DATE March 24, 2011

HH8: 201153824 H

TO: Protocol HPTN 058 Principal Investigators, Study Coordinators and Study Staff
i HPTNO58 FREEMRE, ARMAANMHARIIEAR

FROM: HPTN 058 Protocol Team:

M: HPTNO58 J7 RR/NA

SUBJECT: Letter of Amendment #2 to Protocol HPTN 058, Version 2.0 dated 16 September
5 - 2008 (IND # 73,797), entitled A Phase 111 randomized controlled trial to

evaluate the efficacy of drug treatment in prevention of HIV infection and
death among opiate dependent injectors

CEEAZEYDIE T X S 59 B v S 7 A BETRS HIV BSR ML TR A I1HABE
P BRI ERIRE) 2008 £ 9 A 16 H 2.0 lRA(IND # 73,797)M9 58 2 E&1T (5

The following information impacts the HPTN 058 study and must be forwarded to your
institutional review board (IRB)/ethics committee (EC) as soon as possible for their
information and review. This must be approved by your IRB/EC before implementation.

U T EEITHPTNOSS 88 , ZARRFFELZEX U EFEZ RS (IRBIEC ) &F
B, HERITHETERRLRL \RBIEC #k,

The following information may also impact the sample informed consent. Your IRB/EC will
be responsible for determining the process of informing subjects of the contents of this letter
of amendment (LOA).

HUTFEEt T EISaE, FUEFTEERQARIFREMEITE (LOA ) AEE
LIS 0E A

Upon receiving final IRB/EC and any other applicable regulatory entity (RE) approval(s) for
this LOA, sites are required to submit an LOA registration packet to the DAIDS Protocol
Registration Office (DAIDS PRO) at the Regulatory Support Center (RSC). Sites will receive
a registration notification for the LOA once the DAIDS PRO verifies that all the required
LOA registration documents have been received and are complete. Sites will not be able to
implement this LOA until they have received an LOA registration notification from the
DAIDS PRO. A copy of the DAIDS PRO LOA registration notification along with this letter
and any IRB/EC correspondence should be retained in the site's regulatory files.

KB FEET DTG ZRYH (RE ) WEEITENHERS , TG AEEZHZE
BFHALD (RSC ) WX BHEGFEZEMDLE (DAIDS PRO ) X — G KITEEHES

&. —HDAIDS TEZWDLEREXERE AT TAFEBERWETEZHXA, HG
R E— (2 MEL. EREIDAIDS TEZMH L\ EWEITIEZHELE , HGTEEH
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T3 EIT 5. BEA DAIDS HEZMN 4\ EEITELHELRNE, EITEREMECEE
A LB EH BBRFETGHEX R,

The purpose of this LOA is to incorporate use of Version 2.0 of the Manual for Expedited
Reporting of Adverse Events to DAIDS (DAIDS EAE Manual). The following language will

replace the Expedited Adverse Event Reporting section of the HPTN 058 Protocol Version 2.0
dated 16 September, 2008.

ZEEITEHEHEN THE 2.0 RTFEHRE_LIFE DAIDS #EFH (DAIDS EAE F
) BEH, KU TFXELHFE 2008 £9 F16 A 2.0 sRHPTNOS8 B 54 1RIEFE_L T

FIEH IR &S

Additions are noted in bold. Deletions are noted via strikethrough:

BB NAEREERE | MR B IN=E=87E.

I. Protocol Section 6.2 has been revised as follows: 7 2 6.2 S 0 T 1T :
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6.2  Adverse Event (AE) and Expedited Adverse Event (EAE) Reporting F#J%E
# (AE ) AIRELIBVFFIEHS ( EAE )

6.2.1 Adverse Event Reporting to DAIDS [@] DAIDS &N A FIEHIRE
Requirements, definitions and methods for expedited reporting of Adverse Events
(AEs) are outlined in Version 2.0 of the DAIDS EAE Manual, which is available on
the RSC website at http://rsc.tech-res.com/safetyandpharmacovigilance/.

FTHEH (AEs ) RIERENER, EXMGER 2.0 iR DAIDS EAE Fit , &%F
M M RSC P3G http://rsc.tech-res.com/safetyandpharmacovigilance/ N .

The DAIDS Adverse Experience Reporting System (DAERS), an internet-based

reporting system must be used for expedited AE reporting to DAIDS. In the event
of system outages or technical difficulties, expedited AEs may be submitted via the
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DAIDS EAE Form. For questions about DAERS, please contact DAIDS-ES at
DAIDS-ESSupport@niaid.nih.gov. Site queries may also be sent from within the
DAERS application itself.

