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I. INTRODUCTION

ARTHRITIS IS A DISORDER WITH PAIN AND STIFFNESS REFERABLE

TO THE MUSCULOSKELETAL SYSTEM, WITH THE SYMP��2 BEING DUE 

TO JOINT ABNORMALITY. ARTHRITIS OCCURS IN A NUMBER OF DIF• 

FERENT FORMS, BUT IS DUE TO ESSENTIALLY TWO FUNDAMENTAL 

PATHOLOGICAL PROCESSES THAT AFFECT THE JOINT: (A) INFLAM­

MATION, WHICH MAY BE EXVDATIVE OR PROLIFERATIVE IN TVPE 1 

OR A COMBINATION OF EACH, ANO (B) 0EQENERATIVE CHANGES WHICH 

ARE DEPENDENT ON THE LIMITED CAPACITY OF THE ARTICULAR CARTILAQE 

TO REPAIR ITSELF. ARTHRITIS MAY BE EITHER ACUTE OR CHRONIC 

AND THE CHRONIC TYPE IS SUBJECT TO ACUTE EXCERBATIONJ. 

No CAUSATIVE PROCESS HAS AS VET BEEN ESTABLISHED. 

THIS MAKES TREATMENT PRIMARILY SYMPTOMATIC. TREATMENT REVOLVES 

AROUND SEVERAL GENERAL MEASURES: (1) REST, (2) RELIEF OF 

PAIN1 (J) MAINTENANCE OF JOINT FUNCTION 1 A(�) PREVENTION ANO 

CORRECTION OF PHYSICAL DEFORMITIES BY APPLICATION 0,. 

ORTHOPEDIC PRINCIPLES AND, (5) CORRECTION OF ANY FACTORS THAT 

1 
ARE DELETAfttova TO THE HEALTH OF THE INDIVIDUAL PATIENT. 

THIS STUDY IS CONCERNED WITH ANALGESIA. THE MOST 

WIDELY USED ANALGESICS IN ARTHRITIC DISORDERS ARE THE 

SALICVLATES. OTHERS USED ARE PHENY�BUTAZONE, PROPOXYPHENE 

(0AR0Jb) AND VARIOUS SALICVLATE COMPOUNDS. THERE ARE ALSO 

OTHER MEASURES USED TO ELICIT A REMISSION. THESE INCLUDE 

THE USE OF STEROIDS AND GOLD SALT$. 



\ 
GARROD IN HI s B,OOK .A. TREAT I SE O-JfiRHEUMA Tl SM ANO ARTHR IT Is 

' 
fUBLISHEO IN 1890, RECOMMENDS TREATMENT OF ARTHR ITIS WITH 

MANY UNUSUAL ANO VARIED SUBSTANCES. SALICVLATES HAO BEEN 

IN USE FOR APPROXIMATELY 15 YEARS FOR ACUTE RHEUMATIC ARTICULAR 

PAINS, BUT WERE NOT FELT USEFUL IN CHRONIC ARTICULAR 

INVOLVMENT. GARROD RECOMMENDED THE USE OF LOCAL TREATMENT 

SUCH AS PAINTING WITH IODINE OR A RUBBING LINAMENT 0 As FOR 

DRUG TREATMENT ONE OF COMPOUNDS _WAS COMPOSED OF GUAIACUM 

COMBINED WITH CITRATE OF POTASH AND BARK AND OCCASIONALLY 

IODIDE OF POTASSIUM WAS ADDED. ANOTHER SUBSTANCE USED WAS 

ICHTMYOL- A COAL TAR COMPOUND WHICH WAS TAKEN INTERNALLY OR 

RUBBED ON THE AFFECTED AREA. OTHER MEASURES IN VOGUE IN 

1$90 WERE MINERAL WATERS ANO BATHS, BUT ONLY AFTER THE ACUTE 

2 
PROCESS WAS Z OVER. 

VIITH THE INABILITY OF MoDERN MEDICINE TO GIVE GOOD RELIEF 

IN PAIN OF ARTHRITIS, IT IS NO WONDER THAT MANY PEOPLE WHO 

SUFFER FROM THE DISEASE FALL PREY TO ANYONE WHO PROMfBES 

CURE OR RELIEF. THEREFORE, THIS STUDY HAS THE PURPOSE TO 

AID IN EVALUATING A JltEW ANALGESIC-SQ 10,269-WHICH MAY BE OF 

SOME VALUE IN THE TREATMENT OF ARTHRITIC PAIN. THIS DRUG HAS 

BEEN SHOWN TO BE OF USE IN HIGHER DOSES, BUT SIDE EFFECTS 

EXPERIENCED MADE THE DRU~?IFFICULT TO USE. THEREFORE, THIS 

STUDY IS TO FIND WHETHER OR NOT SQ 10,269 CAN BE USED IN A 

DOSE OF 37.5 MG. FOUR TIMES DAILY IN RELIEF OF PAIN WITHOUT 

SIGNIFICANT SIDE EFFECTS. 
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II. SQ 10,269 

