) ZADAXIN
THYMOSINALPHAI,INJECTION
(THYMALFASIN)

DESERIPTION

ZADAXIN thymnsm alpha1 (lhymallasln) for subculaneous injection Is a purified sterile lyophilized
of ymosin alpha 1. Each vial of ZADAXIN thymosin alpha 1 con-

nms 1.6 mg thymosin alpha 1, 50 my mannila), and sodium phosphate bufler le adjust the pH Lo 6.8.

Producl for Injection

ZADAXIN is an acetylaled peplide with Lhe [oiowing sequence: Ac-Ser-Asp-Ala-Ala-Val-Asp-Thr-
Ser-Ser-Glu-lle-Thr-Thr-Lys-Asp-Lew-Lys-Glu-Lys-Lys-Glu-Vat- Val-Glu-Glu-Ala-Glu-Asn-OH. it has a
molecular weighl of 3,108 and a pl 0f 3.8.

CLINICAL PHARMACOLOGY

Preclinieal Phiarmacology

The mechanlsm ur action of ZADAXIN & s not complﬂew understood b is thought Lo be related to ils
atlivilies, f ar i lon of T-cell fancllen, in virious

fr vitro assays, thymosin alpha 1 s been shown to premote T-cell disterentiation and matwration, for

example, G044+, GDB+, and CD3+ celis have all bean shown 1o be increased. Thymosin alpha 1 has

also hezn showm to increase production of 1PNy, IL-2, IL-3. and expression of IL-2 receplor following

sctivatlon by mitogens or antipens, increase W cell activity, increase nlmluulnn ol migratory inlilisto-

Ty factor (MIF), and increase antibody {0 T-coll i In alpha 1 has

alsn been shown to antagonize dexamethesont-induced apoplesis of lmmomns it vitro, In viva

Administration of thymosin zlpha 1 to sndmals Immanesuppressed by chemotharagy, mor birden,

ur nradmli:n shovad that IImMsm nlplu 1 proleets .u;ahu.t cyloloxde damags 1o bona manow, Winot

the

p survival tima and number of survivors.
Many ol the m vnmand n wva eflecls ot thymaosin alpha 1 have been inlerpreled as influences on
eilher diffs of plurip stem cells lo thymocyles or activalion ol Ihymacyies inte activated
T-cells.
Pharmacoklinetics

The pharmacokinetics of thymasin alpha 1 were studied in adull vok al single sube

doses ranging {ram 0.8 Lo 6.4 mg and in muttiple dase sludies of 5 1o 7 days duqallan al subcula-
neous doses ranging from 1.6 to 16 mg. Thymosin alpha 1 was rapitlly absorbed with peak serum lev-
ttls achieved ot approximately 2 linurs. A dosa proponional increase was sgen in garum levels (or G
and AUC. and serum levels returned fo basal lavels by 24 hovirs after administration, The serum tail"
lile was approximalely 2 hours and lhere was no evidence of accumulation fokowing muttiple subcula-
neous doses. Urine excrelion ranged fram 31% lo 60% of the adminisiered dose lo#owiny singlz and
multiple doses.

INDICATIONS AND USAGE
ZADAXIN is indicated for the trealment ot chronic hepatilis B in patients 18 years of age or older with
compensaled fiver tlisease and hepalilis B virus (HAV) replication {serum HBY DNA positive).

Efticacy of Thymosin Alpba 1 Monatherapy for Clvonic Hepalltis 8

Study Number of Pattents Response Rale al
Reference Groups 12-manths follow up*
US Phase 2 12 Thymosin alpha 1 {83%) Thymasin alpha 1
d {1.6 mg SO BW 6 mos.) (25%) Piacebo

8 Placebo
US Fhase 3 50 Thymasin alpha 1 {24%) Thymosin alpha 1
[2.5] (1.6 mg SO BIW 6 mos.} (12%]) Placeho

48 Placeho
Taiwan Phase 3 51 Thymaosin aipha 1 (37%) Thymosin alpha 1
[3,4.5] (1.6 mg SO BIW 6 mas.) {25%) Mo treatment

53 No treatment
Pooled Dala 113 Thymosin alpha 1 {36%) Thymasin alpha 1
{5] (1.6 mg SO BIW 6 mos.) {19%) Placeba or no {realment

110 Placebo or no irealment

*Besponse rate is delined as \he percemtage ol sabjecis whs wers HBV DNA and HBeAg negalive
al 12-moniirs foliew sp.

Pooled analysis of 3 andomized controlied trials comprising 223 patlents was periormed. Thymosin
alpha 1 was administered twice weekly for 6 months. Fotow-up assessments were performed at

12 months alier completion of treatment (see table). in muttipte studies, ZADAXIN was shown to have
a delayed therapeutic response 12 months or fanger atter completian of therapy. A iransient Increase
in ALT lo more ihan twice baseline vatue (flare) can occur during ZADAXIN therapy. When ALT tlare
accurs, ZADAXIN should generally be continued unltess signs and sympioms of liver lallure are
observed.

