€18

padojoadp odu-o Jurssardxo soruadsuer], ‘Junj oy ul (G661 ‘I8 10
safuo) (IDAS]) ADH JO WIOJ 9[qeIAIOAS B PUB 2AU-0 dUF0OUO
oy Surssardxa1oA0 AJOAIMIIISUOD SOUI] ISNOW JTUAFSULI) 9)BIOUST
01 1990wold D-gS o1y1oads [[90 [[-LV 9Y} PIsh om SIom SIy} U]
"(S661 T8 30 2MUQL ‘€661 ‘Te 10 UdISpues)
SBWIOUIdIEd Je[N[[900)eday 9SNEed SUILIS SNOW JIUIFSULT) JUIQJIP
JO I0AI[ oy} Ul JOF 10 01D JO UOISSAIdXAIOA0 JBY) UONBAIISQO
oy Aq payoddns st s10308) ImoI3 sy} jo [enudjod orueFoouo
YL (0661 ‘e 10 1YSINNE]) [0JU0D J[IAD [[90 JO ssO] sdjoword
dooy ounooine Jurnsar g jey) sejedIpul YIIYM “0J0HI JO se
[[oM St IO JO UOISSAIdXAIOA0 QANMIISUOD MOUS UI)JO SEWO
-UIdILd0UdPE TB[0dAE-0[OIYdUOIg (6861 ‘YA Pue Yox) (YIDH)
10)dada1- 1D AU} ALALOE UL 0} Pulq DL Pue IDH Wog ADH
Suipuiq-utredoy pue 0401, ADH sopnjour Ajiwey JHF YL
(8661
‘UUdJ puB IUIYOOB] Ul PIMIIAL) UOHBNUIMIP pue uorssardord
‘Anuo 9[oAd [[00 JUI[[ONUOD Ul PIAJOAUI dle YIIym surojord
K1018[N321 Jo dnoi3 e jo 1oquiow B SI OAW-O "UONBULIOJ BUIOU
-1018 SUN[ Ul PIAJOAUT A[JO2IIp 9q Aewr Aoy Jey) Sunsassns (9661
‘APOOIN ‘4661 ‘I8 10 ZUdIO] ‘€661 ‘T8 10 slooig ‘€661 ‘I8 10
BISIIeq) SBWOUIDIBOOUSpPE pue sprourdred Areuowynd uewny
ur passa1dxa10A0 oq 03 punoj Appuanbaiy are ‘(40OH) 10398 YIMoI3
rewopido ‘onSojowoy s)1 se [[om se (04DI) 0 10joe] YIMoid
Surwojsuen Y} pue 24u-o Jurpnjoul ‘sauagosuo-030id [eIoAdg
*SJONISUO0D QUAT 01J109ds
Jun| Jo uonoONNSUOD Y} Ul Isn 10} sajeprpued djeridordde are souo3

l18}[eH Y 0} 8ouspuodse.1io)

000Z 18quivde( 61 Pa}dB0Y
000c 1equiede( 6| pesiney
0002 [Hdy 81 peniedsy

urdjoid juejoegans Jo suordar rjoword oy ar0JoIoy ] (7661 e 10
UASRYLIOY {[66] NISHYA\ PUB IOABIA\ Ul POMIIAQI) S[[D BIB]D)
pue [[-LV Y10q Aq pa32103s oIe surdjo1d Juejoeyins Ioylo [[e SedIoym
S[[99 [[-LV 031 pojoLnsar st D-dS JO uoissaidxo oy, -oueydxd
se3 ojey|Ioe] 0) pue Jun| AU} Ul UOISU) AJBJINS JO UONINPAL
ay} 03 ANQLIUOD 0) SI J-dS Pue D-dS ‘d-dS ‘V-dS surrord jue
-19BJIns umouy| Y} Jo uonounj oYL, ‘(1661 NISHYA\ PUB IOABIA )
(dS) surajoad jueyoeyns pue spidijoydsoyd jo ommxiw xodwoo
' ‘quejoepms Areuownd 930109S S[[09 BIR]) PUB S[[99 [[-LV (6661
‘SOB[ puB UOSIAN]) S[[99 Suronpoid-uronw woly Jo wnrPydo
JR[OIYOUO0Iq Ay} JO S[[99 BIR[D “(S[[99 [[-LV) saikoowmnaud [1 odKy
JR[OJAR IOUIIO WOJ} PIALIOP SBUIOUIDIBOOUIPE 2 sinown) un
uBwny [[e JO %0%—( € 18y} PAILWNSI A[JUSLIND ST J] “(BUIOUIIIRD [0
IR[OJATE ‘BWIOUIOIBOOUOPE SWAUOUAS) SEWOUIOIBOOUIPE JB[OJATR
-0[0IYOUO0Iq PUB SBWOUIDIED [[90 snowenbs ‘Sewourores [[90 o51e|
Surpnjoul (861 ‘Te 10 BUUIN) SInown} 3un| [[e Jo 9,6/ A[drewl
-xoxdde juasardar yorym ‘s TOSN Aq Py 1om 18k 1od sojers
paun oy ur syuened 1eoueo Funp 000 011 MOV “(SOTOSN)
SewouIoIRd  Jun| [[90 [[RWS-UOU IO (S)TDS) SEWOUIdIRd
Suny [[90 J[EWS IOYIIO S PIYISSE[O 9q UBD SInown) Areuow|ng

