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1.0 APPENDIX
(October 21, 1997)

1.1 APPENDIX 1

INDEX

Item 1-7

Vol.1 1.1 Application form FDA 356h, 1.2 FDA 3397, 1.3 Statement of Organization, 1.4 Patent g

Informa

tion and Patent Certification, 1.5 Index to the Application.

2.% Proposed Text for the Labeling-Annotated, 2.2 Pharmacologic Class, Scientific
Rationale, Intended Use, and Potential Benefits, 2.3 Foreign Marketing History, 2.4
Chernistry, Manufacturing and Control Summary, 2.5 Human Pharmacokinetic and
Bioavailability Summary, 2.6 Clinical Data Summary and Results of Statistical Analysis,
and-2.7 Integrated Summary of Benefits and Risks.

Vol.2 - 3.1-3.5 Chemistry, Manufacturing and Controls.

Item 8. Clinical Data Section

Vol 15

Vol.16

Vol.17-20

Vol.21

8.1 Table of Studies, 8.2 List of Clinical Investigators, 8.3 List of IND's and NDA's,
8.4 Background and Overview of Clinical Investigations, 8.5 Clinical Pharmacology:
Overall summary.

8.5.2 Clinical Pharmacology: Individual Study Reperts. Thebauit JJ and Caplain H. Open
single ascending dose pharmacokinetics and tolerance study of enoxaparin after sc
administration of 1.0 mg/kg, 1.5 mg/kg, 2.0 mg/kg and 2.5 mg/kg in sixteen normal
healthy volunteers (K91006).

8.5.2 Clinical Pharmacology: Individual Study Reports (cont.). Caplain H, Collignon F,
Aubeneau M. A phase 1, open, randomized, 3-period, cross-over study comparing
Ppharmacokinetic prifile of two formulation of RP54563: single concentration ampules (1-
shot/2-shots) versus double concentration ampules, administered as 1.5 mg/kg once a
day subcutaneous treatment for 5 days to healthy male and female volunteers
(RP54563Q-133).

8.5.2 Clinical Pharmacology: Individual Study Reports (cont.). Dame B, Darchy L.
Efficacy and safety of enoxaparin administered as a single, daily subcutaneous injection
for the treatment of venous thromboembolic disease (K91107).

Item 8.6. Clinical Studies

Item 8.6.1 Controlled Clinical Trials (Pivotal Studies)

Vol.22-24

Study CPK-2091. Donnely M, Genevois E, Walsh ML, Spiro T. Efficacy and safety of an 4
outpatient anticoagulation regimen consisting of a fixed dose of 1 mg/kg of enoxaparin : ]
administered subcutaneously twice daily compared with a standard inpatient <
anticoagulant regimen consisting of unfractionated heparin administered by continuous ;
intravenous infusion: a randornized open-label study in patients with proximal deep vein
thrombosis. |. Study Doecuments (V.22-3), . Drug Validity (V.23), 1ll. Randomization
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Schemes and Codes (V.23), IV. Statistical Appendix (Statistical Plan, Summary Tables,
Statistical Report)(V.23), V. Patient Data Listings and Patient Profiles (V.24), VI.
References (V.24), VII. Publication (V.24).

Vol.25-33 Study 529. Stevenson A, Spiro T. A multicenter, randomized, partially-blind, parallel-
group, clinical trial to compare the efficacy and safety of twice and once-daily
subcutaneously administered enoxaparin and continuous infusion heparin in the treatment
of patients with deep vein thrombosis with or without pulmonary embolism. Study
Summary (V.25), I. Study Documents (V.26-29), 1I. Drug Disposition (N/A). NI
Randomization Scheme and Codes (V.30), IV. Statistical Appendix (Statistical Analysis
Plan, Summary Tables, Statistical Methodology Section)(V.30-31), V. Patient Data Listing
and Patient Profiles (V.31), VI. References (V.32-33). -

 Item 8.6.2 Uncontrolled Clinical Studies (Supportive Studies)

Vol. 34 Study 100554. Rapin Ph. Study of the efficacy and tolerance of enoxaparin administered
by the intravenous route in the curative treatment of pulmonary embolism; Pharmuka
Study:28312)(Vol.34, p.1).