CONTRAINDICATIONS

ZADAXIN is contramdicated in patrends with a tislory of hypersensitivity lo Uymosin atpha 1 or amy
component of the mjection. Because ZADAXIN therapy appears to werk by enhancing ihe immune sys-
tem, it should be cansidered contraindicated in patiets wha are being defberalely immunos:

pressed, far mstance organ transplant patients, unfess the potential benefits of the therapy deany out-
welgh the potentlal risks.

WARNINGS
None.

PRECAUTIONS

tnformalian for Palients

Patienls receiving ZADAXIN treatment should be direcled in its appropriate use and iformed of the

benetits and risks asseclated with treatment. If home use is p ,ap -resistant

for the disposal of used syringes and needies shoutd be wnpﬁeﬂ to the pmm Patients shouk! be
inthe imp of proper disposal and cautioned against any reuse of syringes

ar needles.

Laboratory Tests: Liver funciion lests, Including serum ALT, albumin and bllirubin, should be evaluat-
ed perlodically during treaiment. HBeAp (Hepalilis B envelope antigen), HBsAp, HBV DNA and ALT
should be evaluated at the end of ireatment as well as 2, 4, and 6 months after treatiment, since
patienls may become virologlc responders during the 6 months {olowing treatment.

Carclnngenssis, Mulagenesis, Impalrment al Ferility

Long-lerm studies with ZADAXIN hiave not been done to delermine carcinogenicity.

Hulagenicity studies wilh ZADAXIN showed no adverse findinps.

Pregoancy Calegery

Animal reproduction studies in mice and rabbits have showm no difference in [etal abnormalilies in con-
trol animals and animals given ZADAXIN. It is not imown whether ZADAXIN can cause (etal harm when
administered 10 a pregnant woman or can atfect repraduction capacity. ZADAXIN should be given to a
pregmant woman only if clearly needed.

Nursing Mathers
it Is not known whether this drug is excreted in hienan milk. Because many drugs are excreled in
hurman mi, cautlan should be axerclsed when ZADAXIN 1s administered o a nursirg waman.

Pediatric Use

Safely amd elfectiveness have not been eslablished in palients below the age of 18 years,

Drup Imeractions and Incompatibitities

Interactions between ZADAXIN and oiher drugs have not been fully evahaited. Caution should be exer-
Tised when atministering ZADAXIN Therapy I combination with other iImmune modulating drugs.
ZADAXIN shoubd nat be mixed with any ollier drup

ADVERSE AEACTIONS

ZADAXIN ks welt tolerated. During clinical experience i ever 2000 Is wilh various dis-
eases distributed over all age groups, no clinically signi adverse ibutable to tf |
alpha 1 administration were repuded (< 1% drug retated adverse events).

Adverse i have been ¢ and mild, Isting primarity ol local discomlort at llie injec-

tion site, and rare instances of Bryllvema. {ranstent muscle atmphy polyarihratgia combined with hand
edema, and rasi.

DOSAGE AND ADMINISTRATION

The recommended dosage of ZADAXIN for the treatment of chronic hepalitis B is 1.6 mg administered
subcutaneously twice a week wilh doses separated by 3 or 4 days. Therapy should be continued for six
manths {52 dosas) without Interruption, ZADAXIN should not be given intramuscularly or inlravenously.
1t shoukd be reconsiiluled with 1.0 mi of the dituenl provided, which consists of 1.0 o Sterile Waler for
injection, immediately prior ko use. Al Lhe discretion of the physician, the patient may be taugh! to self-
administer the medication.

Overdosape

There are no ref i of delil OF ACCH in humans. Animal 1oxicology
studies have shown no adverse reactions i single deses up to 20 mg/kg and in repeaied doses up lo

6 mi/kg/day for 13 weeks, which were the highes! leve! studied.

HOW SUPPLEED

ZADAXIN s suppliedt In single use vials contalning 1.6 myg of ivophilized thymesin alpha 1 per vial, llis

avaitable in cartons containing two vials of ZADAXIN. Each carton also conlains two ampowes af dient

for ZADAXIN, contakning 1.0 ml of Sterde Water {or injection, which are to be vsed for reconslituting the

ZADAXIN for injection.

Slose ZADAXIN between 2° and 8°C{36° 1o 46° F). It should be used immediately atter reconstilutian.

Shed e is 3 years.

ZADAXIN, thymosim atpha 1 infection 5 manufactured for SciClone Pranvaceuticals Intemational Ltd..

Hong Kong, by PATHEON Haliz S.p.A . Monza, ltaly. For (urther inlormalion, contact SciClone

Phammaceuticals internatioret L1d. in Hong Kong at +852-2510-0118, In Singapore at 65-6273-3144, or

in Faster City, Californiz, USA at +650-358-3456.
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