Bwouloieoouspe ‘salfoownaud || 8dA} Jejoanfe DAw-o :spiomAay

wooleouralq ‘mmm/:dny  ubredwon yoleesey Jeoue) 1002 ©

‘Bun| 8y} Ul SBWOUIDIBO0USPE JBJ0SA|B-0]0IYDUOI] JO Uoliewlo) Bulnp Jayjoue auo yum ajeladood pue paAjoAul Ajoslip ale 453 pue oAw-o
Jey) ejesisuowsp S}nsal INQO ‘uoiewlo} Jaoued Bun| ayy Buunp ajeledood sausboouo esayl jeyr Buneoipul ‘syjuow g jo abe abeloe
9y} JB SEBWOUIDIBO0USPE JB|08AB-0[0IYyoUOIq dojanap 891w 8say} jeyl moys ‘4H36] pue afw-9 yjoq 1o} snobAziway ‘solusbsues) ajgnop
Jo sasAleue 1sii4 "UONBWIO} BWOUIDIBOOUSPE JEBJOSA[B-0|0IYdUOI] Paleld|edde Ue pasned oAw-0 jo joaye abesop e ey Bunsabbns
‘AleAnoadsal ‘syiuow g'g pue syuow Gg'tL alem solusbsuel) oAw-o snobAzowoy pue snobAziwey jo seloueloadxa )| abeiane eyl
"SBWIOUIDIBO0USPE JB|0SA[E-0|0IYoUOIq Bun| UuBWNY 10} S|9POW SB |Njosn ale Saul| 9SNOoW 9S8y} ‘SewoUlDIed0USpE. JBj0dA[e-0j0IyouoId Bun|
uewny ur passaidxalano Afjuanbaiy ate 49| pue ofw-o sauaboouo sy} 8ouIs "wnidyuds Jejoanje ay) jo seiseidiadAy padojansp (0451)
0 J0}oB} ymmolb Bujwiojsuely jo anbojowoy [euonouny pue [einjonis e ‘(4936]) Joioe} yimoib [ewispids sy} Jo wio} a|ge}aioss e buissaidxs
sau| oluabsuel) seasaym ‘Ajaanoadsal sewourosed pue sewouspe ‘seisejdiadAy Jejoanje-ojoiyouoliq [eaopnw padojaaap Jajowoud 9 uielold
ueloeuns oloads-Bun| ayl Jo [041U00 By} Japun aAw-0 suaboouo auunw ay) Buissaidxs saul| oluabsuel] (S99 ||-1y) seikoownaud || adAy
Je|0dAJe WO} PAALISP SEWOUIDIBO0USPE JBJOSA[B-0|0IYdU0I] JO Sisauabliown) Apnis o} paysi|gelse aiam sjppow asnow djuabsuel] Alewwing

Auewlay) ‘pausule 25128 ‘62 IS Jeweyyoo ‘Hy s[eonnaseuleyd wniusbulg

‘Auewlen) ‘LebBNMS 9/£0/-4 ‘211 1syoegieny aibojoewsByd 8yosiuljy Ini INNISU|-yosog-1eyosi4 eleleblepy -1, ‘Auewlen) ‘ullieg €911 | ‘Ulieg 1BNSIaAIuN
al1a14 ABojoyied A1auLielan Jo aINsUl; (YSN ‘SO0EY6 VO ‘PIOJUEIS ‘@AQ INBlSed 00E ‘BUIDIPSIA JO [00UOS ANSIBAIUN PIOJUEIS ‘SOBUSY) PUE SOLIEIPad

