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2. neovascular AMD uzflafiwutios (Soway
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cular AMD #1nA53990USE@NITWL pigment epithe-
lium detachment (PED), choroidal neovascularization
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scar
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1. NINeNuifTu (improve visual function) ¥
FEAUTUAURTAUNINNTHBILAY

2. anlamaiamaguiRen1Inesiiu (reduce risk
of visual loss)

3. ‘i']a\‘iﬁumiignmmaﬂiﬂ (prevent progression)
Tasan1znIandIulu drusen 899 NITIUILLATIUIN
209 drusen \Hufulsddiivsuanielaniaiianis
ana1wzavlsaluiu neovascular AMD

4. Lﬁiu@mmw%ﬁmm@ﬂm (improve quality of
life)
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1. msaniladuidusraslsneatszaman
\Woulugigeas (risk reduction)
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2. NM95n¥IR2881 (medical treatment)
Vitamins supplements
91N Age-Related Eye Disease Study (AREDS)
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Lutein and zeaxanthin

lutein WAz zeaxanthin 1 carotenoid pigment
finguitangasunm Taslawiz Henle fiber layer &1
Tuzay photoreceptor 'ﬁﬁLﬂuU%L’Jmﬁﬁ oxygen turn-
over wnfigauazfiviurunialadududnnigs’
ﬁafgﬂuL%adwmiéf\inmaﬁwﬁﬂﬁﬁﬁﬁ’tﬂumiﬂaaﬁu
Sumae (oxidative stress) INUEIARAMHBIARUAY
T blue light fiter waziduans antioxi-
dant Iuﬂug\‘lmﬂqwudﬁ U3n10uPa9 lutein LAY zeaxan-
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Lﬂﬂﬁu E]’M’liﬁﬁmi lutein WAy zeaxanthin TuyU3N"e
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lutein Was zeaxanthin LE3NEINTOLRN macular pig-
ment density b wenaNg SNNIORNNIY DD
UTLFIMAIINNITATIA electroretinogram (ERG) Tu
#1728 non-neovascular AMD sepzuInlédnee®

puziiinmsfnsauanaiiiiu mutticenter ran-
domized controlled trial fdvsiilunsiduey leun
Lutein Antioxidant Supplementary Trial (LAST)® Wu71
N1350UTEM U Tutein 10 AAANSN §INT0LANAINN
BULLUUYDY macular density, contrast sensitivity LAy
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http://www .clinicaltrials.gov/ct/show/NCT00006202
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Statins

statin 1 JUBNRATEAUABLANLADIOAIULADA BN
g1 HMG coA reductase inhibitor mﬁ’;ﬁﬁqmauﬁ'ﬁ
anti-atherosclerotic effect, anti-inflammatory effect LLac
antioxidant effect 11930 An13FNHIMUANNENIUS
TENINITLAUABLANLABTORLULARANLU CNV waiinng
NYANUDIABLANLADIAAIU Bruch’s membrane 289AU
90 a0ty drusen dae'® ™ viliidadn statin 1
sranlamaiinnisgnatnzeslsalyifu neovascular
AMD ¢

Tu) a1 2001 Hall NF wazaue' lvinnsfinen
WUUFATINY (cross-sectional study) WUFIAUTASY
Usemuen statin Jlanmadu AMD taunin wazlud
A.fA. 2004 Wilson HL wazane™ levinnsfnsntisunas
(retrospective study) wudnngu§ay CNV 1650
Usemuen statin Yaunin aenalsinn MsFnssana?
fitadndn wlasan Yszmnsdnadunaiduauiizn
WWATIE UaNING feedayanisivdsznuianiu
\WSaTavanIdnmsana1ndndan detu Fedala
wuzti W3ULTEMUeN statin 1fia3N1 non-neovascular
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Anecortave acetate

anecortave acetate (retaane®) 1Huans cortisol

al

figndaranziitu Tasfimsusudpgammaaiiiioanna
H9ifpefitinan glucocorticoid receptor 12t 15AfD
nazan lsagefiu udu sneslueangnatlosiu expres-
sion of extracellular proteases' ﬁ@mauﬂ’ﬁﬁ"’a anti-
inflammation LLAE anti-angiogenesis 45 laens
Anen 15 Ja8n3u WU curved blunt tipped cannula
TUifeu3inu posterior subtenon Ineld therapeutic level
Tuduasdszamamuazfunassaduiui 6 tieu™ Seen
anecortave acetate (retaane®) litsuayaal# 4 l6uda
Tudszmapaniasidy susim&efinefne madaw
fainn 6 ieu iilaflasiunisgnainpaslsa non-
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3. mMsduavlarsas (laser treatment)