Study 105338. Norindr. Study of subcutaneous enoxaparin in the treatment of pulmonary
embolism in man. (Pharmuka Study: ENX389001)(V.34, p.115).

, Study 105336. Janvier. Open study of subcutansous enoxaparin in the treatment of
; constituted deep vein thrombosis of the lower limbs: (Pharmuka Study: ENX388006)
\ (V.34, p.213)

ltem 8.6.3 Other Studies and Information ‘ -

Vol.35-36 Study PK-528. Franco A. Open, multicenter, randomized, comparative study of the
efficacy and safety of enoxaparin administered subcutaneously at a fixed dosage of 2
mgr/kg/24h and standard heparin administered intravenously at adjusted doses for the first
10 day's treatment of established deep vein thrombosis of the legs (Pharmuka Study:
ENX 388002)(V.35). Appendixes (Study Documents)(Vol.35), Statistical Report (v.36).

Pini M, Aiello S, Manotti C, Pattacini C, Quintavalia R, Poli T et al. Low molecular weight
heparin versus warfarin in the prevention of recurrerice after deep vein thrombosis.
Thrombosis and Haemostasis. 1994; 72:191-9. (V.36, p.306).

ftem 8.7  Integrated Summaries and Efficacy and Safety

Vol. 37 8.7.1 Integrated Summary of Efficacy

Vol.38 8.7.2 Integrated Summary of Safety

Vol.39-41 | 8.7.3 Integrated Efficacy and Safety Summary Tables. _
Vol.41 8.8 - Drug Abuse and Overdose (V.41,p.266) |

8.9 Integrated Summary of Benefits and Risks (V41, p.283) .
8.10 Statement of Conformity with 21 CFR parts 50 and 56 {V.41,p.331)

( Vol.42-48 Study CPK 2091. CRF Tabulations. Appendix V.A: Patient Data Listing
1. Master decode list of investigators and treatment group by allocation number(V.42,p.3),
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Vol.48-51
Vol.52-70

2. Listing of allocation numbers by investigator and treatment group (V.42,p.18); 3. Listing
of patient competition status, discontinuation, evaluability and efficacy outcome
(V.42,p.33); 4. Listing of patient demographics (V.42, p.67); 5. Listing of risk factors for
DVT and previous history of venous thromboembolism (V.42,p.101); 6. Listing of
transfusion data (V.42,p.135); 7. Listing of medications prior to / since randomization
(V.42, p.147);

8. Listing of heparin administration (V.43, p.3); 9. Listing of enoxaparin administration
(V.43, p.137); 10. Listing of warfarin administration (V.44, p-3), - 11. Listing of clinical
symptoms of DVT and investigational procedures at baseline, end of treatment and
follow-up (V.47, p.3); 12. Listing of clinical symptoms of PE and investigational
procedures at end-of-treatment and follow-up (V.47, p.61); 13. Listing of recurrent VTE

. according to Adjudicgtion assessment (V.47, p.75); 14. Listing of bilateral impedance

plethysmography (V.47, p.90); 15. Listing of hemorrhagic events (V.47, p.186);

16. Listing of adverse events. 16.1 Costart-All AE (V.47, p.216); 16.2 Costart-Serious AE
(V.47, p.302); 16.3 Costant-Patients who discontinued study (V.47, p.348); 17. Listing of
patient deaths (V.47, p.359); 18. Listing of laboratory tests normal ranges (V.47, p.379);

19. Listing of laboratory test results. 19.1 Biochemistries (V.48, p.3); 19.2 Hematologies
and Coaguiation (V.48, p.65). s

Study CPK 2091. Patient Profiles.

Study 529. Case Report Tabulations. Appendix V Part A

1. Master decode list of investigators and treatment group by patient number (V.51, p.3);
2. Listing of patient numbers by country, investigator, and treatment group (V.52, p.30);
3.1 Listing of patient competition status, evaluability, and efficacy outcome (V.52,p.36).
3.2 Listing of patients who discontinued treatment, concomitant medications at
discontinuation and efficacy outcome (V.52,p.231); 4.1 Listing of patient demographics,
height, weight, body mass index and body surface area at baseline (V.52, p.315).