A. TECHNICAL DATA 

. O-C2H5 0 qH3 1H3 

' ~-j--------------~-~-CH2-~-CH2CH2-e=)--HCL 

SQ 10,269 

THE CHEMICAL NAME FOR SQ 10,269 IS 2-ETHOXV-N­

METHVL-N-f?,-(METHVLPHENE!!:J-AMINE)ETHVL]-2, 2-

DIPHENYLACETAMIDE, HYDROCHLORIDE. IT IS A SUBSTITUTED 

BASIC AMIDE DERIVED FROM BENZILIC ACID. THE gMff~}C~L 

FORMULA IS C2gH34N~02• HCL. THE MOLECULAR WEIGHT IS 

4J0.60/467.06. IT IS A WHITE, ODORLESS, TASTELESS, 

CRYSTALLINE POWDER1 WITH A MELTING POINT OF toS.0-{69.5°C 

(u.s.P.). SQ 10,269 HAS A SOLUBILITY OF 1.0;6 IN WATER 

WITH SLIGHT WARMING •• THE PH OF A 1.0% AQUEOUS SOLUTION 

IS J.5. IT IS VERY SOLUBLE IN ETHANOL, ISOPROPANOL, ANO 

ACETONE, BUT INSOLUBLE IN ETHER. SQ 10,269 ANO ITS 

SOLUTIONS ARE STABLE ON EXPOSURE TO AIR, LIGHT ANO 

TEMPERATURES UP TO 60°C •• THE .ORV MATERIAL IS 

NONHVGROSCOP IC. 

B. ANlt,tAL PHAR~MACOLOGV' Toxl CALOGY. ~ PATHOLOGY 

SQ 10,269 HAS BEEN SHOWN TO BE AT LEAST EQUAL TO MEP­

ERIDENE HYDROCHLORIDE, CODEINE SULFATE ANO PROPoxVPHEN~ 

I N ANALGESIC EFFECT IN RATS ANO MICE. RATS GIVEN SQ 10 ,269 

ANO MEPERIDINE HYDROCHLORIDE BOTH DEVELOPED A TOLERANCE TO 
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THE DRUGS IN 24 DAYS. THE ANIMALS MADE TOLERANT TO 

MEPERIDINE WERE ALSO TOLERANT TO SQ 10,269, BUT THE 

ANIMALS MADE TOLERANT TO SQ 10,269 WERE NOT TOLERANT 

TO MEPERIDINE 0 SQ 10,269 DID NOT LESSEN MORPHINE SULFATE 

WITHDRAWAL SYMPTOMS IN MONKEYS. 

SQ 10,269 HAS SHOWN EEG BLOCKAGE OF PAIN AROUSAL IN 

CATS 0 ONLY SLIGHT INHIBITION OF CONDITIONED AVOIDANCE RE­

SPONS~ IN RATS TO AN ELECTRICAL SHOCK WAS oBBl~~,Qa ON 

HIGH DOSES. 

IN UNANESTHETIZED FASTED DOGS GIVEN ORAL DOSES OF 

4o ANO ~0 MG 0 SQ 10,~69/KG., SIGNS OF DELAYED HYPERNIA, 

SLIGHT-TO-MODERATE HVPOTENSION, SOMETIMES ACCOMPANIED BY 

BRADYCARDIA \"JERE OBERSERVED. THERE WERE ALSO MINOR EKG CHANGES 

AND MIOSIS 0 VOMITING OCCURRED 5 TO 7 MINUTES AFTER DOSES OF 

160 MQ 0 FIFTY PER CENT OF NONFASTED DOGS RETAINED DO SES UP 

TO AND I NCLUDING J2f/)MG./~G., BUT DOSES OF 64o MG 0 /KG 0 PRODUCED 

VOMITING IN ALL THE DOGS STUDIED. NON-FASTED DOGS 

RETAINING DOSES UP TO 320 MG./Ka. SHOWED NO CHANGES . IN 

RESPIRATORY RATE, HEART RATE, EKG, OR PUPILLARY DIAMETER. 

