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PRECIZARI

-Acest document contine traducerea din limba engleza in limba romana a
prezentarii sustinute de catre dr. James Freeman (Australia) la Congresul
International pentru studiul ficatului (ILC EASL) care a avut loc in Barcelona,
Spania, in perioada 13-18 Aprilie 2016.

- Activitatea de traducere a fost efectuata in regim de voluntariat de catre
un utilizator nregistrat pe platforma http://fixhepc.com

- Desi traducatorul a depus cele mai bune eforturi pentru a furniza o
traducere de acuratete ridicatd, acesta nu isi asuma responsabilitatea
asupra ei, in caz de dubii ori in scop de clarificare, textul original, in limba
engleza, putand fi consultat la adresa:
http://fixhepc.com/media/kunena/attachments/391/HCVgenericsprojectpo
werpoint-FINAL-2.pptx 2

Specification

-This document contains the translation from the English language to the
Romanian language of the presentation held by dr. James Freeman
(Australia) at the International Liver Congress (ILC EASL) which took place in
Barcelona, Spain, in the period 13-18 April 2016.

-The translation work was carried out on a voluntary basis by a user
registered on the platform http://fixhepc.com

- Although the translator has made best efforts to provide a translation of
high accuracy, no responsibility is assumed for it, in case of doubt or for
clarification purposes, the original English text can be found at:
http://fixhepc.com/media/kunena/attachments/391/HCVgenericsprojectpo
werpoint-FINAL-2.pptx




O tragedie globala

A Global Tragedy

Printr-o descoperire care este comparabila cu inventarea penicilinei,
au aparut pe piata medicamente denumite medicamente cu
actiune antivirala directa (Direct Acting Antivirals =DAA), care
trateaza hepatita C cu efecte secundare minime si cu rata de succes
de 95%.

Alaturi de HIV, HBV, TB si malarie, HCV este una dintre cele 5
cauze majore de deces la nivel mondial cauzat de boli
infectioase
n mod tragic, acest nou tratament nu este implementat:

— Avem 150,000,000 de persoane infectate cu HCV la nivel global?, si

— Avem 500,000 de decese cauzate anual' de HCV, dar
— Avem doar 500,000 de pacienti tratati anual de HCV cu DAA23

In a breakthrough that rivals the invention of penicillin drugs
called Direct Acting Antivirals (DAAs), which cure the Hepatitis
C Virus (HCV) with minimal side effects and a 95% success
rate, have reached the market
Together with HIV, HBV, TB and Malaria, HCV is one of the 5
major causes of infectious disease death worldwide
Tragically this new cure is not being deployed:

— We have 150,000,000 infected with HCV worldwide?, and

— We have 500,000 deaths from HCV annually?, but
— We have only 500,000 patients treated for HCV with DAAs annually?3

. http://www.bidnessetc.com/59228-gilead-sciences-inc-abbvie-inc-finally-see-growth-in-hcv-prescription-volum, 3

. http://www.bidnessetc.com/59228-gilead-sciences-inc-abbvie-inc-finally-see-growth-in-hcv-prescription-volum, 2




Problema implementarii este pretul The Deployment Problem Is Price
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= Preturile ridicate ale acestor medicamente noi

impiedica accesul pacientilor la tratamentul extrem de
eficient al HCV

Versiunile generice ale DAAs- sofosbuvir, ledipasvir,
daclatasvir sunt produse in masa pentru 1% din pretul
actual de vanzare in SUA?

= Tn conformitate cu legile din Australia2, UK3, si multe
alte tari, oamenii au dreptul de a importa pentru uz
personal medicatie pentru o perioada de trei luni

1. HillA. Minimum Costs for Producing Hepatitis C Direct-Acting Antivirals. Clin Inf Dis. 2014
2. https://www.tga.gov.au/personal-importation-scheme
3. https://www.gov.uk/government/organisations/hm-revenue-customs

= The high prices of these new medications prevent

patient access to highly effective HCV treatment

Generic versions of the DAAs sofosbuvir, ledipasvir,
daclatasvir are being mass produced for 1% of the
current US retail price!