4.2 Listing of vital signs (V.53, p.3); 5. Listing of patient risk factor for venous
thromboembolic disease and medical history (V.53 p.172); 6. Listing of transfusion data
(V.53, p. 381). 7.1 Listing of previous and concomitant medications by substance name
(V.54, p.3), 7.2 Listing of previous and concomitant medications by trade name (V.55,
p.3); 8.1 Listing of test drug administration: heparin (Vol.56, p.144); 8.2 Listing of heparin
nomograms (V.56, p.355); 9. Listing of test drug administration: enoxaparin (Vol.57, p.3);
10. Listing of warfarin/phenprocoumon and other anticoagulant treatment (V.58, p.3).

11. Listing of clinical symptoms of DVT, PE, outcome adjudication and comparison of
signs (V.60, p.3), 12. Listing of ascending venography assessments (V.61, p.3); 13.
Listing of ascending ultrasonography assessments (V.63, p.3); 14.1 Listing of
investigator/expert interpretation: Chest X-ray, perfusion lung scan, ventilation lung scan
(V-64, p.3); 14.2 Listing of ventilation lung scan assessments (V. 64, p.187); 14.3. Listing
of angiography assessments (V.66, p. 3).

15. Listing of hemorrhagic adverse experience- Costart term, body system, site (V.66,
p.22); 16.1 Listing of adverse experiences - Costart- All AE (V. 66, p.123); 16.2 Listing
of adverse experiences - Costart- Serious AE (V.67, p-3),:16.3: Listing of adverse
experiences - Costart- Patients who discontinued (V.87,p.97); 17. Listing of deaths
(V.67, p.119); 18. Listing of actual test normal ranges (V.67, p.142); 19.1 Listing of
standardized laboratory test results: Biochemistry (V.67, p.229); 19.2 Listing of
standardized laboratory test results: Hematology (V.68, p-3); 19.3 Listing of standardized
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Vol.71-87

laboratory test results: Coagulation (V.69, p.3): 19.4 Listing of standardized laboratory
test results: Occult hemorrhage screen (V.70, p.131), 20. Listing of clinically significant
laboratory test results (V.70, p.302).

Study 529. 11.3 Case Report Tabulations. 11.3.2 Appendix V Part B: Patient Profiles.

ltem 12: Case Report Forms

Vol.88-140

ltem 15: References

Vol. 141

Vol.142
Vol.143

12.1. Reader's Guide to Case report Form Section of the Application.

12.2 Study CPK 2091. 1. Patients who died during clinical study; 1.1 Heparin (V.88,
p.1). 1.2 Enoxaparin (V.90, p.1); 2. Patients who did not complete study due to an
adverse event. 2.1 Heparin (V.93, p.1); 2.2 Enoxaparin (V.93, p.357); 3. Patients who
suffered a serious adverse event. 3.1 Heparin (V.95, p.1); 3.2 Enoxaparin (V.99, p.263);
4. Patients described only in narratives (V.104,p.1).

12.3 Study 529..1 Patients who died during clinical study. 1.1 Heparin (V.105, p.1); 1.2
Enoxaparin 1.5 mg/kg qd (V.108, p.317); Enoxaparin 1.0 mg/kg bid (V.109, p.71 );

2. Patients who did not complete study due to an adverse event. 2.1 Heparin (V.111;
p.1), Enoxaparin 1.5 mg/kg qd (V.112, p.146); Enoxaparin 1.0 mg/kg bid (V.113, p.220);
3. Patients who suffered a serious adverse gvent. 3.1 Heparin (V.115, p.1); 3.2
Enoxaparin 1.5 mg/kg qd (V.121, p.298); 3.3 Enoxaparin 1.0 mg/kg bid (V.130, p.255);
4. Patients described only in narratives. 4.1 Heparin (V.138, p.1); 4.2 Enoxaparin 1.5
mg/kg qd (V.138, p.218); 4.3 Enoxaparin 1.0 mg/kg bid (V.139, p.185)