AN13ANBINI99NE non-neovascular AMD 628
wagLaLBESUIABY 10 ¥ nsfneitdd Tun

- Choroidal Neovascularization Prevention Trial
(CNVPT)™®

- Drusen Laser Study"’

- Complication of Age-Related Macular De-
generation Prevention Trial (CAPT)™

- Prophylactic Treatment of AMD Study
(PTAMD)™
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4. NM3HINA (surgical treatment)

Macular translocation surgery

NN BweN5ALtiaey geographic atrophy Ti)
41 RPE cell 83 a157isuiiuse choriocapillaris 11
growth factor tHudiu 1ilaiin RPE atrophy 39yl
PIANIFIN extracellular matrix LaLLiA chorio-capillaris
atrophy M13x1”*?"' 398nN19@NHY macular translocation
surgery 360° (MT360) Lﬁ'a%'nmﬁﬂw Non-neovascular
AMD il geographic atrophy ﬁu%nmagm%"umw Ll
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wamsﬁnmwudwﬁé’m']msLﬁmﬂuﬁﬂga feumils
wusanmaAaiutgeieiesas 75° vinlwidedn RPE
10919839 metabolic or toxic substances aanx" ¥ I
\in geographic atrophy #¥aInWaN1SANHIGINGT"
Wi laiuuzii1 macular translocation surgery U3
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Stem cells

msUgnaeisadsiuiiiia (Stem cell transplan-
tation) Judafimdsldsuanadenlunsfneive
Tuttaqiiuuazazifuananieluilulanauan issan
stem cell fAAMNFINITOIUNNTBONUDNBARTENNTD
uazasmassu e ﬁaqﬂuwuiwmmamwwugm
Fusnfuadlévateagne @ limbal stem cell, RPE
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duoas RPE Tussdseamaiiansfnnseve
aely nszenusNazidudnsuy RPE hyperplasia Y38
RPE hypertrophy $93£3il#n15vi191u2ed RPE anas
FBuuIANAALSeY stem cell fianunsoRanunlyidy
RPE uastonusNgad RPE fignnsalwinduniiienu
Twiowdn sodulud aa. 1997 Algvere PV LazAnis®
Ivins@nsmdnugnaneisad RPE Tugthe disciform
scar LT geographic atrophy Tasnnsii patches of
human fetal RPE fifiongasss 13-20 dandt dauinly
Tituaetszamen (Uit 1) wamsfnm wudlungy

geographic atrophy (non-neovascular AMD) by rejec-
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tion rate ﬁﬂn’hna;u disciform scar (neovascular AMD)
ﬂu’oﬁlﬁmmn geographic atrophy thoil blood-retinal
barrier a0 Wazwudn allograft RPE transplanta-
tion 9= rejection rate ﬁgx‘m’j’l autograft RPE trans-
plantation TasawzTusneflailssy immunosuppres-
sive drug™?*

Growth factor releasing device

ciliary neurotrophic factor (CNTF) WHu growth
factor ﬁ%wﬁdﬁﬁqmamﬁﬁﬁd neuroprotective effect LAY
cell regenerative effect wavnniivdunasnniiuluay
¥ phototransduction cascade VNNURAUNALAL
a1y ¥maanaliaina1ig overstimulation® finns
FnuWiala slowly release, cell-encapsulated de-
vice Tudninaaasiiiiu retinitis pigmentosa WU
810130 3zaaN3aNaINTeslsalE® ! Sen1snaans
Phase | figasuaninadseiasenanurasdsendiely
mAu Busimdsduiunimasss Phase Il Tugiae non-
neovascular AMD® lag/l# NT-501 Faiflu intraocular
implant 2fiantlon3e cell-encapsulated device i
1J3¢ndUAIY sealed hollow fiber membrane ﬁmEﬂu
1339 CNTF Immﬁnmwﬁoﬁmuan%ﬁ@mauﬂ’ﬁ semi-
permeable v‘iﬂﬁm%’uNmﬁwaﬁﬁumﬂuﬂ%mmﬁaﬂ
ptnas RNl

