Njurtransplantation
- en historisk exposé

Sverker Hansson
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Transplantationshistoria

* 1902

* 1906

Njurtransp
Emerich Ul
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man, Wien
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Mathieu Jaboulay, Lyon



Jaboulay transplant attempt, goat kidney
on the arm
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Figure 1.2. Mathieu Jaboulay (1860-1913) and his surgual team at Lyon in 1903 U nul his dLth in a rnl accider

made numerous surgical contributions and encouraged Alexis Carrel’s work on vascular anastomosis. In 1906, Jaboulay rep
the first attempt at human kidney transplantation.




Transplantationshistoria forts

1912 Nobelpris (Alexis Carrel)

”Suture of blood vessels and transplantation of organs”

1914
"The technical problems of transplantation are
essentially solved, but until some method is
devoloped to prevent the reaction of the
organism against the foreign tissue, there will
be no clinical application of organ
transplantation”




Transplantationshistoria forts

e 1933 Transplantationsforsok pa manniska
Yurii Voronoy, Kherson, Ukraina

e 1945-53 Flera forsok i Boston, Paris, Toronto

e 1954 Forsta lyckade njurtransplantationen
Joseph Murray, Boston
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Figure 1. Seated: Richard Herrick, transplant recipient; Ronald Herrick, kid-
ney donor. Back row (from left to right): the Brigham transplant team—-
Joseph E. Murray, surgeon for the recipient; John P. Merrill, nephrologist and
co-leader of the team; J. Hartwell Harrison, urological surgeon for the donor.
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First successful living kidney transplantation

Nobel Prize 1990




Kongress i Washington 1963

244 njurtransplantationer kanda i varlden
e 28 fran enaggstvillingar

e 216 fran andra givare
— endast 9 levde mer an 1 ar!

e conclusion

”although the beginnings of clinical success are
apparent, strong reservations must be kept in mind
regarding the ultimate fate of these patients. Kidney
transplantation is still highly experimental and not yet a

therapeutic procedure”
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Transplantationshistoria

4 - Hir pa Serafimerlasarettet, som var
Sveriges forsta sjukhus (1752 - 1970)
. utfordes den 6 april 1964 den forsta .
organtransplantatlonen 1 Sverige.
~ Enung njurSJuk man fick da en ny njure
frén sin far. Operationen gjordes av
| professor Curt Franksson.



ctt Fr!nksson, kirurg,
professor och pionjar







Forsta
njurtransplantationen
i Goteborg
1965
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Stora framsteg foljde

e battre immunosuppression
e peritonealdialys (spadbarn)
e erythropoietin

e vavhadstypning och korstest
* vaccinationer

e battre diagnostik
— imaging, biopsi
— PCR virusinfektioner (CMV, EBV, BKV osv)



Figure 5. Participants in the March 1999 meeting of the third Annual Longmire Surgical Society Scientific Day
Symposium at UCLA: Milestones in Transplantation. This group arrived at a consensus on the Historical
Landmarks in Clinical Transplantation. (Front row, left to right) Robert Good, Norman Shumway, E. Donnell
Thomas, Joseph Murray, Jean Dausset, and Jon Van Rood. (Back row, left to right) Leslie Brent, Roy Calne, Paul

Terasaki, Robert Schwartz, Carl Groth, and Thomas Starzl.









EPO

e 1986 Recombinant EPO effektivt mot
anemi hos njursjuka med hemodialys

e 1988 Ulla Berg och jag gjorde en studie pa
oarn

1989 -DA godkande EPO i USA for
oehandling av anemi pa basen av
kronisk njursvikt




Kongenital nefros av finsk typ

* beskrevs av Hallman 1956

e autosomalt recessiv

e 1:8-10.000 i Finland

* startar in utero

e proteinuri och nefros vid fodseln
e utveckling av njursvikt

e utan njurtransplantation dod fore 2 ars alder



Jakten pa genen

1989 blodprov for DNA fran 29 finska familjer

1994 genen lokaliserades till [anga armen pa
kromosom 19

1998 NPHS1 identifierad, 26 kb stor, 29 exoner



>200 mutationer beskrivna

Fin-major deletion i exon 2
Fin-minor nonsensmutation i exon 26
63% Fin-major/Fin-major

18% Fin-major/Fin-minor

9%  Fin-minor/Fin-minor



Positionally cloned gene for a novel glomerular protein
- nephrin - is mutated in congenital nephrotic

syndrome
Kestila et al Molecular Cell 1998;1:575-82
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Varfor nefros i transplantatet?

 homozygot for Fin-major
— i princip total avsaknad av nephrin i nativa njuren
— nephrin i transplantatet uppfattas som frammande
— utvecklar nephrin-antikroppar (70%)
* 30% i finska materialet med Fin-major/Fin-major
* behandlas med
— metylprednisolon x 3 + plasmaferes dagligen
— cyclophosphamide + eventuellt rituximab (2-4 doser)






Ett "utbrott” i Polen 1952

* 102 personer insjuknade plotsligt med stark
torst, buksmartor, illamaende och krakningar

e 24 utvecklade akut njursvikt
11 dog
 anamnes: de hade atit svamp 3-14 dagar innan

* svampen hamtades och gavs till katter och
kaniner, de dog efter 5-12 dagar

Grzymala 1955



Orellanine

Cortinarius

C. orellanus (lovskog)
C. speciossissimus (barrskog)

toxinet finns ej kvar i cirkulationen men kan
aterfinnas i vavnader (njurbiopsi)

senaste fallet i somras i Varberg

pa senare ar mest invandrare
— ex 2 kvinnor fran Syrien at lunch med vit flugsvamp



Prognos

akut njursvikt 7-14 dagar efter intag
o 1/3 tillfrisknar

* 1/3 nedsatt njurfunktion

* 1/3 ESRD (transplanteras)
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WESTPHAL, HANSSON, MJORNSTEDT ET AL

U-albumin and S-creatinine after renal transplantation

biopsy 1
l biopsy 2
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Percent Rejection
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Deceased donor kidney transplant attrition rates in the United States (n = 164 480).

Deceased donor kidney transplant
attrition rates in the US (n=164,480)
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Adapted from: Lamb et.al.’® AJT early
online 25 OCT 2010
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Lodhi S A, Meier-Kriesche H Nephrol. Dial. Transplant.
2011;26:15-17