12.4 Study 105336 (English translation of sample case report form). Patients who did not
complete study due to an adverse event (V.140, p.1)

12.5 Study PK 528. 1. Patients who died duringsclinical study (V.140, p.205); 2. Patients
who did not complete study due to an adverse event. 2.1 Heparin (V.140, p.239); 2.2
Enoxaparin (V.140, p.321); 3. Patients who suffered a serious event. 3.1 Heparin (V.140,
p.361).

BEST POSSIBLE

References - Pharmacological Class, Scientific Rationale, Intended Use, Product
development, and Potential Clinical Benefits (V.141, p.1)
References - Clinical Data Summary and Results of Statistical Analysis (V.141, p.132)

References — Integrated Summary of Benefits and Risks (V.142,p.1).

References —~ Background and Overview of Clinical Investigations (V.143, p.1);
References — Drug Abuse and Overdose Information (V.143, p.273).
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11.2  APPENDIX 2:  STUDY 2091

1. LIST OF PARTICIPANTS

1. LIST OF CENTERS IN CANADA, INVESTIGATORS AND NUMBER OF PATIENTS ASSIGNED

Center for Clinical Research, Halifax, Nova Scotia.. | 74 Maisonneuve, Centre d'hematologie. Montreal, 27
David Anderson, M.D. 38/36 Quebec. 15/12
Jeannine Kassis, M.D. !

St Josep.h‘s Hospital, tondon; Ontario, be 9 Victoria Hospital, London, Ontario. 35

| William F. Brien, M.D. 4/5 M.J. Kovacs, M.D. 19/16
Hematology Department; Unversity Hospital, 13 Montreal General Hospital, Dpt. Hematology, 38
London, Ontario, 8/5 Montreal, Quebec. 18120
Moira Cruickshank; M.D. Jacues R. Leclerc, M.D.
Centre de Resherche, Cardiovascular Researche 22 Cancer Center, Hamilton, Ontario. 80
Lab., Hotel Dieue. Montreal, Quebec. 1111 Mark Levine, M.D. 39/41
Jean Cusson, M.D. <
Dept. d'Hematologie, Hopital du Saint-Sacrament. 41 St. Joseph's Hospital, McMaster Clinic. Hamilton; 9
Quebec, Quebec. 22119 Ontario. 3/6

4 Christine Demers, M.D. Peter-J. Powers, M.D.

\‘ Centre Hospitalier de L'Universite Laval, Laurier 24 Hamilton General Hospital, McMaster Clinic. 47
Saint-Foy, Quebec: 1113 Hamilton, Ontario. 25122
Louis Desjardins; M.D. Alexander Turpje, M.D.

Sunnybrook Hospital, University of Toronto Clinic, 30 St. Paul's Hospital, Emergency Department. 3
Toronto, Ontario. 16/14 Vancouver, B.C. 0/3
William Geerts, M.D. John H: Ward, M.D:

McMaster University, Dpt. of Medicine, Hamilton, 48 General Hospital, Health Sciences Center. 1
Ontario. 24/24 St.-John, Newfoundland. 10
Jeffrey Ginsberg, M.D. Lucinda A: Whitman, M.D.

TOTAL= Centers: 1€, Patients: 501(H=254/E=247)
From Table 1 (Vol. 22, pp.: 13-15), and Table 4 (vol.22, p.35). H=heparin. E=enoxaparin

2, NARRATIVES FOR PATIENTS WHO DIED
Early Deaths During the Follow-up Period (Day 7-30)

Prior to death, one patient (pt#162002) developed new thrombaosis in the contralateral leg (Day 13). She
died of "pancreatic cancer” on day 20. This case can be classified as enoxaparin efficacy "failure.”

1. A patient (pt#102004) died on Day 17, following intracranial hemorrhage (Day 5) while on
enoxaparin therapy. This is a safety failure.

