)

o|4e] Antg FeAFAA 4HE Rb chiE
2] utio|4to| fiub4 sghe] Wb HEElE 9k
+ glgdx zte] odele FelEl A A4
gty S A ARk

& n 2 #®

LoSA1A. 19930 AQlEA Het 4. A4 {190 54«
B 14, 1994 34-5,

2. Mohsenifar Z. Epidemiology of lung cancer. Lung
Biol Health Dis 1990; 44: 1-5.

3. Frank AL. The epidemiology and etiology of lung
cancer. Clin Chest Med 1982; 3: 219-28

4, lggo R, Gaster K, Bartek J, Lane D, Harris AL. In-
creased expression of mutant forms of p33 oncogene
in primary lung cancer. Lancet 1990; 335 675-9,

5. Dennis CQ), Ann GD, Carol LS, Herbert EW, Himan-
shu MD. Accumulation of p53 protein correlates with
a poor prognosis in human lung cancer. Cancer Res
1992; 52: 4828-31.

6. Benedict WF, Xu HI, Hu 5X, Takahashi R. Role of
the retinoblastoma gene in the inhibition & progres-
sion of human cancer. J Clin Invest 1990 85: 988-91.

7. Lee WH, Shew JY, Hong FD. The retinoblastoma
susceptibility gene encodes a nuclear phosphoprotein

10.

13.

14.

18,

19.

21.

associated with DNA binding activity. Nature 1990;
329: 642-5.

. Xu HI, Quinlan DC, Davidson AG. Altered retinoblas-

toma protein expression and prognosis in early-siage
non-small eell lung carcinoma. J Natl Cancer Inst
1994, 86: 695-6,

Beahrs OH, Henson DE, Hutter RVP, Kennedy BI.
American joint commitiee on cancer. Manual for
staging of cancer. 4th. ed. Philadelphia: B Lippincott,
1992 115-22.

Kaplan EL, Meier P. Nonparametric estimation from
incomplete observations. J Am Stat Assoc 1958; 53:
457-81.

Skuse GR. Ludlow JW. Tumor supressor genes in
disease and therapy. Lancet 1994; 345 902-6.

. Friend SH, Bernards R, Rogeli 5. A human DNA

segment with properties of the gene that predisposes
1o retinoblastoma and osteosarcoma. Nature 1986;
643-6.

Fung YKT, Murphree AL, T'Aag A, Qian I, Hinrichs
SH, Benedict WF. Structural evidence for the au-
thenticity of the human retinoblastoma gene. Science
1987; 236 1657-61,

Lee WH, Bookstein R, Hong FD, Young LJ, Shew
JY, Lee EYH. Human retinoblastoma susceptibility
sene: cloning, identification and sequence. Science
1987; 235: 1394.9,

. Knudson AG. Hereditary cancer, oncogenes and anti-

oncogenes. Cancer Res 1985; 45: 143743,

. Murphree AL, Benedict WE. Retinoblastoma - clue for

human oncogenesis. Science 1984; 223: 1028-33,

. Dunn JM, Phollips RA, Becker Al Galhe BL. Iden-

tification of germline and somatic mutations affecting
the retinoblastoma gene. Science 1988; 241: 1797-
SO0,

Xu HIJ. Altered retinoblastoma protein expression in
human malignancies. Advances in Anatomic Patho-
logy 1995, 2: 213-26.

Higashivama M, Doi O, Kodama K, Yokouchi H,
Tateishi R. Retinoblastoma protein expression in lung
cancer: an immunohistochemical analysis. Oncology
1994; 51; 544-51.

. Ali §, Barbara R, Brian A, ¢t al. Retinoblastoma and

P53 gene expression related to relapse and survival in
human breast cancer: an immunohistochemical study.
J Pathol 1992; 168: 23-8.

Wang NP, To H, Lee WH, Lee EY-HP. Tumor sup-
pressor activity of RB and p33 genes in human breast
carcinoma cells. Oncogenes 1993; B: 279-88,



23

25,

26.

27.

28,

29,

Logothetis CJ, Xu HI, Benedict WF, et al. Alered
expression of retinoblastoma protein & known pro-
gnostic variables in locally advanced bladder cancer.
I Matl Cancer Inst 1992; 84: 1256-61.

Xu HI, Caims P, Hu 5X. Knowles MA, Benedict WF.
Loss of Eb protein expression in primary bladder
cancer correlates with loss of heterozygosity at the RB
locus and tumor progression. Int J Cancer 1993; 53:
781-4,

Seki 5, Kawakita N, Awsushi Y, et al. Expression of
the retinoblastoma gene product in human hepato-
cellular carcinoma. Human Pathol 1995; 26: 366-74.
Bookstein R, Rio P, Madreperia 5A. Promoter deletion
amd loss of retinoblastoma gene expression in human
prostate carcinoma. Proc Natl Acad Sci USA 1990
BT 776246,

Bun IW, Kanji I, Masao 55, Yoshihiko K, Takao Y,
Mutation spectrum of the retinoblastoma gene in
osteosarcoma. Cancer Res 1994; 54 3042-8.
Reissman PT, Simon MA, Lee WH, Slamon DJ, Stud-
ies of the retinoblastoma gene in human sarcomas.
Oncogene  1989; 4; 439-43.

Yokota J, Alkiyama T, Fung YK. Altered expression
of the retinoblastoma gene in small cell carcinoma of
the lung. Oncogene 198%; 3: 471-5

Harbour IW, Lai SL, Whang PJ. Abnormalities in

el 7 % 290 @ vk @)9be] Rb cbe] Wl oilE 161

30,

il

3.

33

34,

35.

structure and expression of the human retinoblastoma
gene in small cell lung carcinoma. Science 1988; 241:
353-7.

Xu HI, Hu SX, Cagle PT, Moore GE, Benedict WF.
Absence of retinoblastoma protein expression in hu-
man non-small cell lung carcinomas., Cancer Res
1991; 51: 27359,

Ookawa K, Shiseldi M, Takahashi R. Reconstruction
of the RB gene suppresses the growth of small cell
carcinoma cells carrying multiple genetic alterations.
Oncogene 1993; 8 2175-81.

Xu HI, Hu 8X, Benedict WF. Lack of nuclear RB
protein staining in Go/middle G1 cells: correlation 1o
changes in total BB protein level. Oncogene 1991; 6
1139-44.

Reissmann PT, Koga H, Takahashi R. Inactivation of
the retinoblastoma susceptibility gene in non-small
cell lung cancer. Oncogene 1993; §: 1913.9,
Andrew IN, Suzanne J, Patricia Y. Brief, high tem-
perature heal denaturation (pressure cooking): a sim-
ple and effective method of antigen retrieval for rou-
tinely processed tissues. J Pathol 1994; 173: 371-9,
Mork TM, Millecchia LL, Poulsen G. Immunoloca-
lization of the retinoblastoma protein in the human
eye and in retinoblastoma. Invest Ophthalmol Vis Sci
1994; 35: 2682-92,




