List of Enclosures
483's issued to Burzynski Research Institute, Houston, Texas, on the dates indicated
1. 9/13/2000;
2. 2/15/2002;
3 12/10/2008;
4. 10/28/2010; and
5. 2/7/2013.

.

483 issued ‘to Stanislaw R. Burzynski, Houston, Texas, on 8/10/2001.



DEPARTMENT OF HEALTH AND HUMAN SERVICES
. PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION

DISTRICT ADDRESS AND PHONE NUMBER
3310 Live Oak St. 3rd floor

Dallas, TX 75204

Telephone: 214 655-5310

0

NAME CF INDIVIDUAL TO WHOM REPORT fSSUED
(LY FATANE) &
] Ph D

PERIOD OF INSPECTION | C.F. NUMBER
09/11-13/2000 1626573

TITLE OF INDIVIDUAL
Burzynski Research Inst. IRB Chairman

TYPE ESTABLISHMENT INSPECTED
IRB

NAME OF FIRM. BRANCH OR UNIT INSPECTED

FIRM NAME
Burzynski Research Inst. IRB same
STREET ADDRESS STREET ADDRESS OF PREMISES INSPECTED

9432 Old Katy Rd. Suite 200

same

CITY AND STATE (Zip Codey
Houston, Texas 7705S

CITY AND STATE (Zp Code)
same

OURING AN INSPECTION OF YOUR FIRM | OBSERVED:

1) The IRB does not have documentation in the meeting minutes or other IRB records to show specific

study protocols were reviewed annually.

Annotation: CoCr e (+fens \0(‘0».‘% L

2) The IRB meeting minutes fail to show the following as required in their policies and procedures:

a) The number of members voting for or against study protocols;

b) The names of all persons in attendance at convened IRB meetings; and

¢) The status of each attendee; i.e. voting or non-voting members.

Annotation: Co(c@tATbny Pep o 1502

3) The IRB membership list does not delineate which members are voting or non- voting and which

‘nembers are alternates.

Annotation: (o rreca P Pep oz &

EMPLOYEE(S) SIGNATURE

SEE REVERSE OF
THISPAGE

Patrick D. Stone Investigator

EMPLOYEE(S) NAME AND TITLE (Print or Type)

DATE ISSUED
09/13/2000

FORM FDA 483 (5/85) PREVIOUS EDITION MAY BE USED

INSPECTIONAL OBSERVATIONS

PAGE ] OF | PAGES




e e e

DEPARTMENT OF HEALTH AND HUMAN SERVICES |
FOOD AND DRUG ADMINISTRATION |
1

T DEFICE ADDRESS AND PHONE NUMBER DATE(S) OF INSPECTION

North Centrzl Exp. 8/6-10/01 ~
.s- TX 75204 FEI NUMBER

53-5200 )
TTLE OF INOVIDUAL TO WHOM REPORT IS ISSUED

anislaw R. Burzynski, M.D., Ph.D., sponsor, clinical investigator

wy

2 [STREET ADORESS |
yaski Reascarch Institute - ~ | 9432 Old Katy Rd. |
“ATE AND ZIP CODE [ TYPE OF ESTABLISHMENT INSPECTED [
ton, TX 77055 | sponsor / clinical investigator ok
AN INSPECTION OF YOUR FIRM (1) (WE) OBSERVED: I
Phase Il Studies of Antineoplastons A10 and AS2-1 In Children and Adults with
Cancer
1. Protocol Violations:
Subjects were started on antineoplaston treatment prior to the protocol-specified ;
interval following prior chemotherapy and/or radiation therapy.
*
P - S A e e b
Protocol Patient FD'Y| Prior Therapy Last Date of Date Antineoplastons | Interval | $
S - Prior Therapy | started !
| Etopoxide NSOt | 24-Apr-1998
4 [ 10-Nov-1999
1 30-Apr-1999
05-Aug-1999
2. Not all serious adverse events and adverse events are reported to FDA and
IRB. Examples are shown in the following table.
[ Protocol Patient ID | Date Serious Adverse Events or Adverse E;/elits R s »
31-Oct-2000 | Subject became lethargic, with diarchea and blood in the urine, and was hospitalized during |

which significant hematuria persisted.

4-Dec-2000 | Cystoscopy showed severs hemorrhagic cystitis and necrotic bladder mucoss
7-Jun-2000 Left subclavian vein thrombosis. o

14-Aug-2000

Subject experienced shortness of breath, and his chest X-ray showed suspisious
consolidations in right lung base.