Under the laws of Australia?, the UK3, and many other
countries, individuals have the right to import a three
month supply of medication, for their personal use

1. HillA. Minimum Costs for Producing Hepatitis C Direct-Acting Antivirals. Clin Inf Dis. 2014
2. https://www.tga.gov.au/personal-importation-scheme
3. https://www.gov.uk/government/organisations/hm-revenue-customs




Baza legala pentru importul de uz personal

= Brevetele ofera drepturi de monopol, cu toate acestea ...
= Articolul 60 din TRIPS - De Minimis Imports — specifica:

— Membrii pot exclude aplicarea dispozitiilor anterioare pentru
bunuriin cantitdti mici, de naturd necomerciald, aflate in
bagajele personale ale cdldtorilor ori trimise in pachete mici.

= |n conformitate cu Articolul 60 majoritatea tarilor permit o
anumita forma de import de medicamente pentru uz
personal.

= http://fixhepc.com/ ajuta pacientii sa acceseze medicatia si
sa discute online despre tratamentul lor.

The Legal Basis Of Personal Importation

Patents provision monopoly rights, however...
Article 60 of TRIPS - De Minimis Imports — states:

— Members may exclude from the application of the above
provisions small quantities of goods of a non-commercial
nature contained in travellers' personal luggage or sent in
small consignments

In line with Article 60 most countries allow some form

of personal medication importation

http://fixhepc.com/ helps patients access medication
and discuss their treatment online




= Genericele DAAs au fost analizate mai Tntdi calitativ folosind

HPLC, NMR si spectometrie de masa

Consecutiv, pacientii s-au nscris via website-ului
fixhepc.com si au fost asistati pentru a importa medicatia
pentru uz personal la un pret accesibil

Pacientii au fost evaluati Thainte de tratament, in timpul
tratamentului si apoi pentru SVR (vindecare) dupa
tratament folosind platforma de telemedicina gp2u.com.au
Obiectivul acestei analize a fost de a evalua siguranta si

eficacitatea medicamentelor generice importate legal de
catre pacienti

T T S

= Generic DAAs were first evaluated for quality using HPLC,
NMR and Mass Spectrometry

= Consecutive patients enrolled via the fixhepc.com website
and were assisted in making a personal importation of
affordably priced medication

= Patients were assessed pre-treatment, during treatment,
and then for SVR (cure) following treatment using the
gp2u.com.au Telemedicine platform

= The objective of this analysis was to assess the safety and

effectiveness of the generic medications legally imported
by patients
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Caracteristici de baza

Baseline Characteristics

n 448

SOF+RBV 0.9% (4/448)
SOF+LDV 45.8% (205/448)
SOF+LDV+RBV | 4.7% (21/448)
SOF+DCV 42.6% (191/448)
SOF+DCV+RBV | 6.0% (27/448)
Pacienti naivi 51.6%

Ciroza 31.3%

Barbati 54.2%

Varsta medie | 54.4ani
MedieHCV RNA | 6.46 log IU/ml

2878793 IU/ml

Genotip
m GTY
= GT3
" GT2
» GT4
GT5/6

5.45%

2.27%

0.909%
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n 448

SOF+RBV 0.9% (4/448)
SOF+LDV 45.8% (205/448)
SOF+LDV+RBV |4.7% (21/448)
SOF+DCV 42.6% (191/448)
SOF+DCV+RBV | 6.0% (27/448)
Naive 51.6%

Cirrhosis 31.3%

Male 54.2%

Mean Age 54.4 years

Mean HCV RNA

6.46 log IU/ml
2878793 IU/ml

Genotype

5.45%

2.27%
0.909% 4

GT1
GT3
GT2
GT4
GT5/6



Raspuns Viral REDEMPTION-1 vs Publicat Viral Response REDEMPTION-1 vs Published
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SOF+PEG+RBV kinetics data source: http://www.thelancet.com/journals/laninf/article/P11S1473-3099(13)70033-1/fulltext 11