THE DOGS THAT VOMITED AFTER DOSES OF f 6 Q OR 320 MG 0 /Ka 0 

SHOWED SYMPTOMS IDENTICAL TO FASTED DOGS GIVEN DOSES OF 

40 AND 60 MG. SQ 10,269/Ka. 

SQ 10, 269 WHEN GlvBN IN INTRAVENOUS DOSES OF UP TO 

t6 MG. SQ 10,269/Ka. TO UNANESTHETIZEO DOGS HAD NO EFFECT 

ON RESPIRATORY RATE, BUT DOSE LEVELS FROM 4 TO 60MG./l(G. 

_4_ 



REDUCED RESTING BLOOD PRESSURE BY APPROXIMATELY 20 TO 

50 PER CENT, . CONVULSIONS DID NOT OCCUR UNTIL CUMULATIVE 

DOSES OF 32 TO 39 MG ,/KG. HAD BEEN GIVEN, IN ANESTHETIZED 

DOGS, INTRAVENOUS DOSES OF 1,0 AND 2.0 MG. SQ 10,269/KG. 

CARRIED A 25 TO JO PERCENT REDUCTION IN RESPIRAT,RY 

MINUTE VOLUME WITHOUT ALTERING TIDAL VOLUME, RESPIRATORY 

ARREST WAS PRODUCED IN ANESTHETIZED DOGS AT 4,0 MG. 

SQ 10,269/KG,, BUT WAS REVERSED READILY WITH NALORPHINE, 

ORALLY ADMINISTERED DOSES OF 2 AND g MG, SQ 10,269/KG. 

AND EQUl~ALENT DOSES OF CODEINE SULFATE GIVEN TO FOUR DOGS 

SHOWED THAT BOTH MAY EXERT EQUAL ANTITUSSIVE ACTIVITY. 

MoDERA"IE IRRITATION OF THE VASTUS LATERAL IS MUSCLES 

OF TWO RABBITS OCCURRED WITHIN TWO DAYS FOLLOWING INTRA­

MUSCULAR INJECTION OF A 1,0 PER CENT AQUEOUS SOLUTION 

OF SQ 10,269, WITH MODERATE TO MARKED CELL!.. UAR DEGENERATION, 

BUT NO NECROSIS, . SEVEN DAYS AFTER INJECTION OF THE DRUG 

FOUR MUSC~ES SHOWED DEFINITE AREAS OF NECROSIS, 

INSTILLATION INTO THE CONJUNCTIVAL SAC OF RABBITS OF 

A 0,25 PERCENT SQ 10,269 SO LUTION IN 2.2 PER CENT 

BORIC ACID PRODUCED CORNEAL ANESTHESIA WITHIN 3 TO 6 MINUTES . 

ONE SOLUTION WITH A PH OF 4.36 PRODUCED ANESTHESIA 

LASTING 30 MINUTES, WHERE AS ANOTHER SOLUTION WITH A PH 

OF 4 .95 PRODUCED ANESTHE S IA LASTING loo MINUTES. 

No SIGNIFICANT SLOWING OF INTESTINAL PERISTALSIS 

WAS OBSERVED WITH AN INTRAPERITONEAL INJECTl6N OF AQUEOUS 
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SOLUTIONS OF$ MG. SQ 10,269/KG. INTO RATS. DoSES OF 

16 MG./Ko. SLOWED INTESTINAL PERISTALSIS 2.2 TIMES AS 

MUCH AS COMPARABLE DOSES OF CODEINE SULFATE. 

SQ 10,209 AT CONCENTRATIONS OF 0.5 MCG./ML. AND 

HIGHER INHIBITED NORMAL ACTIVITY OF EXCISED RAT 1S UTERUS. 

THE SPASMOGENS OXTOCIN, ACETYLCHOLINE, AND BRADYKININ 

WERE WITHOUT EFFECT ON THE EXCISED, ESTROGEN PRIMED, 

QUIESCENT RAT 1S UTERUS. SQ 10,269 APPARENTLY INHIBITED THE 

ABILITY OF THE SMOOTH MUSCLE TO RESPOND. PROPOXYPHENE 

AND CODIENR SULFATEINHIBITED THESE TISSUES AT CONCENTRATIONS 

OF 2 MCG./ML. AND$ MCG./ML., RESPECTIVELY• 

E>,CRETIONS OF SQ 10,26 9 IS APPARENTLY VIA THE LIVER 

WHERE IT IS CONVERTED TO A PRIMARY AND/OR SECONDARY AMINE. 

