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L1            1 SEA FILE=REGISTRY ABB=ON  PLU=ON  "PHENOBARBITAL SODIUM"/CN 
L2              QUE  ABB=ON  PLU=ON  ("GARDENAL SODIUM"/BI OR LINASEN/BI  
                OR "LUMINAL SODIUM"/BI OR PHENEMALUM/BI OR "PHENOBAL SODI 
                UM"/BI OR PHENOBAL/BI OR "PHENOBARBITAL SODIUM"/BI OR "PH 
                ENOBARBITONE SODIUM"/BI OR "SODIUM ETHYLPHENYLBARBITURATE 
                "/BI OR "SODIUM LUMINAL"/BI OR "SODIUM PHENOBARBITAL"/BI  
                OR "SODIUM PHENOBARBITONE"/BI OR "SODIUM PHENYLETHYLBARBI 
                TURATE"/BI OR "SODIUM PHENYLETHYLMALONYLUREA"/BI OR "SODI 
                UM 5-ETHYL-5-PHENYLBARBITURATE"/BI OR "SOL PHENOBARBITAL" 
                /BI OR "SOL PHENOBARBITONE"/BI OR "SOLUBLE PHENOBARBITAL" 
                /BI OR "SOLUBLE PHENOBARBITONE"/BI OR 125-36-0/BI OR "5-E 
                THYL-5-PHENYLBARBITURIC ACID SODIUM"/BI OR 57-30-7/BI OR  
                8050-96-2/BI) 
L3        36479 SEA FILE=HCAPLUS ABB=ON  PLU=ON  L1 OR L2 OR PHENOBARBITAL( 
                1W)(?SODIUM? OR NA) OR GARDENAL OR HYSTEP## OR LUMINAL OR  
                PHENEMAL OR PHENOBARTITONE OR PHENYLBARBITAL OR PHENYLETHYL 
                BARBITURIC OR (PHENYL OR PH)(W)(BARBITAL OR ETHYLBARBITURIC 
                 OR (ETHYL OR ET)(W)BARBITURIC)  
L4            1 SEA FILE=REGISTRY ABB=ON  PLU=ON  PHENYLETHYLACETYLUREA/CN  
L5              QUE  ABB=ON  PLU=ON  (.ALPHA.-PHENYL-.ALPHA.-ETHYLACETYLU 
                REA/BI OR "(2-PHENYLBUTANOYL)UREA"/BI OR BENURIDE/BI OR D 
                L-PHENETURIDE/BI OR EPA/BI OR ETHYLPHENACEMIDE/BI OR LIRC 
                APYL/BI OR "M 551"/BI OR "N-(.ALPHA.-PHENYLBUTYRYL)UREA"/ 
                BI OR "N-(AMINOCARBONYL)-.ALPHA.-ETHYLBENZENEACETAMIDE"/B 
                I OR PBU/BI OR PHENETURIDE/BI OR PHENURIDE/BI OR PHENYLET 
                HYLACETYLUREA/BI OR "S 46"/BI OR "1-((ETHYL)PHENYLACETYL) 
                UREA"/BI OR 2-PHENYLBUTYRYLUREA/BI OR 6509-31-5/BI OR 90- 
                49-3/BI) 
L6          115 SEA FILE=HCAPLUS ABB=ON  PLU=ON  PEAU OR PHENYLETHYLACETYLU 
                REA OR (PHENYL OR PH)(W)(ETHYLACETYLUREA OR (ETHYL OR  
                ET)(W)(ACETYLUREA OR (AC OR ACETYL)(W)UREA) OR PHENYLETHYL( 
                W)(ACETYLUREA OR (AC OR ACETYL)(W)UREA)) OR PHENYLETHYLACET 
                YL UREA OR BENURIDE  
L7           80 SEA FILE=HCAPLUS ABB=ON  PLU=ON  (ETHYL OR ET)(W)(PHENACEMI 
                DE OR PHENYLACETYLUREA OR (PHENYL OR PH)(W)(ACETYLUREA OR  
                (ACETYL OR AC)(W)UREA)) OR ETHYLPHENYLACETYLUREA OR  
                PHENETURIDE  
L8           44 SEA FILE=HCAPLUS ABB=ON  PLU=ON  L3 AND (L6 OR L7 OR L4 OR  
                L5)  
L9            7 SEA FILE=HCAPLUS ABB=ON  PLU=ON  L8 AND (POWDER? OR  
                GRANUL?)  
 
 
 
L1            1 SEA FILE=REGISTRY ABB=ON  PLU=ON  "PHENOBARBITAL SODIUM"/CN 
L2              QUE  ABB=ON  PLU=ON  ("GARDENAL SODIUM"/BI OR LINASEN/BI  
                OR "LUMINAL SODIUM"/BI OR PHENEMALUM/BI OR "PHENOBAL SODI 
                UM"/BI OR PHENOBAL/BI OR "PHENOBARBITAL SODIUM"/BI OR "PH 
                ENOBARBITONE SODIUM"/BI OR "SODIUM ETHYLPHENYLBARBITURATE 
                "/BI OR "SODIUM LUMINAL"/BI OR "SODIUM PHENOBARBITAL"/BI  
                OR "SODIUM PHENOBARBITONE"/BI OR "SODIUM PHENYLETHYLBARBI 
                TURATE"/BI OR "SODIUM PHENYLETHYLMALONYLUREA"/BI OR "SODI 
                UM 5-ETHYL-5-PHENYLBARBITURATE"/BI OR "SOL PHENOBARBITAL" 
                /BI OR "SOL PHENOBARBITONE"/BI OR "SOLUBLE PHENOBARBITAL" 
                /BI OR "SOLUBLE PHENOBARBITONE"/BI OR 125-36-0/BI OR "5-E 
                THYL-5-PHENYLBARBITURIC ACID SODIUM"/BI OR 57-30-7/BI OR  
                8050-96-2/BI) 
L3        36479 SEA FILE=HCAPLUS ABB=ON  PLU=ON  L1 OR L2 OR PHENOBARBITAL( 
                1W)(?SODIUM? OR NA) OR GARDENAL OR HYSTEP## OR LUMINAL OR  
                PHENEMAL OR PHENOBARTITONE OR PHENYLBARBITAL OR PHENYLETHYL 
                BARBITURIC OR (PHENYL OR PH)(W)(BARBITAL OR ETHYLBARBITURIC 
                 OR (ETHYL OR ET)(W)BARBITURIC)  
L4            1 SEA FILE=REGISTRY ABB=ON  PLU=ON  PHENYLETHYLACETYLUREA/CN  
L5              QUE  ABB=ON  PLU=ON  (.ALPHA.-PHENYL-.ALPHA.-ETHYLACETYLU 
                REA/BI OR "(2-PHENYLBUTANOYL)UREA"/BI OR BENURIDE/BI OR D 
                L-PHENETURIDE/BI OR EPA/BI OR ETHYLPHENACEMIDE/BI OR LIRC 
                APYL/BI OR "M 551"/BI OR "N-(.ALPHA.-PHENYLBUTYRYL)UREA"/ 
                BI OR "N-(AMINOCARBONYL)-.ALPHA.-ETHYLBENZENEACETAMIDE"/B 
                I OR PBU/BI OR PHENETURIDE/BI OR PHENURIDE/BI OR PHENYLET 
                HYLACETYLUREA/BI OR "S 46"/BI OR "1-((ETHYL)PHENYLACETYL) 
                UREA"/BI OR 2-PHENYLBUTYRYLUREA/BI OR 6509-31-5/BI OR 90- 
                49-3/BI) 
L6          115 SEA FILE=HCAPLUS ABB=ON  PLU=ON  PEAU OR PHENYLETHYLACETYLU 
                REA OR (PHENYL OR PH)(W)(ETHYLACETYLUREA OR (ETHYL OR  



                ET)(W)(ACETYLUREA OR (AC OR ACETYL)(W)UREA) OR PHENYLETHYL( 
                W)(ACETYLUREA OR (AC OR ACETYL)(W)UREA)) OR PHENYLETHYLACET 
                YL UREA OR BENURIDE  
L7           80 SEA FILE=HCAPLUS ABB=ON  PLU=ON  (ETHYL OR ET)(W)(PHENACEMI 
                DE OR PHENYLACETYLUREA OR (PHENYL OR PH)(W)(ACETYLUREA OR  
                (ACETYL OR AC)(W)UREA)) OR ETHYLPHENYLACETYLUREA OR  
                PHENETURIDE  
L8           44 SEA FILE=HCAPLUS ABB=ON  PLU=ON  L3 AND (L6 OR L7 OR L4 OR  
                L5)  
L10           8 SEA FILE=HCAPLUS ABB=ON  PLU=ON  L8 AND (PH OR (H OR   
                HYDROGEN)(5W)(CONCENTRATION OR CONC##))  
 
 
 
L1            1 SEA FILE=REGISTRY ABB=ON  PLU=ON  "PHENOBARBITAL SODIUM"/CN 
L2              QUE  ABB=ON  PLU=ON  ("GARDENAL SODIUM"/BI OR LINASEN/BI  
                OR "LUMINAL SODIUM"/BI OR PHENEMALUM/BI OR "PHENOBAL SODI 
                UM"/BI OR PHENOBAL/BI OR "PHENOBARBITAL SODIUM"/BI OR "PH 
                ENOBARBITONE SODIUM"/BI OR "SODIUM ETHYLPHENYLBARBITURATE 
                "/BI OR "SODIUM LUMINAL"/BI OR "SODIUM PHENOBARBITAL"/BI  
                OR "SODIUM PHENOBARBITONE"/BI OR "SODIUM PHENYLETHYLBARBI 
                TURATE"/BI OR "SODIUM PHENYLETHYLMALONYLUREA"/BI OR "SODI 
                UM 5-ETHYL-5-PHENYLBARBITURATE"/BI OR "SOL PHENOBARBITAL" 
                /BI OR "SOL PHENOBARBITONE"/BI OR "SOLUBLE PHENOBARBITAL" 
                /BI OR "SOLUBLE PHENOBARBITONE"/BI OR 125-36-0/BI OR "5-E 
                THYL-5-PHENYLBARBITURIC ACID SODIUM"/BI OR 57-30-7/BI OR  
                8050-96-2/BI) 
L3        36479 SEA FILE=HCAPLUS ABB=ON  PLU=ON  L1 OR L2 OR PHENOBARBITAL( 
                1W)(?SODIUM? OR NA) OR GARDENAL OR HYSTEP## OR LUMINAL OR  
                PHENEMAL OR PHENOBARTITONE OR PHENYLBARBITAL OR PHENYLETHYL 
                BARBITURIC OR (PHENYL OR PH)(W)(BARBITAL OR ETHYLBARBITURIC 
                 OR (ETHYL OR ET)(W)BARBITURIC)  
L4            1 SEA FILE=REGISTRY ABB=ON  PLU=ON  PHENYLETHYLACETYLUREA/CN  
L5              QUE  ABB=ON  PLU=ON  (.ALPHA.-PHENYL-.ALPHA.-ETHYLACETYLU 
                REA/BI OR "(2-PHENYLBUTANOYL)UREA"/BI OR BENURIDE/BI OR D 
                L-PHENETURIDE/BI OR EPA/BI OR ETHYLPHENACEMIDE/BI OR LIRC 
                APYL/BI OR "M 551"/BI OR "N-(.ALPHA.-PHENYLBUTYRYL)UREA"/ 
                BI OR "N-(AMINOCARBONYL)-.ALPHA.-ETHYLBENZENEACETAMIDE"/B 
                I OR PBU/BI OR PHENETURIDE/BI OR PHENURIDE/BI OR PHENYLET 
                HYLACETYLUREA/BI OR "S 46"/BI OR "1-((ETHYL)PHENYLACETYL) 
                UREA"/BI OR 2-PHENYLBUTYRYLUREA/BI OR 6509-31-5/BI OR 90- 
                49-3/BI) 
L6          115 SEA FILE=HCAPLUS ABB=ON  PLU=ON  PEAU OR PHENYLETHYLACETYLU 
                REA OR (PHENYL OR PH)(W)(ETHYLACETYLUREA OR (ETHYL OR  
                ET)(W)(ACETYLUREA OR (AC OR ACETYL)(W)UREA) OR PHENYLETHYL( 
                W)(ACETYLUREA OR (AC OR ACETYL)(W)UREA)) OR PHENYLETHYLACET 
                YL UREA OR BENURIDE  
L7           80 SEA FILE=HCAPLUS ABB=ON  PLU=ON  (ETHYL OR ET)(W)(PHENACEMI 
                DE OR PHENYLACETYLUREA OR (PHENYL OR PH)(W)(ACETYLUREA OR  
                (ACETYL OR AC)(W)UREA)) OR ETHYLPHENYLACETYLUREA OR  
                PHENETURIDE  
L8           44 SEA FILE=HCAPLUS ABB=ON  PLU=ON  L3 AND (L6 OR L7 OR L4 OR  
                L5)  
L11          30 SEA FILE=HCAPLUS ABB=ON  PLU=ON  L8 AND (COMPOSITION OR  
                COMP## OR PREP? OR FORMULATION OR SOLUTION OR SOLN OR  
                MIXTURE)  
 
 
 
L1            1 SEA FILE=REGISTRY ABB=ON  PLU=ON  "PHENOBARBITAL SODIUM"/CN 
L2              QUE  ABB=ON  PLU=ON  ("GARDENAL SODIUM"/BI OR LINASEN/BI  
                OR "LUMINAL SODIUM"/BI OR PHENEMALUM/BI OR "PHENOBAL SODI 
                UM"/BI OR PHENOBAL/BI OR "PHENOBARBITAL SODIUM"/BI OR "PH 
                ENOBARBITONE SODIUM"/BI OR "SODIUM ETHYLPHENYLBARBITURATE 
                "/BI OR "SODIUM LUMINAL"/BI OR "SODIUM PHENOBARBITAL"/BI  
                OR "SODIUM PHENOBARBITONE"/BI OR "SODIUM PHENYLETHYLBARBI 
                TURATE"/BI OR "SODIUM PHENYLETHYLMALONYLUREA"/BI OR "SODI 
                UM 5-ETHYL-5-PHENYLBARBITURATE"/BI OR "SOL PHENOBARBITAL" 
                /BI OR "SOL PHENOBARBITONE"/BI OR "SOLUBLE PHENOBARBITAL" 
                /BI OR "SOLUBLE PHENOBARBITONE"/BI OR 125-36-0/BI OR "5-E 
                THYL-5-PHENYLBARBITURIC ACID SODIUM"/BI OR 57-30-7/BI OR  
                8050-96-2/BI) 
L3        36479 SEA FILE=HCAPLUS ABB=ON  PLU=ON  L1 OR L2 OR PHENOBARBITAL( 
                1W)(?SODIUM? OR NA) OR GARDENAL OR HYSTEP## OR LUMINAL OR  
                PHENEMAL OR PHENOBARTITONE OR PHENYLBARBITAL OR PHENYLETHYL 



                BARBITURIC OR (PHENYL OR PH)(W)(BARBITAL OR ETHYLBARBITURIC 
                 OR (ETHYL OR ET)(W)BARBITURIC)  
L4            1 SEA FILE=REGISTRY ABB=ON  PLU=ON  PHENYLETHYLACETYLUREA/CN  
L5              QUE  ABB=ON  PLU=ON  (.ALPHA.-PHENYL-.ALPHA.-ETHYLACETYLU 
                REA/BI OR "(2-PHENYLBUTANOYL)UREA"/BI OR BENURIDE/BI OR D 
                L-PHENETURIDE/BI OR EPA/BI OR ETHYLPHENACEMIDE/BI OR LIRC 
                APYL/BI OR "M 551"/BI OR "N-(.ALPHA.-PHENYLBUTYRYL)UREA"/ 
                BI OR "N-(AMINOCARBONYL)-.ALPHA.-ETHYLBENZENEACETAMIDE"/B 
                I OR PBU/BI OR PHENETURIDE/BI OR PHENURIDE/BI OR PHENYLET 
                HYLACETYLUREA/BI OR "S 46"/BI OR "1-((ETHYL)PHENYLACETYL) 
                UREA"/BI OR 2-PHENYLBUTYRYLUREA/BI OR 6509-31-5/BI OR 90- 
                49-3/BI) 
L6          115 SEA FILE=HCAPLUS ABB=ON  PLU=ON  PEAU OR PHENYLETHYLACETYLU 
                REA OR (PHENYL OR PH)(W)(ETHYLACETYLUREA OR (ETHYL OR  
                ET)(W)(ACETYLUREA OR (AC OR ACETYL)(W)UREA) OR PHENYLETHYL( 
                W)(ACETYLUREA OR (AC OR ACETYL)(W)UREA)) OR PHENYLETHYLACET 
                YL UREA OR BENURIDE  
L7           80 SEA FILE=HCAPLUS ABB=ON  PLU=ON  (ETHYL OR ET)(W)(PHENACEMI 
                DE OR PHENYLACETYLUREA OR (PHENYL OR PH)(W)(ACETYLUREA OR  
                (ACETYL OR AC)(W)UREA)) OR ETHYLPHENYLACETYLUREA OR  
                PHENETURIDE  
L8           44 SEA FILE=HCAPLUS ABB=ON  PLU=ON  L3 AND (L6 OR L7 OR L4 OR  
                L5)  
L12           1 SEA FILE=HCAPLUS ABB=ON  PLU=ON  L8 AND (LYOPHILIS? OR  
                LYOPHILIZ? OR FREEZ?)  
 
 
 
L13        2137 SEA FILE=HCAPLUS ABB=ON  PLU=ON  "PHENOBARBITAL SODIUM"+PFT 
                /CT  
L14         191 SEA FILE=HCAPLUS ABB=ON  PLU=ON  PHENETURIDE+PFT/CT  
L15          11 SEA FILE=HCAPLUS ABB=ON  PLU=ON  L13 AND L14  
 
 
 
 
L16          33 SEA ABB=ON  PLU=ON  (L9 OR L10 OR L11 OR L12) OR L15  
L17          31 SEA ABB=ON  PLU=ON  L16 AND (PY<2019 OR AY<2019 OR  
                PRY<2019)  
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GI 
  
 
 

 
 