Transplantation cannula

Transplantation RPE cells
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Implantable miniature telescope

implantable miniature telescope (IMT) W
1A3peile (gﬂﬁ 2) VigﬂaamwumlﬁaLﬁu@mmwmi
eviuuazaunmiisesiiiiefiiu geographic atro-
phy w38 disciform scar Tupaaasinelaariinis
Hdaaaudandrviveanuasldindasfiadenanly
capsular bag Lﬁaaﬂ“ﬂmmm central scotoma LAY
WNPUIA central visual field Tagldan8ndnandlosmsy
peripheral vision®*

N13nAaad phase Il IMT002* wuin Wiafnnu
mssneduszaziin 12 Wheau 3oeas 67 Jszduaian
finaslnaftusnnnimvdewiniu 3 unn 3euas 53 fiszey
seannnaslnauazaasinddidusnnnimiawiiy 3
wa? a8 LsAnw lasandnsvirnsadnluluy anterior
chamber FINWANILNUFAD corneal endothelial cell
Taswuin corneal endothelial cell H3uuanRasIDERE
25 flszazinan 12 Waundanida doldlanansznuain
Lﬂ%a\‘l IMT Lﬁaoﬁ?ﬁﬂlﬁwuﬁﬂﬁiaﬂaomao corneal endo-
thelial cell pensaaiinamemasmsninsnlainiasiloning

Retinal prosthesis™

retinal prosthesis LﬂuLﬂ%a\‘lﬁaﬁgﬂaammnm
LﬁaLﬁuqmmwmsumLﬁuLLa:@mmwi’immaaQﬂwﬁu“;lu
geographic atrophy %38 disciform scar Tupiosad

Hrauiu Tapa1dundnnisin retinal ganglion cell 4
apagasnsngeiusdsianunmld gunsaliades
fladsznaudie ndasiunwAnegiidauiunn sy
A tUIUNW (micro-connector cable) LT microelec-
trode array F9iduumsTURaTRITU U NlUTAD
Uszamen (;5‘1J1’7i 3)  mssnsvilasnsEndaiiadng
microelectrode array Tuuduasyssamaniisos Ny‘sni
Fainlailndgasunwuinladn vhldauamvasnwd
fhpnpaiudslaidasdiin

msHdiavinlé 2 35 (Uit 4) Taun

1. epiretinal approach ¥1MN19779 microelectrode
array Uufatusststamen def fo fijumioga
HuanuFeuiiindu sfihsuazunndaianioniuns
wasmauzesa3aslddenit mnfinsthyanie
Haemadsudys array fianansavhliddendnguiu

2. subretinal approach ¥11N19379 microelectrode
array “[u%mamm’mm 3¢¥139 bipolar cell layer LAy
retinal pigment epithelium Y8f #a THnszualnin
ﬁaﬂniﬁLﬁmmﬂaQ;Tﬂﬁmaaﬁ%ul,ﬂmmamnniﬁ wA3nefie
Taivqan3aindoudiy

281915AA"% retinal prosthesis ﬂ’omag"lu%umu
NINARDY pilot study )

31/77. 2 Intraocular miniature telescope (IMT)
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3‘1177. 4 Epiretinal and subretinal approaches (31/5’7’)’75/“’\7'&/)

5. NN5N599La9A (rheopheresis)
rheopheresis \{u3in1snsasifonuuylnifiands
novel nanopore, hollow fiber, membrane technology
TsunsAnduludsimaeasniilay Brunner R uay
Az Fousdl A.A. 1996 NANMIIU A MINTBN
wilusfuluanalnasanainiden vldanudaduzes
LRBA (plasma viscosity) aAaY erythrocyte LLas throm-
bocyte aggregation aAag¥l# microcirculation ATy
Tongiheazdioslouduanziduieafiusuioassinoie
deienanuzudniodinssuudinsaedestnaudie

vasAnIns 2 1 udidnhiReafinsasudinduiing
vaoadanluuaudninonils (Ui 5) Tagldszoziom
aulszan 2-4 $alue

& %3uls5A non-neovascular AMD Wu3135n13
nsoaideauuuinaidl sansminenlusiulaanalnavde
Advance macular oxidation products (AMOPS) LU
cholesterol, low-density lipoprotein, alpha-2
macoglobulin, fibrinogen, fibronectin Hudiu aanann