SOF+PEG+RBV kinetics data source: http://www.thelancet.com/journals/laninf/article/P1IS1473-3099(13)70033-1/fulltext 10




SOF+DCV Kinetics GT1 vs GT3 SOF+DCV Kinetics GT1 vs GT3

— 400 mg SOF+PEG+RBV GT2/3 =400 mg SOF+PEG+RBV GT2/3
— SOF+DCV GT1 - average — SOF+DCV GT1 - average
— SOF+DCV GT3 - average — SOF+DCV GT3 - average

Log Viral Load (IU/ml)
D

Log Viral Load (IU/ml)
S

Days 12 Days 1



SOF+LDV+RBYV pentru GT3? (Ed Gane 2015%) SOF+LDV+RBYV for GT3? (Ed Gane 2015%)
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HCV RNA < LLOQ (25 IU/ml)

99.6% 99.2% 100.0%
(235/236) (127/128) (105/105) 94.4% 93.7%
(136/144) (59/63)

EOT SVR4 GT1-6 SVR4 GT1 SVR GT1
Overall SOF+LDV SOF+DCV Overall SOF+LDV SOF+DCV
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HCV RNA < LLOQ (25 1U/ml)

REDEMPTION-1 HCV RNA < LLOQ la EOT si SVR4 REDEMPTION-1 HCV RNA < LLOQ at EOT and SVR4
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Rezultate publicate SVR12, SOF+LDV si SOF+DCV Published SVR12 Results SOF+LDV and SOF+DCV

Percentage SVR
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96%
(3520/3654)

GT1

94%
(49/52)
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(41/43)

GT5/6
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O rez”'t::;?c:“samb'“ SVRA pentru | o DEMPTION-1 Overall SVR4 Results For Generics
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Nota: Cateva pierderi de procente sunt de asteptat in perioada de la SVR4 la SVR12

GT4
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1001

| 95%
0 (96/101)

801
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401

Percentage SVR

307
201

GT1 GT2 GT3
Note: Some small percentage loss of SVR is expected during the SVR4 to SVR12 period

GT4

GT5/6
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Siguranta pacientului Patient Safety

= Nu au fost raportate efecte secundare noi sau
necunoscute, cele mai intalnite fiind durerile de cap,
oboseala si insomnia
= 3 pacienti cu ciroza compensata au decompensat
temporar la initierea tratamentului, dar au continuat
= 4 pacienti inscrisi au decedat, din cauza HCC
— 1 pacient a decedat Tnainte de inceperea tratamentului

— 2 s-au retras prematur din tratament si au intrat in ingrijire
paleativa
— 1 pacient a decedat inainte de SVR4

17

= No new or unknown side effects were reported with
headache, fatigue and insomnia being the most
common
= 3 patients with compensated cirrhosis temporarily
decompensated on treatment initiation but continued
= 4 patients who enrolled died, all from HCC
— 1 patient died prior to treatment commencement
— 2 withdrew early in treatment and entered palliative care
— 1 patient died prior to SVR4

16



T S S S

= Tn cadrul acestei analize intermediare, tratamentul cu
DAAa generice importate in mod legal au dus la rate
ridicate SVR

= Aceste rate SVR sunt similare celor vazute in studiile de
faza 3 ale tratamentelor de marca

= Tratamentul de masa la nivel mondial cu DAAs generice
este o alternativa fezabila cand preturile ridicate
impiedica accesul la tratamentul de marca

18

= |n this interim analysis, treatment with legally
imported generic DAAs led to high SVR rates

= These SVR rates are similar to those seen in
the Phase 3 trials of branded treatments

= Mass global treatment with generic DAAs is a
feasible alternative where high prices prevent
access to branded treatment

17



Concluzii Conclusions

= Tratamentul generic pentru hepatita C este
disponibil acum la un pret de 1000S si
functioneaza conform asteptarilor

= Avand in vedere preturile curente ale API si
costurile de productie de 200S/pacient,
tratamentul cu SOV + DCV este posibil, nuin
viitor, ci chiar acum?