  
AB   The present invention provides, inter alia, a compd. I [R1 = 
     (un)substituted alkyl-heterocycloalkyl or alkyl-heterobicycloalkyl; R2 
     = (un)substituted Ph, indolyl, pyridyl, etc.; with the proviso] or 
     an N-oxide, cryst. form, hydrate, or a pharmaceutically acceptable 
     salt thereof.  E.g., a multi-step synthesis of II, starting from 
     5-bromo-1H-pyrrolo[2,3-b]pyridine and 4-formylphenylboronic acid, was 
     described.  Exemplified compds. I were tested for their ability to 
     inhibit MAP4K4 (data given).  Also provided are compns. contg. a 
     pharmaceutically acceptable carrier and one or more compds. I. 
     Further provided are methods for treating or ameliorating the effects 
     of a disorder in a subject, methods of suppressing the toxicity of 
     endoplasmic reticulum (ER) stress in a subject, methods of treating or 
     ameliorating the effects of a disease involving axon degeneration in a 
     subject, and methods for treating or ameliorating the effects of a 
     neurodegenerative disease. 
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AB   The disclosure provides compds. of formula I, wherein R1 is H, 
     (un)substituted alkyl, (un)substituted aryl, etc.; R2 is 
     (un)substituted oxazolyl, (un)substituted oxadiazolyl, (un)substituted 
     amido, etc.; R3 is (un)substituted C3-12 carbocyclyl, (un)substituted 
     polyynyl; X is H, (un)substituted alkyl, halo; Y is CH and N; with the 
     proviso that when R1 and X are both H, Y is CH and R3 is cyclohexyl, 
     R2 cannot be COOEt; and N-oxides, cryst. forms, hydrates, or 
     pharmaceutically acceptable salts thereof, are claimed.  Also provided 
     are compns. contg. a pharmaceutically acceptable carrier and one or 
     more compds. according to the present disclosure.  Further provided 
     are methods for treating or ameliorating the effects of an excitotoxic 
     disorder in a subject, methods of modulating ferroptosis in a subject, 
     methods of reducing reactive oxygen species (ROS) in a cell, methods 
     for treating or ameliorating the effects of a neurodegenerative 
     disease, methods for alleviating side effects in a subject undergoing 
     radiotherapy and/or immunotherapy, and methods for treating or 
     ameliorating the effects of an infection assocd. with ferroptosis in a 
     subject.  Example compd. II was prepd. by a general procedure 
     (procedure given).  Biol. activities of ferrostatin-1 analogs were 
     evaluated (some data given). 
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AB   The invention relates to compds. of formula I, wherein dashed line 
     is an optional double bond; X, Y, and Z are independenly C, N, S and 
     O; R1-R4 are independently H, D, O, halo, etc.; R5-R8 and R10 are 
     independently O, CO, S, SO, etc.; R9 are R11 are independently H, O, 
     S, SO, SO2, etc.; and N-oxides, cryst. forms, hydrates thereof, and 
     pharmaceutically acceptable salt thereof.  The present invention also 
     provides a method for treating or ameliorating the effects of a 
     condition assocd. with increased protein disulfide isomerase (PDI) 
     activity and a method of modulating PDI activity in a cell.  The 
     present invention also provides compds., salts, compns. and kits 
     useful for the provided methods.  Example compd. II was prepd. by 
     cyclization of 2-mercaptonicotinic acid with 
     (R)-1-phenylethan-1-amine. 
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AB   In a previous work, we detected that postnatal exposure to a 
     glyphosate-based herbicide (GBH) alters uterine development in 
     prepubertal rats causing endometrial hyperplasia and increasing cell 
     proliferation.  Our goal was to det. whether exposure to low dose of a 
     GBH during postnatal development might enhance the sensitivity of the 
     uterus to an estrogenic treatment.  Female Wistar pups were s.c. 
     injected with saline soln. (control) or GBH using the ref. dose (2 
     mg/kg/day, EPA) on postnatal days (PND) 1, 3, 5 and 7.  At weaning 
     (PND21), female rats were bilaterally ovariectomized and treated with 
     silastic capsules contg. 17 -estradiol (E2, 1 mg/mL) until they 
     were 2 mo of age.  On PND60, uterine samples were removed and 
     processed for histol., immunohistochem. and mRNA extn. to evaluate: 
     (i) uterine morphol., (ii) uterine cell proliferation by the detection 
     of Ki67, (iii) the expression of the estrogen receptors alpha (ESR1) 
     and beta (ESR2) and (iv) the expression of WNT7A and CTNNB1. 
     GBH-exposed animals showed increased luminal epithelial height and 
     stromal nuclei d.  The luminal and glandular epithelium were 
     markedly hyperplastic in 43% of GBH-exposed animals.  GBH exposure 
     caused an increase in E2-induced cell proliferation in assocn. with an 
     induction of both ESR1 and ESR2.  GBH treatment decreased membranous 
     and cytoplasmic expression of CTNNB1 in luminal and glandular 
     epithelial cells and increased WNT7A expression in the luminal 
     epithelium.  These results suggest that early postnatal exposure to a 
     GBH enhances the sensitivity of the rat uterus to estradiol and 
     induces histomorphol. and mol. changes assocd. with uterine 
     hyperplasia. 
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AB   The present invention provides a method for treating or ameliorating 
     the effects of a neurodegenerative disorder in a subject in need 
     thereof.  The method includes, for example, administering to the 
     subject an effective amt. of a compd  . such as I, combinations 
     thereof, or an N-oxide, cryst. form, hydrate thereof, or a 
     pharmaceutically acceptable salt thereof.  The present invention also 
     provides a method for treating or ameliorating the effects of a 
     condition assocd. with increased protein disulfide isomerase (PDI) 
     activity and a method of modulating PDI activity in a cell.  The 
     present invention also provides compds  ., salts, compns  . and kits 
     useful for the provided methods. 
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AB   Stable phenobarbital   sodium   solns  . for injection that do not 
     generate impurities during extended storage.  These solns  . include 
     phenobarbital   sodium   in an amt. of 15 to 200 mg/mL; a C1-C4 alc. 
     such as ethanol in an amt. of 105 to 160 mg/mL; and a glycol such as 
     propylene glycol in an amt. of between 620 and 830 mg/mL and have a 
     pH   of between 9 and 12 which is adjusted to that range by adding 
     acid or base, as required.  No more than 50 mg/mL water is present 
     including any water introduced by the acid or base.  The solns  . 
     contain no more than 0.8% of Ph   Et   acetyl   urea   impurity as 
     well as no detectable amt. of Ph   butyric acid after two years 
     storage at room temp. 
IT   90-49-3, Phenyl ethyl acetyl 
     urea 
     RL: OCU (Occurrence, unclassified); OCCU (Occurrence) 
        (stable formulation of phenobarbital 
        sodium injection) 
IT   57-30-7, Phenobarbital sodium 
     RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
        (stable formulation of phenobarbital 
        sodium injection) 
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                         is inhibited by fatty acids in intestinal brush 
                         border membrane vesicles of rainbow trout 
                         (Oncorhynchus mykiss) 
AUTHOR(S):               de Gelder, Stefan; van Och, Liselot; Zethof, Jan; 
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AB   Partial replacement of fish ingredients with vegetable ingredients has 
     elevated levels of polycyclic arom. hydrocarbons (PAHs) in Atlantic 
     salmon reared on these feeds.  PAH uptake in the intestinal tract is 
     postulated to occur in assocn. with lipid absorption and could well be 
     affected by fatty acid compn.  We therefore investigated the effects 
     of a fish oil and vegetable oil fatty acid, eicosapentaenoic acid 
     (EPA; 20:5n - 3) and oleic acid (18:1n - 9) resp., on the uptake of 
     benzo[a]pyrene (BaP) and phenanthrene (PHE) across the intestinal 
     brush border membrane in the salmonid species rainbow trout 
     (Oncorhynchus mykiss).  BaP and PHE were solubilized in mixed micelles 
     composed of either EPA or oleic acid and administrated to isolated 
     brush border membrane vesicles (BBMV) derived from the pyloric caeca, 
     proximal intestine and distal intestine.  In the absence of free fatty 
     acids (FFA) trans-membrane uptake of BaP and PHE was 2-7 times lower 



     than the fraction assocd. to or in the membrane.  In the presence of 
     FFA, trans-membrane BaP uptake had decreased by 80 and 40% at the 
     highest EPA and oleic acid concn., resp., whereas PHE uptake was 
     virtually unaffected.  In the presence of BaP, but not PHE, 
     trans-membrane EPA uptake in BBMV had decreased.  This study 
     obtained evidence for PAH-dependent interactions with FFA uptake.  We 
     conclude that intestinal BaP uptake is reduced by luminal FFA 
     contents whereas PHE uptake is not.  A large fraction of the 
     administrated BaP and PHE remains assocd. with the cellular membrane 
     of enterocytes and may interfere with uptake of nutrients. 
OS.CITING REF COUNT:     2     THERE ARE 2 CAPLUS RECORDS THAT CITE THIS 
                               RECORD (2 CITINGS) 
REFERENCE COUNT:         60    THERE ARE 60 CITED REFERENCES AVAILABLE FOR 
                               THIS RECORD. ALL CITATIONS AVAILABLE IN THE 
                               RE FORMAT 
    
L17  ANSWER 8 OF 31  HCAPLUS  COPYRIGHT 2021 ACS on STN  
ED   Entered STN:  28 Jul 2016 
ACCESSION NUMBER:        2016:1239499  HCAPLUS Full-text 
DOCUMENT NUMBER:         165:232948 
TITLE:                   Small molecule oxidizers of PDI and their use 
INVENTOR(S):             Stockwell, Brent R.; Kaplan, Anna 
PATENT ASSIGNEE(S):      The Trustees of Columbia University in the City of 
                         New York, USA 
SOURCE:                  PCT Int. Appl., 221pp. 
                         CODEN: PIXXD2 
DOCUMENT TYPE:           Patent 
LANGUAGE:                English 
FAMILY ACC. NUM. COUNT:  2 
PATENT INFORMATION: 
     PATENT NO.          KIND  DATE        APPLICATION NO.         DATE 
     ---------------     ----  --------    ---------------------   -------- 
     WO 2016118639        A1   20160728    WO 2016-US14149         20160120 

 
     US 20180092908       A1   20180405    US 2017-15655712        20170720 

 
PRIORITY APPLN. INFO.:                     US 2015-62105656     P  20150120 

 
                                           WO 2016-US14149      A2 20160120 

 
PATENT STATUS PATENT INFORMATION: 
     PATENT NO.          KIND  STATUS          STATUS DATE  
     ---------------     ----  -------------   -----------  
     WO 2016118639        A1   Dead            20201201 
     US 20180092908       A1   Alive           20210401 
ASSIGNMENT HISTORY FOR US PATENT AVAILABLE IN LSUS DISPLAY FORMAT 
OTHER SOURCE(S):         CASREACT 165:232948; MARPAT 165:232948; 
                         CASFORMULTNS 2016:1239499 
AB   The present invention provides a method for treating or ameliorating 
     the effects of a neurodegenerative disorder in a subject in need 
     thereof comprising administering to the subject an effective amt. of a 
     compd  . selected from the group consisting of combinations thereof, 
     or an N-oxide, cryst. form, hydrate, or pharmaceutically acceptable 
     salt thereof.  The present invention also provides a method for 
     treating or ameliorating the effects of a condition assocd. with 
     increased protein disulfide isomerase (PDI) activity and a method of 
     modulating PDI activity in a cell.  The present invention also 
     provides compds  ., salts, compns  . and kits useful for the provided 
     methods. 
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AB   The invention relates to prepn. of adamantylaminobenzoate derivs. of 



     formula I wherein R1 and R2 are independently selected from H, D, O, 
     halo, etc.; R3 is H, C1-6-alkyl-aryl, C1-6-alkyl-heteroaryl, etc., a 
     pharmaceutically acceptable carrier.  The example compd. II was 
     prepd. in multistep synthesis (procedure disclosed) was tested in 
     multiple bioassays and showed potent activity in modulating 
     ferroptosis and potential for treatment of excitotoxic disorders (data 
     shown).  Further provided are methods for treating or ameliorating the 
     effects of an excitotoxic disorder in a subject, methods of modulating 
     ferroptosis in a subject, methods of reducing reactive oxygen species 
     (ROS) in a cell, and methods for treating or ameliorating the effects 
     of a neurodegenerative disease. 
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AB   Understanding potential health risks is a significant challenge due to 
     the large nos. of diverse chems. with poorly characterized exposures 
     and mechanisms of toxicities.  The present study analyzes 976 chems. 
     (including failed pharmaceuticals, alternative plasticizers, food 
     additives, and pesticides) in Phases I and II of the U.S. EPA's 
     ToxCast project across 331 cell-free enzymic and ligand-binding 
     high-throughput screening (HTS) assays.  Half-maximal activity concns. 
     (AC50) were identified for 729 chems. in 256 assays (7135 chem.-assay 
     pairs).  Some of the most commonly affected assays were CYPs (CYP2C9 
     and CYP2C19), transporters (mitochondrial TSPO, norepinephrine, and 
     dopaminergic), and GPCRs (aminergic).  Heavy metals, surfactants, and 
     dithiocarbamate fungicides showed promiscuous but distinctly different 
     patterns of activity, whereas many of the pharmaceutical compds. 
     showed promiscuous activity across GPCRs.  Literature anal. confirmed 
     >50% of the activities for the most potent chem.-assay pairs (54) but 
     also revealed 10 missed interactions.  Twenty-two chems. with known 
     estrogenic activity were correctly identified for the majority (77%), 
     missing only the weaker interactions.  In many cases, novel findings 
     for previously unreported chem.-target combinations clustered with 
     known chem.-target interactions.  Results from this large inventory of 
     chem.-biol. interactions can inform read-across methods as well as 
     link potential targets to mol. initiating events in adverse outcome 
     pathways for diverse toxicities. 
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     RL: ADV (Adverse effect, including toxicity); PRP (Properties); BIOL 
     (Biological study) 
        (Profiling 976 ToxCast Chems. across 331 Enzymic and Receptor 
        Signaling Assays) 
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AB   The anti-arrhythmic effects of long-chain polyunsatd. fatty acids 
     (PUFAs) may be related to their ability to alter calcium handling in 
     cardiac myocytes.  We investigated the effect of eicosapentanoic acid 
     (EPA) and docosahexaenoic acid (DHA) on calcium sparks in rat 
     cardiac myocytes and the effects of these PUFAs and the monounsatd. 
     oleic acid on cardiac calcium release channels (RyRs).  Visualization 
     of subcellular calcium concns. in single rat ventricular myocytes 
     showed that intensity of calcium sparks was reduced in the presence of 
     EPA and DHA (15 M).  It was also found that calcium sparks 
     decayed more quickly in the presence of EPA but not DHA. 
     Sarcoplasmic vesicles contg. RyRs were prepd. from sheep hearts and 
     RyR activity was detd. by either [3H]ryanodine binding or by 
     single-channel recording.  Bilayers were formed from 
     phosphatidylethanolamine and phosphatidylcholine dissolved in either 
     n-decane or n-tetradecane.  EPA inhibited [3H]ryanodine binding to 
     RyRs in SR vesicles with KI = 40 M.  Poly- and mono-unsatd. free 
     fatty acids inhibited RyR activity in lipid bilayers.  EPA 
     (cytosolic or luminal) inhibited RyRs with KI =32 M and Hill 
     coeff., n1 = 3.8.  Inhibition was independent of the n-alkane solvent 
     and whether RyRs were activated by ATP or Ca2+.  DHA and oleic acid 
     also inhibited RyRs, suggesting that free fatty acids generally 
     inhibit RyRs at micromolar concns. 
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AB   Lipid profiles of porcine retina, and retinal and choroidal vessels 
     were analyzed using the gas chromatog./mass spectrometry (GC/MS) 
     technique.  The retina and both isolated retinal and choroidal vessels 
     contained satd. fatty acid stearic acid and polyunsatd. fatty acids, 
     including arachidonic (C20:4, AA), a precursor for vasoactive 
     prostaglandin (PG-2) series, and W-6 docosahexaenoic acids (C22:6, 
     DHA).  However, eicosapentaenoic acid (C20:5, EPA), a precursor for 
     PG-3 series, was not detected in these vessels.  When stearic acid was 
     used for normalization of tissue sample, the retina contained 
     relatively higher amts. of DHA than AA, retinal vessels had equal 
     amts. of AA and DHA, while choroidal vessels contained higher amts. of 
     AA than DHA.  We also examd. the endogenous synthesis of vasoactive 
     endothelial-derived factors like PGs and nitric oxide (NO).  Since 
     vasoactive angiotensin II (Ang II) releases these products from blood 
     vessels, this polypeptide was used in a porcine retinal circulation 
     model.  The porcine retinal central artery was perfused with 
     oxygenated/heparinized physiol. salt soln. at 37°C.  Changes 



     in A1 and A2 arteriolar diams. induced by Ang II were detd. in the 
     absence and presence of the nitric oxide synthase inhibitor, 1-NO 
     Arginine (LNOA), and cyclooxygenase inhibitor, flurbiprofen (FB).  The 
     central retinal artery designated as the first order arteriole A1 and 
     subsequent branch was defined as A2.  Luminal diams. of A1 and A2 
     arterioles were 35 ± 2 m and 10 ± 1 m, resp.  Topical 
     Ang II (10-10 M-10-6 M) caused small vasoconstrictions in a 
     dose-dependent manner.  This response was enhanced after inhibition of 
     PG synthesis by (10-6 M) FB.  Ang II induced-constrictions were 
     further enhanced in the presence of NO synthase inhibitor, LNOA (10-7 
     M).  There was slightly more increase in Ang II-induced 
     vasoconstrictions in the presence of both NO and PG inhibitors, 
     suggesting that NO may cause release of PGs from these vessels.  This 
     study demonstrates that the porcine retinal arterioles have the 
     ability to regulate vasoconstriction responses induced by Ang II by 
     synthesis and release of endogenous vasodilating PGs and NO (esp. NO); 
     and these substances may play a vital role in porcine retinal 
     circulation. 
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ED   Entered STN:  27 Dec 1991 
ACCESSION NUMBER:        1991:678740  HCAPLUS Full-text 
DOCUMENT NUMBER:         115:278740 
ORIGINAL REFERENCE NO.:  115:47349a,47352a 
TITLE:                   Effect of fish oil supplementation on the 
                         prevention of angiographic restenosis after 
                         percutaneous transluminal coronary angioplasty 
AUTHOR(S):               Yamaguchi, Tetsu; Isshiki, Takaaki; Soumitsu, 
                         Yasunari; Ikari, Yuji; Nakamura, Masato; Saeki, 
                         Fumihiko 
CORPORATE SOURCE:        Div. Cardiol., Mitsui Mem. Hosp., Tokyo, 101, 
                         Japan 
SOURCE:                  Domyaku Koka (1991), 19(6/7), 635-41 
                         CODEN: DOMKDM; ISSN: 0386-2682 
DIGITAL OBJECT ID:       10.5551/jat1973.19.6-7_635 
DOCUMENT TYPE:           Journal 
LANGUAGE:                Japanese 
AB   To assess the effect of fish oil supplementation on the incidence of 
     angiog. restenosis after successful percutaneous transluminal coronary 
     angioplasty (PTCA), 36 male patients with stable angina received 5.4 
     g/day of fish oil (1.6 g eicosapentaenoic acid: EPA, 0.6 g 
     docosahexaenoic acid: DHA), beginning 7 days before PTCA, in addn. to 
     the treatment with antiplatelet drugs, nitrates, and Ca antagonists. 
     All 34 successful patients were tolerant of the study medication.  Of 
     these, 2 patients with poor compliance and 2 asymptomatic patients 
     without a follow-up (F/U) angiog. were excluded from the anal.  Thirty 
     patients (mean age 58 ± 8 yr, 41 lesions: fish oil group) were 
     compared with 43 male patients (mean age 58 ± 8 yr, 66 lesions: 
     control group) treated by conventional medical therapy.  Despite of a 
     greater percentage of left anterior descending artery lesions in the 
     fish oil group, there was no difference in the baseline 
     characteristics between the 2 groups.  No significant changes in serum 
     lipids after fish oil supplementation were obsd. in the fish oil 
     group.  The compn. of plasma fatty acids was measured in 15 patients 
     of the fish oil group at baseline, 1 wk after (at PTCA), and at F/U 
     angiog. (an av. of 3.8 mo after PTCA).  EPA was increased after 1 wk 
     and at F/U angiog., resp.  DHA was also increased significantly. 
     Arachidonic acid (AA) remained unchanged, and the EPA/AA ratio 
     increased.  Angiog. restenosis was defined as a loss of >50% of the 
     gain at PTCA in luminal diam.  Restenosis occurred in 20% of 
     patients in the fish oil group and in 37% of patients in the control 
     group.  Restenosis occurred in 15% of lesions in the fish oil group, 
     which was significantly lower than in the control group.  Multiple 
     logistic regression anal. using both fish oil and control groups also 
     demonstrated that no use of the fish oil was the highest independent 
     risk factor for restenosis.  Thus, a dietary supplement of fish oil, 
     administered from 1 wk before PTCA, reduces the rate of restenosis 
     after successful PTCA in male patients and that EPA plays a major 
     role in the prevention of restenosis. 
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ED   Entered STN:  15 Nov 1991 
ACCESSION NUMBER:        1991:606806  HCAPLUS Full-text 
DOCUMENT NUMBER:         115:206806 
ORIGINAL REFERENCE NO.:  115:35281a,35284a 
TITLE:                   Effects of n-3 fatty acids on fluid and 
                         electrolyte transport in rat intestine in vivo and 
                         in vitro 
AUTHOR(S):               Loeschke, K.; Schreiner, J.; Oberst, G. 
CORPORATE SOURCE:        Med. Klin. Innenstadt, Univ. Munich, Munich, 
                         W-8000/2, Germany 
SOURCE:                  Zeitschrift fuer Gastroenterologie (1991), 
                         29(5), 227-30 
                         CODEN: ZGASAX; ISSN: 0044-2771 
DOCUMENT TYPE:           Journal 
LANGUAGE:                English 
AB   The effects of docosahexaenoic acid (DHA) and eicosapentaenoic acid 
     (EPA) on fluid and electrolyte transport were tested in the rat 
     colon and jejunum.  In ligated colon loops in vivo, DHA (10-5-10-3M 
     luminally) diminished net Na an fluid absorption, an stimulated net K 
     secretion.  Similar but smaller effects were produced by EPA.  In 
     the jejunum, transport parameters were not influenced by either DHA or 
     EPA.  In isolated distal colonic mucosa in vitro, DHA (10-4-10-3M on 
     the mucosal side) reduced the elec. resistance, p.d., short-circuit 
     current, and the net absorption of Na and Cl due to increased 
     unidirectional serosal to mucosal fluxes.  These changes were 
     prevented when Ca was replaced by Sr in the bathing soln., 
     suggesting that n-3 fatty acids increase colonic conductance 
     indirectly by binding luminal Ca. 
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ED   Entered STN:  12 May 1984 
ACCESSION NUMBER:        1983:581352  HCAPLUS Full-text 
DOCUMENT NUMBER:         99:181352 
ORIGINAL REFERENCE NO.:  99:27759a,27762a 
TITLE:                   Degradation product of sodium phenobarbital 
                         injection 
AUTHOR(S):               Wen, Yulin; Wang, Zhili; Liu, Renkuan; Pang, Hui 
CORPORATE SOURCE:        Renmin Pharm. Fact., Tianjin, Peop. Rep. China 
SOURCE:                  Yaoxue Xuebao (1983), 18(5), 392-3 
                         CODEN: YHHPAL; ISSN: 0513-4870 
DOCUMENT TYPE:           Journal 
LANGUAGE:                Chinese 
AB   dl-Pheneturide (I)  [90-49-3], having anticonvulsant properties, was 
     the major degrdn. product of Na phenobarbital (II)  [57-30-7] 
     injections stored at room temp. or heated at 100°. 
IT   57-30-7 
     RL: PRP (Properties) 
        (degrdn. of, in injections, pheneturide from) 
IT   90-49-3 
     RL: BIOL (Biological study) 
        (sodium phenobarbital degrdn. product, in injections) 
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ED   Entered STN:  12 May 1984 
ACCESSION NUMBER:        1981:503397  HCAPLUS Full-text 
DOCUMENT NUMBER:         95:103397 
ORIGINAL REFERENCE NO.:  95:17275a,17278a 
TITLE:                   Rapid determination by HPLC of both sodium 
                         phenobarbital and a degradation product in a syrup 
AUTHOR(S):               Bennati, E.; Piergiovanni, L. 
CORPORATE SOURCE:        Milan, Italy 
SOURCE:                  Bollettino Chimico Farmaceutico (1981), 120(3), 
                         172-8 
                         CODEN: BCFAAI; ISSN: 0006-6648 
DOCUMENT TYPE:           Journal 
LANGUAGE:                Italian 
GI 
  

 
 



  
AB   Na phenobarbital (I)  [57-30-7] and its principal degrdn. product, 
     phenylethylacetylurea  [90-49-3], were detd. directly in 
     pharmaceutical syrups (merely after 1:1 diln. with H2O) by 
     high-pressure liq. chromatog. (HPLC) of 1-4 L of the dild. syrups 
     on Partisil 10 ODS; the mobile phase was 0.01 m KH2PO4 contg. 35% MeOH 
     and brought to pH 3.5 with 5% H3PO4.  Phenacetin was used as 
     internal std., and detection was by UV light at 205 nm.  The retention 
     times of I, phenacetin, and degrdn. product were 2.6, 3.8, and 10.4 
     min, resp.  The threshold of detection of phenylethylacetylurea was 
     ~1% of the I present.  The detection response was linear over 
     the range 1-12 g I. 
IT   90-49-3 
     RL: ANT (Analyte); ANST (Analytical study) 
        (detn. of, in phenobarbital syrup, by high-pressure liq. 
        chromatog.) 
IT   57-30-7 
     RL: ANT (Analyte); ANST (Analytical study) 
        (detn. of, in syrups, by high-pressure liq. chromatog.) 
    