THIS WAS OBSERVED IN VITRO WITH RAT LIVER SLICES. OTHER , 

TISSUES SUCH AS KIDNEY, BRAIN, AND MUSCLE DID NOT ALTER 

SQ 10,269. 

14 
RATE OF EXCRETION OF SQ 10,269 LABELED WITH C IN 

URINE AND FECES IS AS BELOW: 

c.. E_xcRETI ON 

SPECIMl'::N 
URINE 
FECES 
TOTAL 

PER CENT OF ADMINISTERED DOSE 
0-24 HRS. 24-,4.g HRS. 4S-72 
29.J J.O 1.1 
50.0 9.0 2.4 
79.3 t2.o 3.5 

EXCRETED 
HRS. 72-96 

o.4 
o.6 

.1.0 
14 

TABLE 11-1 RATE OF EXCRETION OF C LABELED 

SQ 10,269 IN RATS 

-6-

HRS•• 



SQ 10,269 HAS SHOWN NO SIGNIFICANT CHANGES IN rETAL 

DE~ELOPMENT WHEN ADMINISTERED TO RATS. 

THE LD50 DOSAGES IN MICE VARY rROM 40 Mo./KG. rOR 5 

DAYS WHEN GIVEN INTRAVENOUSLY TO iO MG./KG. rOR 5 l!>AYS WHEN '.'' 

GIVEN INTRAPERITONEALLY TO 740 Mo./KG. WHEN GIVEN ORALLY •• 

THIS STUDY SHOWED THAT A LOWER CONCENTRATION GIVEN ORALLY 

LEO TO A GREATER ABSORPTION. ACUTE ORAL TOXICITY COULD 

NOT BE DETERMINED IN DOGS DUE TO VOMITING CAUSED BY HIGH 

DOSES. 

ON LARGE DOSES GIVEN OVER g WEEKS TO IMMATURE RATS 

AT 10 TO t65 Mo./Ko./ DAY, BODY WEIGHT WAS SL'~IGHTLY TO 

MODERATE~~ RETARDED. AT NECROPSY THE RATS GIVEN 

l65 MG./Ko./DAY HAO INCREASED LIVER WEIGHTS ANO MILO 

HISTOLOGICAL LIVER DEGENERATION. IN ANOTHER STUDY 

ADULT RATS GIVE 50 Mo./Ko./oAY rOR THE SAME PERIOD HAO 

ONLY MILD CHANGES AND THOSE GIVEN 15 Mo./Ko./oAY rOR 

26 WEEKS HAO ELEVATED 88P (BROMSULrONPHTNALEIN) ANO 

INCREASED BERUM TRANSAMINASE. NECROPSY SHOWED MODERATE 

3 
HEPATIC DEGENERATION. 
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D. ~LJNtCAL P~HA~t..1_f\COL~OGY 1 ~ ~INDICATIONS 

ANALGESIA: SQ 10,269 HAS BEEN SHOWN TO BE EFFECTIVE IN 

RELIEF OF PAIN OF ALL TYPES FROM EXPERIMENTALLY PRODUCED 

PAIN SUCH AS ELECTRICAL STIMULATION TO PATHOLOGIC PAIN 

PRODUCED BY FRACTURES, HERPES ZOSTER ANO PLEURITIS. ONE 

HUNDRED MG. OF SQ 10,269 IS APPROXIMATELY EQUAL TO 64 MG. 

OF CODIENE SULFATE WHE:N BOTH ARE GIVE:N ORALLY, BUT THE SQ l0,269 

HAS A MORE ENDURING EFFECT. THESE STUDIES WERE RUN WITH A 

PLACEBO AND SIGNIFICANT PAIN RELIEF WAS PRODUCED. 

TOXICITY: SQ 10,269 HAS BEEN GIVEN IN DOSES AS HIGH AS 

i00 TO' 900 MG 0 DAILY WITH NO PATHOLOGICAL CHANGES SEEN 1 1N­

CLUOING WHITE BLOOD CELL COUNTS, HEMATOCRIT, HEMOGLOBIN, 

SGP-T, FASTING BLOOD SUGAR 1 ALKALINE PHOSPHATASE, BILIRUBIN, 

THYMOL TURBIDITY ANO COMPLETE URINALYSJS. 

