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THE introduction of Cya was a major breakthrough in organ transplantation. However, side
effects of the drug, such as frequent episodes of rejection, nephrotoxicity, and hypertension,
stimulated a search for agents devoid of such effects. A recently developed drug, FK 506,
appears to be superior to CyA in immunosuppression, with an advantage in humans of minimal
side effects.! Its reported effects on the cardiovascular system are variable, ranging from no
organic change?™ to vasculitis and myocardial necrosis.®> The organic changes seen in animal
studies may have been species specific.

This study was designed to investigate the acute hemodynamic effects of FK 506 in patients
receiving a large loading dose followed by a maintenance dose.

MATERIALS AND METHODS

This study was approved by the Institutional Research Review Board, and informed consent
was obtained from the patients. Sixteen adult patients undergoing primary orthotopic liver
transplantation were studied. Anesthetic management followed the standard care at
Presbyterian-University Hospital (Pittsburgh, PA). Anesthesia was induced with thiopental
and maintained with isoflurane and fentanyl. Electrocardiograms (ECGs) were continuously
recorded by a data acquisition system. Complete hemodynamic profile and biochemical
variables, including arterial blood gas tensions, electrolytes, ionized calcium, glucose, and
lactate, were measured. In addition, right ventricular ejection fraction was measured with a
REF-ejection fraction/cardiac output computer (Baxter, Irvine, CA). Standard surgical
procedure was followed, including the use of veno-venous bypass. Methylprednisolone (1 g)
was given after reperfusion of the grafted liver. During biliary reconstruction, a loading dose
of FK 506 (0.15 mg/kg) was infused over 1 hour. This was the first dose of intravenous FK
506 given, as well as the largest. Postoperatively, maintenance doses of FK 506 (0.075 mg/kg)
were administered over 1 hour, every 12 hours.

Intraoperatively, a complete hemodynamic profile and set of biochemical measurements were
obtained 5 miriutes and 1 minute before, and 15 minutes (FK + 15), 30 minutes (FK + 30), 45
minutes (FK + 45), 60 minutes (FK + 60), 90 minutes (FK + 90), and 120 minutes (FK + 120)
after the start of the first FK 506 infusion. Postoperatively, a hemodynamic profile was
measured prior to and immediately after a maintenance dose of FK 506 infusion.
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Data are presented as mean = SD. They were analyzed by analysis of variance, and specific
difference were assessed using the Student-Knewman-Keuls test. A value of P < 0.05 was
considered statistically significant.

RESULTS

The average age of recipients was 37.7 + 13.9 years, and no patient required vasopressor
support other than a small dose of dopamine (< 2 ug kg™ min™1) given to 12 patients to improve
renal perfusion.

Intraoperative Loading Dose

In three patients, data were available only up to 90 minutes after the start of FK 506 infusion
because the operation had ended by that time. The only biochemical changes observed during
the study period were a minimal increase in pH and decreases in pCO, and pO, seen 120
minutes after the FK 506 infusion. Other variables remained unchanged and they were all
within the normal range for this patient population (Table 1). No supraventricular or ventricular
dysrhythmia was observed on the ECG recordings. Measured hemodynamic variables showed
no significant change during the 2-hour period (Table 2).

Postoperative Maintenance Dose

No dysrhythmia was associated with FK 506 administration. The hemodynamic profile was
similar before and after infusion of FK 506 (Table 3).

DISCUSSION

The results indicate that infusion of FK 506, both a large loading dose given during surgery
and a maintenance dose given during the postoperative period, is not associated with acute
cardiovascular effects or hemodynamic compromise. Bolstered by these negative results, this
new drug has been used in four heart recipients and in one heart/lung recipient without clinically
significant side effects. Further studies are needed to evaluate chronic effects of FK 506 in
organ transplantation recipients.
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Biochemical Profile Before, During, and After Administration of a Loading Dose of FK 506 (0.15 mg - kg™1)

Before

FK 506 FK + 15 FK + 60 FK + 120
pH 737+004 7.39+003 7.40%005 7.41+0.05
pCO, (mmHg) 39+5 384 373 36+3"
PO, (MmHg) 270 + 44 266 + 39 248 + 48 231 461"
Base excess (mmol - L™1)  —2.6+27 -1.9+20 -16%32 -15+33
Na (mmol - L) 137£5 139+ 4 139+5 139 £5
K (mmol - L) 35+05 34+04  35+04 35+04
Ca** (mmol - L% 1.07+0.11 1.04+0.11 1.00£0.09 1.00+0.10
Glucose (mg - dI%) 204 + 47 210 + 60 229+ 73 226 + 63
Lactate (mmol - L™%) 58+24 5.6+25 5.0+2.6 51+27

Note: Values are mean + SD.