L17  ANSWER 17 OF 31  HCAPLUS  COPYRIGHT 2021 ACS on STN  
ED   Entered STN:  12 May 1984 
ACCESSION NUMBER:        1980:635787  HCAPLUS Full-text 
DOCUMENT NUMBER:         93:235787 
ORIGINAL REFERENCE NO.:  93:37723a,37726a 
TITLE:                   Biochemical homology between rat dorsal prostate 
                         and coagulating gland.  Purification of a major 
                         androgen-induced protein 
AUTHOR(S):               Wilson, Elizabeth M.; French, Frank S. 
CORPORATE SOURCE:        Dep. Pediatrics Biochem., Univ. North Carolina, 
                         Chapel Hill, NC, 27514, USA 
SOURCE:                  Journal of Biological Chemistry (1980), 255(22), 
                         10946-53 
                         CODEN: JBCHA3; ISSN: 0021-9258 
DOCUMENT TYPE:           Journal 
LANGUAGE:                English 
AB   The rat dorsal prostate and coagulating gland display remarkable 
     homol. in protein compn., including 2 major androgen-dependent 
     secretory proteins, referred to as dorsal proteins (DP) I and II.  DPI 
     was purified and is a dimer composed of 2 identical subunits with 
     sedimentation coeff. 4.6 S, Stokes radius 32 Å, and mol. wt. 
     71,000 (62,000 by SDS-polyacrylamide gel electrophoresis).  The dimer 
     (6.8 S, 46 Å, mol. wt. 150,000) dissocs. at high ionic 
     strength and can be partially reconstituted by removal of salt.  DP I 
     is a basic carbohydrate-contg. protein (pI 9) with high lysine content 
     and binds to phosphocellulose but not to DEAE-Sepharose.  DP I is 
     produced only in dorsal prostate and coagulating gland; it constitutes 
     ~25% of total cytosol protein in both organs, yet makes up only 
     5% of coagulating gland luminal fluid and ejaculated seminal fluid. 
     It is not found in the rat dorsal prostate tumor (Dunning R3327H).  DP 
     II is a larger protein (mol. wt. 80,000 by SDS gel electrophoresis) 
     with higher carbohydrate content.  Under nondenaturing conditions, it 
     has a Stokes radius of >200 Å, corresponding to mol. wt. of 
     >300,000.  DP II represents a smaller proportion of total cytosol 
     protein than does DP I, yet is the predominant protein of coagulating 
     gland fluid.  These proteins will be useful probes for studies on 
     androgen regulation of specific gene expression and prostatic 
     secretory mechanisms. 
OS.CITING REF COUNT:     21    THERE ARE 21 CAPLUS RECORDS THAT CITE THIS 
                               RECORD (21 CITINGS) 
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ED   Entered STN:  12 May 1984 
ACCESSION NUMBER:        1979:174587  HCAPLUS Full-text 
DOCUMENT NUMBER:         90:174587 
ORIGINAL REFERENCE NO.:  90:27619a,27622a 
TITLE:                   Stability of phenobarbital sodium in solutions 
AUTHOR(S):               Guven, Kasim Cemal; Akbuga, Julide 
CORPORATE SOURCE:        Eczacilik Fak., Istanbul Univ., Istanbul, Turk. 
SOURCE:                  Eczacilik Bulteni (1977), 19(4), 59-64 
                         CODEN: ECBUAN; ISSN: 0367-0236 
DOCUMENT TYPE:           Journal 
LANGUAGE:                English 
GI 
  



 
 
  
AB   Chloral hydrate  [302-17-0] and low temp. storage increased the 
     degrdn. of phenobarbital Na (I)  [57-30-7]. 
     Phenylethylacetylurea  [90-49-3] and PhCHEtCO2H  [90-27-7] were 
     identified as degrdn. products of I. 
IT   90-49-3 
     RL: BIOL (Biological study) 
        (phenobarbital sodium degrdn. product) 
IT   57-30-7 
     RL: PRP (Properties) 
        (stability of, in soln.) 
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ED   Entered STN:  12 May 1984 
ACCESSION NUMBER:        1977:150368  HCAPLUS Full-text 
DOCUMENT NUMBER:         86:150368 
ORIGINAL REFERENCE NO.:  86:23543a,23546a 
TITLE:                   Binding of anticonvulsant drugs to cytochrome 
                         P-450:  correlation with evidence of induction of 
                         hepatic microsomal enzymes 
AUTHOR(S):               Latham, A. N.; Sweeney, G. D. 
CORPORATE SOURCE:        Med. Cent., McMaster Univ., Hamilton, ON, Can. 
SOURCE:                  Canadian Journal of Physiology and Pharmacology 
                         (1976), 54(6), 844-9 
                         CODEN: CJPPA3; ISSN: 0008-4212 
DIGITAL OBJECT ID:       10.1139/y76-118 
DOCUMENT TYPE:           Journal 
LANGUAGE:                English 
AB   Mephenytoin [50-12-4], diphenylhydantoin [630-93-3], pheneturide 
     [90-49-3], and phenobarbital Na [57-30-7] produced a 
     concn.-dependent inhibition in the binding of hexobarbital to 
     cytochrome P-450 [9035-51-2] at the type 1 site, while sulthiame 
     [61-56-3] slightly potentiated, and ethosuximide [77-67-8] did not 
     affect the binding characteristics of hexobarbital. 
     Diphenylhydantoin, phenobarbital, and pheneturide have previously 
     been shown to enhance the urinary excretion of D-glucaric acid (DGA), 
     while sulthiame inhibited the potentiation of DGA excretion caused by 
     these drugs, and ethosuximide produced no change.  The results suggest 
     a close relationship between the ability of these drugs to induce 
     hepatic microsomal drug-metabolizing enzyme systems (as indicated by 
     enhancement of DGA excretion) and binding behavior at the type 1 site. 
IT   57-30-7   90-49-3 
     RL: BIOL (Biological study) 
        (cytochrome P-450 binding of, drug-metabolizing enzyme induction in 
        relation to) 
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ACCESSION NUMBER:        1976:456631  HCAPLUS Full-text 
DOCUMENT NUMBER:         85:56631 
ORIGINAL REFERENCE NO.:  85:9083a,9086a 
TITLE:                   Effects of anticonvulsant drugs on bone resorption 
                         induced by parathyroid extract in vitro 
AUTHOR(S):               Rowe, David J. F.; Harris, Malcolm 
CORPORATE SOURCE:        King's Coll. Hosp. Dent. Sch., London, UK 
SOURCE:                  Study Group of the Institute for Research into 
                         Mental and Multiple Handicap (1976), 
                         9(Anticonvulsant Drugs Enzyme Induction), 113-21 
                         CODEN: SGIHDY; ISSN: 0165-0955 
DOCUMENT TYPE:           Journal 
LANGUAGE:                English 
AB   There was dose-related inhibition of the parathyroid hormone 
     [9002-64-6] stimulated resorption of mouse calvaria in tissue culture 
     when micromolar concns. of phenytoin Na [630-93-3], pheneturide 
     [90-49-3] and diazepam [439-14-5] were added to the culture medium. 
     Diazepam, and to a lesser extent phenytoin, also inhibited 
     unstimulated bone turnnover.  Phenobarbitone Na [57-30-7] and 
     carbamazepine [298-46-4] in similar concns. did not appear to be 
     inhibitory.  These results and the in vivo findings of hypocalcemia 



     and tooth root abnormalities in many epileptics suggest that 
     anticonvulsant drugs may interfere with the action of parathyroid 
     hormone on bone and cause the appearance of hypoparathyroid-like 
     symptoms in some epileptic subjects. 
IT   57-30-7   90-49-3 
     RL: BIOL (Biological study) 
        (bone resorption induced by parathyroid hormone response to) 
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ACCESSION NUMBER:        1973:418660  HCAPLUS Full-text 
DOCUMENT NUMBER:         79:18660 
ORIGINAL REFERENCE NO.:  79:2999a,3002a 
TITLE:                   Ureide ring scission of phenobarbital by 
                         sodium borohydride 
AUTHOR(S):               Chafetz, Lester; Chen, Tsun-Ming; Greenough, R. 
                         Clive 
CORPORATE SOURCE:        Dep. Anal. Phys. Chem., Warner-Lambert Res. Inst., 
                         Morris Plains, NJ, USA 
SOURCE:                  Journal of Pharmaceutical Sciences (1973), 
                         62(3), 512 
                         CODEN: JPMSAE; ISSN: 0022-3549 
DIGITAL OBJECT ID:       10.1002/jps.2600620341 
DOCUMENT TYPE:           Journal 
LANGUAGE:                English 
GI   For diagram(s), see printed CA through Vol 151. 
AB   During reaction of phenobarbital (I) in aq. alkali, MeOH, or 
     MeOH-ether mixts. with excess NaBH4, the ureide ring is cleaved with 
     formation of 2-phenyl-1-butanol.  This was found by thin layer 
     chromatog. methods and by NMR.  The mechanism of reaction route was 
     not investigated, but it is assumed that at first the ring of I is 
     hydrolyzed, despite the fact that the first product of hydrolysis of 
     I, phenylethylacetylurea was not found on the thin layer 
     chromatograms.  It was also obsd. that I was stable in mixts. in 
     which the borohydride had been allowed to decomp. to borate. 
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ACCESSION NUMBER:        1972:556320  HCAPLUS Full-text 
DOCUMENT NUMBER:         77:156320 
ORIGINAL REFERENCE NO.:  77:25661a,25664a 
TITLE:                   Alkaline hydrolysis of phenobarbital 
AUTHOR(S):               Plessas, Ch. T. 
CORPORATE SOURCE:        Lab. Metab. Med., Univ. Geneve, Geneva, Switz. 
SOURCE:                  Chimika Chronika (1972), 1(2), 109-14 
                         CODEN: CMCRCZ; ISSN: 0366-693X 
DOCUMENT TYPE:           Journal 
LANGUAGE:                French 
AB   Complete hydrolysis of a 6% soln. of phenobarbital-2-14C Na by 
     heating  for 24 hr at 80° yielded NaHCO3, urea, and 
     1-[(ethyl)phenylacetyl]urea (I).  The same treatment of 
     phenobarbital-5-14C yielded bicarbonate, I, and ethyl(phenyl)acetic 
     acid (II).  Simple dissolution of phenobarbital-5-14C in 0.45N NaOH 
     yielded bicarbonate, phenobarbital, II and I.  The rate of hydrolysis 
     was 4% within 3 min, and 5.5% within the first hour. 
IT   57-30-7 
     RL: RCT (Reactant); RACT (Reactant or reagent) 
        (hydrolysis of) 
IT   90-49-3 
     RL: BIOL (Biological study) 
        (phenobarbital hydrolysis product) 
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                               RECORD (1 CITINGS) 
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ACCESSION NUMBER:        1959:102036  HCAPLUS Full-text 
DOCUMENT NUMBER:         53:102036 
ORIGINAL REFERENCE NO.:  53:18390b-c 
TITLE:                   Separation of decomposed products of 
                         phenobarbital sodium by paper chromatographic 
                         technique 
AUTHOR(S):               Kapadia, A. J.; Goyan, J. E.; Autian, J. 
CORPORATE SOURCE:        Univ. of Michigan, Ann Arbor 
SOURCE:                  Journal of the American Pharmaceutical Association 



                         (1912-1977) (1959), 48, 407-9 
                         CODEN: JPHAA3; ISSN: 0003-0465 
DIGITAL OBJECT ID:       10.1002/jps.3030480712 
DOCUMENT TYPE:           Journal 
LANGUAGE:                Unavailable 
AB   Two solvent systems, one with AmOH satd. with borate buffer and the 
     other a 1-phase system composed of iso-PrOH, hexyl alc., MeOH, and 
     NH4OH, were suitable for the sepn., by paper chromatography, of 
     phenylethylacetylurea, 2-phenylbutyric acid, and urea from the 
     degradation of aq. solns. of Na phenobarbital. 
IT   57-30-7, Phenobarbital sodium 
        (decompn. products of, chromatography of) 
IT   90-49-3P, Urea, (2-phenylbutyryl)- 
     RL: PREP (Preparation) 
        (formation from phenobarbital sodium, 
        chromatography of) 
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DOCUMENT NUMBER:         52:47095 
ORIGINAL REFERENCE NO.:  52:8461g-i,8462a 
TITLE:                   Counter-current distribution of barbituric acid 
                         derivatives 
AUTHOR(S):               Brauniger, H.; Stens, B. 
CORPORATE SOURCE:        Univ. Rostock, Germany 
SOURCE:                  Pharmazie (1957), 12, 794-7 
                         CODEN: PHARAT; ISSN: 0031-7144 
DOCUMENT TYPE:           Journal 
LANGUAGE:                Unavailable 
AB   Sepn. of barbital, phenobarbital (I), 5-(2-butenyl)-5-ethylbarbituric 
     acid (Kalypnon), phanodorn (II), dial, and sandoptal was effected with 
     a 25-stage app. and CHCl3/aq. HCONH2 soln.  Identification was 
     better made by m.ps. than by chromatography of the sepd. fractions. 
     For detn. of barbituric acid derivs., the method of Heiz (C.A. 46, 
     6551f) (modified) was used, a mixt. of pyridine bases being used to 
     dissolve the derivs. which were titrated with 0.1N Li methylate 
     soln.  (III) with 2 ml. pyridine added to the CHCl3 soln. of the 
     unknown, and 1% soln. of thymol blue in MeOH as indicator. 
     (Bromothymol blue for II).  III was standardized against freshly 
     sublimed BzOH in Me2NOCH soln.  Inactin 
     (5-ethyl-5-isobutyl-2-thiobarbituric acid), after conversion to the 
     free acid, could be shaken out only by increasing the concn. of the 
     HCONH2 soln. to 50%.  Sepn. of mixed barbiturates was demonstrated, 
     also the sepn. of I Na and phenylethylacetylurea formed from it by 
     boiling its aq. soln.  I Na sepd. in tube 4, its deriv in tube 16. 
     Titration of these compds. was accomplished by using Azo Violet 
     soln. as indicator and titrating to the same color shade as was 
     obtained with an exactly neutralized control soln. 
IT   57-30-7P, Phenobarbital sodium 
     RL: PREP (Preparation) 
        (sepn. and identification of) 
IT   90-49-3P, Urea, (2-phenylbutyryl)- 
     RL: PREP (Preparation) 
        (sepn. from phenobarbital sodium and 
        identification of) 
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DOCUMENT NUMBER:         50:60321 
ORIGINAL REFERENCE NO.:  50:11352b-i,11353a 
TITLE:                   Stability in solution of the sodium salts of a 
                         few sedatives of the barbituric acid series. V 
AUTHOR(S):               Aspelund, Helge; Stolt, Sven 
SOURCE:                  Acta Acad. Aboensis, Math. et Phys. (1955), 
                         20(No. 4), 26 pp. 
DOCUMENT TYPE:           Journal 
LANGUAGE:                German 
AB   The work was extended to long reaction times at room temp. with 2-3 
     equivs. alkali, and to include 1,5,5-trisubstituted barbituric acids. 
     The resistance to alkalies under these conditions conformed with that 
     obsd. previously at lower alkalinities.  The trisubstituted barbituric 



     acids had very poor stability and were decompd. by 2 equivs. NaOH in 
     15 min. at the b.p. or by 3 equivs. 12 h. at room temp.  The 
     substituted malonamides were generally of good stability and could be 
     isolated, but in the case of barbituric acids in which both alkyl 
     substituents in the 5-position were primary, only traces of diamides 
     could be isolated.  The actual amt. of diamide increased with 
     increasing size of the alkyl groups.  In many cases, malonamic acids 
     were isolated.  They were undoubtedly formed from N-carbamoylmalonamic 
     precursors.  The stability of the latter was best for derivs. from 
     barbituric acids contg. secondary alkyl groups in the 5-position.  In 
     many cases the N-carbamoylmalonamic acids were hydrolyzed directly to 
     malonic acids and urea, in which case little or no malonamic acids 
     were isolated.  The monoamides that were isolated probably resulted 
     from decarboxylation of malonamic acids or decompn. of N-acyl ureas. 
     The complete scheme for alk. decompn. of barbituric acids is given. 
     The following compds. were isolated, in addn. to those obsd. in 
     previous work at milder alky., from various A (5-substituents, R and 
     R' shown): from Veronal (XIV) (Et, Et), RR'C(CO2H)CONHCONH2, m. 
     143-6° (decompn.), RR'C(CO2H)CONH2, m. 144-5°, 
     RR'CHCONHCONH2, RR'C(CO2H)2, and traces of RR'C(CONH2)2; from A (Et, 
     Pr) (XV), RR'C(CO2H)CONH2, m. 140° (decompn. to RR'CHCONHCONH2, 
     m. 101-3°), RR'C(CO2H)2, m. 117-18°, and traces of 
     RR'C(CONH2)2; from A (Et, allyl) (XVI), RR'CHCONHNH2, 
     RR'C(CO2H)CONHCONH2, and RR'C(CO2H)2; from Dial (XVII) (allyl, allyl), 
     RR'C(CO2H)2, RR'CHCONHCONH2, m. 157-8°, and traces of 
     RR'C(CONH2)2; from Neonal (XVIII) (Et, Bu), RR'C(CONH2)2, m. 
     184-5°, RR'C(CO2H)CONH2, and RR'C(CO2H)2, m. 113-14°; 
     from Amytal (XIX) (Et, iso-Am), RR'C(CONH)2, m. 190°, 
     RR'C(CO2H)CONH2, and RR'C(CO2H)2, m. 122-3°; from A (iso-Am, 
     iso-Am) (XX), RR'CHCONHCONH2, m. 137-8° (from EtOH), 
     RR'C(CO2H)CONHCONH2, RR'C(CO2H)2, m. 153-5°, and a very small 
     amt. of RR'C(CONH2)2, m. 225-30°; from A (Et, iso-Bu) (XXI), 
     RR'C(CONH2)2, m. 208-9°, RR'C(CO2H)CONH2, and RR'C(CO2H)2; from 
     Luminal (XXII) (Et, Ph), RR'C(CONH2)2, m. 121°, 
     EtCHPhCONHCONH2, m. 149-50°, EtCHPhCONH2, m. 84-5°, 
     EtCHPhCO2H, m. 44-5°, and EtCHPhC(CO2H)2, m. 155-7°; 
     from Numal (XXIII) (allyl, iso-Pr), RR'C(CO2H)CONHCONH2 and 
     RR'C(CONH2)2, m. 176°; from Ipral (XXIV) (Et, iso-Pr), 
     RR'C(CONH2)2, m. 179-80°; from Butisol (XXV) (2-Bu, Et), 
     RR'C(CONH2)2, m. 163-4°; from Delvinal (XXVI) (Et, EtCH:CMe), 
     RR'C(CONH2)2, m. 130°, and RR'C(CO2H)CONH2.  From 
     1,5,5-trisubstituted barbituric acids (B) (5,5,1 substituents = R,R', 
     and R'', resp., shown) were obtained: from B (allyl, allyl, Me), 
     RR'CHCONHCONHR'', m. 64°, RR'C(CONH2)CONHMe, m. 147°, 
     RR'C(CO2H)2, m. 130-2°, and "diallyl-N-methylmalonuric acid" 
     [RR'C(CO2H), CONHCONHCONHMe]; from B (allyl, allyl, Ph), phenylurea, 
     m. 145-6°, RR'CHCONHCONHR'', m. 80° (from aq. alc.), 
     N-RR'C(CO2H)CONHCONHR'', m. 124-5° (with decompn. to the urea), 
     and RR'C(CO2H)2; from Prominal (Et, Ph, Me), EtCHPhCONHCONHR'', m. 
     138-9°, RR'C(CONH2)CONHR'', m. 141-2°, 
     RR'C(CO2H)CONHCONHMe, m. 131-2° (decompn.), RR'CHCO2H, and 
     RR'C(CO2H)2, m. 145-7°; from Evipan (Me, 1-cyclohexen-1-yl,Me), 
     RR'CHCONHCONHMe, m. 114-15°, RR'C(CO2H)CONHCONHR'', and 
     RR'C(CO2H)2, m. 139-40°.  From III was obtained 
     2-(1-cyclohexen-1-yl)-2-ethylmalonamic acid, m. 121-3° 
     (decompn.), and from V, (PhCH2)2C(CO2H)2, m. 173-4° (decompn.). 
     The stability of the various barbituric acids on standing in aq. 
     soln. 30 days at room temp. with 3 equivs. of NaOH fell in the 
     following order (listing compd. and % undecompd. in test).  II, 91; 
     I, 90; XXV, 90; XXIV, 82; III, 78; IV, 73; XXVI, 70; XXI, 63; V, 48; 
     XIX, 16; XV, 10; XVIII, 10; XIV, 5; XXII, 0; XX is probably comparable 
     to XIX, and XVI to XXII, while XVII and the trisubstituted barbituric 
     acids are much poorer than any of the others. 
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CORPORATE SOURCE:        Univ. Sydney 
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                         CODEN: AUPHAY; ISSN: 0004-8399 
DOCUMENT TYPE:           Journal 
LANGUAGE:                Unavailable 
AB   Quant. data on the decompn. of Na phenobarbital in aq. soln. at 3 
     concns. (5, 10, and 20%) and at 3 different temp. levels (5-7°, 
     14-17°, and 30°) are presented.  After 35 days the 
     percentage losses were: 5% solns.-at 5°, 0; at 15°, 
     8.4; at 30° (25 days), 14; 10% solns.-at 5°, 8.4; at 
     15°, 9.4; at 30° (25 days), 17.8; 20% solns.-at 
     5°, 5.1; at 15°, 6.0; at 30° (25 days), 13.0.  At 
     30° pptn. of phenobarbital occurred after 3-5 days and pptn. of 
     phenylethylacetylurea after 15-25 days.  Pptn. of 
     phenylethylacetylurea occurred after about 35 days at other temps. 
     The concn. of a 10% Na phenobarbital soln. in 50% alc. was reduced 
     to 9.7% after 35 days.  A 20% soln. in a 60:40 by vol. mixt. of 
     propylene glycol and water showed no significant loss in strength 
     after 35 days. 
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TITLE:                   Barbituric acid and its derivatives. XII. A new 
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GI   For diagram(s), see printed CA through Vol 151. 
AB   cf. Gazz. chim. ital. 82, 23-30(1952); C.A. 45, 7021a.  N-Aryl 
     substituted pyrimidines are hydrolyzed at reflux temp. in good yields 
     to open-chain ureides.  Refluxing 10 g. POCl3, 3.33 g. CH2(CO2H)2, 
     4.27 g. PhNHCONH2 (I), and 33 g. CHCl3 8 h. gives PhN.CO.NH.CO.CH2.CO 
     (II), white crystals from H2O.  To 4.43 g. Na in 45 cc. EtOH are added 
     successively 7.36 g. I and 5.65 g. NCCH2CO2Et, the mixt. is refluxed 
     30 h., cooled, acidified with HCl, and the resulting white ppt. 
     repeatedly washed with boiling H2O and EtOH to give 
     iminophenylbarbituric acid (III), m. 300°, which is quant. 
     converted to II by refluxing with HCl.  II (1 g.) in water refluxed 6 
     h. and the mixt. concd. to half its vol. and cooled deposits 
     PhNHCONHAc, silky needles, m. 183-4°, also obtained by 
     refluxing III and 1% aq. NH3 4 h.  II (0.5 g.) refluxed 2 h. with 10 
     cc. 10% aq. KOH yields almost quant. PhNHCONH2.  II (1 g.) and 8 g. 
     Ac2O refluxed 2 h. give PhN.CO.NH.CO.CH-Ac.CO (IV), small white 
     needles, m. 225° (from AcOH).  To 1.2 g. Na in 40 cc. abs. EtOH 
     are added 4.8 g. CH2-(CO2Et)2 and 4.56 g. PhNHCSNH2, the mixt. is 
     refluxed 6 h., cooled, acidified with dil. HCl (1:1), the resulting 
     white ppt. filtered off, washed with H2O, dissolved in 5% aq. KOH, and 
     the soln. filtered and acidified with HCl to yield 8 g. 
     PhN.CS.NH.CO.CH2.CO (V), white prisms, m. 220-1° (decompn.) 
     (from EtOH).  V refluxed with H2O gives PhNHCSNHAc, m. 169-70°. 
     Similarly as above are prepd. from 5 g. dulcin and 2.8 g. NCCH2CO2Et 
     imino-(p-ethoxyphenyl)barbituric acid, m. 315° (decompn.), 
     hydrolyzed almost quant. to p-EtOC6H4N.CO.NH.CO.CH2.CO (VI) by boiling 
     with dil. HCl.  VI is hydrolyzed by H2O and dil. NH4OH at reflux temp. 
     to p-EtOC6H4-NHCONHCH2Ac, small glistening needles, m. 225° 
     (from EtOH), also obtained from dulcin and Ac2O.  Refluxing 10 g. 
     POCl3, 3.33 g. CH2(CO2H)2, 5.15 g. dulcin, and 33 g. CHCl3 6 h. gives 
     p-EtOC6H4N.CO.NH.CO.CHAc.CO (VII), white crystals, m. 231° 
     (from EtOH), also obtained by refluxing 1 g. VI with 6 g. Ac2O 3 h. 
     II(1 g.) and 0.3 g. urea heated 1 h. at 160° and the mixt. 
     taken up in EtOH and recrystd. from dioxane gives about 90% 
     1-phenyl-2, 6-dioxohexahydro-5-pyrimidinecarboxylic acid (VIII), small 
     glistening needles, m. 280° (decompn.).  Similarly from VI is 
     prepd. the 1-(p-ethoxyphenyl) analog (IX) of VIII, m. 285° 
     (decompn.).  II (2 g.) and 0.69 g. NaNO2 in 100 cc. 15% aq. NaOH 
     slowly acidified with dil. H2SO4 (1:10) at 0°, and the 
     resulting ppt. dissolved in aq. Na2CO3 and repptd. with dil. H2SO4 