38-39

Bruch’s membrane®®*® #9auna L1931 rheopheresis
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‘Rheopheresis process (The RHEO System)‘

Whole blood

Plasma filter

Enriched Whole Blood

Filtered plasma

2-4 Hour

Continous filtration

Native plasma

Rheofilter

(Micromolecular trap)

JUM 5 351153188 Rheopheresis

1. anfAvinza19dan13BurIy (diffusion) way
WNNTHANLUABUNINAIUBAN 55n39 RPE WAL
choriocapillaris

2. NIaLAENBIMNT (supply of nutrient) lUg
RPE wazn137ut1evedldy (metabolic waste) 89na1n
RPE l¢dtu

3. 1fin ocular blood flow #98133z¥1# cho-
roidal blood flow sduge

N3ANB1 rheopheresis Tun155n#113A non-
neovascular AMD wu31 33nsasideauuulnsiisansa
Lﬁm:ﬁumﬂmﬁjﬂw‘lﬁ uazfvriedasiunisgnaiy
an9lsaluiilu neovascular AMD 1é8néag auzil Julido
JS azAuLi1awinn13@n« Multicenter Investigation
of rheopheresis for AMD (MIRA-1)® %g15lu prospec-
tive multicenter double-masked placebo controlled
clinical trial Tagvi rheopheresis 8 ﬂ%ﬂu 10 §UAA
interim analysis® Wu3ngx rheopheresis 317U
Hihefisziuseauiiuniefindn 20/40 genings
AN 6 v uazlinunaunsnieuiizuuse etnels
fimy AaiwansAnsaseananludn 2 T4t

ﬂ?ﬂ

Tunarssufiniunidolsifinnadonlunissnla
Tl non-neovascular AMD dnuuwndiaavinldiiies
T Amsler grid §ihe wienmuuzihfisensiilingy
NIWULWNED

wiidnTuilaquudslsifidgnnssnunitlénasinie
ssoi gthevemeeinlsa wafifimadentunis
Snnvunfioe etinguainnisnesiiu uazan
Tenaiinnsgnainzaslsaluifu neovascular AMD
atalsfin vmLﬁandauTwnj50@§Tu%umaumsﬁnm
oua il lulsendlng dolu fwsudszmalng
#1)8 non-neovascular AMD nnaumﬂﬁ%’uﬁmutﬁw
Tingaguun3 ann3ardniladviione vaslsa AMD
|y NANABILAILAR ana1s Ly aataviingaui
fudulsranuaulaiingefinisaiuanlid Hudu 9ny
LLW‘wﬁTmmsnLLu:ﬁ{iﬁ@’ﬂaﬂ%'uﬂﬁzmuﬁmﬁuLﬁ%ﬁlﬁ
Tunm’i‘tﬁﬁﬂamwﬁy’uﬁﬁaﬁﬁmm AREDS uazlsififie
WuluNsSuYsemuianduasusonan agnelsfiniu
(099N ANANTANEULUL meta-analysis fonatingifes
ppamssussuAnfudysinaugeeenan dafu dn
unndFeadTieseieionatngifesrasdinfuainiiens
f9linT1y wazAsFiagTaNanNISANE" randomized double
blind trials 2uamasalulusuAn

69



70 §o5di Jusiand

10.

11.

12.

13.

PNAN5D19D9

Sarks JP, Sarks SH, Killingsworth MC. Evolution of geographic
atrophy of the retinal pigment epithelium. Eye 1988;2:552-77.

Maguire P, Vine AK. Geographic atrophy of the retinal pigment
epithelium. Am J Ophthalmol 1986;102:621-5.

Ferris FL IIl, Fine SL, Hyman LA. Age-related macular degenera-
tion and blindness due to neovascular maculopathy. Arch
Ophthalmol 1984;102:1640-2.

Seddon JM, Chen CA. Epidemiology of age-related macular
degeneration. In: Ryan SJ, editor. Retina. 4" ed, volume II.
Philadelphia : Mosby; 2006. p. 1017-27.

Age-Related Eye Disease Study Research Group. A rando-
mized, placebo-controlled, clinical trial of high-dose supple-
mentation with vitamins C, E, beta carotene, and zinc for
age-related macular degeneration and vision loss: AREDS
report no. 8. Arch Ophthalmol 2001;119:1417-36.

