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. DARUNAVIR (DRV)

GENERAL INFORMATION

e Therapeutic class: Protease Prezista. Janssen (formerly recommends and endorses
inhibitor (P1). DRV should known as Tibotec) is a the use of FDCs and the
always be boosted, either with subsidiary of Johnson & development of appropriate
ritonavir (RTV/r) or cobicistat Johnson. new FDCs.

(Cosl).
e First approved by the US Food e World sales of originator

e 2016 WHO Guidelines: and Drug Administration product: 2015 (includes
Ritonavir-boosted, heat-stable (FDA): June 2006. boosted co-forumation):
DRV is an alternative option for USS$1.81 billion; 2014: $1.83
second-line treatment, and e WHO Model List of Essential billion; 2013: $1.67 billion;
remains an option for third-line  Medicines (EML): Not included ~ 2012: $1.4 billion; 2011: $1.2
treatment. in the 19th edition for adults billion; 2010: more than $1

or the 5th edition for children.  billion reported.!

e Originator company and The WHO Expert Committee
product brand name: Janssen; on the Selection and Use of

Essential Medicines

PRICE INFORMATION

Developing country prices in USS$ per person per year (pppy), as quoted by companies.

The price in brackets corresponds to the unit price of one capsule/tablet/ml of oral solution. Products quality-
assured by US FDA or WHO prequalification (as of May 2016) are in bold.

ngg Janssen - Hetero
DRV 75mg tablet XX (0.114)
DRV 150mg tablet XX (0.227)
DRV 400mg tablet 2 438 (0.600) 973 (1.333)
DRV 600mg tablet 2 663 (0.908) 658 (0.901) 1,217 (1.667)

* The dose of DRV must be boosted with RTV 100mg once a day.
** The dose of DRV must be boosted with RTV 100mg twice a day.




Untangling the Web of ARV Price Reductions, 18t Edition, July 2016 | Download the full report at: msfaccess.org/utw2016 | DRUG PROFILE

The price of generic DRV 600mg is almost twice as high as Janssen’s access price (51,217 pppy from
Hetero vs. --$663 pppy from Janssen). Despite having multiple generic versions plus the originator
darunavir formulations that are WHO-prequalified and/or US FDA-approved, the price of DRV has not
decreased, due to lack of commercialisation of DRV by some generics which is likely related to small
volume markets. DRV/r is likely to be used in only for third-line treatment until the price comes down.
A search of the Global Fund Price and Quality Reporting database shows that from 2013-2015, Janssen
supplied the majority of the DRV procured.

generic price

DRV 600 mg tablet

lowest originator
price

1400

1200 - 1217

1000 - 1095

800 -
810 663

600 -

US$ PPPY

400 -

200 -

0

June 2011 June 2012 June 2013 June 2014 June 2015 June 2016
Month/Year

SPOTLIGHT ON ACCESS ISSUES

WHO guidelines recommend darunavir (DRV/r) as an alternative second-line treatment option. DRV/r is better
tolerated than the other second-line options, ritonavir-boosted atazanavir (ATV/r) and ritonavir-boosted
lopinavir (LPV/r)***>®put it is an alternative regimen because of its high price and the current lack of a heat-
stable DRV/r fixed-dose combination (FDC). Generic producers are working on a heat-stable DRV/r
(400mg/50mg) FDC.”

DRV/r cannot be used during rifampicin-based TB treatment due to a drug-drug interaction. However,
modelling data suggest that increasing the dose of DRV/r (to 800/100mg twice-daily, or 1200/150mg twice-
daily) might make it possible to co-administer it with rifampicin, pending results from a clinical trial.®

Paediatrics: The 2016 WHO guidelines include DRV/r as an alternative second-line option for children who are
three to ten years of age (it is not recommended for use in children who are under three years of age).
Paediatric formulations of 75mg and 150mg tablets and 100 mg/ml oral solution are available by the
originator; there are two generic suppliers for the 75mg tablets and three generic suppliers for the 150mg
tablets. Janssen has started a donation programme for qualifying countries (so far, Swaziland, Lesotho,
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Zambia, and Kenya)® — although it does not provide ritonavir. The donation programme may make the low-
volume paediatric market even less enticing for generics.

PATENT INFORMATION
(Note: Patent information may be updated in 2016 to fully reflect the evolving landscape of patents, other
forms of intellectual property, licensing, and use of flexibilities for the particular drug.)

In most countries, the basic patent of DRV expired in 2013.1%!! But secondary patents on DRV related to key
intermediates and combinations with ritonavir (RTV/r) and tenofovir (TDF) will expire in 2025 in countries
where they have been granted.!

Patent oppositions in India

The basic patent related to DRV? could not be applied for in India, because it did not grant product patents
on pharmaceuticals in 1994. After the implementation of the TRIPS agreement in 2005, which obliged India to
accept product patent applications, Janssen (Johnson & Johnson) applied for several secondary patents in
India related to DRV.!® Pre-grant oppositions were filed against all of these applications; several were
rejected by the Indian patent office.}'#151® The patent application on the combination of DRV with TDF was
withdrawn. %8

A divisional patent application!® concerning the combination of DRV with RTV has been abandoned by
Janssen (J&J) after a pre-grant opposition by a generic manufacturer.?® Other patent applications concerning
RTV have been either rejected or abandoned after patent oppositions were filed by civil society organisations
in India.?*

Access challenges in other developing countries

In China, Janssen was granted patents related to racemic and pseudo-polymorphic forms of DRV,*?2 and the
same patent has been granted in South Africa.’?* The patent concerning the combination of DRV and RTV,
and the combination of DRV, RTV and TDF has been withdrawn or lapsed in China, Brazil and South Africa,
but it has been granted in other developing countries such as Mexico, Philippines and Turkey.!

In 2015, Brazil and other Mercosul countries engaged in joint negotiations for HIV drugs. One of their
achievements was the regional price reduction for the 600mg dose of darunavir (to $1.26 per unit or $919.80
pppy).2* However, the effects of the negotiation remain uncertain, given that price Brazil paid in 2016 is still
the price that Janssen offered the country before the Mercosul deal ( $2.98 per unit or $2175.40 pppy).?*
Civil society groups have been sending letters to the government claiming that the price must drop
immediately, and that although there are 18 patent applications related to darunavir in Brazil, none of them
block the use of generic versions.?®

Voluntary licence

In September 2010, the US National Institutes of Health (NIH) licenced patents on DRV to the Medicines
Patent Pool (MPP).?” The move demonstrated political backing for the MPP, and it was also significant
because all developing countries were covered in the geographical scope of the licence. However, the NIH
patent will not clear the way for generic versions of DRV in all developing countries, due to additional patents
held by Janssen. In December 2011, the company announced its decision not to enter into negotiations to
licence its HIV drugs portfolio, including DRV, to the MPP.?® In doing so, it has effectively made the NIH
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licence useless for manufacture and export to countries where Janssen holds a patent.

Janssen is, however, engaging in bilateral voluntary licensing with two generic companies — Aspen in South
Africa and Emcure in India,?® — but only for packaging and distribution. The terms of the licences are not
public.

In June 2011, Janssen announced that it had entered into a licence agreement with Gilead for the
development and commercialisation of a new once-daily single tablet fixed-dose combination containing DRV
and Gilead’s cobicistat, and the agreement was amended in 2014.3° Subject to regulatory approval, Janssen
will be responsible for the formulation, manufacture, registration, distribution and commercialisation of the
regimen of DRV/cobicistat combination worldwide.
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