= Fara tratament, viitorul pentru pacientii infectati
cu HCV arata astfel...

1. Hill A. Minimum Costs for Producing Hepatitis C Direct-Acting Antivirals. Clin Inf Dis. 2014

19

= Generic cure for Hepatitis C is available now
for $S1000 and works as expected

= Given current API pricing and production costs
$200/patient treatment with SOF+DCV is
possible, not in the future, but right now!

= Without treatment the future for millions of
patients infected with HCV looks like this...

1. Hill A. Minimum Costs for Producing Hepatitis C Direct-Acting Antivirals. Clin Inf Dis. 2014 18
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Mai multe informatii More Information

= http://fixhepc.com = http://fixhepc.com

= https://gp2u.com.au = https://gp2u.com.au

= https://clinicaltrials.gov/ct2/show/NCT02657694 = https://clinicaltrials.gov/ct2/show/NCT02657694
= HCV Decision Support Tool with expected SVR = HCV Decision Support Tool with expected SVR

https://gp2u.com.au/hcv https://gp2u.com.au/hcv
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ta de prezentarea dr. Freeman)

More information (in addition to dr. Freeman’s presentation)

Urmatoarele informatii nu reprezinta consiliere juridica. S-ar putea insd sa va fie utile in a aprecia legalitatea cu privire la
importul medicatiei pentru hepatita C.

Medicatie romana Regulamentele de import (Romanian Medication Import Regulations)

La sosirea coletuluiin tara, destinatarul trebuie sa furnizeze firmei de curierat rapid, urmatoarele documente:
1. Fotocopia unui document de identitate valid;
2. O declaratie scrisa si semnata de catre destinatar in care trebuie specificat continutul pachetului, utilitatea produselor, marca,
cantitatea, pretul unitar, valoareatotala;
3. Dovada platii la expeditor. In cazul in care plata a fost facuta printr-un tert, acesta din urma trebuie sa furnizeze destinatarului dovada
platii catre expeditor. In cazul in care suma platita de catre tert nu corespunde cu valoarea din factura, destinatarul trebuie sa declare
scris ca suma aferenta produselor importate este inclusa in dovada de plata furnizata de catre tert.
4. Reteta medicala standard, scrisa in limba romana, semnata si stampilata de catre medical de familie sau specialist.

Taxe aferente importului:

. 9% TVA din valoarea coletului

. 2.5% taxa comision

Plata taxelor poate fi prin transfer bancar in contul ce va fi indicat de catre firma de curierat sau in numerar in momentul livrarii coletului.
Sursa : http://fixhepc.com/getting-treated/how-to-do-it/worldwide-import-regulations.htm#ROMANIA

23

What follows is not legal advice. You may however find it useful in making an assessment about the legality of importing
hepatitis C medication.

Medicatie romana Regulamentele de import (Romanian Medication Import Regulations)

La sosirea coletuluiin tara, destinatarul trebuie sa furnizeze firmei de curierat rapid, urmatoarele documente:
1. Fotocopia unui document de identitate valid;
2. O declaratie scrisa si semnata de catre destinatar in care trebuie specificat continutul pachetului, utilitatea produselor, marca,
cantitatea, pretul unitar, valoarea totala;
3. Dovada platii la expeditor. In cazul in care plata a fost facuta printr-un tert, acesta din urma trebuie sa furnizeze destinatarului dovada
platii catre expeditor. In cazul in care suma platita de catre tert nu corespunde cu valoarea din factura, destinatarul trebuie sa declare
scris ca suma aferenta produselor importate este inclusa in dovada de plata furnizata de catre tert.
4. Reteta medicala standard, scrisa in limba romana, semnata si stampilata de catre medical de familie sau specialist.

Taxe aferente importului:

. 9% TVA din valoarea coletului

. 2.5% taxa comision

Plata taxelor poate fi prin transfer bancar in contul ce va fi indicat de catre firma de curierat sau in numerar in momentul livrarii coletului.
Source : http:/fixhepc.com/getting-treated/how-to-do-it/worldwide-import-regulations. himI#ROMANIA
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