     gives 1-phenylvioluric acid (X), m. 211° (decompn.).  Similarly 
     from VI is obtained 1-(p-ethoxyphenyl)violuric acid (XI), m. 
     205° (decompn.); X and XI are sol. in aq. Na2CO3 with an 
     intense red color, and sparingly sol. in cold org. solvents. 
     PhNHCONH2 (3 g.) and 4.7 g. BuCH(CO2Et)2 in 30 g. MeOH contg. 2 g. Na 
     refluxed 45 h. give as above PhN.CO.NH.CO.CHBu.CO (XII), white 
     glistening prisms, m. 140° (from EtOH).  XII refluxed 4 h. with 
     1% aq. NH3 gives PhNHCONHCOAm, small, white, glistening needles, m. 
     100° (from 50% aq. EtOH).  PhN.CO.NH.CO.CEt2.CO refluxed 3 h. 
     with 1% aq. NH3 yield PhNHCONHCOCHEt2 small white needles, m. 
     128-9° (from 50% aq. EtOH).  Luminal gives similarly 
     EtPhCHCONHCONH2, white prisms, m. 148° (from 50% aq. AcOH).  VI 
     (1 g.) and 3 g. BzH in EtOH refluxed 3 h. in the presence of 3 drops 
     pyridine give p-EtOC6H4N.CO.NH.CO.C(:CHPh).CO, yellow solid, m. 
     240° (from EtOH).  IV, VII, VIII, and IX are not attacked by 
     refluxing 10 h. with H2O and give with 1% aq. NH3 the corresponding 
     NH4 salts.  X and XI refluxed 5 h. with dil. NH4OH (1:4) give 
     PhNHCONH2 and dulcin, resp., together with other products not yet 
     identified. 
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TITLE:                   The anticonvulsant activity of ureides 
AUTHOR(S):               Lubienska, Jolanta 
CORPORATE SOURCE:        Z. Zakladu Farm., Kracow, Pol. 
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AB   The anticonvulsant activities were studied of the ureide derivs. of 
     phenylacetate (I), -phenylpropionate (II), 
     -phenylpropionate, -phenylbutyrate (III), 
     -phenylbutyrate, phenylcyanate, -chlorophenylacetate, 
     and -bromophenylacetate.  These compds., practically insol. 
     in H2O, were given as 10% suspensions in gum acacia.  The most potent 
     anticonvulsant was I.  For comparison purposes phenylethylbarbituric 
     acid (IV) and the Na salt of diphenylhydantoin (V) were used.  By the 
     elec. method on rabbits, IV and V were 4 times as potent as I in rats. 
     I was 1.2 times stronger than II and III had min. activity; the rest 
     of the derivs. were without activity.  In shocks produced by cardiac 
     glycosides and coramine, I was 1.3 times as potent as V; in 
     coramine-induced shocks I was 1.9 times as potent as V.  I was 
     effective in abolishing convulsions produced by malononitrile in white 
     mice and protected frogs against picrotoxin-induced convulsions. 
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TITLE:                   The decomposition of sodium phenobarbital in 
                         solutions of aliphatic amines and alkanolamines 
AUTHOR(S):               Dunker, Melvin F. W. 
SOURCE:                  Journal of the American Pharmaceutical Association 
                         (1912-1977) (1949), 38, 409-11 
                         CODEN: JPHAA3; ISSN: 0003-0465 
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AB   The decompn. of aq. solns. of Na phenobarbital resulting in the 
     formation of PhEtAc urea was studied in the presence of 22 selected 
     aliphatic amines (I) and alkanolamines (II).  The decompn. proceeded 
     more slowly in the solns. of II. 
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TITLE:                   Sterilization of aqueous solutions of sodium 
                         phenobarbital 
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AB   As aq. solns. of this substance (A), now often used for injections, 
     are unstable upon keeping, (cf. Nielsen, C. A. 27, 5146), the loss of 
     A was detd. (cf. Hegland, C. A. 29, 2659.4) under different exptl. 
     conditions.  The loss by heat depends on the temp., time of exposure 
     to heat, alky. and to a lesser degree on concn. of the soln.  A 20% 
     soln. of A loses 20% on autoclaving at 115° for 30 min., 10% 
     on steaming at 100° for 1 hr., 6-7% on tyndallization and 1% 
     when the soln. is sterilized by the Brit. Pharm. emergency method. 
     When a 20% soln. is sterilized by heat, it forms, upon cooling, a 
     white ppt. of phenylethylacetyl urea.  Solns. of A for injection 
     should have a pH as low as possible, should be sterilized by 
     filtration only and be stored for short periods in a cool place. 
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AB   The 24-hr. specimen of urine is acidified with tartaric acid and 
     shaken with Et2O.  After the ether ext. is washed with 30 cc. of H2O, 
     it is filtered through a dry filter paper and reduced to a sirupy 
     consistency on a water bath.  The residue is dissolved in hot H2O, 
     treated with animal charcoal and filtered.  After cooling to room 
     temp. the soln. is made alk. with dil.  NaOH soln. and again 
     shaken with Et2O(ether soln. A).  The aq. layer which seps. is 
     acidified with dil. H2SO4, mixed with solid NaHCO3 until alk. to 
     litmus and again shaken with ether (B).  The aq. fraction this time is 
     acidified with dil. H2SO4 and extd. with ether (C).  The ether 
     solns. A, B and C are each washed with H2O, filtered dry and the 
     ether layer is evapd.  (A) leaves an oily residue, not easily 
     identified because of the phenylethylacetyl urea usually present. 
     The residue from soln.  (B) is treated with hot H2O and animal 
     charcoal.  After evapg. to a small vol. (1.cc.) white crystals of 
     luminal sep.  The usual luminal detection tests may be used for 
     its identification.  The residue from soln.(C) treated as (B) yields 
     hippuric acid crystals.  Oral administration of luminal increases 
     the output of hippuric acid. 
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AB   Stable phenobarbital sodium solutions for injection that do not 
     generate impurities during extended storage.  These solutions 
     include phenobarbital sodium in an amount of 15 to 200 mg/mL; a 
     C1-C4 alcohol such as ethanol in an amount of 105 to 160 mg/mL; and a 
     glycol such as propylene glycol in an amount of between 620 and 830 
     mg/mL and have a pH of between 9 and 12 which is adjusted to that 
     range by adding acid or base, as required.  No more than 50 mg/mL 
     water is present including any water introduced by the acid or base. 
     The solutions contain no more than 0.8% of phenyl ethyl acetyl 
     urea impurity as well as no detectable amount of phenyl butyric acid 
     after two years storage at room temperature. 
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AB   In a previous work, we detected that postnatal exposure to a 
     glyphosate-based herbicide (GBH) alters uterine development in 
     prepubertal rats causing endometrial hyperplasia and increasing cell 
     proliferation.  Our goal was to determine whether exposure to low dose 
     of a GBH during postnatal development might enhance the sensitivity of 
     the uterus to an estrogenic treatment.  Female Wistar pups were 
     subcutaneously injected with saline solution (control) or GBH using 
     the reference dose (2 mg/kg/day, EPA) on postnatal days (PND) 1, 3, 
     5 and 7.  At weaning (PND21), female rats were bilaterally 
     ovariectomized and treated with silastic capsules containing 17 
     beta-estradiol (E2, 1 mg/mL) until they were 2 months of age.  On 
     PND60, uterine samples were removed and processed for histology, 
     immunohistochemistry and mRNA extraction to evaluate: (i) uterine 
     morphology, (ii) uterine cell proliferation by the detection of Ki67, 
     (iii) the expression of the estrogen receptors alpha (ESR1) and beta 
     (ESR2) and (iv) the expression of WNT7A and CTNNB1.  GBH-exposed 
     animals showed increased luminal epithelial height and stromal 
     nuclei density.  The luminal and glandular epithelium were markedly 
     hyperplastic in 43% of GBH-exposed animals.  GBH exposure caused an 
     increase in E2-induced cell proliferation in association with an 
     induction of both ESR1 and ESR2.  GBH treatment decreased membranous 
     and cytoplasmic expression of CTNNB1 in luminal and glandular 
     epithelial cells and increased WNT7A expression in the luminal 
     epithelium.  These results suggest that early postnatal exposure to a 
     GBH enhances the sensitivity of the rat uterus to estradiol and 
     induces histomorphological and molecular changes associated with 
     uterine hyperplasia. 
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AB   In a previous work, we detected that postnatal exposure to a 
     glyphosate-based herbicide (GBH) alters uterine development in 
     prepubertal rats causing endometrial hyperplasia and increasing cell 
     proliferation.  Our goal was to determine whether exposure to low-dose 
     of a GBH during postnatal development might enhance the sensitivity of 
     the uterus to an estrogenic treatment.  Female Wistar pups were 
     subcutaneously injected with saline solution (control) or GBH using 
     the reference dose (2 mg/kg/day, EPA) on postnatal days (PND) 1, 3, 
     5, and 7.  At weaning (PND21), female rats were bilaterally 
     ovariectomized and treated with silastic capsules containing 
     17 -estradiol (E2, 1mg/ml) until they were two months of age.  On 
     PND60, uterine samples were removed and processed for histology, 
     immunohistochemistry and mRNA extraction to evaluate: i) uterine 
     morphology, ii) uterine cell proliferation by the detection of Ki67, 
     iii) the expression of the estrogen receptors alpha (ESR1) and beta 
     (ESR2), and iv) the expression of WNT7A and -catenin. 
     GBH-exposed animals showed increased luminal epithelial height and 
     stromal nuclei density.  The luminal and glandular epithelium were 
     markedly hyperplastic in 43% of GBH-exposed animals.  GBH exposure 
     caused an increase in E2-induced cell proliferation in association 
     with an induction of both ESR1 and ESR2.  GBH treatment decreased 
     membranous and cytoplasmic expression of -catenin in luminal 
     and glandular epithelial cells and increased WNT7A expression in the 
     luminal epithelium.  These results suggest that early postnatal 
     exposure to a GBH enhances the sensitivity of the rat uterus to 
     estradiol, and induces histomorphological and molecular changes 
     associated with uterine hyperplasia. 
  
L30  ANSWER 4 OF 40  WPIX COPYRIGHT 2021   CLARIVATE ANALYTICS on STN  
     DUPLICATE 2 
ACCESSION NUMBER:     2017-340631 [201738]   WPIX Full-text 
TITLE:                Phenobarbital sodium solution used for treating 
                      partial and generalized tonic-clonic seizures and 
                      neonatal seizures, comprises phenobarbital 
                      sodium, alcohol, and propylene glycol  
DERWENT CLASS:        A96; B03; B07; P33; Q31; Q34 
INVENTOR:             CHAHAL Y; HOVIUS K W; MCANANY D E; PARKER M G; WILSON 
                      S S 
PATENT ASSIGNEE:      (EURO-N) EUROHEALTH INT SARL; (WWAR-N) WEST WARD 
                      PHARM INT LTD 
COUNTRY COUNT:        132 
                         
PATENT INFO ABBR.: 
                         
      PATENT NO      KIND DATE     WEEK     LA  PG          MAIN IPC 
      ----------------------------------------------------------------- 
      US 20170143719  A1 20170525 (201738)* EN  9[0]       

 
      WO 2017085687   A1 20170526 (201738)  EN         

 
      US 9901576      B2 20180227 (201816)  EN         

 
                         
APPLICATION DETAILS: 
                         
      PATENT NO      KIND                  APPLICATION    DATE 
      ------------------------------------------------------------------ 
      US 20170143719 A1                    US 2016-15355868 20161118 
      US 20170143719 A1 Provisional        US 2015-258000P 20151120 
      WO 2017085687 A1                     WO 2016-IB56973 20161118 
      US 9901576 B2 Provisional            US 2015-258000P 20151120 
      US 9901576 B2                        US 2016-15355868 20161118 
                         
FILING DETAILS: 
                         
      PATENT NO       KIND                  PATENT NO 
      ------------------------------------------------------- 
      US 9901576 B2         Previous Publ   US 2017143719 A 
                                         
PRIORITY APPLN. INFO: US 2016-15355868     20161118 
                      US 2015-258000P      20151120 
AN   2017-340631 [201738]   WPIX Full-text 
AB   US 20170143719 A1   UPAB: 20170612 



      NOVELTY - Phenobarbital sodium solution comprises 15-200 mg/ml 
     phenobarbital sodium, 105-160 mg/ml 1-4C alcohol, and 620-830 
     mg/ml propylene glycol. The solution has a pH of 9-12 which is 
     adjusted to that range by adding a sufficient amount of acid or base, 
     the solution comprises not greater than 50 mg/ml water including water 
     introduced by acid or base that is added to provide the desired pH, 
     and the solution comprises not greater than 0.8% of phenyl ethyl 
     acetyl urea (PEAU) impurity after 2 years storage at room temperature. 
            DETAILED DESCRIPTION - INDEPENDENT CLAIMS are included for the 
     following: 
            (1) sealed container comprising 0.5-20 ml phenobarbital 
     sodium solution; and 
            (2) method for making the phenobarbital sodium solution, 
     which involves mixing the phenobarbital sodium with alcohol and 
     glycol and adjusting the pH to desired range as necessary by adding 
     acid or base. 
            ACTIVITY - Anticonvulsant. No biological data given. 
            MECHANISM OF ACTION - None given. 
            USE - The phenobarbital sodium solution is useful for 
     treating partial and generalized tonic-clonic seizures and neonatal 
     seizures. 
            ADVANTAGE - The phenobarbital sodium solution is free of 
     preservatives, antioxidants, wetting agents, emulsifying agents, 
     surfactants or dispersing agents, does not contain a detectable amount 
     of phenyl butyric acid after 2 years storage at room temperature, and 
     other drug active, exhibits 0.8% or less hydrolysis impurities and 
     is an impurity-free formulation, and has enhanced stability under 
     various stress conditions, and faster dissolution rate. 
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ABEQ US 20170143719 A1   UPAB 20170612 
      NOVELTY - Phenobarbital sodium solution comprises 15-200 mg/ml 
     phenobarbital sodium, 105-160 mg/ml 1-4C alcohol, and 620-830 
     mg/ml propylene glycol. The solution has a pH of 9-12 which is 
     adjusted to that range by adding a sufficient amount of acid or base, 
     the solution comprises not greater than 50 mg/ml water including water 
     introduced by acid or base that is added to provide the desired pH, 
     and the solution comprises not greater than 0.8% of phenyl ethyl 
     acetyl urea (PEAU) impurity after 2 years storage at room temperature. 
            DETAILED DESCRIPTION - INDEPENDENT CLAIMS are included for the 
     following: 
            (1) sealed container comprising 0.5-20 ml phenobarbital 
     sodium solution; and 
            (2) method for making the phenobarbital sodium solution, 
     which involves mixing the phenobarbital sodium with alcohol and 
     glycol and adjusting the pH to desired range as necessary by adding 
     acid or base. 
            ACTIVITY - Anticonvulsant. No biological data given. 
            MECHANISM OF ACTION - None given. 
            USE - The phenobarbital sodium solution is useful for 
     treating partial and generalized tonic-clonic seizures and neonatal 
     seizures. 
            ADVANTAGE - The phenobarbital sodium solution is free of 
     preservatives, antioxidants, wetting agents, emulsifying agents, 
     surfactants or dispersing agents, does not contain a detectable amount 
     of phenyl butyric acid after 2 years storage at room temperature, and 
     other drug active, exhibits 0.8% or less hydrolysis impurities and 
     is an impurity-free formulation, and has enhanced stability under 
     various stress conditions, and faster dissolution rate. 
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AB   Partial replacement of fish ingredients with vegetable ingredients has 
     elevated levels of polycyclic aromatic hydrocarbons (PAHs) in Atlantic 
     salmon reared on these feeds.  PAH uptake in the intestinal tract is 
     postulated to occur in association with lipid absorption and could 
     well be affected by fatty acid composition.  We therefore 
     investigated the effects of a fish oil and vegetable oil fatty acid, 
     eicosapentaenoic acid (EPA; 20:5n-3) and oleic acid (18:1n-9) 
     respectively, on the uptake of benzo[a]pyrene (BaP) and phenanthrene 
     (PHE) across the intestinal brush border membrane in the salmonid 
     species rainbow trout (Oncorhynchus mykiss).  BaP and PHE were 
     solubilized in mixed micelles composed of either EPA or oleic acid 
     and administrated to isolated brush border membrane vesicles (BBMV) 
     derived from the pyloric caeca, proximal intestine and distal 
     intestine.  In the absence of free fatty acids (FFA) trans-membrane 
     uptake of BaP and PHE was 2-7 times lower than the fraction associated 
     to or in the membrane.  In the presence of FFA, trans-membrane BaP 
     uptake had decreased by 80 and 40% at the highest EPA and oleic acid 
     concentration, respectively, whereas PHE uptake was virtually 
     unaffected.  In the presence of BaP, but not PHE, trans-membrane EPA 
     uptake in BBMV had decreased.  This study obtained evidence for 
     PAH-dependent interactions with FFA uptake.  We conclude that 
     intestinal BaP uptake is reduced by luminal FFA contents whereas PHE 
     uptake is not.  A large fraction of the administrated BaP and PHE 
     remains associated with the cellular membrane of enterocytes and may 
     interfere with uptake of nutrients. 
     Copyright © 2017 Elsevier Inc. All rights reserved. 
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AB   N-3 polyunsaturated fatty acids (PUFAs) are thought to have protective 
     effects against cardiovascular disease.  Here, we report the 
     relationship between serum PUFA concentrations and plaque 
     composition, as evaluated by virtual histology-intravascular 
     ultrasound (VH-IVUS).  Consecutive patients (n=61) who underwent 
     percutaneous coronary intervention (PCI) were pre-operatively examined 
     using VH-IVUS to assess the composition of culprit plaques. 
     Gray-scale IVUS and VH-IVUS data of fibrous, fibro-fatty, necrotic 
     core, and dense calcium regions of plaques were estimated at the 
     minimal luminal area sites of culprit lesions.  Serum levels of 
     high-sensitivity C-reactive protein (hsCRP) and PUFAs, including 
     eicosapentaenoic acid (EPA), docosahexaenoic acid (DHA), and 
     arachidonic acid (AA), were compared between patients with (ACS, n=27) 
     and without acute coronary syndrome (non-ACS, n=34) before PCI. 
     Multiple logistic regression analysis of the data showed that EPA/AA 
     under the median was more highly associated with ACS than hsCRP over 
     the median.  In addition, EPA/AA was negatively correlated with the 
     percentage of fibrous plaque regions and EPA/AA and DHA/AA were 
     positively correlated with the percentage of dense calcium regions in 
     plaques.  Furthermore, the correlation index of EPA/AA was the most 
     highly (R=0.513) correlated with the percentage of dense calcium 
     regions in plaques. 
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AB   Background Endothelial cells line the luminal surface of blood 
     vessels and play an important role in maintaining vascular 
     homeostasis.  Inappropriate elevated levels of non-esterified fatty 
     acids in the blood may negatively affect endothelial cell function. 
     The development of endothelial dysfunction is believed to be the 
     initial step leading to atherosclerosis.Objective This study compared 
     the effects of different polyunsaturated fatty acids (PUFAs) on the 
     viability and proliferation of subconfluent and confluent human EA. 
     hy926 cells grown with and without Matrigel (a mixture of 
     extracellular matrix proteins that provide a surface for cellular 
     attachment).Methods EA. hy926 were seeded (9000 cells/cm(2)) on 
     plastic dishes with and without Matrigel coating and cultured in 
     Dulbecco&apos;s Modified Eagle Medium and 10% fetal bovine serum for 
     up to 12 days without changing the media.  Dietary PUFAs (linoleic 
     acid, arachidonic acid - AA, alpha-linolenic acid, eicosapentaenoic 
     acid - EPA, docosahexaenoic acid - DHA) were prepared in 
     phosphate-buffered saline containing 5% fatty acid-free bovine serum 
     albumin and then added at final concentrations of 1 to 150 mu M to 
     subconfluent (4 d after seeding) and confluent cells (8 d after 
     seeding) for 24 h.  Viability was assessed using the Cell Counting 
     Kit-8 (CCK) while proliferation was assessed with a BrdU cell 
     proliferation assay.Results Cells reached a maximum number 8 days 