[l DAIDS HREIREFFIEH BAEH DAIDS FRIEHIRERSL (DAERS) |, X
METHENRERSE. BREWERBEAREE , RELHROFIE4TEEDL
DAIDS FRIBHIRIEIRHTRIEZR , X< DAERS A , & DAIDS-
ESSupport@niaid.nih.gov Bk 3% DAIDS-ES , tt A/ LUEid DAERS B BN ARKF
RIEBIALEE

Where DAERS has not been implemented, sites will submit expedited AEs by
documenting the information on the current DAIDS EAE Form. This form is
available on the RSC website: http://rsc.tech-res.com/safetyandpharmacovigilance/.
For questions about EAE reporting, please contact the RSC
(DAIDSRSCSafetyOffice@tech-res.com).

HERIEIT DAERS Wit )5 , U7 ELIHE R DAIDS EAE R LN ERRRXRE
EHRBTFFEH. ZIRAM RSC MY http:/rsc.tech-
res.com/safetyandpharmacovigilance/ T8, B EAE &M ER , EEKR
RSC(DAIDSRSCSafetyOffice@tech-res.com),

AEs that are not serious or do not otherwise meet the criteria for expedited
reporting to DAIDS will be recorded in the study source documentation but will not
be included in the study database. For the purposes of this study, outpatient or
inpatient hospital/medical facility admission for drug addiction treatment or
rehabilitation will not be considered a serious adverse event.

FFENHETFESRELIRE DAIDS WAREHFIEFERREXLF , BF
HEAMRBEE. NARFRKE , 12, ERIERAETRERTREATHE
ERTTRTETREN,,

6.2.2 Reporting Requirements for this Study Z<FFFEYIR & ER

e The SAE Reporting Category, as defined in Version 2.0 of the DAIDS EAE
Manual, will be used for this study.

o ZHFZEAEA 2.0 KX DAIDS EAE &5 FME NN ERFIEHIRESES,

e The study agents for which expedited reporting are required are BUP/NX
(Suboxone®), provided for the first 52 weeks to participants.

o ERMERSHWR~RELE 52 BIRHELSINEMN BUP/NX (Suboxone ®),
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6.2.3 Grading Severity of Events EfHIERE 57X

The most current Division of AIDS Table for Grading the Severity of Adult and
Pediatric Adverse Events (DAIDS AE Grading Table) is used and is available on the
RSC website at http://rsc.tech-res.com/safetyandpharmacovigilance/.

2 FRILA DAIDS RANLEFFEHTERE SRR ( DAIDS TRIEHTR
£ ) , WM RSC M} http://rsc.tech-res.com/safetyandpharmacovigilance/ T .o

6.2.4 Expedited AE Reporting Period RZEF =4 L3k FH

The expedited AE reporting period for this study is from the time that the first
dose taken of Suboxone® up until Week 52. For the purposes of this study,
outpatient or inpatient hospital/medical facility admission for drug addiction
treatment or rehabilitation will not be considered a serious adverse event.

AR REFFIEH LRI R RMNE —IXBRA Suboxone®FIE 52 B, XA
WX, 2. ERBFEAEFRERTREBATREEATABETRER

REH,

After Week 52, all deaths will continue to be reported. After Week 52, the
protocol defined AE reporting period is concluded and only SUSARs as defined
in Version 2.0 of the EAE Manual will be reported to DAIDS if the study staff
become aware of the events on a passive basis (from publicly available
information).

52 AR , MERTEHMEREG, 2 AR , FRENNAANEH LIREAHLE
R, MEARARBERAZEI=F (MNLIFHER ) , X 2.0 lR EAE FMENX
#Y SUSARs R &4 DAIDS,

Note: Information on all AEs included in the study database will be included in annual
reports to the US FDA, and other applicable government and regulatory authorities. The
investigators will report information on AEs and SAEs to the responsible Institutional
Review Boards/Ethics Committees in the US and the host countries in accordance with
applicable regulations and individual IRB/EC requirements.

AR BEETAANTAE4RRAFHREARREXERRAREERER ( FDA ),
MXBANANERNE, HEARANBREAXEZANCEFTFEZRRASNER , A%
ENRZAEFERERSRETRIT BT REMN AEs M SAEs 55,

II. The original Appendix VI has been has been revised as follows: R VI a1 T &

il :
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APPENDIX VI: HPTN 058 ADVERSE EVENT REPORTING AND DOCUMENTATION