20-Aug-2000 Hospitalized; bronchoscopy and lavage revealed Prewmocystic carinii. =
02-Feb-1907 Pancreatitis; antincoplastons were discontinued for ome week and restarted on 28-Feb-1997

Putient developed pancreatitis 2gam and required antincoplastons 1 be discontinued
permanently on 10-Mar-1997

18-May-2000 | Cenial line scpsis (vload culture positive for Staphylococeus aurcus) requiring
| | hospitalization e

| R I 20-Mayv-2000 j‘ Broviac catheter ..‘i.n_r,'_:_(_: be removed, |

oy |
€E EMPLOYEE(S) SIGNATURE \7( B [ EMPLOYEE(S) NAME AND TITLE (Print orType) [ DATE 15SUED ‘
ERSE { ; [ v MBI, o, M Moo d_Slcoy | |
THIS : Sy 7 08/10/01
e |72 "f“?‘x,\i“"‘,ﬁv mkﬂsm@ s | |
DA 483 (8/00) PREVIOUS EDITION OBSOLETE = INSPECTIONAL OBSERVATIONS PAGE | OF § PAGES

Crentos by PAC Modis Ava (101) 6432454 EF




DEPARTMENT OF HEALTH AND HUMAN SERVICES
FOOD AND DRUG ADMINISTRATION

SESTRECT OFFICE ADORESS AND PHONE NUMBER DATE(S) OF INSPECTION
4040 North Central Exp. /6-10/01
Dallas, TX 75204 FEI NUMBER
214 253-5200 ~
NAME AND TITLE OF RNOIVIDUAL TO WHOM REPORT 18 1ISSUED
|vo: Stanislaw R. Burzynski, M.D., Ph.D., sponsor, clinical investigator
[Firne NAME = STREET ADORESS
Burzynski Reasearch Institute 9432 Old Katy Rd. =1
[ -;V:»(\“ STAYE AND ZIP CODE TYPE OF ESTABUSHMENT INSPECTED -
Houston, TX 77055 spansor / clinical investigator
DURING AN [RSPECTION OF YOUR FIRM (1) (WE) OBSERVED: %
@ BT-158% 30-Sep-1999 Hospitalized wih fover for pneumonia and sepsis, deterionatnd, requiring tansfer © 1CU, |
e ect on 17-Oct-1999.
FBT-21 080 08-Mar-1998 | Hospitslized for fover, hypotension, contral ine sepais; subject 2ls deveioped an sepralion
> iz in hospitsl
(P BT-22004 | 29-7un-1999 | Cushingoid features, swroid myopathy
13-8ep-1999 | Reoal eidosis requiring daily treatment with sodium bicsrbonate,
[ 04-Oct-1999 | Hyp fon, requiring medication, £.g., Vasotec
| 07-Oct-1999 * | Venous thrombosis in left arm confirmed by vcnogmn.
| 29-0ct-1999 | Central line scpuis, blood cultwre grew 1 gutive Staphyl that required
| treatiment with Vancomyein
i G ﬁ 22 Noy-1999 Dixerhes with stool cultures positive for Clostridium difficile for which the subject wes
S e : teeated with Vancoogycin ) b
19-Sep-1999 | Shortncss of breath > T {
22-Sep-1999 | Lung biopsy rovealed tibrosis of lung for which the subject wus hwplh!iud and required
Oxygen. The subjéct died on 01 -Oct-1999.
éi )i(4 11-Aug-1997 | Occlusion of both subclayian veirs.,
| "3‘5& UP.OZ% 03-Jul-1998 Hospiulized for septic shock (fever, hypotension), was intubatsd and placed on ventiator the
i = next moming, and died at noon on 04-Jul-1998.

KRGS dated 7-31-97 forlll@ PR-04- ;
Jwas approved based on the mcorporatlon of certain statements into the
consent form. The consent form signed by I#Z did not incorporate these
statements. The statements included: )

[ a) m patients with.renal cell carcinoma who received antineoplastons had
a response,

b) [EINEH patients with prostate cancer receiving antineoplaston infusions had

| a response.

SEE | EMPLOYEE(S) SIGNATURE | EMPLOYEE(S) NAME AND TITLE (Prind or Typa) | DATE ISSUED
REVERSE i o !
pridin il C“’”’;’“{A"—‘;‘“"‘k{i&\ L Benr menussu pv,:)) ;vuuiﬁy{u. 08/10/01
7 e R D |
FORM FDA 433 (8/00) PREVIOUS EDITION OBSOLETE v INSPECT’ONAL OBSERVATIONS PAGE  ~OF & PAGES

Cronted by PAC Macty Asts (014 4632430 BF



DEPARTHMENT OF HEALTH AND HUMAN SERVICES *l
FOOO AND DRUG ADMINISTRATION

DATE(S) OF WNSPECTION 1
8/6-10/01 —— ]
FEI NUMBER
AND TITLE OF INDIVIDUAL TO WHOM REPORT IS ISSUED S~
'yo: Stanislaw R. Burzynski, M.D,, Ph.D., sponsor, clinical investigator
FIRM NAME + | STREET ADDRESS
Burzynski Reasearch Institute 9432 Old Katy Rd. s 4
CITY, STATE AND ZI° CODE . TYPEQOF ESTABLISHMENT INSPECTED :
Houstor, TX 77055 ‘| sponsor /clinical investigator.
DURING AN INSPECTION OF YOUR FIRM () (WE) OS8SERVED: . %
4. Exception treatment request (SN{ZX& dated 8-28-97 for%&m was
approved based on the incorporation of certain statements into the consent

