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ABSTRACT EXPERIMENTAL

A prodrug of A>-THC (A®-THC-Val-HS; NB1111) was prepared and Suppositories: A>-THC-Val-HS was formulated in WECOBE w

9 -
formulated In three different pharmaceutical dosage forms, namely; lipophilic base at two dose levels. Bioavailability was carried out in a 114
suppositories, transmucosal delivery systems, and eye drops. The cannulated rat model and plasma samples at different times. Theses 5 ==¢==THC-Val-HS 5 mg 1
suppository dosage form was tested in rats at 3.67 and 7.9 mg/kg doses, the samples were analyzed using LC-MS/MS for A%-THC, 11-OH-A°®- g7 i —il— THC-Val-HS 10 mg 100 '.' ' i
transmucosal delivery system was tested in a swine model at 5,10 and 20 THC, and A°>-THC-COOH. The results are shown in Figures 3 and 4. =6 - LN l 3
mg doses, and the eye drops were tested in the rabbit in a 0.6% solution in T T Pt ey =x . THC-Val-HS 20 mg =50 -
. - - - ) - _ =) : L
Tocrisolve. All animal studies were performed using University of N = = v -
Mississippi IACUC approved protocols. Blood levels of A°-THC, 11-OH- = b N @ B0 i r
AS-THC, and 11-Nor-9-Carboxy-A%-THC were measured after suppository | [\ S3 - —. B T »
and transmucosal delivery system administration while only A®>-THC was Ss 5 70 T
measured In the different eye tissues after the eye drops administration. The ) = , mN ® " i'
data suggest that NB1111 is a good candidate for development in these 2 . &CQ <o n 60 g 1 ii"‘
formulations to deliver A%-THC both systemically and topically. None of | S O ! o *—3 &
the data presented here was published or presented previously. y ) 10 Time (h) 20 30 =0 — =
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Previous work has shown that AS-THC is not absorbed from 2 Plasma A°-THC concentrations as a function of time and dose —=— THC-0.8 | JWW- 0.8
suppositories™“. In pervious communications, we have shown that the A°- o ! : - - - - from AS-THC-Val-HS loaded HME patches. Data represents THC Val-HS (THC 0.6) —&— THC Val-HS5 (THC 0.55)M5
THC-Hemisuccinate (THC-HS) prodrug was able to deliver A®-THC with - the mean value. The animals for maintained under anesthesia e S THCVALHE i TonicATB o o G

i i ilahility i i 2 3 : - -Val-
humans*®. Figure 1 shows a dose response curve in humans, and Figure 2 anesthesia and given access to food and water. IOP-Time Profile in rabbit glaucoma model (Mean® SEM). THC-0.8: A-
shows a comparison of A°>-THC blood levels for the A°>-THC-HS vs. A®- THC-VHS IN WECOBE ELI-PER-129 (7.9 mg/animal) . : I : - THC in Tocrisolve (0.8 %w/v, 400ug), WIN-0.8: WIN in Tocrisolve (0.8

| : . . . o | f th I I n ! ! . .

THC oral (Marinol®). In this presentation, we have prepared the amino acid .. prc]er;/olfr\;var?cetweiths L:Esegeocrt f;azg_l.tl}/HérjdH éqlxgl_ a.ll.le_ln(t:_lval\_/:_\llg %wl/v, 400ug), A°>-THC-Val-HS (THC-0.6): A>-THC-Val-HS in Tocrisolve

derivative of A>-THC (A%-THC-Val-HS) and studied the bioavailability of
A%-THC from different dosage forms using this prodrug. These
formulations included suppositories, transmucosal delivery sytems, and
topical eye formulations.

. (A°-THC eqg 0.6 %wl/v, 300ug), A>-THC-Val-HS (THC-0.55)MS: A%-THC-
\;\(ljar?]isneilset(r:;:idoﬁs the most promising PrOGrUGHSEEEISSE Val-HS in micellar solution (A>-THC eq 0.6 %w/v, 275uQ).

* A dose dependent plasma concentration time profile was
then evaluated. CONCLUSION “

1: - FIa5m;“Tf::r::':{“:sf.m"tg”T:;'f'lg’zwwm“w ~miccoon Topical Preparations for the Treatment of Glaucoma: A°®- Th? pr_odrugg AP-THC-Val-HS showe(_zl 2 high degr_ee of bioavailability
- ° A9-THC-Val-HS was formulated in eye drops or optical films, del!vermg A -THC_, from the suppository formulatl_on and transmucosal
_— and these were tested for their A°>-THC level in different eye dell_very syste_m with dose pr_oportlonallty_. I a_Iso de_l |verec_l AS-THC t(.) the
3 | e 2smgaTHC tissues in normal rabbits. The analysis of A>-THC in the tissues g O LIS e top_lcal JUELELEUIRIAE INCILENES ”."CG”ar SOIUUOH.S’
5 T smua e was carried out using LC-MS/MS. The results are shown in Tocrisolve, and occular films. The topical preparations resulted In
: 1 | e 20moEaTHE ° s ; » s o Tables 1 and 2. Furthermore, the effect of these preparations significant reduction in intraoccular pressure in a rabbit glaucoma model.
: : e | covering the intraocular pressure was tested In a rabbit model
i /I N Figure 4. A>-THC-Val-HS in WECOBE ELI-PER-129 (7.9 mg/animal) of glaucoma. The results are shown In Figure 6. REFERENCES “
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