Miller ER 3“, Pastor-Barriuso R, Dalal D, Riemersma RA, Appel
LJ, Guallar E. Meta-analysis: high-dosage vitamin E supple-
mentation may increase all-cause mortality. Ann Intern Med
2005;142:37-46.

Pauleikhoff D, van Kuijk FJ, Bird AC. Macular pigment and
age-related macular degeneration. Ophthalmologe 2001;98:
511-9.

Falsini B, Piccardi M, larossi G, Fadda A, Merendino E, Valentini
P. Influence of short-term antioxidant supplementation on
macular function in age-related maculopathy: a pilot study
including electrophysiologic assessment. Ophthalmology
2003;110:51-60.

Richer S, Stiles W, Statkute L, et al. Double-masked, placebo-
controlled, randomized trial of lutein and antioxidant
supplementation in the intervention of atrophic age-related
macular degeneration: the Veterans LASR study (Lutein
Antioxidant Supplementation Trial). Optometry 2004;75:
216-30.

The Eye Disease Case-Control Study Group. Risk factors for
neovascular age-related macular degeneration. Arch
Ophthalmol 1992;110:1701-8.

Curcio CA, Millican CL, Bailey T, Kruth HS. Accumulation of
cholesterol with age in human Bruch’s membrane. Invest
Ophthalmol Vis Sci 2001;42:265-74.

Hall NF, Gale CR, Syddall H, Phillips DIW, Martyn CN. Risk of
macular degeneration in users of statins: cross sectional study.
Br Med J 2001;323:375-6.

Wilson HL, Schwartz DM, Bhatt HR, McCulloch CE, Duncan
JL. Statin and aspirin therapy are associated with decreased
rates of choroidal neovascularization among patients with
age-ralated macular degeneration. Am J Ophthalmol 2004;137:
615-24.

Vol. 21 No. 1 January-June 2007

14. D’Amico DJ, Goldberg MF, Hudson H, et al. Anecortave Acetate

15.

Clinical Study Group. Anecortave acetate as monotherapy
for the treatment of subfoveal lesions in patients with exudative
age-related macular degeneration (AMD): interim (month 6)
analysis of clinical safety and efficacy. Retina 2003;23:14-23.

Regillo C, Jerdan J. Anecortave acetate: prevention of AMD.
In: Program of the Annual Meeting of the American Academy
of Ophthalmology. Retina Subspecialty Day: October 22, 2004.
Supplement. San Francisco, CA: American Academy of Oph-
thalmology; 2004:10-1.

16. Choroidal Neovascularization Prevention Trial Research Group.

17.

Laser treatment in fellow eyes with large drusen: updated
findings from a pilot randomized clinical trial. Ophthalmology
2003;110:971-8.

Owens SL, Bunce C, Brannon AJ, et al. Prophylactic laser
treatment hastens choroidal neovascularization in unilateral
age-related maculopathy: final results of the drusen laser
study. Am J Ophthalmol 2006;141:276-81.

18. Complication of Age-Related Macular Degeneration Prevention

19.

20.

21.

22.

23.

24.

25.

Trial Group. Laser treatment in patients with bilateral large
drusen: the complications of age-related macular degeneration
prevention trial. Ophthalmology 2006;113:1974-86.

Friberg TR, Musch DC, Lim JI, Morse L, Freeman W, Sinclair
S; PTAMD Study Group. Prophylactic treatment of age-related
macular degeneration report number 1: 810-nanometer laser
to eyes with drusen. Unilaterally eligible patients. Ophthal-
mology 2006;113:622.e1.

Korte GE, Repucci V, Henkind P. RPE destruction causes
choriocapillaris atrophy. Invest Ophthalmol Vis Sci 1984; 25:
1135-84.

Liu X, Ye X, Yanoff M, Li W. Extracellular matrix of retinal
pigment epithelium regulated choriocapillaris endothelial
survival in vitro. Exp Eye Res 1997,65:117-26.

Eckardt C, Eckardt U. Macular translocation in nonexudative
age-related macular degeneration. Retina 2002;22:786-94.

Cahill MT, Mruthyunjaya P, Bowes Rickman C, Toth CA.
Recurrence of retinal pigment epithelial changes after macular
translocation with 360 degrees peripheral retinectomy for
geographic atrophy. Arch Ophthalmol 2005;123:935-8.