10 wewpedaq, ‘AuBWIBY) ‘JoAOUUBH GZ90E ‘| 1IS-SUON4-IB|oYIN ‘Yoseasay |0Solay pue ABojodIxo] 10} amnyisul Jejoyuneld ‘ABojouyoslolg [BoIpay 10} J81ua)),

148)EH H PUE ¢ (ned a ‘s, 9490I) H ‘49199 V ‘sS|aMeg 1 ‘- pleylys v

s39jAsownaud || 2dAy

AeJodAje ul 1019k} yimodb jeusapida pue a4w-9 sauanwi
Buissaidxai9nA0 901w JlUabsue] Ul sewouldiesouape
iejoaAnje-ojoilysuoiq Ateuouwnd jo jJusawdojanaq

woaoieoueolgmmm//:diy 1% 31| U© woo AreiciEaprmmw/:diny 18 SUIUO BIGeIIeAE ‘9/91°0002'01d /7501 01 {10

ublredwe) yosessey Jooue) L00Z ©
818-€18 “(9)¥8 (1002) /80uED jO [RUINOr Yshlg



ubredwe) yosessay 18oue) 1002 ©

pawalqns pue 7'9 JDHASI/D-dS Pue '8 2duy/)-dS soul| asnow
Jr1uddsuen) AU} JO SAIBWLIONPI| JO SONSSI} WO} PAIB[OSI Sem VNI

susbsuel) 49361/9-dS pue aMw/9-ds a8y} o uoissaidxy

7°9 ADAS/D-dS Pue '8 24uL/D)-dS SOUI] 9Snow d1ud3sues)
ay) Uo pasnooy st 310M Fulmo[of YL (1 dIqBL) 0'El 2AW/DdS
pue 7'¢ 9Aw/DJS S[ewiue 1opunoy oy 10J sardod ¢—z pue "¢ pue
7’8 9Au/DJS Ssoul] duadsuen paysiqeIsd Ay 10 sardoo g
sem odw-o duadsueny oy Jo roquinu Adod ay) pue s[ewIue Jopunoy
UMOYS [[& WOl Suny ay) ul pajdaldp 9q P[nod uorssardxa ouogsuel],
‘1 9]qel ul pazuewwns ore Sunidsjjo IOy} pue o1 IOPUNOJ [[e
Jo sadKjouayd paarosqo ay [ ‘wnifoydd Je[0dA[R AU} WO} POALIIP
serse[diodAy padooAdp Ady) Ing ‘SEWOUIOIROOUIPE JB[OJA[R
-0[0IYoUO0Iq OU PIMOYs 7'9 dul asnow owagsuen JOI3[/D-dS
oy} Jo sarewoNI] ‘wnijayds I1ejooA[e oY) WOy SuneuISLIO SBWO
-UI0IBO0UIPE TB[09ATE-0]01du01q ATeuownd [eoojnnuw poadojosdp
‘0°Cl pue 7’8 2duy)-dS S0 ‘soul] asnowr O1udFsueI) paysIjqelso
1€ SB [[oM SB 7'¢ 24w/ )-dS JOpunoj Ay} senuod uj ‘(umoys jou)
wnijoyds sejoaafe Suny oy ur seisejdiodAy pamoys 01w J9punoy
oduiy)-dS Yl JO 7 "SJUBPUIISIP IOy} 0) dudFsues} Ay} I9Jsuen
10U PIp puB OIUAFSULI} UI| WSS JOU 2IoM IO IOPUNOJ IAYI0
IV "oo1wt I9punoj oruadsuen) oduy/)-4S omy pue JHAST/D-dS oy)
WO} POYSI[qeISO 0IOM SIUI] ISNOW OIUdFSueL] ¢ 9InTI Ul 901w
orudgdsuen} 24ui/H)dS 103 9A13IUISAIdAT UMOYS Se SISATeu. UIdYIN0S
juonbasqns pue yYN( [Ie} dSnow JO UONsIFIP QWAZUD UONILY
-sa1 uodn sjuowSely orsouseIrp Jo UONBIAUAZ Oy} Aq PIAYNUIPI
QI9M IW JOpunoy 24ut/)-ds § pue JHFSI/D-dS duQ 1030word
D-dS uewny oy} Aq pa[oNU0d 219M UOIssaIdxo asoym (JOHHS])
ADH JO WI0J 9[qe}o109s B pue ouo3 odus-d surnw oy} Jo pIjsSIsuod