IN ONE STUDY SQ 10,269 WAS GIVEN TO 25 VOLUNTEERS IN 

DOSES OF 450 TO 600 MG. DAILY FOR FOURTEEN WEEKS WITH NO 

EVIDENCE OF CHRONIC TOXICITY OR ADDICTION NOTED. 

UNDESIRABLE : .!!..Eg_ EFFECTS: THE MOST COMMON SIDE EFFECTS 

REPORTED ARE DROWSINESS, DIZZINESS 1 NAUSEA, AND VOMITING. 

THE SEVERITY OF SIDE EFFECTS HAVE BEEN DIRECTLY PROPORTIONAL 

TO THE DOSE OF THE DRUG 0 OTHERS ARE VERTIGO (TRUE), EXCITEMENT 

ABDOMINAL CRAMPS, DIARRHEA, TREMOR ANO CONSTIPATION. 

INDICATIONS: SQ 10,269 IS AN EFFECTIVE ANALGESIC AGENT 

INDICATED FOR THE RELIEF' OF ALL TYPES OF PAIN, INCLUDING 

POST-OPERATIVE PAIN ANO THE PAIN ASSOCIATED WITH CHRONIC ANO 

RECURRENT DISEASE • 

..$-



CoNTRINDICATIONS: THERE ARE NO KNOWN CONTRAINDICATIONS 

TO THE USE OF SQ 10,269. 

DOSAGE: DoaAGE SCHEDULES FOR SQ 10,269 ARE EXPLORATORY 

AT PRESENT, PENDING THE OUTCOME OF FURTHER CLINICAL 

PHARMACOLOGICAL TRIALS.) 

-9-



I I I • STUDY PROTOCAL AND ~,£THODS USED 

TVPE OF' 8TUDV THE STUDV WAS A THREE-WAV, DOUBLE-BLIND, --
CROSS-OVER IN 20 PATIENTS SEEN IN A MEDICAL CLINIC. 

DURATION THE STUDV LASTED THREE WEEKS F'OR EACH PATIENT, 

ONE WEEK ON SQ 10,269 37.5 MGM 0 , CAPSULES 1 ONE WEEK ON 

PROPOXVPHENE (DARVON )32MG• CAPSULES, AND ONE WEEK ON 

PLACEBO CAPSULES. 

PROCEDURE ALL THE SUBJECTS SELECTED WERE BETWEEN THE 

AGES OF 31 AND 86, AND NANIF'ESTED PAIN DUE TO ARTHRITIS-­

GOUT, RHEUM~TglD, OR OSTEO-ARTHRITIS. NONE HAD A HISTORY OF' 

DRUG ADDICTION AND NONE WERE RECEIVING TRANQUILIZERS OR 

SEDATIVES. ALL THE CONTROLLED STUDIES WERE DOUBLE-BLIND. 

THE CONTROL DRUGS WERE: PROPOXVPHENE (DARVO~) 32 MG. AND 

PLACEBO . 

THERAPEUTIC REGIMEN THE DOSAGE OF' DRUGS GIVEN, WAS 

ONE CAPSULE EVERV F'OUR HOURS, NOT TO EXCEED FOUR CAPSULES 

EACH DAV. THE NUMBER OF CAPSULES TAKEN EACH DAV WAS RECORDED 

ON A CARD GIVEN THE PATIENT FOR THAT PURPOSE. 

EVALUATION .2!, ~ RELIEF THE PATIENTS EACH KEPT THE 

RECORD OF' THE NUMBER OF CAPSULES TAKEN EACH DAV AND HIS 

OVERALL IMPRESSION OF PAIN RELIEF FOR THE DAV. THE THERA­

PEUTIC RESPONSE SUPPOSEDLY REFLECTED THE RELIEF' OBTAINED FOR 

THE WHOLE DAV AND NOT THE RESPONSE FOR AN INDIVIDUAL DOSE. 

THE RELIEF' WAS BASED ON A GRADING SCALE OF 0-4, WITH THE 

GRADATION BROKEN DOWN INTO THE FOLLOWING GROUPS: 

-10-



0= NO RELIEF 
1= VERY SLIGHT RELIEF 
2= MODERATE RELIEF 
3= ALMOST COMPLETE RELIEF 
4= COMPLETE RELIEF 

A THERAPEUTIC RESULT WAS GIVEN BY EACH PATIENT F'OR EACH 

DAV ., CAPSULES WERE TAl<EN • 

CONCOMITANT ANALGESIA EACH PATIENT WAS INSTRUCTED TO 

CONTINUE HIS NORMAL ANALGESIA AND MEDICATIONS AS USUAL, JUST 

ADDING THE CAPSULES FOR THE WEEK TO HIS NORMAL REGIMEN. 