     after seeding on both plain and Matrigel coated dishes.  However, BrdU 
     incorporation peaked on day 7 when cells were grown on Matrigel and 
     then started decreasing, whereas BrdU incorporation by cells grown on 
     uncoated dishes continued for up to 10 days.  On uncoated dishes, AA 
     and DHA decreased the viability of subconfluent cells in a 
     dose-dependent manner, while EPA only had a slight effect.  PUFA 
     treatment had no effect on confluent cells.  No decrease in viability 
     was observed upon PUFA treatment of subconfluent and confluent cells 
     when grown on Matrigel coated plates.  On the other hand, the BrdU 
     assay indicated that AA and DHA decrease the proliferation of both 
     subconfluent and confluent cells in a dose-dependent manner on 
     Matrigel coated dishes.Conclusions EA. hy926 cells reach confluence 8 
     day after seeding on Matrigel coated and uncoated plates, but became 
     quiescent only on Matrigel coated plates after becoming confluent 
     suggesting extracellular matrix is important for normal function.  AA 
     and DHA showed an adverse effect on viability of endothelial cells, 
     and their effects were greatest in subconfluent cells and in the 
     absence of extracellular matrix.  Survival of subconfluent cells 
     exposed to high concentrations of PUFAs was greatest on Matrigel.  The 
     proliferative potential of both subconfluent and confluent cells was 
     decreased by exposure to high concentration of AA and DHA on 
     Matrigel.Significance Subconfluent and confluent endothelial cells 
     have different responses to different concentration of different 
     dietary PUFAs in relation to viability and proliferation.  However, 
     growth on Matrigel, which resembles the complex extracellular 
     environment of blood vessels, promotes cell survival under high 
     concentration of PUFAs, particularly AA and DHA, compared to the low 
     survival rate of cells grown on uncoated dishes.  This implies that 
     Matrigel, by providing a more physiological relevant physical and 
     chemical substrate, may also affect the response of endothelial cells 
     to dietary PUFAs on other aspects, thus warranting further 
     investigation. 
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AB   Background Endothelial cells line the luminal surface of blood 
     vessels and play an important role in maintaining vascular 
     homeostasis.  Inappropriate elevated levels of non-esterified fatty 
     acids in the blood may negatively affect endothelial cell function. 
     The development of endothelial dysfunction is believed to be the 
     initial step leading to atherosclerosis.  Objective This study 
     compared the effects of different polyunsaturated fatty acids (PUFAs) 
     on the viability and proliferation of subconfluent and confluent human 
     EA.hy926 cells grown with and without Matrigel (a mixture of 
     extracellular matrix proteins that provide a surface for cellular 
     attachment).  Methods EA.hy926 were seeded (9000 cells/cm2) on plastic 
     dishes with and without Matrigel coating and cultured in Dulbecco's 
     Modified Eagle Medium and 10% fetal bovine serum for up to 12 days 
     without changing the media.  Dietary PUFAs (linoleic acid, arachidonic 
     acid - AA, -linolenic acid, eicosapentaenoic acid - EPA, 



     docosahexaenoic acid - DHA) were prepared in phosphate-buffered 
     saline containing 5% fatty acid-free bovine serum albumin and then 
     added at final concentrations of 1 to 150 M to subconfluent (4 d 
     after seeding) and confluent cells (8 d after seeding) for 24 h. 
     Viability was assessed using the Cell Counting Kit-8 (CCK) while 
     proliferation was assessed with a BrdU cell proliferation assay. 
     Results Cells reached a maximum number 8 days after seeding on both 
     plain and Matrigel coated dishes.  However, BrdU incorporation peaked 
     on day 7 when cells were grown on Matrigel and then started 
     decreasing, whereas BrdU incorporation by cells grown on uncoated 
     dishes continued for up to 10 days.  On uncoated dishes, AA and DHA 
     decreased the viability of subconfluent cells in a dose-dependent 
     manner, while EPA only had a slight effect.  PUFA treatment had no 
     effect on confluent cells.  No decrease in viability was observed upon 
     PUFA treatment of subconfluent and confluent cells when grown on 
     Matrigel coated plates.  On the other hand, the BrdU assay indicated 
     that AA and DHA decrease the proliferation of both subconfluent and 
     confluent cells in a dose-dependent manner on Matrigel coated dishes. 
     Conclusions EA.hy926 cells reach confluence 8 day after seeding on 
     Matrigel coated and uncoated plates, but became quiescent only on 
     Matrigel coated plates after becoming confluent suggesting 
     extracellular matrix is important for normal function.  AA and DHA 
     showed an adverse effect on viability of endothelial cells, and their 
     effects were greatest in subconfluent cells and in the absence of 
     extracellular matrix.  Survival of subconfluent cells exposed to high 
     concentrations of PUFAs was greatest on Matrigel.  The proliferative 
     potential of both subconfluent and confluent cells was decreased by 
     exposure to high concentration of AA and DHA on Matrigel. 
     Significance Subconfluent and confluent endothelial cells have 
     different responses to different concentration of different dietary 
     PUFAs in relation to viability and proliferation.  However, growth on 
     Matrigel, which resembles the complex extracellular environment of 
     blood vessels, promotes cell survival under high concentration of 
     PUFAs, particularly AA and DHA, compared to the low survival rate of 
     cells grown on uncoated dishes.  This implies that Matrigel, by 
     providing a more physiological relevant physical and chemical 
     substrate, may also affect the response of endothelial cells to 
     dietary PUFAs on other aspects, thus warranting further investigation. 
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AB     Background: Long-term intake of long-chain n-3 polyunsaturated fatty 
       acids (n-3 PUFAs), especially eicosapentaenoic acid (EPA) is 
       associated with a low risk for cardiovascular disease. 
       Phase-contrast cine cardiovascular magnetic resonance (PC cine CMR) 
       can assess coronary flow reserve (CFR). The present study 
       investigates the relationship between CFR evaluated by PC cine CMR 



       and the serum EPA. Methods: We studied 127 patients (male, 116 
       (91%); mean age, 72.2 plus or minus 7.4 years) with known or 
       suspected coronary artery disease (CAD). X-ray coronary angiography 
       revealed no significant coronary arterial stenoses (defined as 
       luminal diameter reduction > or =50% on quantitative coronary 
       angiogram (QCA) analysis) in all study participants. Breath-hold PC 
       cine CMR images of the coronary sinus (CS) were acquired to assess 
       blood flow of the CS both at rest and during adenosine triphosphate 
       (ATP) infusion. We calculated CFR as CS blood flow during ATP 
       infusion divided by that at rest. Patients were allocated to groups 
       according to whether they had high (n = 64, EPA greater than or 
       equal to 75.8 mu g/mL) or low (n = 63, EPA < 75.8 mu g/mL) median 
       serum EPA. Results: CFR was significantly lower in the low, than 
       in the high EPA group (2.54 plus or minus 1.00 vs. 2.91 plus or 
       minus 0.98, p = 0.038). Serum EPA positively correlated with CFR 
       (R = 0.35, p < 0.001). We defined preserved CFR as > 2.5, which is 
       the previously reported lower limit of normal flow reserve without 
       obstructive CAD. Multivariate analysis revealed that EPA is an 
       independent predictor of CFR > 2.5 (odds ratio, 1.01; 95% 
       confidence interval, 1.00 - 1.02, p = 0.008). Conclusions: The serum 
       EPA is significantly correlated with CFR in CAD patients without 
       significant coronary artery stenosis. 
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AB   In 2008, a group of Belgian epilepsy experts published recommendations 
     for antiepileptic drug (AED) treatment of epilepsies in adults and 
     children.  Selection of compounds was based on the registration and 
     reimbursement status in Belgium, the level of evidence for efficacy, 
     common daily practice and the personal views and experiences of the 
     authors.  In November 2011 the validity of these recommendations was 
     reviewed by the same group of Belgian epilepsy experts who contributed 
     to the preparation of the original paper.  The recommendations made 
     in 2008 for initial monotherapy in paediatric patients were still 
     considered to be valid, except for the first choice treatment for 
     childhood absence epilepsy.  This update therefore focuses on the 
     treatment recommendations for initial monotherapy and add-on treatment 
     in adult patients.  Several other relevant aspects of treatment with 
     AEDs are addressed, including considerations for optimal combination 
     of AEDs (rational polytherapy), pharmacokinetic properties, 
     pharmacodynamic and pharmacokinetic interaction profile, adverse 
     effects, comorbidity, treatment of elderly patients, AED treatment 
     during pregnancy, and generic substitution of AEDs. © 2012 The 
     Author(s). 
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AB   Objective: Though polyunsaturated fatty acids (PUFA) reduce seizures 
     in several animal models, results have been inconsistent in humans. 
     The goal of the present study was to assess the effectiveness of a 
     PUFA supplement as adjunctive treatment for intractable focal or 
     generalized epilepsy in humans.  Methods: Adults with uncontrolled 
     epilepsy were randomized to either mineral oil placebo or a PUFA 
     supplement (eicosapentanoic acid (EPA) plus docosahexanoic acid 
     (DHA), 2.2 mg/day in a 3:2 ratio).  Following a 4-week prospective 



     baseline and 1-week titration, subjects entered a 12-week treatment 
     period, followed by an optional 4-week open-label phase.  Results: Of 
     21 subjects (12 PUFA and 9 placebo), 0 on PUFA versus 2 on placebo had 
     at least a 50% decrease in seizure frequency from baseline (P = 0.17). 
     Overall, seizure frequency increased 6% on PUFA and decreased 12% on 
     placebo (P = 0.21).  During optional open-label administration, 
     however, 15 of 19 subjects had fewer seizures than during baseline (P 
     = 0.02).  Conclusions: Based on the randomized, blinded portion of 
     this study, the PUFA preparation used was not superior to placebo as 
     adjunctive treatment for intractable epilepsy.  It is not known 
     whether different doses or different EPA:DHA ratios would be 
     effective. © 2007 Elsevier Inc.  All rights reserved. 
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AB   The anti-arrhythmic effects of long chain polyunsaturated fatty acids 
     (PUFAs) may be related to their ability to alter calcium handling in 
     cardiac myocytes.  Therefore we investigated the effects of the PUFAs, 
     docosahexaenoic acid (DHA) and eicosapentaenoic acid (EPA) as well 
     as monounsaturated oleic acid on the kinetics of the cardiac calcium 
     release channels (i.e. the ryanodine receptor (RyR) and the inositol 
     triphosphate receptor (IP3R)).  Sarcoplasmic vesicles containing 
     calcium release channels were prepared from sheep hearts and 
     activity was determined by (3H)ryanodine binding (for RyRs) and single 
     channel recording in lipid bilayers.  IP3Rs were identified by their 
     activation by 1 muM IP3 and inhibition by 10 muM heparin, a reversible 
     IP3R blocker.  IP3R activity fell upon the application of 50 muM 
     EPA.  Poly- and mono-unsaturated free fatty acids inhibited RyRs 
     activity in lipid bilayers.  EPA (cytosolic and luminal) inhibited 
     RyRs with KI=32 muM and Hill coefficient, nI=3.8.  Inhibition was 
     independent of whether RyRs were activated by ATP or Ca2+.  DHA and 
     oleic acid also inhibited RyRs, suggesting that free fatty acids 
     generally, inhibit RyRs at micro molar concentrations.  EPA 
     inhibited (3H)ryanodine binding to RyRs in SR vesicles with KI=40 muM. 
     The results suggest that both EPA and DHA affect calcium handling by 
     directly inhibiting calcium release channels at micro molar 
     concentrations.  The actions of both EPA and DHA may be mediated via 
     the membrane or by binding to a hydrophobic site on the channel 
     itself.  Both mono and polyunsaturated free fatty acids inhibit the 
     RyR, however monounsaturated fatty acids don't exhibit antiarrhythmic 
     actions.  This is consistent with the specific release of PUFAs from 
     phospholipid membranes that occurs during ischemia. 
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AB   The anti-arrhythmic effects of long-chain polyunsaturated fatty acids 
     (PUFAs) may be related to their ability to alter calcium handling in 
     cardiac myocytes.  We investigated the effect of eicosapentanoic acid 
     (EPA) and docosahexaenoic acid (DHA) on calcium sparks in rat 
     cardiac myocytes and the effects of these PUFAs and the 
     monounsaturated oleic acid on cardiac calcium release channels (RyRs). 
     Visualization of subcellular calcium concentrations in single rat 
     ventricular myocytes showed that intensity of calcium sparks was 
     reduced in the presence of EPA and DHA (15 micro M).  It was also 
     found that calcium sparks decayed more quickly in the presence of 
     EPA but not DHA.  Sarcoplasmic vesicles containing RyRs were 
     prepared from sheep hearts and RyR activity was determined by either 
     [(3)H]ryanodine binding or by single-channel recording.  Bilayers were 
     formed from phosphatidylethanolamine and phosphatidylcholine dissolved 
     in either n-decane or n-tetradecane.  EPA inhibited [(3)H]ryanodine 
     binding to RyRs in SR vesicles with K(I) = 40 micro M.  Poly- and 
     mono-unsaturated free fatty acids inhibited RyR activity in lipid 
     bilayers.  EPA (cytosolic or luminal) inhibited RyRs with K(I) =32 
     micro M and Hill coefficient, n(1) = 3.8.  Inhibition was independent 
     of the n-alkane solvent and whether RyRs were activated by ATP or 
     Ca(2+).  DHA and oleic acid also inhibited RyRs, suggesting that free 
     fatty acids generally inhibit RyRs at micromolar concentrations. 
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AB   We (Wang H, Berschneider HM, Du J, and Black DD.  Am J Physiol 
     Gastrointest Liver Physiol 272: G935-G942, 1997; Wang H, Lu S, Du J, 
     Yao Y, Berschneider HM, and Black DD.  Am J Physiol Gastrointest Liver 
     Physiol 280: G1137-G1144, 2001) previously showed that different fatty 
     acids influence synthesis and secretion of triacylglycerol (TG) and 
     phospholipid (PL) in a newborn swine enterocyte cell line (IPEC-1). 
     The most striking effects were produced by stearic acid (SA; 18:0), 
     which modestly affected TG and PL synthesis but reduced TG and PL 
     secretion, and by eicosapentaenoic acid (EPA; 20:5), which reduced 
     TG and PL synthesis and TG secretion relative to oleic acid (OA; 
     18:1).  To define the mechanism of these effects, differentiated 
     IPEC-1 cells were incubated for 24 h with OA, SA, or EPA and 
     [(3)H]glycerol.  Endoplasmic reticulum (ER) and Golgi (G) content of 
     labeled lipids and apolipoprotein (apo) B and apoAI protein were 
     measured.  Relative to OA, SA did not impair ER TG synthesis, but 
     reduced movement of labeled TG from ER to G.  EPA impaired both ER 
     TG synthesis and movement of labeled TG from ER to G.  PL followed the 
     same pattern, except ER synthesis of PL was relatively unaffected by 
     EPA.  Carbonate treatment demonstrated decreased partitioning of 
     labeled lipid from ER membrane to lumen in EPA-treated cells. 
     Organelle apoB and apoAI content demonstrated opposite patterns after 
     SA and EPA incubation.  We conclude that SA and EPA adversely 
     influence immature enterocyte ER to G lipid trafficking, compared with 
     OA.  Furthermore, EPA inhibits ER lipid synthesis and transfer of 
     membrane lipid to luminal particles.  Regulation of apoAI ER to G 
     trafficking is independent of that of apoB. 
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AB   Lipid profiles of porcine retina, and retinal and choroidal vessels 
     were analyzed using the gas chromatography/mass spectrometry (GC/MS) 
     technique.  The retina and both isolated retinal and choroidal vessels 
     contained saturated fatty acid stearic acid and polyunsaturated fatty 
     acids, including arachidonic (C20:4, AA), a precursor for vasoactive 
     prostaglandin (PG-2) series, and W-6 docosahexaenoic acids (C22:6, 
     DHA).  However, eicosapentaenoic acid (C20:5, EPA), a precursor for 
     PG-3 series, was not detected in these vessels.  When stearic acid was 
     used for normalization of tissue sample, the retina contained 
     relatively higher amounts of DHA than AA, retinal vessels had equal 
     amounts of AA and DHA, while choroidal vessels contained higher 
     amounts of AA than DHA.  We also examined the endogenous synthesis of 
     vasoactive endothelial-derived factors like PGs and nitric oxide (NO). 
     Since vasoactive angiotensin II (Ang II) releases these products from 
     blood vessels, this polypeptide was used in a porcine retinal 
     circulation model.  The porcine retinal central artery was perfused 
     with oxygenated/heparinized physiological salt solution at 37 



     degrees C.  Changes in A1 and A2 arteriolar diameters induced by Ang 
     II were determined in the absence and presence of the nitric oxide 
     synthase inhibitor, l-NO Arginine (LNOA), and cyclooxygenase 
     inhibitor, flurbiprofen (FB).  The central retinal artery designated 
     as the first order arteriole A1 and subsequent branch was defined as 
     A2.  Luminal diameters of Al and A2 arterioles were 35 +/- 2 am and 
     10 +/- 1 microm, respectively.  Topical Ang II (10(-10) M-10(-6) M) 
     caused small vasoconstrictions in a dose-dependent manner.  This 
     response was enhanced after inhibition of PG synthesis by (10-6 M) FB. 
     Ang II induced-constrictions were further enhanced in the presence of 
     NO synthase inhibitor, LNOA (10(-7) M).  There was slightly more 
     increase in Ang II-induced vasoconstrictions in the presence of both 
     NO and PG inhibitors, suggesting that NO may cause release of PGs from 
     these vessels.  This study demonstrates that the porcine retinal 
     arterioles have the ability to regulate vasoconstriction responses 
     induced by Ang II by synthesis and release of endogenous vasodilating 
     PGs and NO (especially NO); and these substances may play a vital role 
     in porcine retinal circulation. 
  