form. The consent form that Pt. @& sidried did not incorporate these
statements that included: g

a) An awaraness to the patient that prqtocol (?};Eﬁ:s mtended to measure
respon‘se‘, s % 544 PR T o
b)~ Fo: %%%éﬁ‘&h’qve bean{g,} fro:rm;épatlents on thls protocol
c) qu}z (@) Ingggpatients on Spéc:al Excéptron

fite iy ocolintabilfdoids. Fafy eXampfe e

a) A random selection of Lot 258C (A10 capsules) revealed that o) () ‘

capsules were received at BRI. One accountability record accounts for |

[EXE capsules while a second accountability record accounts fofEIN] '

capsules.
b) Random selection of Lot 058B (AS2-1) revealed that{ilii capsules were

‘ received at BRI. Drug accountability records account forZi§j on one !
database and[Zin a second accountability record.

‘ ¢) Random selection of Lot 823-1 (AS2-1 500 ml bags) show that BRI t

! received{$ibags. Accountability records account for only (D)X t

|

§

|

d) Lot 809 (A10 IV bags) show that[Zli bags were received. Accountability
records can account for{E{ bags

e) Receipt records for Lot 199 (AS2-1) show that{2X& bags were received.
Accountability records can only account fom

reports to determine the reason for the possible overdose and to take

J 8. Failure to address and resolve reported patient overdoses in BRI query :
corrective actions to prevent recurrence. For example:

a) B BT-075Ud query dated 11-8-00 ’
5 b) (DG BT-11481) query dated 4-3-01
c) 7‘?"’ BT-118fquery dated 8-7-01 ;
[ SCE ‘ am.awz(m slcmmnz PLOYEE(S) NAME AND TITLE (Print or Type) | DATE ISSUED
s M w""’ M8 U e Mot 08/10/01 ’
PAGE /‘?&!)’vsw.sco J
FORM FDA «n {8/00) PREVICUS EDITION OBSOLETE T INSPECTIONAL OBSERVATIONS PAGE 3 OF & PAGES

Corambind by PIC Mulla Ads {301] 463-2454  EF
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DEPARTMENT
FOOD

TTUCT OFFICE ADDRESS ANO PHONE NUMBER

4040 Noxth Central EXp.
Dallas, TX 75204
214 253-5200

I

UAME AND TITLE OF INDIVIDUAL TO WHOM REPORT 1S 1SSUED
Stanislaw R. Burzynski, M.D., Ph

7. patientd
() (4) ] while on study.

8.1 / Inaccura in
(a)

OF HEALTH AND
AND DRUG ADMIN

D., sponsor, clinical investigator

3¢ P

HUMAN SERVICES
ISTRATION

DATE(S) OF INSPECTION

8/6-10/01
FEI NUMBER

STREET ADORESS
9432 Old Katy Rd.

NP OF ESTABLISHMENT INSPECTED

sporisor / clinical investigator

= - b) (4
""-},‘BT-O?&‘;%I&was observed to be recelving b)(@)iii

\ There are discrepancies between the case report forms and the source
| documents fpr the following subjects:

T Information on CRF,

‘,,. s .
Protocol Patient ID

[Minformation on Source Document

‘I Withdrawn on 27-Nov-1996; i
Mﬁ!&,__
Withdrawn 09-Oct-19/99

BT T

| Sep-1996) suggestive of recurrent tumer

Pationtwas wihdrawn with MRI findings (18-Jun-1996 vs 30- 1

i et

Patient continued on study until 09-Nov-1909.

[P BT- 1300
B T-20

Withdrawn on 30-Jui-1996;
Reason = Patient’s request

Batient was hospialized on 30~Jul-1996 with grand mal Seonires
and antineoplaston dose was reduced. Ther, the-patient decided

to stop antineoplastons permanently. -

Withdrawn on 27-Nov-1995;
Reason = Worsening of clinical
condition

Batiant died the moming of 27-Nov-1999

Withdravm on 29-Dec-1989;
Reason = Patient's request

BT -LY-06-0h

On 28-Dec-1999, patient's abdominal CT of Z3Nov-1998 was |

reported with splenomegaly and patient wag recommended on

29.Dac-1599 to undergo splenectomy and stop antincoplaston
treatment. :

(b Patient died on 27-Nov-1987.

Palient died on 27-Dec-1897

k)
P-02 é(? ‘l Wilhdrawn on Od~Jui-1998;
l Reason = Worsening of clinical

—E'IE $u

Palionivwas hospiaized i 1GU on 03-1ui-1998 for bacierial
sapsis, and died on 04-Jul-1988.

coqidition
(b) Cross-outs and additions we
For example, in progress notes of
2000 is the statement “The patient

despite many subse
patient will continue

quent progress n

EMPLOYEE(S) SIGNA

EMPLOYEE(S) NAME

s — DU

re made in source documents
Subject{Ei B T-07 g dated 03-Nov-
will remain off antineoplastons at this
time.” This was crossed out and replaced with the sentence “The patient
. will discontinue antineoplastons perm ;

anently.” This alteration was made
otes that contain the sentence, “The

to be off antineoplastons at this time.”