(g ‘v1 am31y) JDFS[/D-dS Pue 2Mu/)-ds $INNSU0d U3 [,

sad/fouayd
119y} pue saul| asnow diuabsuel} Jo uonelauaL)

S1INns3d

‘un/-> 1030€} uondiiosuen sunnw /yYNJ-9 ‘Uni-o ‘oseury
juopuadop uroo uewny/ YN-0 ‘7opo I UIoAd uewny/yN-O
1045 D-dS duLnuyyYNJ-9 ‘D-dS ‘g-dS UL/ yYNJ-0 ‘g-dS
'Y-dS PuLmu/yNJ-o ‘V-ds ‘geeddd ‘pruserd jonuod ‘unoe ¢
QuLImuw/yYNJ-9 ‘Unde :pasn a1om $3qord-y N -0 Suimor[oy oy,

‘wy Ael-X YV 1BWOYX Nepod] Yum pawojrod
sem AydeiSorperone ‘urw ¢ Ised] e 10J (D.69 DSS X 10
‘SAS %1 °0) SuonIpuod JuesuLys Jopun Sulysem IOYY .59 18 Y
10} JoJJnq yoIny) ul pouniojrod sem SI0)I 9SO[N][900HIU JO[q O[S
Jo uonezipughy *g Hd “TD-SLLL JN T JO SWN[OA () (ILM PIZI[ennou
pu® 901 UO PI[[IYd ‘Ul ¢ 10} PI[loq Pue YIAH W 0€ ‘HOBN
N €0 JO oWNJoA SUO YIIM POIMEUSpP d1oM SPLIGAY VNA/VNY
‘(peyorg) suwmnjo) AydeiSojeworyy 9 uidg-org  OIdIN
[IIM POAOWIAL QIOM SOPIIOAONU 301, 'Y [ 10J D), Z{ J& pajeqnoul pue
pappe sem (sardojouyda], 91) (1 N 007) oserdLosuen 9s10Adl
duostadng 1L pue dLOP-[decl-0 M ST LLd W10 Mg
19yynq uornoeal osepdLIosues) 95101 X G 1 G “(INW £7°0) dLOP M
€ “NW G Yord d IO pue dLL ‘dIV) XIw-d NP M ¢'L (M N 01)
wseNy M e utw o] 103 D.0L ¥ (qw Swgo) “TU(Ip)
o310 M ¢ Y pajeqnout pue O°H [1 L] UL PIAJOSSIP 10M VNY
8101 81 0G—GZ :smof[o} se powuopod sem YNO puens o[uls
JO Jui[[oqe] pue SISOYIUAS I AsB YN UaSe1Q) oy} 3uisn sonssn
Sun[ JULIOIJIP WO} PAIR[OSI SeM VN [B10L, “([[oNY0S % 10YdId[YdS)
9SO[N[900NIU  PIOIOJUIAI-UOJAU OJUO PINO[q dIdM dUO[D YNJO

818-€18 ‘(9)¥8 (1002) 180UED jO [RUINOY YSIHIG

JUBUIQUIOOdI [oBd Jo sweiSolomu ¢ ‘uonezipqAy 31o[q Jo[s
9SI10A21 AQ SewourdIedouUdpe Jun| ul uoIssaidxd duad osATeur of

uoneziplgAy 10|q 10|S 9S19naY

"(0002) OHM — (DaVD
J90UR)) UO [[21BISY J0J Aouo3y [euoneuIdiu] oy} 0} SuIrpIodde pay

-ISSB[O 9I0M SINOWN} osnow oy [, 's|0d0301d piepuels 0} Suipiodoe
UIS09 29 UI[AXOJBWISRY UIIM PIUIR)S 9I0M SUONO9s anssi], (Yioy
9se[d-@noy) uyyered ur pappaquio pue pojeIpAydp ‘Y (7 Ajorewr
-xoxdde 10] Sgd ur opAyoprewojered 044 Ul POXI} 9IOM SONSSI],

ABojoyiedolsiH

*s]000301d pIepuels 01 SUIPI0dOE PIO[q PUL JOZIUST

-owoy uonA[od & 3ursn uoneziud3owoy I9}Je I3 UOIORIXd VNI
uo3eI)) Ay} Aq PIE[OSI SeM SINSSI) SNOLIBA WOL. YN [BI0]

‘ouagsuer) pa[oqe] A[WOpPULI oy}

P D,6918 (7L HA “VILAT WW 01 ‘SAS %0°L “OdHEN W ST'0)