*
P < 0.05 compared with baseline values.

Transplant Proc. Author manuscript; available in PMC 2010 July 14.



Page 4

Kang et al.

“ainyesadwal Apoq ‘(D,) 19 pue ‘xapul aouelsisal Jejnasen Areuow|nd AN\E "W - 08s - S3UAD) |4Ad ‘X8pul 8duelSISal Jejnasen
o1WaISAS AN\E "W - 09s - SBUAP) [YAS ‘X8pul YI0M 8X041S JejnaLiusA bl ,AN\E W - B) IMSAY X8pul YI0M 8X041S Je|NILIUBA 13| .AN\E - w - B) IMSAT ‘uonoesy uondals senatiusa 1ybu ‘(%) 43AH
{Xapul 3WN|OA 3011 ,AN\E - W) [AS ‘Xapul oeipsed AN\E Sl - ) 1D ‘84nssaid SnouaA [esiudd ‘(BHww) dAD ‘ainssald abpam Arejjides Areuownd ‘(BHWW) dMDd ‘ainssaid a1joiselp Jeinariuan ybu

‘(BHWW) daAy ‘ainssaid 21101sAs JejnoriuaA b1 {(BHWW) dSAY ‘anssaid Alslie Areuownd ueaw ‘(BHWW) v dIA ‘81el Leay ATEE +1e3q) YH ‘ainssaid ersanie ueaw ‘(BHWW) 4N :SUORIASIGQY

‘pouiad uoneAIasqo sy Burinp pabueyoun paurewal sa101d J1WRUAPOWSH "dS F UBaW aJe SanjeA (810N

CTFSVE CTFVYE TTFVvE TTFVPE 0TFEVE 1d
T0C ¥ 62¢ PIT ¥ 6LT ¥0T ¥ GST TOT ¥ €9T S6 F 9T 1dAd
¥0L+08ST GOV + LEET VP ¥9LET VIS+89ET 6ES ¥ LI€T IdNS

€FG Z¥F9 €F9 B €¥F9 IMSAY
8T ¥ 6€ ST*¢Y 9T ¥ ¢t 8T ¥ €V STFEY IMSAT
0T +9¥ 0T +8¥ 68V TT+8Y 6 F0S 43Nd
8T ¥ €V 9T ¥ 8¥ ST+ .y 8T ¥ 8¢ 9T ¥ 8¥ INS
ST+6¢ ST+vY VIFEY ST+VY AR 4 ‘10
EFTT €F0T ¥*0T ¥ +0T ¥ +0T dA\D
CFTT EFTT EFTT yFIT y¥0T dMOd
GF6 S¥6 S+8 S+6 S+8 dand
6F.E 0T +S€ 6 FS€ 0T +.€ L¥9€ dSAY
¥ ¥0C 7 ¥6T 7¥8T 7¥8T v ¥6T dvdiN
ST¥€6 YT ¥€6 €T+ 26 ET¥¢€6 YT ¥96 dH
T1+8L 6F9. 6FLL 8% /. 0T¥ /.. dVIN

0¢T + M4 09 + M4 0€ + M4 ST + M4 90G M4
alojeg

(;_6 - Bw GT°0) 90G M4 40 8s0Q BuipeoT e Jo uonenNsIuIWPY 18y pue ‘Buung ‘aloyag 8[1y0id dlweuApowsH

c¢?9lqel

NIH-PA Author Manuscript NIH-PA Author Manuscript NIH-PA Author Manuscript

Transplant Proc. Author manuscript; available in PMC 2010 July 14.



1duasnue Joyiny vd-HIN 1duasnue Joyiny vd-HIN

1duosnue Joyiny vd-HIN

Kang et al.

Hemodynamic Profile Before and After a Maintenance Dose of FK 506 (0.075 mg - kg™1)

Variables Before After
MAP 95+ 17 97 +18
HR 100 + 13 101+ 11
MPAP 19+6 19+5
PCWP 125 105
CvP 9+3 8+3

Cl 5410 5309
Svi 549+145 53.2+119
LVSWI 62.3+20.9 62.2+157
RVSWI 75+29 7726
SVRI 1340 +£400 1377 +338
PVRI 109 + 50 120 + 67
BT 36.6+0.6 36.6 0.5

Table 3
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Note: Values are mean + SD. Hemodynamic profile remained unchanged during the observation period. See Table 2 for definitions of abbreviations.
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