L30  ANSWER 16 OF 40  EMBASE  COPYRIGHT (c) 2021 Elsevier B.V. All rights 
     reserved on STN  
ACCESSION NUMBER:   1995011808  EMBASE   Full-text 
DOCUMENT NUMBER:    25010539  PMID: 7702359 
TITLE:              Effect of dietary alpha-linolenic, eicosapentaenoic and 
                    docosahexaenoic acids on liver microsomal 
                    mixed-function oxidases in rats. 
AUTHOR:             Saito, M., Dr. (correspondence) 
CORPORATE SOURCE:   Division of Food Science, National Inst. Health and 
                    Nutrition, 1-23-1 Toyama, Shinjuku-ku, Tokyo 162, Japan 
                    .  
SOURCE:             Annals of Nutrition and Metabolism, (1994) Vol. 38, 
                    No. 6, pp. 313-321.  
                    ISSN: 0250-6807  CODEN: ANUMDS 
DIGITAL OBJECT ID:  10.1159/000177828 
PUBLISHER:          S. Karger AG. 
COUNTRY:            Switzerland 
DOCUMENT TYPE:      Journal; Article 
FILE SEGMENT:       Intellectual Indexing 
                    002     Physiology 
                    029     Clinical and Experimental Biochemistry 
LANGUAGE:           English 
SUMMARY LANGUAGE:   English 
ENTRY DATE:         Entered Embase: 25 Jan 1995 
                    Last Updated on Embase: 3 Mar 2021 
AB   This study was undertaken to compare the effects of three major 
     dietary n-3 fatty acids, i.e. -linolenic acid (C18:3, n-3; LN), 
     eicosapentaenoic acid (C20:5, n-3; EPA) and docosahexaenoic acid 
     (C22:6, n-3; DHA), on liver microsomal mixed-function oxidase 
     activities with and without phenobarbital (PB) induction.  Male 
     Sprague-Dawley rats were fed a 5% lipid diet containing either LN, 
     EPA or DHA as major constituent fatty acid (about 40%) of dietary 
     lipids for 15 days.  The fatty acid compositions of liver microsomal 
     lipids of each n-3 fatty acid group were characteristically different, 
     particularly in the n-3 fatty acid compositions, but were nearly the 
     same with and without PB treatment.  Dietary LN, EPA and DHA did not 
     affect the levels of PB-inducible cytochrome P-450 species nor the 
     activities of aminopyrine N-demethylase and aniline hydroxylase. 
     However, the PB-uninduced constitutive levels of cytochromes P-450 
     increased in the following order with a slight but significant 
     difference between LN and DHA groups: LN group < EPA group < DHA 
     group.  Both the PB-uninduced activities of aminopyrine N-demethylase 
     and aniline hydroxylase changed in a very similar manner to the 
     constitutive levels of cytochromes P-450.  These results suggest that 
     the uninduced constitutive level of certain cytochrome P-450 species 
     is modulated differentially by dietary LN, EPA and DHA, whereas 
     dietary LN, EPA and DHA do not affect the PB-inducible levels of 
     cytochrome P-450 species. 
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AB   Potential therapeutic benefits of dietary n-3 fatty acids are 
     presently evaluated in arteriosclerotic and chronic inflammatory 
     diseases.  Because some other long-chain fatty acids inhibit 
     intestinal fluid absorption, the effects of docosahexaenoic acid (DHA) 
     and eicosapentaenoic acid (EPA) on fluid and electrolyte transport 
     were tested in rat colon and jejunum.  In ligated colon loops in vivo, 
     DHA (10(-5)-10(-3) M luminally) diminished net sodium and fluid 
     absorption, and stimulated net potassium secretion.  Similar but 
     smaller effects were produced by EPA.  In the jejunum, transport 
     parameters were not influenced by DHA and EPA.  In isolated distal 
     colonic mucosa in vitro, DHA (10(-4)-10(-3) M on the mucosal side) 
     reduced the electrical resistance, potential difference, short-circuit 
     current and the net absorption of sodium and chloride due to increased 
     unidirectional serosal to mucosal fluxes.  These changes were 
     prevented when calcium was replaced by strontium in the bathing 
     solution.  The data suggest that n-3 fatty acids increase colonic 
     conductance indirectly by binding luminal calcium. 
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AB   The effects of the administration of aspirin (ASA), dipyridamole 
     (DPM), and cod liver oil (CLO) on graft patency rate and degree of 
     intimal hyperplasia were investigated in a canine, 
     hypercholesterolemic veno-arterial allograft model in an attempt to 
     modify this immunologically mediated vascular injury.  The drug 
     regimens were ASA 1 mg/kg/day, DPM 10 mg/kg/day, combined ASA and DPM 
     (ASA + DPM), and CLO (1.8 g/day eicosapentanoic acid [EPA] and 1.2 
     g/day docosahexanoic acid [DHA]), and control.  The early angiographic 



     patency rate (1-3 weeks) was 81% +/- 10% (+/- 70% confidence limits); 
     the 90-day overall patency rate was 60% +/- 4% (87/144), with no 
     statistically significant differences among the groups (range 46 +/- 
     10-71 +/- 9%).  Qualitatively, there was no difference in luminal 
     thrombus, intimal hemorrhage, or lesion eccentricity.  Considering the 
     relatively short time of graft implantation, an extensive amount of 
     microscopic disease was observed; quantitatively, the mean intimal 
     thickness was 515 +/- 17 microgram overall but was not statistically 
     different between the groups.  The fraction of potential lumenal area 
     occupied by intimal thickening was 0.37 +/- 0.01 but again did not 
     differ significantly between the groups.  These doses of ASA, DPM, ASA 
     + DPM, and CLO did not alter graft occlusion or retard the marked 
     degree of subintimal myointimal cell hyperplasia that was generated in 
     this hypercholesterolemic canine veno-arterial allograft 
     preparation.  Possible explanations for these negative findings 
     include inadequate dosage or form of omega-3 fatty acids and the 
     antiplatelet drugs administered, excessive variability in graft 
     response due to uncharacterized immunologic histocompatibility, and 
     the possible influence of non-platelet-mediated mechanisms. 
     Nevertheless, this preparation is attractive as a reproducible model 
     of accelerated (immunologically mediated) experimental 
     arteriosclerosis. 
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AB   The soluble, cytochrome P-450-dependent fatty acid monooxygenase of 
     Bacillus megaterium ATCC 14581 is induced by phenobarbital and at 
     least twelve other barbiturates (Kim, B.-H. and Fulco, A.J. (1983) 
     Biochem.  Biophys.  Res.  Commun. 116, 843-850).  We have since found 
     that inducer potency of phenobarbital and of six other of these 
     barbiturates was enhanced by adding them to the growth medium prior to 
     sterilization by autoclaving.  A similar 'activation' was effected 
     simply by autoclaving these barbiturates in distilled water at pH 
     8.0.  When the hydrolytic products resulting from such treatment of 
     phenobarbital were identified and screened for inducer activity, the 
     major product, 2-phenylbutyrylurea, was found to be 3-5 times more 
     potent than the phenobarbital itself.  The racemic mixture 
     (±)-2-phenylbutyrylurea was somewhat more active as an inducer 
     than was either of the enantiomers ((±) or (-)) tested singly.  Of 
     the other hydrolytic products of phenobarbital, only 
     2-phenylbutyramide had significant inducer activity (about the same as 
     phenobarbital).  Among other ureides tested, two monosubstituted 
     acetylureas (phenylacetylurea and dodecanoylurea) were inactive as 
     inducers, but six of seven disubstituted acetylureas were better 
     inducers than 2-phenylbutyrylurea. 
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AB   A high-performance liquid chromatographic method for the simultaneous 
     determination of carbamazepine, CGP 10000 (a common metabolite of 
     carbamazepine and oxcarbazepine), desmethylmephenytoin, 
     10,11-epoxycarbamazepine, ethosuximide, GP 47 779 (the active 
     metabolite from oxcarbazepine, a new drug made by Ciba-Geigy), 
     mephenytoin, phenylethylmalonamide, primidone, pheneturide, 
     phenobarbital and phenytoin is described.  The serum is extracted with 
     ethyl acetate at pH 3.9 and the dried extract is dissolved in 70% 
     ethanol in water and an aliquot is injected into a Hewlett-Packard 
     1084 B liquid chromatograph.  A reversed-phase (RP-8) column is used 
     with acetonitrile and water as the mobile phase.  The eluted drugs are 
     detected at 207 nm.  The recovery of the compounds varies from 76% to 
     95% with the day-to-day precision (C.V.) between 3.8% and 9.8%, the 
     within-day precision between 1.8% and 5.8% and run-to-run precision 
     between 1.0% and 2.6%. 
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AB   Although anticonvulsant polytherapy has been widely and traditionally 
     used in the treatment of epilepsy, there is little evidence of its 
     advantages over monotherapy.  It does, however, lead to problems of 
     chronic toxicity, drug interactions, failure to evaluate individuals 
     drugs, and sometimes exacerbation of seizures.  There are many causes 
     of polytherapy which could be avoided by more careful monitoring and 



     supervision of therapy.  Studies in new, previously untreated 
     referrals suggest there is considerable potential for monotherapy.  In 
     the event of failure of optimum monotherapy, the value of polytherapy 
     is not yet clear.  In chronic patients on polytherapy there may be 
     scope for careful rationalization to two or sometimes one drug, with 
     reduction in chronic toxicity and sometimes improved seizure control. 
     Reduction of therapy, however, may be impossible or hazardous due to 
     withdrawal seizures.  Even after successful reduction, seizure control 
     is much less satisfactory than in new referrals It is easier to avoid 
     polytherapy than to reduce it.  There is a need to define more 
     carefully the limits of effective anticonvulsant therapy. 
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AB   The anatomically distinct organs, rat dorsal prostate and coagulating 
     gland, were found to display remarkable homology in protein 
     composition, including two major androgen-dependent secretory 
     proteins, referred to as dorsal proteins I and II.  Dorsal protein I 
     has been purified and found to be a dimer composed of two identical 
     subunits with sedimentation coefficient 4.6 S, Stokes radium 32 A, and 
     Mr = 71,000 (62,000 by sodium dodecyl sulfate (SDS)-polyacrylamide gel 
     electrophoresis).  This dimer (6.8 S, 46 A, Mr = 150,000) 
     dissociates at high ionic strength and can be partially reconstituted 
     by removal of salt.  Dorsal protein I is a basic protein (pI 9) with 
     high lysine content and binds to phosphocellulose but not to 
     DEAE-Sepharose.  Schiff's staining shows that it contains 
     carbohydrate.  Quantitative rocket immunoelectrophoresis using a 
     rabbit antiserum indicates dorsal protein I is produced only in dorsal 
     prostate and coagulating gland.  The protein constitutes approximately 
     25% of total cytosol protein in both organs, yet makes up on 5% of 
     coagulating gland luminal fluid and ejaculated seminal fluid.  It 
     was not detected in the rat dorsal prostate tumor (Dunning R3327H). 
     Dorsal protein II is a larger protein (Mr = 80,000 by SDS gel 
     electrophoresis) with higher carbohydrate content.  Under 
     nondenaturing conditions, it has a Stokes radius of > 200 A, 
     corresponding to Mr of > 300,000.  Dorsal protein II represents a 
     smaller proportion of total cytosol protein than does dorsal protein 
     I, yet is the predominant protein of coagulating gland fluid.  The 
     proteins will be useful probes for studies on androgen regulation of 
     specific gene expression and prostatic secretory mechanisms. 
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AB   A multi-institutional collaborative study was conducted concerning the 
     course of pregnancy and delivery and the incidence of abnormal infants 
     delivered of epileptic women.  Of 657 women receiving antiepileptic 
     drugs, 73% delivered live infants, 14% had miscarriage or stillbirth, 
     and 13% underwent induced abortion.  In contrast to the above 
     findings, 80% of 162 patients not receiving antiepileptic drugs 
     delivered live infants and 4% had miscarriage or stillbirth.  The 
     latter outcome was significantly increased in the medicated patients. 
     In this series, 63 (9.9%) of 638 live births were malformed, 55 
     (11.5%) being from medicated mothers and 3 (2.3%) from nonmedicated 
     mothers.  The incidence of fetal malformation in medicated mothers was 
     thus five times as high as that in nonmedicated mothers.  Cleft lip 
     and/or palate and malformations involving the cardiovascular system 
     were found frequently in the infants from medicated mothers.  General 
     background factors that might exert teratogenic effects on pregnant 
     patients with epilepsy were studied, and the potential toxicity of 
     antiepileptic drugs to the fetus was also analyzed.  In this regard, 
     consideration should be given to whether the patient has partial 
     epileptic seizures, whether the patient herself exhibits any 
     malformation,or whether her previous pregnancy resulted in an abnormal 
     outcome.  The incidence of fetal malformation was the highest (12.7%) 
     in the medicated patients who had epileptic seizures during the 
     pregnancy.  It is resumed on the basis of the results of analysis of 
     the data that a combination of more than three drugs and a daily dose 
     greater than a certain minimal level is likely to produce malformed 
     infants. 
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AB   We describe a method for the simultaneous liquid-chromatographic 
     determination of ethosuximide, ethylphenacemide, primidone, 
     phenobarbital, carbamazepine, and phenytoin in serum.  The drugs, 
     together with an internal standard, are extracted into ethyl acetate 
     at pH 7.0.  The extract is analyzed isocratically at ambient 
     temperature on a reversed-phase column of 'SAS Hypersil' with a mobile 



     phase of acetonitrile/tetrabutyl ammonium phosphate solution (2/8 by 
     volume).  The eluted drugs are detected by their absorption at 200 nm, 
     and quantitated from their peak heights as compared with those of 
     extracted standards.  The day-to-day CV of the method varied between 
     5.1 and 9.6% for concentrations ranging from less than therapeutic to 
     toxic.  The results, when compared with those by gas chromatography, 
     gave correlation coefficients of 0.936 for phenytoin, 0.977 for 
     phenobarbital, and 0.939 for primidone.  No drug interference was 
     found except that amobarbital and ethylphenacemide co-chromatographed. 
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AB   In 17 epileptics receiving carbamazepine (CBZ) alone or in combination 
     with other anticonvulsant drugs, administration of 
     triacetyloleandomycin (Tri A) led to an acute and unexpected 
     intoxication (drowsiness, nausea, vomiting, and dizziness).  Similar 
     symptoms occurred again in 3 patients after Tri A was administered a 
     second time.  The same toxic manifestations were observed in two 
     patients receiving CBZ and erythromycin.  A rapid increase in plasma 
     levels of CBZ occurred after institution of Tri A therapy in 6 
     patients, the CBZ levels quickly returning to normal after withdrawal 
     of Tri A.  Thus, it is suggested that the observed intoxication is due 
     to the simultaneous administration of CBZ and Tri A (or erythromycin). 
     The possible role of hepatic dysfunction in this syndrome of 
     intoxication is discussed.  Furthermore, the intoxication may be at 
     least partially related to serum electrolyte disturbances, as 
     suggested by one case in which obvious signs of water intoxication 
     were detected.  The severity and frequency of intoxication should lead 
     to proscribing Tri A or other macrolide antibiotics in patients 
     receiving CBZ. 
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AB   The anticonvulsant and neurotoxic properties of 
     3-sulfamoylmethyl-1,2-benzisoxazole (AD-810) have been demonstrated. 



     AD-810 suppressed electrically and chemically induced maximal seizures 
     but did not prevent minimal seizures in experimental animals.  In 
     rats, rabbits and dogs, the anticonvulsant activity of AD-810 against 
     maximal electroshock seizures was more potent than those of 
     diphenylhydantoin and carbamazepine.  In rats, AD-810 showed more 
     rapid onset as well as longer duration of anticonvulsant activity than 
     the above two drugs.  The anticonvulsant effect of AD-810 was reduced 
     but not abolished by reserpine.  No tolerance developed to the 
     anticonvulsant action of AD-810 by consecutive treatment.  The 
     compound showed much less neurotoxicity and lethal toxicity than the 
     existing antiepileptic drugs for grand mal, and also showed the least 
     hypnotic effect by itself or by combination with hexobarbital.  Thus, 
     AD-810 possesses a profile of anti-convulsant activity most similar to 
     that of diphenylhydantoin or carbamazepine, providing a high 
     protective index as well as other favorable properties. 
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AB   Considerable changes have taken place in the treatment of epilepsy 
     leading to a reinforcement of monotherapy at the expense of 
     polytherapy.  Monotherapy consists in using only one drug, considered 
     a major antiepileptic agent.  Polytherapy associates two or more 
     antiepileptic medications.  Monotherapy is used in priority: in the 
     treatment of epilepsy at its beginning: in certain clinical forms, 
     such as primary generalized epilepsy in the forms of absences, 
     Rolandic paroxysmal forms and certain partial forms with elementary 
     semiology.  Polytherapy is indicated: in cases where monotherapy 
     failed; in certain clinical forms such as generalised epilepsy 
     associating Grand Mal and Petit Mal, partial epilepsy with complex 
     semiology and especially epilepsy secondary to convulsion-producing 



     encephalopathies.  Resorting to polytherapy implies checking dosage 
     and useful level of each antiepileptic drug, and elimination of all 
     those which are not convincingly effective.  The occurrence of 
     epileptic attacks in a patient who is correctly treated does not 
     necessarily mean failure, but may be accounted for by extrinsic 
     factors of the disease.  It therefore does not demand systematic 
     increase of dosage of antiepileptic substances.  The major concern for 
     the practitioner, whatever the method, is to avoid overdosage and its 
     complications. 
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AB   Two diphenylhydantoin (PHT) preparations with different particle 
     sizes and shapes, of 'large' spherical crystals of 100-300 m in 
     diameter and of 'small' rod-like crystals of 10-50 m in width and 
     50-150 m in length, were compared with regard to blood levels and 
     clinical effects on 20 epileptic children as a crossover experiment. 
     The small particle PHT preparation caused 2-3 fold higher blood 
     levels than the large particle preparation.  Five patients on the 
     small size preparation showed definite clinical improvement, with a 
     decrease in frequency of seizures.  It is concluded that the PHT blood 
     levels should be monitored whenever the preparations of this 
     anti-convulsant are to be changed. 
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AB   Benzonal was given to 52 epileptics.  In 50 cases the duration of 
     treatment ranged from 3 mth to 7 yr (mean 18 mth) in doses of 100-500 
     mg daily; in 2 cases it had to be withdrawn after a short term 
     treatment because of intolerance.  In all cases the drug was given 
     together with other anticonvulsants: hydantoin, derivatives, mysodin, 
     Tegretol, pheneturid or Ospolot in place of previously administered 
     phenobarbital.  It was found that benzonal significantly reduced the 
     frequency of partial simple seizures (in 16 out of 20 cases) and grand 
     mal seizures (in 24 out of 34 cases), while its action on the partial 
     complex seizures was much weaker (improvement in only 7 out of 20 
     cases).  The drug was usually well tolerated, side effects of greater 
     intensity developed in 2 cases only, transient somnolence was observed 
     in another 6 cases.  In EEG records a slight favorable effect was 
     exerted on pathological background activity with absent effect in 
     focal changes and increase of seizure activity.  The authors believe 
     that in view of its favorable clinical action and good tolerance the 
     drug may be widely used in properly selected cases of epilepsy. 
  
L30  ANSWER 35 OF 40  EMBASE  COPYRIGHT (c) 2021 Elsevier B.V. All rights 
     reserved on STN  
ACCESSION NUMBER:   1977004452  EMBASE   Full-text 
DOCUMENT NUMBER:    7004445 
TITLE:              [Considerations on a case of florid rachitis during 
                    treatment with anticonvulsants]. 
                    CONSIDERAZIONI SU DI UN CASO DI RACHITISMO FLORIDO IN 
                    CORSO DI TRATTAMENTO CON PREPARATI ANTICOMIZIALI. 