AND TITLE (Print arType)

i, Wbt TP | 08710001

teie DSt~ C30

ECTIONAL OBSERVATIONS

PAGE \f OF & PAGES

Comstond by PC Ml A (301 4830034

EF



DEPARTMENT OF HEALTH AND HUMAN SERVICES

FOOO AND DRUG ADMINISTRATION
TRICT OFFICE ADDRESS AND PHONE NUMBER DATE(S) OF INSPECTION

4040 North Central Exp. . 8/6-10/01 il

Dalles, TX 75204 | FEI NUMBER

2142535200 R = L SUOMNEEES —
JAME AND TITLE OF INDIVIOUAL TO WHOM REPORT (3 ISSUED
ro: Stanislaw R. Burzynski, M.D., Ph.D., sponsor, clinical investigator oo
SRM NAME [STREET ADDRESS |

» ! \

Burzynski Reasearch Institute ) | 9432 Old Katy Rd. e ]
SITY, STATE AND ZIP CODE [ TYPE OF ESTABLISHMENY INSPECTED [

Houston, TX 77055 . sponsor / clinical investigator N .
JURING AN INSPECTION OF YOUR FIRM (1) (WE) OBSERVED: ¥

9. The subject case repoit forms do ' i
: not always contai :
‘concurrent patient information such as: > ) compleFC e
a) ;{f-)?(gi-tumo.r measurements for patients[IEE BT-1 1 Hor@
i “r}gt contain tf_xc fumor measurments that were donc.-fl;} the‘—consultant? :
BTe case report forms for patientsf; BT-2300 BE BT-230 |
-09438 do not contain inclusio exclusion criteria entries.

.BT-1184 do

10. Failure to adgress and resolve reported

0 adgres: patient overdoses j BR%qUé)
rene : ',d e ¥ o _ B Qg &
wﬂg{%{f&ﬁ etenning:the reason for Wﬁd to take

® actions to prevent recurrsice For 1
. 3 example:
/ p

uery dated 11-8-00
query dated 4-3-01

11. The subject case report forms do no

‘ ot always contat
/.’U‘- ”c’io)_nqurrent patient ifjgﬂaﬁcweucn‘as:
7 c) (@A tumor measuremfients for patients{:

B T-11§
nof-eantain the tumor measurments that were don!é

% or
by th

Fody o f '
] |I/(//’ }ng,\ e §fo#‘)"?\ Lol // éc st é//;/' /46/

T — 4 - 1
| EMPLOYEE(S) SIGNATURE ; /l) | EMPLOYEE(S) NAME AND TITLE (Print orType) l DATE ISSUED |
1= WM 1 f/tm Ol D ool Zr?('u—- 4 08/10/01

) M N | P e stavecss

ORM FDA 483 (8/00) PREVIOUS EDITION CBSOLETE (/'NSPECT'ONAL OBSERVATIONS e 5 Sy S

Crmtod by: PIC Moo Alts (JO1) 400204 EF



DEPARTMENT OF HEALTH AND HUMAN SERVICES
FOOO AND DRUG ADMINISTRATION i

DISTRICT OFFICE ADORESS AND PHONE NUMBER JGME(s) QF INSPECTION

4040 N. Centeral Expwy., Suite 300 [_2A12-15/02 —— i
Dallas, TX. 75204 FEINUMBER
4 . 1000220451 |

AL TO WHOM REPORT 1S 1SSUED

to: Carlton F. Hazlewood, Ph.D ., IRB Chairman

STREET ADDRESS

l REVERSE /|

(

FIRM NAME
Burzynski Resezrch Institute [RB 9432 Old Kary Rd. Suite 370

CITY, STATE AND ZIP CODE TYPE OF ESTABLISHMENT INSPEGTED N
Housten, TX. 77055 Institutional Review Board

DURING AN INSPECTION OF YOUR FIRM (1) (WE) CBSERVED:

I, Pro(oco!- received tentative IRB approval on 9-16-99 and then received final IRB approval on 10-28-99. The IRB
has failed to keep a copy of the protocol and informed consent form

2. While lhc- study received final IRD approval on 10-28-99, it has not (to date) received any progress repons from
the principal investigator,

3. While the [N study protocol was removed from the IRB's list of active sudies, there is no final report from the
principal investigator to show that the study was tenminated and (o assure that all reports of injuric/SAE's were

reported during the conduct of the study.

4. The IRB issued a provisional approval for the special exceplion (compassionate eaception) request of
however, it failed to assure that FDA approval was obtained by the principal investigator prior 1o commencement of
treatment. |

5. The IRB accepted 2 special exception requests, one that is unsigned and ‘one signed by a research

associate (ﬂ instead of being signed by the principal investigator or co-investigator. |
!