EVALUATION .2f:_S,!_1?£ EFFECTS SIDE EFFECTS WERE EVALUATED 

ONLY WHEN SPONTANEOUSLY EXPRESSED BY THE PATIENT. ONCE A 

SIDE EF~ECT WAS OBSERVED, THE PATIENT WAS QUESTIONED CONCERNING 

THE SEVERITY AND DURATION OF' THE SIDE EFFECT. SIDE EFFECTS 

WERE EVALUATED ON A 0-4 SCALE AS FOLLOWS: 

O= NONE 
1- Ml LO 
2= MODERATE 
3= SEVERE 

THE FOLLOWING ARE THE SIDE EFFECT COMMONLY SEEN WITH SQ 10,269: 

NAUSEA 
VOMITING 
VERTIGO (TRUE) 
EXCITEMENT 
DROWSINESS 

-H-

ABDOMINAL CRAMPS 
DIARRHEA 
TREMOR 
DIZZINESS 
CONSTIPATION 3 



DRUGS SQ J_O~ DARVON 2,2 PLACEBO 
DAYS OF 

~-hN RELi#~ -~, ~. 2._~ 4 . ~. 1. ~ 3, 4 ,?.. ~. 2, JI 4 
ATIENT 

TOTALS 

2 
*3 1 21 ~IS~o,,.JTINUED 
4 
5 
6 
7 
s 
91 I I -I I 1 

10 
11 I 1 I 11 411 
12 
13 
14 
15 
16 

t17 
11$ 
19 
2Q 

O= NO RELIEF 

7 
7 
7 
7 
2 
7 

1= VERY SLIGHT RELIEF 
2= MODERATE RELIEF 

D1 

3= ALMOST COMPLETE RELIEF 
4: COMPLETE RELIEF 

TABLE IV - / 

NTINUED 

0 

j 

;11 
17 

T I 

7 

RESULTS OF PAIN RELIEF ON A DAILY BASIS WITH 2 CAPSULES 

ON DAV 1, AND 4 ON EACH SUCCESSIVE DAY. *THIS PATIENT 

DISCONTINUED THE STUDY BECAUSE OF A MODERATELY SEVERE RASH 

THAT DEVELOPED. +THIS PATIENT DISCONTINUED THE STUDY DUE 

TO AN MISUNDERSTANDING CONCERNING SIDE EFFECTS. 
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THE RESULTS ON THE PREVIOUS PAGE ARE COMPARED A LITTLE 

MORE READILY WHEN PUT INTO PERCENTAGES AS BELOW: 

SQ 10,269 DARVON PLABEBO 

No 
RELIEF '- 4g_ ,~ .21~. 1i 41.4% 
VERV SLIGHT 
RELIEF 14.s~ 1j.6~ 24.1~ 
MODERATE 
RELIEF" ,21.1% 14.1i 12.2% 
ALMOST 
COMPLETE 0.71 1 _'i. 6'1: 
COMPLETE 

• ,- ~ o.o ~-~5• zo 

TABLE IV-cl. ' 

DAYS OF PAIN RELIEF EXPRESSED AS A PERCENTAGE OF" THE 
TOTAL DAYS EACH DRUG WAS TAKEN. 

DARVON PLACEBO s~ 101 269 
PATIENT 'Jf, 1 NONE NONE NONE 

2 

J. 

5 

~ 

7 
g 

2 
10 

IT 
12 

NONE NONE NONE 

, Sc If" RASH . .-__ QLs.c_~~.:r I _N_UE o, _8 TU DV 
, .. OD. TO vEVERt: 
"1°0NE 
l.1 1LEJ NAUSEA & 