2. A patient (p#064008) died on Day 11 due to massive gastrointestinal hemorrhage (autopsy
confirmed). This hemorrhage was noticed on Day 11 as hematemesis leading to discontinuation of
( " warfarin. He received enoxaparin for six days. This may be classified as safety failure.
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3. A patient (p#021017) with "active lung cancer” received full enci(aparin treatment for bilateral leg
thrombosis. She died on Day 30 while on therapy with warfarin due to cancer progression.
No autopsy was performed. This case was probably not related to the study medication.

4. A patient (pt#112013) with lung cancer received heparin for 11:days. On day 19 he experienced
moderate hematuria. On Day 21 he died due to cancer progression. No autopsy was performed. This
case may be included in safety failure.

5. A patient (pt#041010) with liver cancer, was found to have bilateral thrombosis on day 13 (five
days after competition of 8 days heparin treatment). On Day 18 he experienced intra-abdominal
hemorrhage and was treated with vitamin K to reverse excess warfarin anticoagulant activity. He died on
Day 19 due to this hemorrhage ltis a case of safety failure (warfarin)

Summary: All early deaths during the follow-up period of 7-30 days, may be caused by study failures,
either insufficient efficacy (extension of DVT, or PE), or insufficient safety (hemorrhage).

hin -

Nineteen deaths occurred within study day 31-90.: Eight of them (42%) occurred during ten late study
days (day 78-87). Seven were in the heparin/warfarin group.-One was in the enoxaparin/warfarin group.
The following selection from narratives is given to show difference to early deaths.

1-6. A patient (pt#011027) completed §-day heparin treatment for popliteal DVT. She died of
“ glioblastoma muitiform on day 83.
There is no data to consider this death related to the study drug.

2-7.. A patient (pt#043002) with carcinoma of the liver, receivedS-day. heparin therapy for proximal
DVT. On day 31 she was found with another DVT and received only warfarin. She died on day 87, due to
liver cancer. In this case the primary anticoagulant therapy was msufﬁcxent to prevent recurrence of DVT.
Study drug failure.

3-8, A patient (pt#062006) with metastatic ovarian cancer received 6-day heparin treatment for
proximal DVT. She was discontinued from warfarin therapy for "other" reasons. She diad on Day 81 due to
cancer progression. There is no data to consider this death as related to the study medication.

4.9 Apatient (pt#071002) with pancreatic cancer received 6-day heparin treatment for proximal
thrombosis.  On Day 28 another DVT occurred and she was hospitalized. The patient died on Day 82 due
to pancreatic cancer. Study drug failure.

5-10.. = A patient (pt#082007) with multiple myeloma received 7-day heparin treatment for DVT. On Day
36 he was admitted to hospital for treatment of myeloma related hypercaicemia. On Day B1 he was found
to have pneumonia. On Day 84 he was discovered to have DVT in the opposite leg and, because of no
apparent clinical symptoms, he was returned horme, where he died. The exact date is not known. Study
drug failure.

6-11. . A patient (pt#091028) received 6-day heparin treatment for proximal DVT. On Day 2 she was
diagnosed with lung cancer. On day 22 she developed a recurrent DVT. It was repeated on Day 55. The
patient died on Day 85 due to pulmonary cancer. No autopsy was performed. Study drug failure,

. 7-12. A patient (pt#124007) with gliosércoma received 5-day heparin for DVT. On day 22 he
( experienced a serious confusion. Hemorrhage was not ruled out. The patient died on Day 78 due to
: cancer progression. Possible safety failure.
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. 8-13. - Apatient (pt#091007) with biadder cancer (stage C) received 6-day enoxaparin for proximal DVT
(iliac and leg). Beginning Day 63 the patient experienced severe Gl symptoms followed with dehydratation. -
He died on Day 83 due to cancer progression. No-autopsy was performed. There is no data that this death

- may be influenced by the study medication. e e L o ‘

~Comment: - Although the cause of death was considered not to be related to study medications,
-.v.ooi oo patients who died during this period, had experienced stuady failure in more than 60%.