JIo1ynq yoiny)) ur paurioyrod sem uonezipqAH ‘sj0d0joid piepuels

0} SUIPI099E (SAJUIIOS JI'] WRYSIOWY ) QUBIQUIAW UO[AU 0} PALIJ

-Suel) pue 9soJede 9,8°() Ysnoiy) pajeredos sem YN PIOLISOY

(4661 ‘Te 12 ue3oH) s[rey asnow paisdorq woll pajoenxd YNA

Jo sisAJeue UIAINOS AQ PIYNUIPI AI9M SOUI| ASNOUW JTUIFSUBI],

sisfjeue uiaylioN pue uiayinos

'so1uagsuer) snogAz
-ty se uoneSedoid 10J 17D UM PIJEW 2IOM JTW JOPUNO]
orudgdsuel], oomwu juardioar [z@) Iueudaidopnosd jo jonpiao
JU} OjuI PALIQJSURI} AIOM $1K000 J[qRIA (661 T8 10 ue3oH)
oot (D/qred X ¢/VAd) 14/¢aD PHAAY woly s21£000 PazI[inidy
Jo 191onuoid ofewr ojur PJO2(UIOIOTW PUE I3 UOTIORI)XS [93 uaFeI))
o £q poyund orom sjuowiSely dudg UOISN} Oy} pue [JON pue
[2PN UM PIABI[O 0Iom S}ONISuod ouad ylog "D-dSL €/810Nd
Jo ouad H-dS uewny ay) Jo 1owoid dy) Jo ¢ IS UONILISAI [JDSg
o} OJUI POUO[O SeM JUSWSEI) /1S JOFS] MU oY ], "9)IS UONOLISAT
[/7S & 0} papLAU0d sem (G661 ‘Te 10 salug]) $S(-qre prwserd
o) woJ PAALIdP (Auad O oNRYIuAs & pue oouanbas [eudis 31 oy
Surpnjour ‘09¢ 03 () sopnos[onu) Juowseyy JOAS] [JPS—THUPE Y}
Jo s [Huwg Y[, (T661 ‘Te 10 19SIYUAYIA) uorsar Sumjueyy-,g
oword H-JS uewny oyl JO wedansumop -dSL€/810Nd
10J00A U} JO OIS [Y027/1IPS Yl 0} pAes1| sem judwdey YNJ
24ui-2 10277 /1IPS QY LT QYL “93IS UONOLNSAI [/ € 0JUI POJIOAUOD
sem [pdy “(duaSerens) (—/+) 11 SIS ur soys uonomsar Surpuod
-SQ1109 9y} Ojul pauo[dIqns sem (0661 T8 10 suewdeq) 8y6¢HLA
pruwserd ay3 woiy juowdey) YN 24u-0 asnow [[[puly-1pdy Y],

sauj| asnowl
oluabsuely Jo uononpoad pue sainpasoid Buiuo|n

SAOH.LIN ANV STVIHALVIN

1910w0Id D-JS 9yl £q S][99 190URD 0}
Po3a3ire) oq ued syponpoad dudd 01x030140 A[enualod jo uorssardxo
oy yoym ur ‘sjooojord Aderoy) ouo3 pojasSie; 1s9) 03 Ssjopour
[ewrue [nyosn opiaoid [[im SOIudFsues) PaysI[qeISd Y Soul|
osnow oruegsuer) 9[qnop 24w/ JHF3] Ul POJeIISUOWIP SeM SOUST
-sue1) yjoq Jo uoneuioj nowny sunj ur uonerodoo)) seisejdiodAy
Ie[0dA[e Teoojnnw padojoasp JOHAJ] Suissardxd osoyy ‘K[l
-100dsa1 SEWOUI0IBd PUB SBWOUIPE JR[OIA[B-O[OIYOU0Iq [BIOFI}[NW

[l preyyI v I8



A
W — o
zZ 3 2 S 3 3 r8r1 z
= IZ2= I 23 g
ll ll l Intron 1 Intron 2 l l l l
c-myc c-myc SV40
Exon 2 Exon 3 PolyA
SP-C Promoter  alphatl AT c-myc
B
z:‘E‘ s
3 3
82 g g g g
l l l l Intron l I
19G SV40
synth. EGF PolyA
SP-C Promoter IgEGF
) O
N N
o N D s
&
< c-myc mRNA < IgEGF mRNA
(2.1 kb) (500 bp)
< 28S rRNA
< 28S rRNA