DROWSINESS 
NONE 

NONE 
HEADACHE & NAUSEA 
FOR THREE DAYS MILD 
NONE 
f.1 tLD DIZZINESS 
AND NAUSEA 
NoNE 
t.11LO DROWSINESS 

~ONE 
MTLo NAUSEA 
DROWSINESS 
MILO LIGHTHEAD­
NESS AR'TER PILL 
NONE 
NONE 

li:JONE 
MILO NAUSEA 
DROWSINESS 
NONE 

NONE 
MILD HEADACHE 
ANO NAUSEA 

MILD CONSTIPATION NONE 
INCREASED MIL~ DIZZINESS 

ENERGY 
NONE 
MILD RASH WITH 
PBURITIS 

AND NAUSEA 
NoNE 
MILD DROWSINESS 

·-· -· -L~i MILD ANOREXIA 
MILD NAU SEA AND 

NoNE _j\1 1 LO ANOREXIA 
TIRED AND NERVOUS MILD NAUSEA 

ANO DIZZINESS AND DIZZINESS 
15 MILD LIGHT~EAONESS NONE MILD LIGHTEDDNESS 
1b t-.l lLD DIZZINESS NONE MILD DIXZINESS 

___ , _ __j]__~~Ns; Ml LO NAUSEA No NE 
· d.$ NoNE NONE NONE 

--· 12 RiNGING IN EARS [\JONE RINGING IN EARS 

TOTAL 

.20 NONE NoNE NONE 
j \'II TH MI LO 
SIDE EF"F'ECTS 

7 MILD SIDE 9 MILO SIDE 
EFFECTS EF'F'ECTS 

TABLE IV-3 - SIDE EFFECTS 
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OtSCUSSION 

THIS STUDY CONCERNS MANY SUBJECTIVE EVALUATIONS,

THEREFORE, EACH PATIENT WAS USED AS HIS OWN CONTROL. THE 

PATIENTS WERE SELECTED FROM THE AATHRITIS CLINIC OF THE 

UNIVERSITY OF NEBRASKA CoLLEQE OF Ml:DICINE 0 THEY WERE SELECTED 

ON THE BASIS OF HAWING PAIN *ND THEIR RELIABILITY IN 8EING ABLE 

TO EVALUATE THE PAIN AND RELIEF OBTAINED FROM THE DRUGS. THE 

PATIENTS VARY GREATLY IN AGE AND SEVERITY OF PAIN, THUS MAKING 

INDIVUAL COMPARISONS MORE DIFFICULT. ALSO THE TYPE 

OF DISEASE PROCESS VARIED. THERE ARE EXACERBATIONS AND 

REMISSIONS OF THE ARTHRITIC PROCESS TO CONSIDER, AS WELL AS THE 

PSYCHOLOGICAL LIFT THAT MAY BE SEEN IN ATTEMPTING A NEW 

TREATMENT FBR ARTHRITIS. THERE IS.VARIATION IN THE GRADING OF 

PAIN RELIEF BV THE INDIVIDUAL PATIENTS. No RELIEF ANO COMPLETE 

RELIEF ARE EASILY EVALUATED, BUT THE THREE LEVELS BETWEEN THESE 

TWO EXTREMES ARE MORE DIFFICULT TO DIFFERENTIATE. POSSIBLE 

USING FOUR OR THREE GROUPS INSTEAD OF' FIVE WOULD 

MAKE THE VALUES EASIER FOR THE PATIENT TO SELECT, ANO THUS 

INCREASE THE VALIDITY OF THE STUDV 0 ANOTHER FACTOR LIMITING 

THE VALIDITY OF THE STUDY IS THE SMALL SIZE OF' THE SAMPLE 

STUDIED. A LARGER SAMPLE WOULD BE MORE EASILY EVALUATED, 

ESPECIALLY WHEN CONSIDERATION IS GIVEN TO RESULTS SUCH &S 

THE PATIENT WHO OBTAINED COMPLETE RELIEF' FOR ONE WEEK ON SQ 

t0,269. IN THIS STUDY THE RESULT IS OVER FIVE PER CENT OF THE 

TOTAL PATIENT DAYS, BUT IF THE SAMPLE WERE too INSTEAD 

OF 20 IN NUMBER1 FIVE PER CENT WOULD BE A MUCH MORE VALID 

RESULT. -14-



IF THE RESULTS ARE GROUPED INTO THREE GROUPS, WITH NO 

RELIEF BEING ONE GROUP, VERY SLIGHT RELIEF AND MODERATE RELIEF 

IN A SECOND GROUP, ANO ALMOST COMPLETE AND COMPLETE RELIEF IN 

A THIRD GROUP THE RESULTS FOR SQ 10,269 ANO THE PLACEBO ARE 

VERY SIMILAR ESPECIALLY IF THE VALUE FOR COMPLETE RELIEF IS 

DISREGARDED. IN FACT THE PLACEBO GAVE MORE OVERALL RELIEF 

THAN DID SQ 10,269. THIS IS SUMM-RIZEO IN TABLE IV-4. 