~o oo Efficacy failure (recurrence of DVT) oceurred in 4 (50%) of patients. Safety failure (major -
.- hemorrhage) occurred in 12.5%. In one third of patients (37.5%) have nodata. - .~ -

| PostStudyDeaths(Dayott8)

* Fifteen deaths occurred betwaen days 91-180. This period is within the oﬁgiha‘l six-month follow-up ,
(changed to three months with amendment to the protocol). According to the sponsor, during this period
there was a poor compliance of patients to continue warfarin therapy and undergo control visits, G

114, A patient (pt#011008) with prostate cancer raceived 7-day heparin/warfarin treatment for proximal
. DVT. He died on day 185 from DIC following massive Gl hemorrhage and intracranial hemorrhage on day
- 180. No information of warfarin therapy at this time is providéd.j No ‘autopsy was performed. ‘

2-15ﬁ.",;Aipa"ti'éh"t'(‘pt#01':1'01‘2‘):‘recéiv"ed 6.day heparin/warfarin treatment regimen for DVT. She died on - |
day 107 due to cardiopulmonary arrest and chronic lymphatic leukemia. No autopsy was performed. SRR

316, A patient (pt#012013) with lung cancer received 1 0-day heparin/warfarin regimen for DVT. On day
. 33 she had recurrent DVT. On day 88 she had an‘arterial thrombosis: She died on day 91 due tocancer .~
~progression: No autopsy was performed. No data for INR or warfarin at this time are provided. ‘ o
4-17. A patient (pB021014) with prostatic cancer received 7-day hepariniwarfarin regimen for iliac DVT.
-~ On day 15 he had recurrent DVT. He died on day. 209 due to cancer progression (bony metastasis. femur
~ fracture). No autopsy was performed. e P R L o : -
5B A patient (pB#022001) received 6-day héh‘a‘ﬁh‘/wa‘rfa’rih regimen for iliac DVT. On day 177 shé had -
. "ischemic bowel" and was operated. She died of respiratory failure (possible PE) on day 184. No autopsy’ -
~. was performed. Data about warfarin or INR level at this time are not provided. el

619 A patient (pt#074002) with pancreatic cancer received 1-day Hepaiﬁin/warfarih treatment for -
..+ proximal DVT. She was discontinued from study medication because of hematemesis considered to be a -
.- major hemorrhagiq event. She died on day 116 due to cancer progression. No autopsy was performed. -

7-20. A patient (pt#081025) with AIDS received 6-day heparinwarfarin regimen for DVT. On day 87 he
was hospitalized because of fever. He died on day 92. No autopsy was performed. : SR

8-21.. A patient (pt#153) received 5-day heparin/warfarin regimen for proximal DVT. On day 22 he had a-
recurrent DVT (new clot, and PE). On day 25 the patient was:diagnosed with cancer (metastatic
pulmonary carcinoma). He died on day 153 due to cancer progression. No autopsy was performed. Data
for warfarin and INR levels at this time are not provided. R :

9-22. A patient (pt#011011) received 6-day enoxaparin/warfarin regimen for DVT: On day 91'she
underwent surgery for bowel obstruction. On day 94 she experienced PE. Onday 108 shehada kY
retroperitoneal hemorrhage. On day 114 she had sepsis and peritonitis. She died the same day. No data -
of warfarin and INR levels at this time are provided. Autopsy was not performed.. STRI
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- abdominal wall hematoma (injection site?). Warfarin was permanently discontinue

- 10-23. "A patient (pt#011019) received 7-day enoxaparin/warfarin regimen for proximal thrombosis. On

- -day 62 he was diagnosed to have a diffuse, large cell lymphoma. At this time recurrence of DVT was i
- hoted and he received a Greenfield filter. A pseudomembranaceous colitis followed chemotherapy. He

- died'on'day. 120 in & hypovolemic chock "due to lymphorna progression.” No autopsy was performed.

o 1;24.{,», A patient (Pt#011020) with lung cancer with brain metast‘aseéyréceived'9~Zday'ekn‘cs)(aparin/warfa'rin’f Lo
- regimen for proximal DVT. On day 17 he had recurrent DVT (another enoxaparin treatment). On day 100

he died due to cancer progression. No data for warfarin or INR levels at this time are provided. No autopsy :