AUTHOR:             Tordini, M.L. 
CORPORATE SOURCE:   Div. Ped., Osp. Magg. C.A. Pizzardi, Ente Osp. Reg., 
                    Bologna, Italy.  
SOURCE:             Clinica Pediatrica, (1975) Vol. 57, No. 9, pp. 
                    401-412.  
                    CODEN: CLPEAI 
DOCUMENT TYPE:      Journal; Article 
FILE SEGMENT:       Intellectual Indexing 
                    037     Drug Literature Index 
                    007     Pediatrics and Pediatric Surgery 
LANGUAGE:           Italian 
ENTRY DATE:         Entered Embase: 1977 
                    Last Updated on Embase: 1977 
  
L30  ANSWER 36 OF 40  EMBASE  COPYRIGHT (c) 2021 Elsevier B.V. All rights 
     reserved on STN  
ACCESSION NUMBER:   1976190422  EMBASE   Full-text 
DOCUMENT NUMBER:    6190341 
TITLE:              [Composition of the most important antiepileptic 
                    drugs]. 
                    ZUSAMMENSTELLUNG DER WICHTIGSTEN ANTIEPILEPTIKA. 
AUTHOR:             Dreyer, R. 
CORPORATE SOURCE:   Klin. Anfallskrankh. Mara, Anst. Bethel/Bielefeld, 
                    Germany.  
SOURCE:             Chirurgische Praxis, (1975) Vol. 20, No. 1, pp. 
                    165-169.  
                    ISSN: 0009-4846  CODEN: CHPRBU 
DOCUMENT TYPE:      Journal; Article 
FILE SEGMENT:       Intellectual Indexing 
                    037     Drug Literature Index 
                    050     Epilepsy Abstracts 
                    030     Clinical and Experimental Pharmacology 
                    008     Neurology and Neurosurgery 
LANGUAGE:           German 
ENTRY DATE:         Entered Embase: 1976 
                    Last Updated on Embase: 1976 
AB   This compendium of color photographs of the most commonly sold anti 
     epileptic drugs is intended as an aid to the identification of the 
     kind of drug a patient has been using when treated by another doctor. 
     It can be shown to the patient or to his or her relatives, the 
     illustrations of packages and tablets prompting memory of the dosage 
     etc., making continued treatment more successful. 
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AB   The absorption of anti epileptic drugs may be influenced by the 
     excipient and the physical ad chemical state of the drug.  Anti 
     epileptic drugs alter the absorption an metabolism of some drugs and 
     vitamins, especially Vitamin D and folate. 
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AB   The abovenamed drug mixture (of which ethylphenacemide is the 
     chief component) has been used in 90 cases of epilepsy, including 32 
     cases of grand mal, 17 cases comprising grand mal and petit mal 
     together, 18 cases of Jacksonian epilepsy, and 23 cases of psychomotor 
     epilepsy.  In general, the results were parallel to those of the 
     classical associations of phenobarbial and hydantoin derivatives but 
     are of interest because of the severity of the forms of epilepsy 
     treated.  Side effects were generally mild and responded to dose 
     reduction; they occurred in 23 cases.  It seems useful to supplement 
     treatment with small extra doses of phenobarbital and possibly of 
     hydantoin derivatives. 
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AB   The aim of the study was to investigate whether diabetes mellitus 
     modulated the function and expression of P-glycoprotein and the 
     distribution of phenobarbital in the brain of 3-week 
     streptozotocin-induced diabetic mice.  P-glycoprotein function in 
     blood-brain barrier was assessed by measuring the brain-to-plasma 
     concentration ratios of rodamine123, a well-known P-glycoprotein 



     substrate, in non-diabetic mice and diabetic mice.  P-glycoprotein 
     expression in the brain cortex was evaluated with western blot. 
     Whether diabetes mellitus changed the distribution of phenobarbital 
     (60 mg/kg, i.v.) in brain of mice was measured, and whether the 
     changed distribution caused the difference of phenobarbital (80 and 
     100 mg/kg) -induced loss of the righting reflex in non-diabetic and 
     diabetic mice were also investigated.  The results showed that the 
     brain-to-plasma concentration ratio value of rodamine123 in diabetic 
     mice was significantly higher than that of non-diabetic mice, western 
     blot suggested that the protein level of P-glycoprotein in the brain 
     of 3-week diabetic mice was significantly lower than that of 
     non-diabetic mice, and insulin treatment restored the impairment of 
     P-glycoprotein.  The exposure of phenobarbital in brain of diabetic 
     mice was 1.30-fold of that of non-diabetic mice, while in plasma the 
     fold was 1.09.  The increased distribution of phenobarbital in the 
     brain of diabetic mice significantly increased the duration of 
     phenobarbital-induced loss of the righting reflex and reduced the 
     latency time of loss of the righting reflex.  All the results 
     suggested that the function and expression of P-glycoprotein might be 
     impaired and the brain distribution of phenobarbital was increased in 
     brain of streptozotocin-induced diabetic mice. 
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AB   The possible mechanism of action of phenobarbital in prenatal female 
     rats has been studied using different inhibitors of protein/DNA/RNA 
     synthesis.  Administration of phenobarbital (40 mg/kg/day) 
     subcutaneously from day 17 to day 20 of pregnancy resulted in a delay 
     of the onset of puberty, disorders of estrous cycle, infertility, and 
     high estrogen levels in the female offspring.  Cycloheximide (60 
     microg/kg/day)--a protein synthesis inhibitor and hydroxyurea (160 
     mg/kg/day)--a DNA synthesis inhibitor when combined with 
     phenobarbital, significantly reduced the incidence of reproductive 
     dysfunctions listed above.  Alpha-amanitin (15 microg/kg/day), an 
     inhibitor of m-RNA synthesis, produced reproductive disorders in the 
     female offspring when administered alone to pregnant rats and also 
     failed to reverse the PB-induced reproductive alterations. 
     Cycloheximide and hydroxyurea produced no effect upon reproductive 
     function when administered alone.  Cycloheximide administration 
     resulted in low body weight at birth and delayed eye opening.  These 
     results suggest that prenatal administration of phenobarbital produces 
     its effect via new protein synthesis and that cycloheximide and 
     hydroxyurea protect the offspring from phenobarbital-induced toxic 
     effects by inhibiting its biochemical action. 
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AB   In the present work, we demonstrate the presence of a glucose 
     inhibitory effect on the phenobarbital-mediated induction of the 
     delta-aminolevulinate synthase mRNA in normal rat hepatocytes, 
     consistent with the results obtained with the delta-aminolevulinate 
     synthase activity previously reported.  This "glucose effect" can be 
     prevented by adding cAMP, adenylate cyclase activators, or a 
     phosphodiesterase inhibitor.  Delta-Aminolevulinate synthase mRNA 
     half-life is not modified in the presence of phenobarbital or glucose. 
     When the same experiments are performed using diabetic cells, no 
     glucose effect is observed, even when the endogenous cAMP content is 
     lowered to normal levels.  The results obtained in this study suggest 
     that glucose decreases delta-aminolevulinate synthase biosynthesis by 
     acting at a pretranslational step.  Assuming that the glucose effect 
     operates by a repression mechanism exerted by metabolites derived from 
     or related to glucose, the present results may reflect a derangement 
     in the formation of these metabolites as a result of the abnormal 
     metabolism operating in the diabetic state. 
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AB   The denitrosation of a novel nitrosourea, 
     1-(2-chloroethyl)-3-[(2-dimethylaminosulfonyl)-ethyl]-1-nitrosoure a, 
     tauromustine (TCNU), has been investigated in liver cytosol from 
     various species and with a pool of cytosolic rat liver glutathione 
     transferases (GSTs).  In addition, the denitrosation of related 
     nitrosoureas, 1,3-bis(2-chloroethyl)-1-nitrosourea (BCNU) and 
     1-(2-chloroethyl)-3-cyclohexyl-1-nitrosourea (CCNU) have been 



     investigated.  By using radioactive nitrosoureas as substrates and 
     HPLC to detect the denitrosated products, a sensitive assay has been 
     developed.  The activities towards additional substrates, 
     1-chloro-2,4-dinitrobenzene (CDNB) and trans-stilbene oxide (tSBO) 
     were also measured in the various cytosol fractions.  The apparent 
     Vmax and Km values for the denitrosation of TCNU in rat liver cytosol 
     were calculated to be 830 pmol/min/mg protein and 8.4 mM respectively. 
     The rate of denitrosation of TCNU was found to be highest in the 
     mouse, followed by the rat and the dog.  The induction of GSTs by 
     phenobarbital in rats increased the denitrosation of TCNU similar to 
     the activities found towards CDNB and tSBO as substrates.  The highest 
     denitrosation activity by GST was determined towards BCNU, followed by 
     CCNU and TCNU.  Our results suggest that the denitrosation of various 
     nitrosoureas via GST may play an important role in the deactivating 
     process occurring in vivo and for the efficacy of nitrosoureas used in 
     chemotherapy. 
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AB   Cirrhosis of the rat liver was induced by a 12 week individualized 
     CCl4/phenobarbital treatment.  After treatment, all surviving animals 
     (81%) showed cirrhosis of the liver.  The cirrhosis induced was 
     irreversible when evaluated 24 weeks after cessation of treatment. 
     Quantitative liver function measurements were reduced in a 
     differentiated manner.  Ranked according to the most pronounced 
     changes they are: capacity of urea-N synthesis (CUNS), galactose 
     elimination capacity (GEC) and antipyrine clearance (APC).  Hepatic 
     glutathione concentrations were only slightly decreased after the CCl4 
     treatment.  It is possible to produce a high incidence of irreversible 
     cirrhosis with differentiated functional impairment in the rat. 
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AB   To evaluate the mechanism of the promoting effect of goitrogens on 
     thyroid tumorigenesis, well-known goitrogens having different 
     pharmacologic action, i.e., thiourea, phenobarbital sodium (PB), 
     potassium thiocyanate (KSCN), and 
     3,4,5,6-tetrachloro-2',4',5',7'-tetraiodo-fluorescein sodium salt 
     (Rose Bengal B, FD&C Red No. 105) (FR105) were administered to the 
     DHPN-initiated and non-initiated F344 male rats in the drinking water 
     for 25 weeks.  Remington's iodine deficient diet (I-def) was fed as a 
     positive control.  These goitrogens showed significant tumor promoting 
     effect or promoting tendency on the rat thyroids.  According to the 
     changes in thyroid morphology and thyroid-related hormone titers 
     observed in the present study, we proposed to classify goitrogens at 
     least into 2 groups, i.e., iodine deficiency-type promoters and the 
     iodine excess-type promoters.  The former contains goitrogens inducing 
     TSH-stimulated diffuse goiter composed of uniform follicles with 
     activated tall follicular epithelial cells, such as thiourea, KSCN and 
     PB, and the latter contains goitrogens inducing colloid goiter 
     composed of a mixture of colloid-rich follicles with flat follicular 
     cells and normal-looking follicles with cuboidal follicular cells, 
     such as FR105.  This classification may be useful for the risk 
     assessment of goitrogens. 
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AB   To evaluate the effects of renal carcinogens and tumor promoters on 
     gap junctional intercellular communication (IC) and colony formation, 
     two rat kidney epithelial cell lines were examined in vitro.  The 
     NRK-52E line was obtained from the American Type Culture Collection 
     and the NK-4 line was established by us from male F344/NCr rats.  The 
     NRK-52E line was co-cultured on a confluent monolayer of lethally 
     irradiated NRK-52E cells to determine colony-forming ability (cloning 
     efficiency) and clonal expansion (average surface area of the 
     colonies, SA) and the NK-4 line was cultured on collagen gel. 
     Streptozotocin (STZ), a renal carcinogen, and trisodium 
     nitrilotriacetate monohydrate (NTANa3), a renal carcinogen and tumor 
     promoter, showed mild growth-enhancing effects on both cell lines, as 



     determined by significant increases in SA, but not in cloning 
     efficiency (CE).  Sodium barbital (BBNa), a renal tumor promoter, had 
     similar effects, while phenobarbital sodium (PBNa), a non-renal tumor 
     promoter, lacked such activity.  The effects of these compounds on gap 
     junctional function were investigated by the Lucifer Yellow dye 
     transfer microinjection assay using monolayers of NRK-52E and NK-4 
     cells.  We found that STZ, NTANa3 and BBNa inhibited IC in NRK-52E 
     cells, in accordance with their reported tumorigenic and/or 
     tumor-promoting activity in vivo, while PBNa did not.  Thus, we could 
     present these findings in NRK-52E cells as an in vitro model to 
     examine the potential tissue-specific effects of renal carcinogens and 
     tumor promoters in vitro.  We found, however, that other growth 
     control mechanisms beside IC may play a role, because although the 
     NK-4 line did not possess normal IC, the tumor promoters studied had 
     identical growth-promoting effects on colony formation and expansion 
     in both this cell line and the NRK-52E line. 
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SOURCE:             Biochemical pharmacology, (1989 Oct 01) Vol. 38, No. 
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AB   Rat liver microsomes catalyzed the biotransformation of the clinically 
     important nitrosourea anticancer agents 
     1-(2-chloroethyl)-3-(trans-4-methyl-cyclohexyl)-1-nitrosourea (MeCCNU) 
     and 1-(2-chloroethyl)-3-cyclohexyl-1-nitrosourea (CCNU) to alkylating 
     metabolites that bound covalently to microsomal protein and to DNA. 
     The enzyme-mediated microsomal alkylation required NADPH and oxygen 
     and was inhibited by carbon monoxide, indicating the participation of 
     a cytochrome P-450-dependent monooxygenase.  Additional studies with 
     inhibitors such as piperonyl butoxide and with the inducers 
     3-methylcholanthrene and phenobarbital were consistent with this view. 
     In contrast to these observations on the formation of alkylating 
     metabolites, carbamylation reactions were not affected significantly 
     by microsomal metabolism.  Reduced glutathione, cysteine or 
     N-acetylcysteine decreased the microsomal alkylation by MeCCNU and 
     produced a corresponding increase in the formation of polar 
     metabolites that was resolved by HPLC as three distinct 
     N-acetylcysteine-MeCCNU adducts.  The addition of semicarbazide to the 
     reaction decreased microsomal alkylation by 30%, indicating that the 
     formation of the alkylating species may proceed via an aldehyde 
     intermediate.  Renal microsomes were not found to catalyze the 
     alkylation reaction.  Moreover, MeCCNU inhibited the renal slice 
     accumulation of p-aminohippuric acid only in the presence of liver 
     microsomes and NADPH, suggesting that a liver metabolite may be 
     responsible for the renal toxicity of the parent nitrosourea. 
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AB   In vitro decomposition of ACNU, 
     3-[(4-amino-2-methyl-5-pyrimidinyl)methyl]-1-(2-chloroethyl)-1-nitros 
     ourea hydrochloride, in various conditions was studied with the use of 
     the 14C-labeled compound.  Metabolite A, 
     3,4-dihydro-7-methylpyrimido[4,5-d]pyrimidin-2(1H)-one (an 
     intramolecular cyclized product), was formed spontaneously in the 
     phosphate buffer (pH 7.4) with simultaneous liberation of the 
     alkylating moiety.  With rat liver enzyme preparations, formation of 
     three metabolites was observed.  Those were metabolite B, 
     1-[(4-amino-2-methyl-5-pyrimidinyl)methyl]-3-(2-chloroethyl)urea (a 
     denitrosated product), metabolite C, 
     1-[(4-amino-2-methyl-5-pyrimidinyl) 
     methyl]-5-hydroxy-3-nitroso-2-imidazolidinone (a product via oxidative 
     dechlorination), and metabolite D, 
     1-[(4-amino-2-methyl-5-pyrimidinyl)methyl]-5-hydroxy-2-imidazolidinone 
     (a denitrosated product of metabolite C).  Formation of metabolite B 
     was catalyzed with both cytosolic and microsomal enzymes, not 
     inhibited with SKF-525A, and partly dependent on nicotinamide adenine 
     dinucleotide phosphate (NADPH).  These results suggest that at least 
     two enzymatic steps would be involved in the formation of this 
     product.  Metabolites C and D were produced by the microsomal 
     preparation, being dependent on O2 and NADPH, inhibited by CO and 
     SKF-525A, and enhanced by phenobarbital pretreatment.  When metabolite 
     C was incubated with cytosolic and microsomal preparations, more 
     efficient formation of metabolite D with the former than the latter 
     was observed.  From these results, it was assumed that oxidative 
     dechlorination of ACNU to metabolite C would be catalyzed with the 
     microsomal mixed function oxidase, and metabolite D would be produced 
     via denitrosation process of metabolite C. 
       
L38  ANSWER 10 OF 21     MEDLINE ®  on STN 
ACCESSION NUMBER:   1985033786     MEDLINE Full-text 
DOCUMENT NUMBER:    PubMed ID: 6492196 
TITLE:              Ethylenethiourea-induced hindpaw deformities in mice 
                    and effects of metabolic modifiers on their occurrence. 
AUTHOR:             Khera K S 
SOURCE:             Journal of toxicology and environmental health, 
                    (1984) Vol. 13, No. 4-6, pp. 747-56.   
                    Journal code: 7513622. ISSN: 0098-4108. L-ISSN: 
                    0098-4108. 
DIGITAL OBJECT ID:  http://dx.doi.org/10.1080/15287398409530536 
PUB. COUNTRY:       United States 
DOCUMENT TYPE:      Journal; Article; (JOURNAL ARTICLE) 
LANGUAGE:           English 
FILE SEGMENT:       MEDLINE; Priority Journals 
FILE SEGMENT:       Print 
ENTRY MONTH:        198411 
ENTRY DATE:         Entered STN: 20 Mar 1990 
                    Last Updated on STN: 20 Mar 1990 
                    Entered Medline: 28 Nov 1984 
OS.CITING REF COUNT: 4    There are 4 MEDLINE records that cite this record 
ED   Entered STN: 20 Mar 1990 
     Last Updated on STN: 20 Mar 1990 
     Entered Medline: 28 Nov 1984 
AB   Time-mated Swiss-Webster mice were pretreated in separate experiments 
     with phenobarbital (60 mg/kg X d sc on d 7-10 of pregnancy), SKF-525A 



     (40 mg/kg ip on d 12 of pregnancy) or 3-methylcholanthrene (20 mg/kg X 
     d on d 10-12 of pregnancy).  On the d 12 of pregnancy (1 h after 
     SKF-525A or 3-methylcholanthrene treatment), one group each of 
     pretreated mice was given a single oral dose of 1600, 2000, or 2400 
     mg/kg of ethylenethiourea (ETU) as a 5% concentrate in a 1.5% aqueous 
     gelatin solution, which as a vehicle was given to other pretreated 
     groups.  The respective volume doses were 3.2, 4.0, or 4.8 ml/100 g 
     body weight with the controls given 4.8 ml/100 g body weight of 
     vehicle alone.  Maternal toxicity was observed in all groups given 
     ETU, whether pretreated with metabolic modifiers or not.  In the three 
     experiments, treatment with ETU alone reduced fetal weight by 15% at 
     2400 mg/kg and 8% with the remaining 2 doses, and increased the 
     incidence of resorptions (19-62% with the 2400 mg/kg dose, 8-59% at 
     2000 mg/kg, and 7-32% at the 1600 mg/kg dose).  The significant 
     defects with incidence ranges in three experiments were: hindpaw 
     ectrodactyly, 2-6% at 1600 mg/kg, 4-20% at 2000, and 20-29% at 2400 
     mg/kg; and hindpaw syndactyle, 3% at 16 mg/kg, 6-14% at 2000, and 
     2-12% at 2400 mg/kg doses.  Minor incidences of cleft palate and 
     hindpaw polydactyly were also observed.  Phenobarbital pretreatment 
     did not change the ETU-induced maternal or fetal effects.  SKF-525A 
     enhanced the resorptions and reduced the litter-size but had no effect 
     on fetal malformations.  The 3-methylcholanthrene pretreatment reduced 
     the ETU-induced incidences of hindpaw ectrodactyly, hindpaw 
     syndactyly, and cleft palate at the 2000 and 2400 mg/kg doses. 
     Previous studies with rats and hamsters revealed that SKF-525A 
     enhanced the ETU-induced fetal malformations but phenobarbital and 
     3-methyl-cholanthrene had no effect in these two species. 
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AB   It is possible to predict plasma concentrations of drugs by 
     measurement in saliva, obviating the need for venipuncture.  Using a 
     selection of weakly acidic and basic drugs, we have found this 
     prediction reliable for drugs largely nonionized at normal plasma pH 
     (phenytoin, phenobarbital, antipyrine) but unreliable for ionized 
     drugs (chlorpropramide, tolbutamide, propranolol, meperidine). 
     Deliberate alteration of saliva flow rate and pH using different 
     stimuli have produced twofold changes in saliva drug concentrations. 
     Wide interindividual variability of saliva pH is the likely 
     explanation for the inconstancy of saliva to plasma concentration 
     ratios for ionized drugs. 
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AB   Changes in sensitivity to anticonvulsant drugs were investigated after 
     bilateral olfactory bulb ablations in mice.  The sensitivity to 
     benzodiazepines and acetazolamide increased, whereas that to 
     phenylacetylurea and dipropylacetic acid decreased, and sensitivity to 
     phenobarbital, diphenylhydantoin and trimethadion was not 
     significantly changes after olfactory bulb ablations.  Increase in 
     sensitivity to benzodiazepines was the most significant in both 
     electroshock and pentetrazol convulsions.  It was suggested that 
     altered activities and denervation supersensitivity in the limbic 
     system, hypothalamus and midbrain might account for these changes in 
     sensitivity to anticonvulsant drugs after olfactory bulb ablations. 
       