SQ 10,269 PLACEBO DARVON 

No 
RELIEF 4S 1 2~ 4d..4~ ,24.7~ 
SLIGHT & 
MODERATE 41.2~ ,2].6~ 22.1~ 
COMPLETE & 
ALMOST COMPLETE · .2 ♦ 2~ t,2.~ 12.6~ 

TABLE IV-4 DATA REGROUPED IN THREE GROUPS TO SHOW SIMILARITY 
OF DATA. 

IT IS APPARENT FROM THE ABOVE DATA THAT THE PLACEBO 

WAS AS EFFECTIVE AS, IF NOT MORE EFFECTIVE THAN SQ 10,269 

IN THE RELIEF OF PAIN. THIS LEADS ONE TO FEEL THAT WITH 

PROVEN PAIN RELIEF AT HIGHER DOSAGE LEVELS, SQ 10,269 AT 

37.5 MG. TAKEN FOUR TIMES EACH DAY IS INSUFFICIENT TO 

PRODUCE SIGNIFICANT PAIN RELIEF. 4 5 

SIDE EFFECTS ARE SUMMARIZED IN TABLE IV-J , THESE ARE 

SUBJECTIVE IN EVALUATION. ONLY ONE ~~RSON HAD ANYTHING OTHER 

THAN MILD SIDE EFFECTS FROM THE DRUGS. THIS PERSON HAO A 

SEVERE SKIN RASH WHICH IS APPARENTLY PREVIOUSLY UNREPiptTEO 

AS AN SIDE EFFECT. THIS LEADS ONE TO CONSIDER THE POSSIBILTY 

OF ANOTHER CAUSE FOR THIS RASH 0 ONE OTHER PERSON EXPERIENCED 
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SOME MILD SKIN RASH, BUT THIS WAS NOT ON SQ 10,269, BUT ON 

THE OTHER DRUGS. USED IN THE STUDY. ONE VERY UNEXPECTED 

FINDING WAS THE SIMILARITY OF THE SIDE EFFECTS OBSERVED WITH 

SQ 10,269 AND WITH THE PLACEBO . ';V ITH THE EXCEPTION OF' THE 

Sl<IN RASH, IDENTICAL RESULTS WERE OBTAINED WITH THE TWO DRUGS. 

THERE WAS NO SUCH RELATIONSHIP BETWEEN DARVON AND EITHER OF' 

THE OTHER DRUGS 0 ONLV ONE PATIENT EXPERIENCED SIDE EFFECTS 

ON ALL THREE DRUGS 0 

-16-



V. SUtvfMRY AND CONCLUSIONS 

TWE.NT.V PATIENTS WERE GIVEN SQ 10,269 ')7.5 MG 0 CAPSULES, 

DARVON 32 MG. CAPSULES, AND PLACEBO CAPSULES, ON THREE SUC­

CESSIVE WEEKS IN A THREE-WAY, DOUBLE-BLIND, CROSSOVER STUDY 

AND EVALUATED FOR PAIN RELIEF AND SIDE EFFECTS DAILY. THE 

PLACEBO GAVE SLIGHTLY BETTER RELIEF THAN SQ 10,269 AND BOTH 

OF THESE DRUGS GAVE MORE RELIEr- THAN DARVON• SIOE EFFECTS 

WERE MI-LD WITH THE EXCEPTION OF ONE PATIENT DEVELOPING A 

SKIN RASH ON SQ 10,269. WITH THAT EXCEPTION, THE SIDE EFFECTS 

WERE IDENTICAL FOR SQ 10,269 AND THE PLACEBO. 

ON THE BASIS OF THIS STUDY, IT IS FELT THAT SQ 10,269 

AT THE DOSAGE GIVEN IS NOT A VERY EFFECTIVE DRUG IN THE 

TREATMENT OF PAIN DUE TO MUSCULOSKELETAL DISORDERS SUCH AS 

RHEUMATOID AND 0STEo-ARTHRITIS. WtTH THE RESULTS OBTAINED, 

ONE WONDERS IF THE PLACEBO ANO SQ 10,269 WERE NOT SIMILAR 

OR THE SAME DRUQS 0 As ONE PERSON DID GET COMPLETE RELIEF 

ON THE DRUG, THE POSSIBILITY THAT SQ 10,269 MIGHT BE HELPFUL 

IN SELECTED PATIENTS CANNOT BE RULED OUT. 
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