- was performed. -

i 12}25;} A pé‘tiéhf(pﬁ&OiZOOé) with prostatic cancer received 7-déy eﬁéﬁkaparinlwarfarin regimen for DVT.
~ .~ On day 62 he developed anemia requiring transfusions. Warfarin was withheld and he recovered. He died:
i~ onday 112 due to cancer progression. No autopsy was performe‘q,}j e G

13-26. ° A patient (PH045002) was hospitalized for ‘hitﬁ'replaéeﬁiént}.’Av DVT was found on venography. He
received 7-day enoxaparin/warfarin regimen. On day 53 he was vfo"un‘d to have a cecum carcinoma. He -

- died on day 163 due to cancer progression. - S

. 14-27. A patient (pt#064002) with lung cancer received 5-day enoxapariniwarfarin regimen for iliac DVT. .
.~ Onday 13 he was found to have DVT recurrence. He was treated with vitamin K and streptokinase and he
- recovered. On day 153 he died due to progression of lung cancer. No autopsy was performed. SEEEE I

15-28. A patient (pt#122004) received 7-day enoxaparin/warfarin regimen for proximal DVT. On day 123
E he was found to ha_ve metastatic adénocarcinorn‘ay. The same day he died. No autopsy was performed. . -

3. NARRATIVES ON PATIENTS WHO DISCONTINUED STUDY DUE TO
. :: . SERIOUS ADVERSE EVENTS.‘T-T:-,‘:Z"E»v i - R :-'.”"' S " "' ;' e i : -

A patient (pt#042003) developed DVT after prostatic surgery. He was randomized on heparinwarfarin
.- regimen. On day 2-5 he experienced macrohematuria, and further therapy was discontinued73 '
A patiénff(bt#05402)'deVéloped"DVTiéﬁe‘r'v"rédica’l'bcys'topr‘ostatectomy‘due to bladder cancer. He Was,r o R

- randomized to receive heparin/warfarin. On day 3 the patient experienced a bleeding duodenal ulcer; The .

'-study‘drugwas-discontinued.; CLI i e : SRS o -

3A’bét'ient’f(‘b't#07l4004) with DVT recei\'/’édv'éTS;c"iéy”he’b'arin/‘warfa‘rin regimen. On day 66 the patient
- experienced: a septic shock and DIC with melena, and nasogastric return. He recovered from the event
- and continued with warfarin. On day 79 he experienced intracranial hemorrhage and "endocarditis."y :

Warfarin was stopped permanently.

A pa\tiéht‘(‘pt#iz‘zodz); with stomach and liver cancer received 8-day heparin/warfarin 'égi‘méh for proximal -

DVT. Onday 74 he expenenced hematemesis. Warfarin was stopped permanently.” o

A patient (pt#011001) with prostatic cancer and recent orchideoctomy was randomized o ERR
- enoxaparin/warfarin regimen. On day 6 he experienced a hematoma of the hip, but the therapy continued.

On day 90 he attempted suicide with overdose of oxazepam and warfarin. He recovered, but warfarin was

- discontinued permanently. - . :

A patient (Pt#011031) received S~day enoxaparin/warfarin reg‘imen.’yon‘ day 7 she experienced a large
d.. ‘

CEST POSSIBLE :




( NDA2Ie4sOIS
L bagees

~ A'patient (pt#012018) was randomized on enoxapariniwarfarin regimen for proximal DVT. On day 4 she
- - experienced a large abdominal anterior wall hematoma (injection site!). Due to this event, the study was'
- discontinuedon day 6. . = . R e T L

5 A patient (pt#143010) with IUrig’ carcinoma received 8‘~dayk'ehoxapéﬁﬁ“/warfakrivn regimen. ‘Onday 47 he
... experienced melena, epistaxis, and macroscopic hematuria. Warfarin was discontinued temporarily. S