Khurana RN, Fujii GY, Walsh AC, Humayun MS, de Juan E Jr,
Sadda SR. Rapid recurrence of geographic atrophy after full
macular translocation for nonexudative age-related macular
degeneration. Ophthalmology 2005;112:1586-91.

Algvere PV, Berglin L, Gouras P, Sheng Y, Kopper ED.
Transplantation of RPE in age-related macular degeneration:
observations in disciform lesions and dry RPE atrophy. Graefes
Arch Clin Exp Ophthalmol 1997;235:149-58.



26.

27.

28.

29.

30.

31.

32.

33.

m3snslsnvetszamaniionludgeenysiln non-neovascular

Algvere PV, Gouras P, Dafgard Kopp E. Long-term outcome
of RPE allografts in non-immunosuppressed patients with
AMD. Eur J Ophthalmol 1999:9:217-30.

Weisz JM, Humayun MS, De Juan E Jr, et al. Allogenic fetal
retinal pigment epithelial cell transplant in a patient with
geographic atrophy. Retina 1999;19:540-5.

Bok D. Ciliary neurotrophic factor therapy for inherited retinal
diseases: pro and cons. Retina 2005;25(8 suppl): S27-S28.

Tao W, Wen R, Goddard MB, et al. Encapsulated cell-based
delivery of CNTF reduces photoreceptor degeneration in animal
models of retinitis pigmentosa. Invest Ophthalmol Vis Sci
2002;43:3292-8.

Bush RA, Lei B, Tao W, et al. Encapsulated cell-based
intraocular delivery of ciliary neurotrophic factor in normal
rabbit: dose-dependent effects on ERG and retinal histology.
Invest Ophthalmol Vis Sci 2004:45:2420-30.

Sieving PA, Caruso C, Tao W, et al. Ciliary neurotrophic factor
(CNTF) for human retinal degeneration: phase | trial of CNTF
delivered by encapsulated cell intraocular implants. Proc Natl
Acad Sci U S A 2006;103:3896-901.

Donaldson MJ, Pulido JS. Treatment of nonexudative (dry)
age-related macular degeneration. Curr Opin Ophthalmol
2006;17:267-74.

Lane SS, Kuppermann BD, Fine IH, et al. A prospective
multicenter clinical trial to evaluate the safety and effective of
the implantable miniature telescope. Am J Ophthalmol
2004;137:993-1001.

34. Lane SS, Kuppermann BD. The Implantable Miniature Telescope

35.

for macular degeneration. Curr Opin Ophthalmol 2006;17:
94-8.

Hudson HL, Lane SS, Heier JS, et al.: IMT-002 Study Group.
Implantable miniature telescope for the treatment of visual
acuity loss resulting from end-stage age-related macular
degeneration: 1-year results. Ophthalmology 2006;113:1987-
2001.

36. Awdeh RM, Lakhanpal RR, Weiland JD, Humayun MS. Artificial

37.

38.

39.

40.

vision, Visual prosthesis, and Retinal implants. In: Alfaro DV
3 Liggett PE, Mieler WF, Quiroz-Mercado H, Jager RD, Tano
Y. Age-related macular degeneration. Philadelphia : Lippincott
Williams&Wilkins, 2006:328-34.

Brunner R, Widder RA, Fischer RA, et al. Clinical efficacy of
haemorheological treatment using plasma exchange, selective
absorption and membrane differential filtration in maculopathy,
retinal vein occlusion and uveal effusion syndrome. Transfus
Sci 1996;17:493-8.

Brunner R, Widder RA, Walter P, et al. Influence of membrane
differential filtration on the natural course of age-related
macular degeneration: a randomized trial. Retina 2000;20:
483-91.

Pulido JS, Sanders D, Klingel R. Rheopheresis for age-related
macular degeneration: clinical results and putative mechanism
of action. Can J Ophthalmol 2005;40:332-40.

Pulido JS; Multicenter Investigation of Rheopheresis for AMD
(MIRA-1) Study Group. Multicenter prospective, randomized,
double-masked, placebo-controlled study of Rheopheresis
to treat nonexudative age-related macular degeneration: in-
terim analysis. Trans Am Ophthalmol Soc 2002;100:85-106.

71





