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Indoleamine 2,3 dioxygenase (IDO) is an || IDO activity (Kyn/Trp) g xm T Standard
intracellular enzyme Involved In systemic . i
Immune tolerance and control of infections. IDO ]
acts through degradation of essential amino acid INVAY S, e
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Tryptophan (Trp), necessary for pathogens
proliferation, suppressing the replication of || and IDO mRNA were investigated in 26 patients receiving cadaveric
bacteria and preventing viral spread. On the kidney transplant in parallel with Foxp3, IL17, Ror-C, TGFbeta, IL6
other hand with the attempt to terminate MRNAa. The percentage of Th17 and Tregs in the peripheral blood

iInflammatory response, IDO activates | was evaluated using FACS analysis.
Immunosuppressive mechanisms via Tregs
facilitating further development of infection Sampling was at 0, 15, 30, 60, 180, 360 days after transplant. IDO
S T activity was assessed In sera as Kyn/Trp ratio, simultaneously
g e . determined by isocratic RP-HPLC method withUV detection. Real
Mw e % time PCR (Tagman) was used to measure mRNAs normalized on
@ o Abelson housekeeping gene mMRNA and expressed as fold increase.

€]

“anbo LA dw A Orad 3 i ~ transcription factor
Dlnman ! 100U ES A0 forkhead box P2 (foxp3)

RESULTS
IDO activity (Kyn/Trp ratio) At Te0 IDO activity was significantly Ky T at T8Oin patients later developing infections or no
IDO ACTIVITY (KYN/TRYP ratio) from transplant to 360 days different among INF versus NONINF (INF 50-
decreases from 10 . Kyn/Tro median 11,40:IQR 875-17.5. vs o T
(19.1;1QR 16.3-20.8) to T30. o - NONINF 7.85;QR 7-9.8 p<0.05). B
(74,|QR 63-86) then n p=0.001 m: E i
Increases again at 160 g % oot —
(8'8; IQR 7'2-11') f0|lowed ';' " ':' Increment of IDO mRNA and Kyn/Trp between
ap . . o o’ . - ota’ e T15 and T60 in patients developing infections or not
by stabilization until T360. kg W ot ﬁ The Iincrements of IDO mRNA and IDO - -
e o o - = activity between T15 and T60 were L T . p0.004
A significant correlation ﬂfﬂ“ﬂﬁgﬂnﬂ"‘«?*@@y‘?1«@“‘ +*~“"¢@ significantly higher in patients with INF E_ %.._. :

.. @ W@ @ @€ @“'? versus NONINF (2,079 vs 0,07£4/43, gi J = ! E_; .
between IDO activity and p=0.029; 348+10,8 vs 0,20¢3,3, p=0.004, 1 HE
IDO mRNA was observed x respectively). - I I
at T60 (p=0.05) and T180 §

(p=0'02)' %15 IL-17 at T60 in patient s later developing infedtions or not
At 160 3 significant 2 IL-17 was significantly reduced in INF (IL-17 m | P00
- . 5 10 INF 0,3;IQR 0.04-1,27 vs NONINF 4.89;IQR
increase of IDO activity vs 1277 e0008) . '
; 2-7. . | :
T15 (p0.001) and T30 & J S
(p=001) and IDO mRNA 2 Du 10 20 30 U-IL—1?IF~FEC:'I'IGF~E I:EI‘T-"hDIhFEE'I'IDhE
. IDO (Kyn/Trp) at180 days post TX
expression was observed
(p=0.02) The percentages of peripheral Th17 were Patients seveloping infections or not
significantly lower In patients with INF - prom— - o
versus NONINF at T15 and T30 (0.7 £ 0.67 . | - |
9/26 patients developed viral infections during follow-up (5 | |vs 1:36+2.34,p=0.039, 115+ 074 vs 234 ¢
: + 1.24, p= 0.019, respectively) : E, X
CMV after a median of 2 months, 3 BKV after 5 months, 1 ‘- .
HZV after1 month) ' NO INF m? * NOINF  INF
Patients with infections (INF) had induction regimen _— |
o _ _ Ror-C was significantly increased (Ror-C
(basiliximab and steroids) and tacrolimus through levels INF 1.23;IQR 0.7-1.7 vs NONINF 0.44:1QR RO WO et e cvelop s o
superimposable to those without infections (NONINF). 0.15-0.9, p=0.03). | .o
At ti £ infecti 6/9 pt der MME N act No significant differences were found in the Jdoo
" Ime of infection P .SWEI’.e under - NO rejection expression of Foxp3, TGF beta and IL6 : |
episodes occurred before infections. mRNA and in the percentage of Tregs at il
1/26 had CNI toxicity and subsequent BKV infection. 160 between the two groups. LR e

CONCLUSIONS

IDO activity 60 days after transplant was significantly higher in patients who later developed viral infections, not correlated to
other parameters of infection or of overimmunesuppression. Increased IDO activity and decreased |L-17 can be expression of
an environment permissive to infections In transplanted patients and could represent a useful biomarker for infection
prevention.

M1) Renal transplantation. Experimental, immune-tolerance of allogenic and xenogenic transplants.
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