“Narratives on P‘aytiéh'ts‘ Who Discontinued Because of VTE “: e

© Apatient (Pt#012003) received ‘7-‘dé§vhebar‘ih warfarin regimen for DVT. On day 12 she became R
. symptomatic and had positive leg scan for recurrent DVT. She recovered after another intravenous R
heparin”‘treatment.;_;E e T e e T

- A patient (pt#016001) received 7-day heparin/warfarin regimen for proximal thrombosis. On day 7 she
“experienced recurrent DVT and was treated with vitamin K, oxycodone/acetaminophen; and morphine
.-~ until recovery. On day 10 she experienced thrombocytopenia and was hospitalized. She received ferrous =~ .
-~ gluconate, orgaran, and ancrod until recovery. This thrombocytopenia was not considered as drug related:
= (?) and discontinuation was related to recurrent DVT. - IR : i

A patient (p#031033) with ovarian cancer received 6-day heparinAwarfarin régimen for proximal DVT. on-
day 29 she experienced recurrent DVT and recovered after in hospital treatment. On day 72 she - L
.- experienced dyspnea, but PE was not considered. She was treated with oxygen and recovered "with =

* A patient (pt#122040) received 6-day heparinwarfarin regimen for DVT. On day 14 she experienced
recurrent DVT. She was hospitalized, treated and recovered.. . o
A patient (pt#126001) with non-Hodgkin's Lymphoma received 5-day heparinwarfarin regimen. On day
- 29 he developed a recurrent proximal DVT. No information for fgrther histo‘r‘y is provided. .

- Apatient (pt#016004) who was hospitalized for total abdominal hysterectomy with bilateral. -
- salpingooophorectomy received 6-day enoxaparin/warfarin regimen for treatment of DVT (confirmed by
e duplex ultrasonography). On day 12 she developed a recurrent thrombosis of the superficial femoral vein. .
A patient (pt#042006) with carcinoma (unspecified but probably Gl received 6-day enoxaparin/warfarin.
- regimen. On day 60 she had a'recurrent DVT, was hospitalized and recovered. No action against-

. carcinoma was taken (7). oo Lot

B A‘bétieht‘(bf#bAéOb?) wi‘th‘lymbho‘niéi received 5§day‘énoxaparinMéfféfiﬁ"'Eegiméh"fdr'bfdiifhél‘ DVTOn Gl
© day 57 he developed a recurrent DVT, was hospitalized and recovered. SR e T

A patient (pt#042009) with a history of DVT and recent orthopedic surgery (tibiostomy) received with T
 interruption (due to acute renal failure) enoxaparin/warfarin regimen. Both drugs administration ended on
- day 17. On day 42 a new clot and recurrent DVT were found. He was hospitalized and recovered after - e
cwarfarin, o RN e F R i e T

A patient (Pt#082002) with DVT received Badéy‘e‘nanpa’rih/warfarin‘regiméh resulting in disease progress. . |
She was transferred to heparin and recovered. ... .. S e Sl R

. Apatient (pt#112003) began enoxapariniwarfarin regimen for treatment of DVT, Onday2she
(v - experienced PE. Enoxaparin was discontinued. She recovered. SRy e
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e nia sed on d: ‘study) recéivéd‘7-day o
“-enoxaparin/warfarin regimen for DVT. On day 33 she experienced P

: erienced PE symptoms (w/o confirmation). On
.. -day 79 she developed recurrent DVT. She was hospitalized up to day 147 mostly because of leukemia

~ Apatient (pt#126003) was hospitalized for treatment of glioblastoma multiforme. He was randomized to
.l receive enoxaparin. On day 3 he was diagnosed to have HIT (serotonin-release assay):. He finished -~
- enoxaparin on day 7. On day 43 he developed recurrent DVT, was hospitalized and recovered.. o

A patient (pt#143008) was randomized on enoxapariniwarfarin regimen for DVT. On day 3he experienced
« recurrent DVT. On day 18 he experienced another recurrent DVT. No information on treatment of this. . oo
.- patient between two episodes of DVT is provided. = . . e T

B P RS THIS WAY ON ORIGINAL T
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