6. There is no record that the IRB reviewed and approved the following prolocols:_ and _ ‘;

7. Special Exceptions receive provisional approval via expedited review exercised by the chairperson or co-chair. The BRI's
IRB SOP 3, (3.4 Expedited Review) does not provide a provision for such provisional approvals.

8. A letter dated 3-30-01 states that the [RB reviewed the new pump,_?ump Mode! Bl and full board approval
was granted on 3-29-01. The meeting minutes dated 3-29-01 do not document futl board review and final voting resuils of

approval.

9. Expedited review approval was given to a change in protocol and informed conscat form for study BB The revised
P PP h:4 5 P y

protocol and informed consent form are not on file.

" sgg € YEE(S) SIGHATURE [EMPLOYEE(S) NAME AND TITLE tPurr orywa) | OATE iSSUUED

| Joc! Martinez, tnvestigator

|
Matrick 13, Stone, Tnvestigator 1 2-15-02

OF THIS ]
PAGE / 3

FORMW FDA 483 T3/0b) PREVIOUA COiMON ODSOLE TE INSPECTIONAL OBSERVATIONS PAGE | OF | PAGES
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T ORTROCT KPSRESE A5 PAGE NOWGER

DEPARTMENT OF !'EALTH AND HUMAN SERVICES

FOOD AND DRUG ADMINISTRATION
["h‘iﬁiﬁW
4040 North Central Expressway, Suite 300

1270372008 ~ 12/10/2008
Dallas, TX 75204 -

(214) 253-5200 Fax: (214) 253-5314 1000220451 o
Industr Infomation W, fda.gov/oc/industry
MR ARSTTE 0w SR T BB

TO: Carlton F. Hazlewood, Ph.D., IRB Chairman

F

Burz%nski Research Institute / IRB 9432 Kat% Preewa_y.# 370
e COUN e

| Houston, TX 77055-6349 IRB

This document lists observations made by the FDA representative(s) during the inspection of your facility. They are inspections
observations, and do not represent a finsl Agency determination regarding your compliance. If you have an objection regarding an
observation, or have impl d, or plan to i corrective ection in response to an observation, you may discuss the objection or
action with the FDA representative(s) during the inspection or submit this-information to FDA st the address ebave. If you have any
questions, please contact FDA at the phone number and address above,

%

DURING AN INSPECTION OF YOUR FIRM | OBSERVED:

OBSERVATION 1

A clinical investigation requiring prior submission to the FDA was initiated without JRB approval. .

P L = IM.D., Principal lnvestlgator (P.1) and Carlton F.
Hazelwood Ph.D., Co-P.l. Fai3aen human. subjccts' were entered into protocol # der pilot case
reports between January and February 2007 without an effective FDA Investigational New Drug
number. On February 15, 2008 the BRI IRB approved the protocol to begin human accrual.

OBSERVATION 2

The IRB does not conduct continuing review of research at intervals of not less than once per year,

{f conducted by Carlton F, Hazelwood, Ph. D Co- P 1. was not n:vxewed &
approved by t.he IRB annua!ly from 2005 through 2008, In addition there are no continuing review
reports on file from the P.I. to the IRB.

ENPLEVEEE] BGNATURE DATE§sUED
SEE REVERSE | Patrick D Stone, Investigator p‘og 121072008
lz/1 V4
OF THIS PAGE
FORM FDA 483 (0453 FREVIOUS EDITION O850LETE INSPECTIONAL OBSERVATIONS FAGE | OF 2 FAGES




e T — — —
' DEPARTMENT OF HEALTH AND BUMAN SERVICES
i . FOOD AND DRUG ADMINISTRATION
ETICT ADORESS A0 PHONE NUMBER -
4 94BN rth—Central—Expressway—Suite—360 2 R
Dallas, TX 75204 !
(214) 253-5200 Fax:(214) 253-5314
Industry Information: www.fda.gov/oc/industry
AR AT YT &7 TRSTVIBIAL YO WROH WESRY B0ES = —]
TO: Carlton F. Hazlewood, Ph.D., IRB Chairman i
oy T e ————
9432 at
TVPE ES ARG BT & S

| IR8

|
|
—ch—

OBSERVATION 3
Copies have not been maintained of all research proposals reviewed.

/Spcciﬁcnlly, 5 oy ()
4) The Investigators Brochure for study protocol #{gasgwas not found in the BRI IRB study r
r’fd) The device description or defailed information regarding the [[R 1748 Fidevice (Protocol fi
not found in the BRI IRB study records. o

<

OBSERVATION 4

reviewed annually”. The SOPs were not reviewed from 2003 through 2008,

/
/S

INSPECTIONAL OHSERVATIONS

| FORM FDa 0 ) PREVIOUS EDITION QBSCLETE

Documentation has not been maintained of written procedures for the IRB, as required by 21 CFR 56.108(a) and (b)

Specifically, The BRI IRB written procedures section 4.2.2.1 states that "These policies and Procedures (SOPs) will be