REQUIREMENTS

B VI : HPTNO58 FRAIEHIRERFEHER

Renct"rs 4 | EAEFORM (to
even A DAIDS RSC
RELATIONSHIP TO grade in - .
ADVERSE EVENT . within 3 business
STUDY PRODUCT primary .
days of site
source awareness)
documents
Results in Death Rega.rdles§ of YES YES
relationship
. . 1
Is life-threatening Rega.rdles§ of YES YES
relationship
Requires inpatient
hOSpltilllZ::lthll or Rega.rdles§ of YES YES
prolongation of existing relationship
hospitalization®
Serious Results in persistent or Regardless of
Adverse | gjgnificant disability or relationship YES YES
Events incapacity
Isa coglgemtal anomaly/birth Rega.rdles§ of YES YES
defect relationship
Is an important medical Regardless of
event (may jeopardize the relationship
Patlent 01: may require YES YES
intervention to prevent one
of the other outcomes
above)*
Non-
Serious All non-serious AEs Rega.rdles§ of YES NO
Adverse relationship
Events
EAE % ( ®¥#7
R ERREwN 34
. =]
FR=4H EWR~mHXR | PICRS “
THEBENERES
HMaR
DAIDS RSC )
FETH FEREWME™ R o o
SH;ET = =
B4 PSS
o TR ESHIEF R _ _
BB AE fp = E
NP
& - AEREWRTm = =
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w2 e
SHBRENHHENEE | FERSWESS _ _
WAL HE K LT = =
FEREME=R
P‘-ﬁ/ E 3 [ =] =]
SREXFRE/HERRE WER = =
EEESEN (TRAE
SMERTEBETH | RERSHEES _ _
i ERETERZ—% | WXR = =
)4
FRER FEREME=R
E =
g | THAFETRBH . £ &

NOTE : All AEs must be documented in the participant’s source record, regardless of seriousness,

severity or relatedness. AEs will only be documented and reported to the SDMC/DAIDS as
appropriate for participants in both study arms through Week 52 of follow-up. After week 52,
SUSAR reporting is in effect (http://rsc.tech-res.com/safetyandpharmacovigilance/).

AE . FEREFEN, BERMEXMY , MEFTIEHLAIRZRES MENFRGIERF. RiERZAAS
&S AEGHANTHNES , HBEBERRELESDMC/DAIDS, 5285 RIRESUSAR

( http://rsc.tech-res.com/safetvandpharmacovigilance/ ) o

1: “Life-threatening” refers to an event in which the patient was at risk of death at the time of the event. It does
NOT refer to an event that hypothetically might have caused death if it were more severe.

1, ‘BRESREEEA4ATSNERRCHER , FTRERRUREHETE , TRSBRT.

2: Per ICH SAE definition, hospitalization is NOT an adverse event (AE), but is an outcome of the event. DO
NOT REPORT: Any admission unrelated to an AE (e.g., for labor-delivery, cosmetic surgery, administrative or
social admission for temporary placement for lack of a place to sleep); protocol-specified admission (e.g., for a
procedure required by protocol); admission for diagnosis or therapy of a condition that existed before receipt of
study agents(s) and has not increased in severity or frequency as judged by the clinical investigator. In addition
inpatient hospital/medical facility admission for drug addiction treatment or rehabilitation will not be
considered a serious adverse event. (NOTE: A new AIDS-defining event in a subject already known to be HIV-
infected would be considered an increase in severity of a pre-existing condition [HIV infection] and would be
reportable.)

2, BIEICHSAE B , BRATFRTANES (AE) , EREANER, FARE  SASFTRNEH4LX
MEBE (Bl : Dk, EBEFR, ARZEXLHTRILLEFRZBEAR ) ; FRAEMHEIER (W : 4
RERERN—IBF ) ;| EEAFREF R CERSERATT , RERFEEUR~ERENREARRE
B, A, ERBEAETRERTRSATRESATTFRETERRES. (XX £HAY , BL
HE HIV B HAFH AIDS MXBE4AFEIAA R ZITRBHIV B CERENE M , HEHREG. )

3: Clinically insignificant physical findings at births including those regarded as normal variants do NOT meet
reporting criteria. If a clinically significant anomaly is reported, all findings (including those of no individual
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significance) should be included in the same report. For example, do NOT report an isolated finding of
polydactyly (extra fingers or toes) or Mongolian spot in an infant. But if either finding occurred with a major
cardiac defect, report all findings in the SAE report.

3, HENKKREREXWEART , SFPWAIREFZERNER , FEH LBIRE. IRFELHIEKRESR
#iRE , AR ( BRERKENNEAN ) NZRERER—RET. 60, THLR - MR SERE
(SFEZRMEL ) , RBILKE. BR , F—RASVHERBENRE , FE SAE &P LRAERI.

4: Examples are intensive treatment in the emergency room or at home for allergic bronchospasm; blood
dyscrasias or convulsions that do not result in hospitalization; etc.

4, Bl , EREERRBHNSBMITELERTORINAET , FSRERNORFRFRMHE , F.

The above information will be incorporated into the next version of the protocol at a later
time if it is amended.

WRERBET , LREEEEFHATHRE RS,
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