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Blood Levels in Man                                      Mcgs. of
Tetracycline per ml. of Plasma at the
indicated number of hours after administration
Hours        Form of          No. of        Tetracycline     Patients     1
2      3       4       8      24       Brand A of      tetracycline
5-21      0.55    1.21   0.87    -       0.70   0.16      hydrochloride
Brand B of      tetracycline        10-22      0.41    0.92    0.99    -
0.63   0.20      hydrochloride       Tetracycline      Sodium Hexameta-
9        0.94    -       -      1.75    1.22   0.21      phosphate Complex
It is obvious by inspection that the tetracycline (integrating) the areas
under the curves. It is      sodium hexametaphosphate complex gave much
thus found that tetracycline sodium hexameta- 



higher blood levels without loss of duration. phosphate complex is absorbed
nearly twice as 10 5  An additional quantitative measure of this
efficiently as tetracycline hydrochloride.     improvement is furnished in
the usual way by          EXAMPLE VIII     plotting these blood levels and
measuring  Tablets containing the following ingredients:
Tetracycline Sodium Hexameta- 15                          phosphate Complex
(60 mesh)  0.400 g.                           Calcium Phosphate Monobasic,
anhydrous (60 mesh)        0.025 g.                           Calcium
Phosphate Dibasic,                             anhydrous (60 mesh)
0.025 g. 20                        Lactose U.S.P., powdered
(60 mesh)                  0.050 g.                           Starch U.S.P.
(60 mesh)      0.057 g.                           Magnesium Stearate (200
mesh)  0.003 g.     are prepared by mixing all of the ingredients the
granules, which are thoroughly mixed and 25  with the exception of one-half
of the mag-  finally tabletted.                    30    nesium stearate.
The mixture is then slugged    and granulated into 20 to 60 mesh granules.
The remaining magnesium stearate is added to            6
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Aqueous oral suspensions are prepared by using the following formulations:
A               B            Kelmar (potassium aliginate)
3.75 g.            -            Sucrose (granulated)
400 g.          647 g.            Methyl Paraben U.S.P. (200 mesh)
0.80 g.        0.80 g.            Propyl Paraben U.S.P. (200 mesh)
0.20 g.        0.20 g.            Cherry Flavor
1.97 cc.           -            Sodium  Bisulphite, reagent
1.40 g.            Sodium Citrate U.S.P.                        2.00 g.
-            Sodium Saccharin U.S.P. (200 mesh)        0.665 g.          -
Sodium Sucaryl (200 mesh)                   16.66 g.            -
"Tween 85" (Registered Trade Mark)           -           0.10 cc.
Sodium Metabisulphite                           -            1.00 g.
Gum Tragacanth                                  -            2.00 g.
Oil of Chocolate (cocoa butter; Theobroma oil)  -        0.75 cc.
Oil of Peppermint                               -            0.075 cc. 



Sodium Chloride                                 -            3.50 g.
Distilled Water - q.s. to                    1000 cc.        1000 cc.
To 500 cc. of distilled water the Methyl  sodium, 5.8 to 7.8%  phosphorus,
a potency    Paraben, Propyl Paraben, sodium bisulphite  in the range of
760 to 940 micrograms of    or sodium  metabisulphite, sodium  chloride,
tetracycline  hydrochloride  equivalents per 5  sodium citrate, sodium
saccharin and sodium  milligram by bio-assay, and a solubility in
sucaryl are added and agitated until solution  water at room temperature of
about 3.2 mg/ 30     is obtained. The sucrose and Kelmar or the  ml. and
further characterised by the produc-     sucrose and gum tragacanth are dry
mixed and  tion at the end of one and four hours after     slowly added to
the solution with mixing.  oral administration to man of a concentration 10
Then the " Tween 85 " and flavours are added  in the blood stream
substantially greater than     under agitation and distilled water added
until  that produced by the administration of an  35     the total volume
is about 950 cc. Finally 40 g.  equivalent amount of tetracycline hydro-
of tetracycline sodium  hexametaphosphate  chloride.     complex (200 mesh)
is added under agitation,    3. A process of preparing a tetracycline 15
the volume made up to 1000 cc. with distilled  sodium  hexametaphosphate
complex which     water and the product filled into bottles.  comprises
mixing an aqueous solution contain-  40       WHAT WE CLAIM IS: -
ing at least 3 mg./ml. of tetracycline and an       1. Tetracycline
metallo-hexametaphosphate  aqueous solution containing sodium hexameta-
complex wherein the metallo-hexametaphos-  phosphate in an amount, by
weight, of from 20  phate is sodium hexametaphosphate or potas-
one-twentieth to twice the weight of tetra-     sium hexametaphosphate.
cycline in the tetracycline solution, each of 45       2. Therapeutically
active, stable, non-toxic  the solutions having a pH below 2.0.
tetracycline sodium hexametaphosphate com-    4. A process of preparing a
tetracycline     plex characterised in purified form  on an  sodium
hexametaphosphate complex substan- 25  anhydrous basis by the presence of
0.7 to 1.2%   tially as described with reference to any one  
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the total volume is about 950 cc. Finally 40 g.  equivalent amount of
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hexametaphosphate com-    4. A process of preparing a tetracycline     plex
characterised in purified form  on an  sodium hexametaphosphate complex
substan- 25  anhydrous basis by the presence of 0.7 to 1.2%   tially as
described with reference to any one
817,180                                        7     of Examples I to VI
hereinbefore set forth.   composition as claimed in claim 5 substantially
5. A therapeutic composition comprising a  as described with reference to
Examples 7 or    tetracycline sodium hexametaphosphate com-  8 hereinbefore
set forth.    plex and one or more inert pharmaceutical           BOULT,
WADE & TENNANT, 5  solid carriers.                                 111 &
112, Hatton, Garden, London, E.C.1,      6. A  process for preparing a
therapeutic             Chartered Patent Agents. 
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