1
I
{

L —

was




DEPARTMENT OF HEALTH AND HUMAN SERVICES
FOOD AND DRUG ADMINISTRATION

DISTRIC T ADDRESS AND FHONE NUMBER DATEG OF WWEPECTION
4040 North Central Expressway, Suite 300 10/12/2010 - 10/28/2010*
Dallas, TX 75204 g =i
(214) 253-5200 Fax:(214) 253-5314 1000220451
Industry Information: www. fda.gov/oc/industry

ANG TITLE OF 1 \L TOWHOM REPORT ISSUED = —

T0: Carlton F. Hazlewood, Ph.D., Chairman

FIRM NAME STREET ADDRESS

Burzynski Research Institute / TRB 9432 Katy Freeway #105
CITY, 8TATE. 2P CODE. COUNTRY TYPE ESTABLISHWENT WNSPECTED

Houston, TX 77055-6349 - Institutional Review Board

This document lists observations made by the FDA representative(s) during the inspection of your facility. They are inspectional
observations, and do not represent a final Agency determination regarding your compliance. If you have an objection regarding an
observation, or have implemented, or plan to implement, corrective action in response 1o 2n observation, you may discuss the objection or
action with the FDA representative(s) during the inspection or submit this information to FDA at the address above. If you have any
questions, please contact FDA at the phone number and address above,

DURING AN INSPECTION OF YOUR FIRM | OBSERVED:

OBSERVATION 1

The IRB has no written procedure for conducting its initial and continuing review of research.

Specifically,

A). The Continuing review for studies under l'NDmlwas approved for

continuation during the March 26, 2010 meeting. The IRB did not have, nor request any copies of the current Informed
Consent in use from the Investigator. The Investigator provided the date of approval f the current cosent form in use. The
approval date of the IC provided by the Investigator for Protocols and@!ﬁis 12/05/02. There was no available
consent form approved for this date for thes two studies. The consent forms found in the IRB records for smdiesmand
[BRED) were dated 12/11/2001 and 10/22/2002 respectively.

B). the BRI IRB Standard Operating Procedures (Both Approved Version - Rev H, and Draft ) do not include any
procedures for conducting reviews of device studies to determine whether they involve a significant risk device per 21 CFR
812.66.

OBSERVATION 2
The IRB has no written procedure for determining which projects require review more often than annually .

| Specifically, your SOPs do not provide any evaluation of studies based on risk/harm 1o the subject for continuing review.

OBSERVATION 3
Copies have not been maintained of all approved sample consent documents and progress reports submitted by investigators.

Specifically, The IRB has acceptedfiiistudy closure notices during the 01/22/2010 mecting for Protocols (S XEY)

an om the Investigator. There is no final study report available for these studies. Additionally, the IRB records for
Study Protoco do not indicate when the last version of the IC was approved, and what is the actual date of this
Infomed Consent.

EMPLOYEE(S) SGNATURE DATE 1850E0
SEE REVERSE | Andrea A. Branche, Investigator .
OF THIS PAGE - ———

FORM FDA 483 (09/08) FREVIOUS EDITION OBSOLETE INSPECTIONAL OBSERVATIONS PAGE ] OF 2 PAGES




not

DEPARTMENT OF HEALTH AND HUMAN SERVICES
FOOD AND DRUG ADMINISTRATION

DISTRICT A 3 v NOMBER DATE(S) OF INSPECTION

4040 North Central Expressway, Suite 300 10/12/2010 - 10/28/2010*
Pallas, TX 75204 i

(214) 253-5200 Fax:(214) 253-5314 | 1000220451

Industry Information: www.fda.gov/oc/industry - |

NAME AND TITLE OF INDIVIDUAL TO ‘WHOM REPOAT ISSUED =

T0: Carlton F. Hazlewood, Ph.D., Chairman

FIRM NAME STREET ADCRES! =

Burzynski Research Institute / IRB
CITY. STATE, ZiP CODE. COUNTRY

Houston, TX 77055-6349

OBSERVATION 4

The IRB did not determine at the time of initial review and at the time of continuing review for an on-going study which was
started on/before April 30, 2001 that a study was in compliance with 21 CFR Part 50 Subpart D, "Additional Safeguards for
Children in Clinical Investigations."

Specifically, this IRB approved Prowcol (4 and [ONED) These protocols were approved to include children Irmnw
months t ear of age. This IRB has no procedures for safeguarding children, the assent of children in clinical trials, and
determining the need for both parents to sign the informed consent as required by the state.