Figure 1 Fusion genes SP-C/myc (A) and SP-C/IgEGF (B) for generation
of transgenic mice. Northern analysis of total RNA from lung tissue of
SP-C/myc (C) and SP-C/IgEGF (D) transgenic mice. The 2700 bp Sa/l/EcoRl
c-myc and the 360 bp Sa/l IgEGF fragments were used as [*2P] labelled
probes for hybridization in Northern analysis.

to Northern analysis. c-myc- and IgEGF-specific mRNAs were
detected only in the lung of both transgenic mice (Figure 1C, D)
and not in any other tissue including salivary gland, liver, pancreas
and ovary (not shown). Non-transgenic mice showed no signal in
the lung for both transgenes, respectively (Figure 1C, D).

Development of hyperplasias in SP-C/IgEGF
transgenics and development of bronchiolo-alveolar
adenocarcinomas in SP-C/myc transgenics

Expression of the SP-C/IgEGF transgene induced the develop-
ment of alveolar hyperplasias in the alveolar epithelium (Figure 2A)

Role of c-myc and EGF in lung adenocarcinoma formation 815

when compared to non-transgenic mice (Figure 2B). Alveolar
hyperplasias in analysed SPC/IgEGF individuals occurred at the
average of 19 months. In SP-C/myc transgenics different stages
of tumour development in the alveoli were frequently observed.
Large bronchiolo-alveolar adenocarcinoma developed only in the
lung of SP-C/myc transgenics. Early stages of tumour develop-
ment were characterized by multifocal hyperplasias originating
in the alveolar epithelium (Figure 2C). Adenomas, which devel-
oped in the alveolar septae were observed in lung sections of SP-
C/myc transgenics at the age of 6-7 months (Figure 2D).
Advanced stages of carcinogenesis consisted of multifocal bron-
chiolo-alveolar adenocarcinomas (Figure 2E) were detected in
SP-C/myc transgenics at the average age of 14.25 months,
whereas the bronchiolar epithelium was not affected. Figure 2F
demonstrates a lung of a non-transgenic and of a SP-C/myc trans-
genic mouse, both of 14 months of age. One lobe of the lungs
was completely transformed to a bronchiolo-alveolar adenocarci-
noma.

Generation of homozygous SP-C/myc transgenics and
hemizygous double transgenic mice expressing c-myc
and IgEGF

The medial survival times of hemizygous SP-C/myc transgenics is
14.25 months (Table 2), whereas the medial age of death of
homozygous SP-C/myc transgenic is 9.2 months (Table 2). At the
age of 14.25 months and 9.2 months respectively, 75% of all
hemizygous and 80% of homozygous mice were diagnosed with
bronchiolo-alveolar adenocarcinomas transforming both lung
lobes (Table 2 and Figure 2F). These findings suggest that a gene
dosage effect of c-myc expression contributed to the accelerated
tumor development as compared to hemizygous transgenics.
Hemizygous and homozygous mice were distinguished by
Southern analysis (Figure 3). A summary of homozygous and
hemizygous SP-C/myc transgenics, their phenotype, and their life
expectancies are shown in Table 2. These results demonstrated that
c-myc overexpression was causally involved in bronchiolo-
alveolar adenocarcinoma formation. A gene dosage effect was also
observed in another transgenic mouse, who expressed SV40 Tag
under the control of the fetal globin promoter. In this transgenic
mouse strain prostate tumours were induced in 75% of the male
hemizygous for the transgene but in 100% of all male homozygous
mice (Perez-Stable et al, 1997).

Table 1 Summary of examined SP-C/myc and SP-C/IgEGF transgenic founder mice, their offspring and their phenotypes

Founder transgenic line Transgene Phenotypes in the lung
[No. of generations] expression (lung)/
copy number of
the transgene
SP-C/myc no +/2-3 Multifocal bronchiolo-alveolar adenomas and bronchiolo-alveolar adenocarcinomas
3.2
SP-C/myc no +/2-3 Hyperplasias in alveolar epithelium
4.2
SP/C/myc yes +1-2 Multifocal bronchiolo-alveolar adenomas and brochiolo-alveolar adenocarcinomas
8.2 [20]
SP-C/myc yes +1-2 Multifocal brochiolo-alveolar adenomas and bronchiolo-alveolar adenocarcinomas
13.0 [7]
SP-c/myc no +/2-3 Hyperplasias in alveolar epithelium
16.2
SP-C/IgEGF yes +/n.d Hyperplasias in alveolar epithelium
6.2 [20]
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