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Tostudythepreclinical pharmacol ogyof *N-ammonia, and toexploreits methods for clinical PET

imaging anditsapplicationindiagnosisof heartdiseases.

BN -ammoniawasi njectedintothemi ceandits systemic

distributionwasdetermined.Dogswereal soused,and thestandarduptakeval uesof 3N-ammoniainthemyocardial tissueand

otherorgansweremeasuredby sy stemicscanningand thedynamicmyocardialimagingwithPET.

The meanuptake

of BN-ammoniainthemyocardiumwasthehighest(25.3%) amongtheorgansthatwastested. ThedynamicPET scanningof
dogsfoundtheheartandlungstobethefirst-passorgans, andtheradioactivityofthe heartpoolreachedapeak 30safterthe

injectionandbegantoreduceat1min,

remainingatarelatively lowlevelfrom4to20 minafterinjection.

BN-ammonia

uptakeoccurred20sfoll owingtheinjectioninthel eftventricularmyocardium, andmeanwhiletheradioactivity inthelateral

wall was higher than that in the septum wall,
radioactivityratio of 1.20 0.55. The heart-to-blood,

which turned to the reverse 1 min later with the lateral-to-septum wall
heart-to-liverandheart-to-lungratioswere above 2.5after5min.

BN-ammoni awasdistributedprimarilyin theorganswithrichbl oodfl owandl atereli minatedinthekidney, asshownbythe

systemi cPETimagingindogs.

BN -ammoni ai sani deali magi ngagenttoassessmyocardical bl oodperfusion.

Regional myocardial bl oodfl owcanbemeasuredaccuratel yandnoninvasi vel ybydynamicPETimaging.
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1.2.1 ™N-NH; HO 2
150-H,0 Devarda’s 30s 10s 30s 1min
aloy %0 (p, )™N N-NO» 5min 3
BN-NO; -
N-NH; H,O HPLC °3 /
Econosil C18 / 4h
91, ) Iml/min 740MBq(20mCi) ™N-NH; HO 4min
>05% PET
1.2.2 N-NH; HO 28 BN-NH; HO
4 7 13
IIN-NH; HO740kBq (20 Ci) 05125 SPSS 10.1
10 20 30min
1% BN 2
%ID/g 2.1 N-NH; H.0
123 3% 1
IN-NH; H,O740M Bq(20mCi) 3N-NH,; H,0
1 BN-NH; H,0 %ID/g,” )
- (%1D/g, )
Site — - 2Tlmeaftennjesctlon(mm) — — —
Blood 9.010.15 580020 182014 287012 194009 221010 1.380.22
Cerebrum 5.06 0.12 5.38 0.21 5.83 0.19 7.49 0.25 257 0.14 4.33 0.16 490 0.21
Myocardium 28.46 0.42 29.24 0.35 26.23 0.41 15.83 0.31 12.23 0.26 10.15 0.23 8.34 0.24
Liver 453014 1333022 1744030 1215027 1052 028 6.180.19  6.85 0.16
Kidney 22.09 0.37 26.44 0.29 20.37 0.50 11.01 0.25 6.05 0.24 5.58 0.18 6.46 0.15
Lung 3458 0.26 2402030 1752036 1009030 614 026 415022  4.430.19
Spleen 2.06 0.11 4.57 0.09 5.81 0.21 6.10 0.27 5.91 0.28 451 0.22 4.43 0.19
Testes 229012 240013 290014 205008 143015 199007  1.45 0.08
value 0.000 0.000 0.001 0.000 0.000 0.000 0.001
%ID/g 19.0 9.0 <0.01 5 min 1.68 3min
0.5min 32.0% 339 165 287 0.83 30s
=89.5 =106.2 <0.01 3min
%ID/g 4.77 1.30
3N-NH, H0 %I D/g
14.0 8.70
2.2
PET 10s 2 )
N-NH; H,O 30s ROI
Regionofinterest / / /
ROI 1min 5min N-NH; H0 IN-NH,4
20s HO
N-NH; HO 60.8 1.55
15.7 0.37 =56.4 <0.01 1 min
2~5min 3
1 min 50.7 0.53 Devarda's
42.4 048 =231 <0.01 / (p, N "N-NO* *N-NO*
1.20 055  30s 1449 184 128.5 "N-NH; HO PET 12
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. Timeafterinjection(min)
Ratio 05 1 5 10 20

Heart-to-blood 051 0.09 1.24 0.12 2.87 0.09 3.15 0.103.22 0.12
Heart-to-liver  0.41 0.10 0.66 0.13 2.53 0.15 3.15 0.105.28 0.13
Heart-to-lung 046 0.110.77 0.082.43 0.133.24 0.123.26 0.09
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