* DATES OF INSPECTION:
10/12/2010(Tue), 10/13/2010(Wed), 10/14/2010(Thu), 10/15/2010(Fri), 10/18/2010(Mon), 10/19/2010(Tue), 10/20/2010(Wed),
10/28/2010(Thu)

EMFLOYEE(S) SIGNATURE / / TBATEISSLED
SEE REVERSE | Andrea A. Branche, Investigator / / . o
OF THIS PAGE (£_ | 10/28/2010

FORM FDA 483 (09/08) PREVIOUS EDITION OBSOLETE INSPECTIONAL OBSERVATIONS PAGE 2 OF 2 PAGES




e e e s e e e
DEPARTMENT OF HEALTH AND HUMAN SERVICES
FOOD AND DRUG ADMINISTRATION

DATE(8) OF INSPECTION
01/22/2013 - 02/07/2013*
NUN

| O TRIST ALGAESS AN PRONE NUVBER
4040 North Central Expressway, Suite 300
Dallas, TX 75204

(214) 253-5200 Fax:(214) 253-5314

Industry Information: www . fda.gov/oc/industry
[ AT AND TPPLE oF WOMBUAL 70 WHOM REFORT S80S0 ——

TO: Carlton F. Hazelwood, Ph.D., Chairman
Vi NAvE

1000220451

AN STREET ADORESS
BRI-IRB 9432 Ka.t% Freeway # 370
|~ CTTY. STATE, 26 COOE, CONTRY TYPEEST [
Houston, TX 77055-6349 Institutional Review Board

This document lists observations made by the FDA Tepresentative(s) during the inspection of your facility. They are inspectional
observations, and do not represent a final Agency determination regarding your compliance. If you have an objection regarding an
observation, or have implemented, or plan to implement, corrective action in response (o an observation, you may discuss the objection or
action with the FDA represcntative(s) during the inspection or submit this information to FDA at the address above. If you have any
questions, please contact FDA at the phone number and address above,

DURING AN INSPECTION OF YOUR FIRM WE OBSERVED:

OBSERVATION 1

The IRB used an expedited review procedure for research which did not appear in an FDA list of categorics eligible for
expedited review, and which had not previously been approved by the IRB.

Specifically, your IRB routinely provided expedited approvals for new subjects to enroll under Single
Patient Protocols. For Example:

(A) Subject ediatric) was given TRB Approval via Expedited Review to enroll in a Single
Patient Protocol on March 28, 2012 and was approved by the full IRB meeting on August 3, 2012,

(B) Subject{{NEIM (pediatric) was given IRB Approval via Expedited Review to enroll in a Single
Patient Protocol on May 2, 2012 and was approved by the full IRB meeting on August 3, 2012,

(C) Subject{{INED) (pediatric) was given IRB Approval via Expedited Review to enroll in a Single
Patient Protocol on May 3, 2012 and was approved by the full IRB meeting on August 3, 2012.

(D) Subject{NEN (adult) was given IRB Approval via Expedited Review to enroll in a Single Patient
Protocol on June 21, 2012 and was re-approved via an expedited mechanism after FDA requested
changes to the informed consent document on July 19, 2012.

(E) Subjeom (adult) was given IRB Approval via Expedited Review to enroll in a Single Patient
Protocol on two separate occasions; On June 21, 2012 and again on July 20th, 2012 after FDA requested
changes to the informed consent. The Single Patient Protocol was approved by the full IRB meeting on

October 19, 2012.

EMPLOYEE(S) SIGNATURE SSUED
Andrea A. Branche, Investigator
SEE REVERSE A 2
k J. il1
OF THIS PAGE Patrick J. Mcne Y. Investigator 02/07/2013
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OBSERVATION 2

The IRB approved the conduct of research, but did not determine that the risks to subjects were reasonable in relation to the
anticipated benefits (if any) to subjects, and to the importance of the knowledge that might be expected to result.

Specifically, Your IRB gave Expedited Approval for several Single Patient Protocols (SPP) without all
the clinical information necessary to determine that the risk to subjects are minimized. For Example:

(A) Subject H{DNED|was given IRB Approval via Expedited Review on June 21, 2012, by the IRB
Vice-Chairman, The information provided by the Investigator only included the Informed Consent
document. No additional clinical and/or health history information was provided prior to provisional and
subsequent full board approval.

(B) Subject {CINCIMwas given IRB Approval via Expedited Review on June 21, 2012, by the IRB
Vice-Chairman. The information provided by the Investigator only included the Informed Consent
document. No additional clinical and/or health history information was provided prior to provisional and
subsequent full board approval.

(C) Subject (b) was given IRB Approval via Expedited Review on June 21, 2012, by the IRB
Vice-Chairman. The information provided by the Investigator only included the Informed Consent
document. No additional clinical and/or health history information was provided prior to provisional and
subsequent full board approval.

(D) Subject {{YRES}was given IRB Approval via Expedited Review on July 28th, 2011 by the IRB
Chairman. The Expedited Review approval included a request stating, "Please clarify history and
physical for assigning(JNEM- not evident at present." This information was needed to ensure risks
were reasonable in relation to benefits.

OBSERVATION 3

The IRB did not determine at the time of initial review that a study was in compliance with 21 CFR Part 50 Subpart D,
"Additional Safeguards for Children in Clinical Investigations."