L38  ANSWER 13 OF 21     MEDLINE ®  on STN 
ACCESSION NUMBER:   1975181959     MEDLINE Full-text 
DOCUMENT NUMBER:    PubMed ID: 237450 
TITLE:              Theophylline-induced seizures in adults. Correlation 
                    with serum concentrations.  
AUTHOR:             Zwillich C W; Sutton F D; Neff T A; Cohn W M; Matthay R 
                    A; Weinberger M M 
SOURCE:             Annals of internal medicine, (1975 Jun) Vol. 82, No. 
                    6, pp. 784-7.   
                    Journal code: 0372351. ISSN: 0003-4819. L-ISSN: 
                    0003-4819. 
DIGITAL OBJECT ID:  http://dx.doi.org/10.7326/0003-4819-82-6-784 
PUB. COUNTRY:       United States 
DOCUMENT TYPE:      Journal; Article; (JOURNAL ARTICLE) 
LANGUAGE:           English 
FILE SEGMENT:       MEDLINE; Abridged Index Medicus Journals; Priority 
                    Journals 
FILE SEGMENT:       Print 
ENTRY MONTH:        197509 
ENTRY DATE:         Entered STN: 10 Mar 1990 
                    Last Updated on STN: 6 Feb 1995 
                    Entered Medline: 9 Sep 1975 
OS.CITING REF COUNT: 65   There are 65 MEDLINE records that cite this 
                         record 
ED   Entered STN: 10 Mar 1990 
     Last Updated on STN: 6 Feb 1995 
     Entered Medline: 9 Sep 1975 
AB   Eight patients developed grand mal seizures during intravenous 
     theophylline therapy.  None had a history of neurologic disorder, and 
     all were acutely ill with severe pulmonary or cardiovascular disease, 
     or both.  Serum theophylline concentrations obtained within 1 hour of 
     the seizure ranged from 25 mug/ml to 70mug/ml, with a mean value (53 
     plus or minus 4.8 mug/ml) more than twice the upper limit of the 
     recommended therapeutic concentration.  This serum theophylline 
     concentration was greater than the concentration found in a group  of 
     patients with less severe drug-related symptoms (35 plus or minus 1.8 
     mug/ml, P less than 0.01).  A third group of patients without 
     drug-related symptoms had a mean theophylline serum concentration of 
     19 plus or minus 2.0 mug/ml, which was less than that found in either 
     group with toxicity symptoms (P less than 0.05).  Factors predisposing 
     to the high serum concentrations in the patients with seizures were 
     both higher drug dosage, compared with the other groups (P less than 
     0.01), and hepatic dysfunction, which was more common in both groups 
     with drug-related symptoms. 
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L10           2 SEA ABB=ON  PLU=ON  L4 AND L5   
 
     FILE 'REGISTRY' ENTERED AT 14:26:39 ON 30 AUG 2021 
                E PHENOBARBITAL SODIUM/CN 
L11           1 SEA ABB=ON  PLU=ON  "PHENOBARBITAL SODIUM"/CN  
                SEL L11 CHEM 
L12             QUE ABB=ON  PLU=ON  ("GARDENAL SODIUM"/BI OR LINASEN/BI OR  
                "LUMINAL SODIUM"/BI OR PHENEMALUM/BI OR "PHENOBAL SODIUM"/B 
                I OR PHENOBAL/BI OR "PHENOBARBITAL SODIUM"/BI OR "PHENOBARB 
                ITONE SODIUM"/BI OR "SODIUM ETHYLPHENYLBARBITURATE"/BI OR  
                "SODIUM LUMINAL"/BI OR "SODIUM PHENOBARBITAL"/BI OR  
                "SODIUM PHENOBARBITONE"/BI OR "SODIUM PHENYLETHYLBARBITURAT 
                E"/BI OR "SODIUM PHENYLETHYLMALONYLUREA"/BI OR "SODIUM  
                5-ETHYL-5-PHENYLBARBITURATE"/BI OR "SOL PHENOBARBITAL"/BI  
                OR "SOL PHENOBARBITONE"/BI OR "SOLUBLE PHENOBARBITAL"/BI  
                OR "SOLUBLE PHENOBARBITONE"/BI OR 125-36-0/BI OR "5-ETHYL-5 
                -PHENYLBARBITURIC ACID SODIUM"/BI OR 57-30-7/BI OR  
                8050-96-2/BI)  
                E PHENYLETHYLACETYLUREA/CN 
L13           1 SEA ABB=ON  PLU=ON  PHENYLETHYLACETYLUREA/CN  
                SEL L13 CHEM 
L14             QUE ABB=ON  PLU=ON  (.ALPHA.-PHENYL-.ALPHA.-ETHYLACETYLUREA 
                /BI OR "(2-PHENYLBUTANOYL)UREA"/BI OR BENURIDE/BI OR  
                DL-PHENETURIDE/BI OR EPA/BI OR ETHYLPHENACEMIDE/BI OR  
                LIRCAPYL/BI OR "M 551"/BI OR "N-(.ALPHA.-PHENYLBUTYRYL)UREA 
                "/BI OR "N-(AMINOCARBONYL)-.ALPHA.-ETHYLBENZENEACETAMIDE"/B 
                I OR PBU/BI OR PHENETURIDE/BI OR PHENURIDE/BI OR PHENYLETHY 
                LACETYLUREA/BI OR "S 46"/BI OR "1-((ETHYL)PHENYLACETYL)UREA 
                "/BI OR 2-PHENYLBUTYRYLUREA/BI OR 6509-31-5/BI OR 90-49-3/B 
                I)  
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L15       36479 SEA ABB=ON  PLU=ON  L11 OR L12 OR PHENOBARBITAL(1W)(?SODIUM 
                ? OR NA) OR GARDENAL OR HYSTEP## OR LUMINAL OR PHENEMAL OR  
                PHENOBARTITONE OR PHENYLBARBITAL OR PHENYLETHYLBARBITURIC  
                OR (PHENYL OR PH)(W)(BARBITAL OR ETHYLBARBITURIC OR (ETHYL  
                OR ET)(W)BARBITURIC)  
L16         115 SEA ABB=ON  PLU=ON  PEAU OR PHENYLETHYLACETYLUREA OR  
                (PHENYL OR PH)(W)(ETHYLACETYLUREA OR (ETHYL OR ET)(W)(ACETY 
                LUREA OR (AC OR ACETYL)(W)UREA) OR PHENYLETHYL(W)(ACETYLURE 
                A OR (AC OR ACETYL)(W)UREA)) OR PHENYLETHYLACETYL UREA OR  
                BENURIDE  
L17          80 SEA ABB=ON  PLU=ON  (ETHYL OR ET)(W)(PHENACEMIDE OR  
                PHENYLACETYLUREA OR (PHENYL OR PH)(W)(ACETYLUREA OR  
                (ACETYL OR AC)(W)UREA)) OR ETHYLPHENYLACETYLUREA OR  
                PHENETURIDE  
L18          44 SEA ABB=ON  PLU=ON  L15 AND (L13 OR L14 OR L16 OR L17)  
L19          30 SEA ABB=ON  PLU=ON  L18 AND (COMPOSITION OR COMP## OR  
                PREP? OR FORMULATION OR SOLUTION OR SOLN OR MIXTURE)  
L20          11 SEA ABB=ON  PLU=ON  ("PHENOBARBITAL SODIUM"+PFT AND  
                PHENETURIDE+PFT)/CT  
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L21           2 SEA ABB=ON  PLU=ON  ((L1 OR L2 OR L3 OR L4 OR L5) OR L8)  
                AND L18  
L22           1 SEA ABB=ON  PLU=ON  ((L1 OR L2 OR L3 OR L4 OR L5) OR L8)  
                AND L20  
L23          14 SEA ABB=ON  PLU=ON  L6 OR L7 OR L9 OR L10 OR L21 OR L22   
L24           9 DUP REM L23 (5 DUPLICATES REMOVED) 
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DOCUMENT NUMBER:         174:647882 
TITLE:                   Lyophilized compositions of phenobarbital 
                         sodium salt 
INVENTOR(S):             Chodavarapu, Bala Tripura Sundari; Mangali, 
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PATENT INFORMATION: 
     PATENT NO.          KIND  DATE        APPLICATION NO.         DATE 
     ---------------     ----  --------    ---------------------   -------- 
     US 20210085608       A1   20210325    US 2020-17025881        20200918 
PRIORITY APPLN. INFO.:                     US 2019-62903511     P  20190920 
                                                       
PATENT STATUS PATENT INFORMATION: 
     PATENT NO.          KIND  STATUS          STATUS DATE  
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     US 20210085608       A1   Alive           20210401 
ASSIGNMENT HISTORY FOR US PATENT AVAILABLE IN LSUS DISPLAY FORMAT 
AB   A compn. of, method for producing, and use of an amorphous lyophilized 
     Phenobarbital Sodium having high purity are presented.  The 
     amorphous lyophilized Phenobarbital Sodium is storage-stable being 
     essentially void of impurities (e.g., phenylethylacetylurea 
     (PEAU), 2-ethyl-2-phenylmalonamide (2EPMM), and/or 
     alpha-phenylbutyrylguanidine (PBG)) upon reconstitution in water. 
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AB   We report on measurements of the mass and total decay width of the W 
     boson with the L3 detector at LEP.  W-pair events produced in e+e- 
     interactions between 161 GeV and 183 GeV center-of-mass energy are 
     selected in a data sample corresponding to a total luminosity of 76.7 
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     decay width of the W boson are detd. to be mW=80.61±0.15 GeV and 
     W=1.97±0.38 GeV, resp. 
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AB   A study of neutral-current four-fermion processes is performed using a 
     data sample corresponding to 55.3 pb-1 of integrated luminosity 
     collected by the L3 detector at LEP at an av. center-of-mass energy of 



     183 GeV.  The neutral-current four-fermion cross sections for final 
     states with a pair of charged leptons plus jets and with four charged 
     leptons are measured to be consistent with the Std. Model predictions. 
     Events with fermion pair masses close to the Z boson mass are selected 
     in all observable final states and the ZZ prodn. cross section is 
     measured to be ZZ=0.30+0.22 +0.07-0.16 -0.03 pb, in agreement 
     with the Std. Model expectation.  No evidence for the existence of 
     anomalous triple gauge boson ZZZ and ZZ  couplings is found and 
     limits on these couplings are set. 
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AB   Measurements are reported of the inclusive prodn. of heavy quarkonium 
     states in Z decays based on the anal. of 3.6 million hadronic events 
     collected by the L3 detector at LEP.  The measurement of inclusive J 
     prodn. and an improved 95% confidence level upper limit on .UPSILON. 
     prodn. are presented.  In addn., two independent measurements of the 
     ratio, fp, of prompt J mesons to those from B decay were made using 



     two different isolation cuts to sep. prompt J mesons from J mesons 
     produced in the decays of b hadrons.  The results are: Br(Z  J 
     + X) = (3.21 ± 0.21 (stat.)-0.28+0.19 (sys.)) × 10-3, Br(Z 
      .UPSILON.(1S) + X) < 4.4 × 10-5, fp = (7.1 ± 2.1 
     (stat.) ± 1.2(sys.)-0.8+1.5(theor.)) × 10-2. 
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L33         245 SEA ABB=ON  PLU=ON  L32 AND L31   
L34       13837 SEA ABB=ON  PLU=ON  ("FREEZE DRYING"/CT OR E1.370.225.500.6 
                20.760.160.260./CT OR E1.370.225.750.600.760.160.260./CT  
                OR E2.792.156.260./CT OR E5.200.500.620.760.160.260./CT OR  
                E5.200.750.600.760.160.260./CT OR E5.760.156.260./CT)  
L35           0 SEA ABB=ON  PLU=ON  L33 AND L34   
L36     3963026 SEA ABB=ON  PLU=ON  ("HYDROGEN-ION CONCENTRATION"/CT OR  
                G2.300./CT)  
L37          22 SEA ABB=ON  PLU=ON  L33 AND L36   
L38          21 SEA ABB=ON  PLU=ON  L37 AND PY<2019  
                D QUE L35  
                D L38 1-21  
 
     FILE 'HCAPLUS, MEDLINE, BIOSIS, EMBASE, WPIX, JAPIO, PQSCITECH'  
     ENTERED AT 14:24:50 ON 30 AUG 2021 
L1           22 SEA ABB=ON  PLU=ON  ("THIRUPATHI M"? OR "MANGALI T"?)/AU  
L2        13104 SEA ABB=ON  PLU=ON  "SHUKLA A"?/AU  
L3         2429 SEA ABB=ON  PLU=ON  "SHUKLA J"?/AU  
L4          106 SEA ABB=ON  PLU=ON  ("DASARADHI L"? OR "LAKKARAJU D"?)/AU  
L5       338281 SEA ABB=ON  PLU=ON  ("BALA"? OR "TRIPURA"? OR "SUNDARI"?  
                OR "CHODAVARAPU"?)/AU  
L6            2 SEA ABB=ON  PLU=ON  L1 AND L2 AND L3 AND L4 AND L5   
L7            2 SEA ABB=ON  PLU=ON  L1 AND ((L2 OR L3 OR L4 OR L5))   
L8          167 SEA ABB=ON  PLU=ON  L2 AND ((L3 OR L4 OR L5))   
L9           14 SEA ABB=ON  PLU=ON  L3 AND (L4 OR L5)   
L10           2 SEA ABB=ON  PLU=ON  L4 AND L5   
 
     FILE 'REGISTRY' ENTERED AT 14:26:39 ON 30 AUG 2021 
                E PHENOBARBITAL SODIUM/CN 
L11           1 SEA ABB=ON  PLU=ON  "PHENOBARBITAL SODIUM"/CN  
                SEL L11 CHEM 
L12             QUE ABB=ON  PLU=ON  ("GARDENAL SODIUM"/BI OR LINASEN/BI OR  
                "LUMINAL SODIUM"/BI OR PHENEMALUM/BI OR "PHENOBAL SODIUM"/B 
                I OR PHENOBAL/BI OR "PHENOBARBITAL SODIUM"/BI OR "PHENOBARB 
                ITONE SODIUM"/BI OR "SODIUM ETHYLPHENYLBARBITURATE"/BI OR  
                "SODIUM LUMINAL"/BI OR "SODIUM PHENOBARBITAL"/BI OR  
                "SODIUM PHENOBARBITONE"/BI OR "SODIUM PHENYLETHYLBARBITURAT 
                E"/BI OR "SODIUM PHENYLETHYLMALONYLUREA"/BI OR "SODIUM  
                5-ETHYL-5-PHENYLBARBITURATE"/BI OR "SOL PHENOBARBITAL"/BI  
                OR "SOL PHENOBARBITONE"/BI OR "SOLUBLE PHENOBARBITAL"/BI  
                OR "SOLUBLE PHENOBARBITONE"/BI OR 125-36-0/BI OR "5-ETHYL-5 
                -PHENYLBARBITURIC ACID SODIUM"/BI OR 57-30-7/BI OR  
                8050-96-2/BI)  
                E PHENYLETHYLACETYLUREA/CN 
L13           1 SEA ABB=ON  PLU=ON  PHENYLETHYLACETYLUREA/CN  
                SEL L13 CHEM 



L14             QUE ABB=ON  PLU=ON  (.ALPHA.-PHENYL-.ALPHA.-ETHYLACETYLUREA 
                /BI OR "(2-PHENYLBUTANOYL)UREA"/BI OR BENURIDE/BI OR  
                DL-PHENETURIDE/BI OR EPA/BI OR ETHYLPHENACEMIDE/BI OR  
                LIRCAPYL/BI OR "M 551"/BI OR "N-(.ALPHA.-PHENYLBUTYRYL)UREA 
                "/BI OR "N-(AMINOCARBONYL)-.ALPHA.-ETHYLBENZENEACETAMIDE"/B 
                I OR PBU/BI OR PHENETURIDE/BI OR PHENURIDE/BI OR PHENYLETHY 
                LACETYLUREA/BI OR "S 46"/BI OR "1-((ETHYL)PHENYLACETYL)UREA 
                "/BI OR 2-PHENYLBUTYRYLUREA/BI OR 6509-31-5/BI OR 90-49-3/B 
                I)  
 
     FILE 'HCAPLUS' ENTERED AT 14:27:21 ON 30 AUG 2021 
L15       36479 SEA ABB=ON  PLU=ON  L11 OR L12 OR PHENOBARBITAL(1W)(?SODIUM 
                ? OR NA) OR GARDENAL OR HYSTEP## OR LUMINAL OR PHENEMAL OR  
                PHENOBARTITONE OR PHENYLBARBITAL OR PHENYLETHYLBARBITURIC  
                OR (PHENYL OR PH)(W)(BARBITAL OR ETHYLBARBITURIC OR (ETHYL  
                OR ET)(W)BARBITURIC)  
L16         115 SEA ABB=ON  PLU=ON  PEAU OR PHENYLETHYLACETYLUREA OR  
                (PHENYL OR PH)(W)(ETHYLACETYLUREA OR (ETHYL OR ET)(W)(ACETY 
                LUREA OR (AC OR ACETYL)(W)UREA) OR PHENYLETHYL(W)(ACETYLURE 
                A OR (AC OR ACETYL)(W)UREA)) OR PHENYLETHYLACETYL UREA OR  
                BENURIDE  
L17          80 SEA ABB=ON  PLU=ON  (ETHYL OR ET)(W)(PHENACEMIDE OR  
                PHENYLACETYLUREA OR (PHENYL OR PH)(W)(ACETYLUREA OR  
                (ACETYL OR AC)(W)UREA)) OR ETHYLPHENYLACETYLUREA OR  
                PHENETURIDE  
L18          44 SEA ABB=ON  PLU=ON  L15 AND (L13 OR L14 OR L16 OR L17)  
L19          30 SEA ABB=ON  PLU=ON  L18 AND (COMPOSITION OR COMP## OR  
                PREP? OR FORMULATION OR SOLUTION OR SOLN OR MIXTURE)  
L20          11 SEA ABB=ON  PLU=ON  ("PHENOBARBITAL SODIUM"+PFT AND  
                PHENETURIDE+PFT)/CT  
 
     FILE 'HCAPLUS, MEDLINE, BIOSIS, EMBASE, WPIX, JAPIO, PQSCITECH'  
     ENTERED AT 14:31:41 ON 30 AUG 2021 
L21           2 SEA ABB=ON  PLU=ON  ((L1 OR L2 OR L3 OR L4 OR L5) OR L8)  
                AND L18  
L22           1 SEA ABB=ON  PLU=ON  ((L1 OR L2 OR L3 OR L4 OR L5) OR L8)  
                AND L20  
L23          14 SEA ABB=ON  PLU=ON  L6 OR L7 OR L9 OR L10 OR L21 OR L22   
L24           9 DUP REM L23 (5 DUPLICATES REMOVED) 
                D L24 1-9  
 
     FILE 'HOME' ENTERED AT 14:47:12 ON 30 AUG 2021 
 
 
     FILE HOME         
 
     FILE REGISTRY     
     Property values tagged with IC are from the ZIC/VINITI data file 
     provided by InfoChem. 
 
     STRUCTURE FILE UPDATES:   29 AUG 2021  HIGHEST RN 2683588-69-2 
     DICTIONARY FILE UPDATES:  29 AUG 2021  HIGHEST RN 2683588-69-2 
 
     CAS Information Use Policies apply and are available at: 
 
     http://www.cas.org/legal/infopolicy 
 
     TSCA INFORMATION NOW CURRENT THROUGH February 2021. 
 
       Please note that search-term pricing does apply when 
       conducting SmartSELECT searches. 
 
     REGISTRY includes numerically searchable data for experimental and 
     predicted properties as well as tags indicating availability of 
     experimental property data in the original document.  For information 
     on property searching in REGISTRY, refer to: 
 
     http://www.cas.org/training/stn/database-specific 
 
     FILE HCAPLUS      
 
     Copyright of the articles to which records in this database refer is 
     held by the publishers listed in the PUBLISHER (PB) field (available 
     for records published or updated in Chemical Abstracts after December 
     26, 1996), unless otherwise indicated in the original publications. 



 
     The CA Lexicon is the copyrighted intellectual property of the 
     American Chemical Society and is provided to assist you in searching 
     databases on STN.  Any dissemination, distribution, copying, or storin 
     of this information, without the prior written consent of CAS, is 
     strictly prohibited. 
 
     FILE COVERS 1907 - 30 Aug 2021 VOL 175 ISS 12 
     FILE LAST UPDATED: 29 Aug 2021 (20210829/ED) 
 
     CAS Information Use Policies apply and are available at: 
 
     http://www.cas.org/legal/infopolicy 
 
     This file contains CAS Registry Numbers for easy and accurate 
     substance identification. 
 
     FILE MEDLINE      
 
      FILE COVERS 1946 TO DATE. 
      FILE LAST UPDATED: 29 Aug 2021 (20210829/UP). 
 
      MEDLINE(R) is a registered trademark of the U.S. National Library of 
      Medicine (NLM). 
 
      Effective March 7, 2021, the 2021 version of Medline is now available 
 
      The 2021 MeSH thesaurus is now available as a source of terminology 
      for your searches. 
 
      This file contains CAS Registry Numbers for easy and accurate 
      substance identification. 
 
      See HELP RANGE before carrying out any RANGE search. 
 
 
     FILE BIOSIS       
     FILE COVERS 1926 TO DATE. 
     CAS REGISTRY NUMBERS AND CHEMICAL NAMES (CNs) PRESENT 
     FROM JANUARY 1926 TO DATE. 
 
     RECORDS LAST ADDED: 26 August 2021 (20210826/ED) 
 
     BIOSIS has been augmented with 1.8 million archival records from 1926 
     through 1968.  These records have been re-indexed to match current 
     BIOSIS indexing. 
 
     FILE EMBASE       
      FILE COVERS: Embase-originated material 1947 to 27 Aug 2021 (20210827 
                   Unique MEDLINE content 1948 to present 
 
     This file contains CAS Registry Numbers for easy and accurate 
     substance identification. 
 
     FILE WPIX         
     FILE LAST UPDATED:          24 AUG 2021   <20210824/UP> 
     MOST RECENT UPDATE:           2021068      <2021068/DW> 
     DERWENT WORLD PATENTS INDEX SUBSCRIBER FILE, COVERS 1963 TO DATE 
 
     >>> Now containing more than 3,7 million chemical structures in DCR << 
 
     >>> FOR THE LATEST DERWENT WORLD PATENTS INDEX (DWPI) 
         STN USER DOCUMENTATION, PLEASE VISIT: 
     https://stn.products.fiz-karlsruhe.de/en/training-center?query=Derwent 
 
     >>> NUMERIC PROPERTY SEARCH available. 
         Please see HELP NPS for more information <<< 
 
     >>> STOPWORDS used from DWPI update 03/2019 onwards. 
         See HELP STOPWORDS for further details <<< 
 
     >>> Derwent is changing patent kind codes of Korean patents. 
         See HELP CHANGE for further details <<< 
 
     >>> Limits for structure search have been increased - for details 



         see HELP SLIMITS <<< 
 
     FILE JAPIO        
     FILE LAST UPDATED:            28 JAN 2013       <20130128/UP> 
     MOST RECENT PUBLICATION DATE: 25 OCT 2012       <20121025/PD> 
 
     >>> STATIC FILE - FOR CURRENT JAPANESE PATENTS GO TO FILE JPFULL <<< 
 
     FILE PQSCITECH    
     FILE LAST UPDATED: 24 AUG 2021       <20210824/UP> 
     FILE COVERS 1962 TO DATE 
 
     >>> SIMULTANEOUS LEFT AND RIGHT TRUNCATION AVAILABLE IN THE 
         BASIC INDEX (/BI), ABSTRACT (/AB), and TITLE (/TI) FIELDS <<< 
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