Specifically, An IRB that reviews and approves research involving children is required to make a

EMPLOYEE(S) SIGNATURE DATE 188 UED
Andrea A. Branche, Investigator
gEETEIEstEng Patrick J. Mcneilly, Investigator 02/07/2013
FORM FDA 4£3 (09108 FREVIOUS EDITION DBSOETR INSPECTIONAL OBSERVATIONS PAGE 2 OF § PAGES
e e i R e L




DEPARTMENT OF HEALTH AND HUMAN SERVICES

FOOD AND DRUG ADMINISTRATION
DATES]OF NSPECTION
01/22/2013 - 02/07/2013*

DISTRICT ADDRESS AND PHONE NUMBER
4040 North Central Expressway, Suite 300

Dallas, TX 75204
(214) 253-5200 Pax:(214) 253-5314

Industry Information: www.fda.gov/oc/industry

1000220451

NW!AVDTWLEWIWTUWWMHED
TO: Carlton F. Hazelwood, Ph.D., Chairman

FIRM NANE STREET ADDRESS

BRI-IRB 9432 Katg Freeway # 370
TITY, STATE. ZIP CODE, COUNTRY TYPE TABLISHMENT

Houston, TX 77055-634% Institutional Review Board

finding at the time of approval that the study is in compliance with 21 CFR 50, Subpart D" Additional
Safeguards for Children in Clinical Investigations." Your IRB approved research involving children
without documentation of the IRBs finding that the clinical investigation satisfied the criteria under
Subpart D. For Example:

(A) The IRB approved a Single Patient Protocol (SPP) for pediatric subject #{{9)GaJon May 2,
2012. There is no documentation of the IRBs determination under 21 CFR 50 Subpart D for this
subject.

{B) The IRB approved SPP for pediatric subject MOn May 3, 2012, There is no
documentation of the [IRBs determination under 21 CFR 50 Subpart D for this subject.

(C) The IRB approved SPP for pediatric subject H{9R@abn March 29, 2012. There is no
documentation of the IRBs determination under 21 CFR 50 Subpart D for this subject.

This is a repeat observation from the 10/2010 FDA Inspection.

OBSERVATION 4
The IRB did not follow its written procedure for conducting its initial review of research.

Specifically, The IRB is required to follow its written procedures for conducting initial and continuing
review. Your IRB did not follow your procedures for conducting initial and continuing review because
these subjects received IRB initial approval via an expedited review procedure not described in your
Standard Operating Procedures. If your IRB would have followed your own SOP for initial and
continuing review, the following subjects would have received review and approval from the full board
rather than through expedited review. For Example:

(a) Subject[(JNE) (pediatric) was given Expedited Review approval for a Single Patient Protocol
(SPP) on March 28, 2012 and was approved by the full IRB on August 3, 2012.

(B) Subject([(INE) (pediatric) was given Expedited Review approval for a SPP on May 2, 2012 and was
approved by the full IRB meeting on August 3, 2012,

EM $) SIGNATURE DATE i8SUED
Andrea A, Branche, Investigator
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(C) Subjec({@RER] (pediatric) was given Expedited Review approval for a SPP on May 3, 2012 and
was approved by the full IRB meeting on August 3, 2012.

D) Subjcct (@) (adult) was given Expedited Review approval on two occasions for a SPE on June
21,2012 and after FDA requested changes to the informed consent document on July 19, 2012. The
SPP was approved by the full IRB mceting on October 19, 2012.

(B) Subjec{(INEIM (adult) was given Expedited Review approval on two occasions for an SPP on June
21, 2012 and after FDA requested changes to the informed consent document on July 20, 2012, The
SPP was approved by the full IRB meeting on October 19, 2012 .

OBSERVATION 5

The IRB has no written procedures for ensuring prompt reporting to the IRB, appropriate institutional officials, and the FDA
of any unanticipated problems involving risks to human subjects or others.

Specifically, Your current SOP -2012 v2-draft doc does not describe the requirements of Investigators
on how unanticipated problems are reported to the IRB, Institutional Official, and the FDA, such as
time intervals and the mode of reporting, or otherwise address how the prompt reporting of such
instances will be ensured.

OBSERVATION 6

The IRB has no written procedures for ensuring prompt reporting to the IRB, appropriate institutional officials, and the FDA
of any instance of serious or continuing noncompliance with theses regulations or the requirements or determinations of the

IRB.

Specifically, Your current SOP - 2012 v2-draft doc does not address how the IRB will report issues of serious or
continuing noncompliance to (appropriate institutional officials and/or FDA], or otherwise address how the prompt reporting
of such instances will be ensured.
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OBSERVATION 7

A list of IRB members has not been prepared and maintained, identifying members by name, earned degrees, representative
capacity, and any employment or other relationship between each member and the institution.

Specifically, The IRB Roster does not include thc member employment or other affiliation between the
member and the IRB.

* DATES OF INSPECTION:
01/22/2013(Tue), 01/23/2013(Wed), 01/24/2013(Thu), 01,25/2013(Fri), 01/28:2013(Mon), 01,29/2013(Tuc), 01/30/2013(Wed),

01/31/2013(Thu), 02/01/2013(Fri), 02/05/2013(Tue), 02:06:2013(Wed), 02/07/2013(Thu)
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