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Tekmira Pharmaceuticals [TKMR US) = Investment Stance: Positive PT C567 March 2014

Company overview:

Tekmira Pharmaceuticals is a leading RNA interference (RNAI) Therapeutics Company with more than
14 years of industry experience. The Company has good revenue potential via its pipeline of product
candidates in development to treat serious human diseases such as cancer and viral infections like
Hepatitis B and Ebola. Tekmira is advancing the development of novel drugs in areas where there is a
significant unmet medical need and commercial opportunity and it also licences its leading RNAI
delivery technology to partners around the world advancing their own pipeline of developmental
drugs.

(1) RMA interference (RNAI) is considered one of the most important discoveries in the field of
biomedical science in the last decade as it has the potential to generate a new class of safer
therapies that are more specific and effective. It takes advantage of the body’s own natural
processes to silence genes and treat serious human diseases that often rely on the production
of certain proteins at the genetic level. This method of treatment is not currently available
with conventional drugs. In the cell, DNA carries the genetic info required to make each
specific protein, genes are first copies or transcribed into RNA which is translated into protein.
Most diseases are by caused either the absence or over-production of a specific protein. RNAi
products can silence or eliminate the production of disease-causing proteins, creating
opportunities for therapeutic interventions that are not possible with conventional drugs.
One method to target disease-causing proteins involves developing small interfering RNA
(sIRNA) molecules that are developed to suppress the production of proteins through the RNAI
mechanism. siRNA-based therapeutics can bind to a target protein mRNA with great specificity
resulting into suppressing this specific protein for long periods of time.

(2) To realise the therapeutic potential effective delivery is critical. The Company’s proprietary
LMP Delivery Platform makes possible the successful delivery and enablement of RNAI as
well as mRNA drugs. Tekmira's Lipid Manoparticle (LNP) technology represents the most
widely adopted RNAI delivery technology to date, as it allows drugs to be encapsulated in tiny
particles made of lipids which travel through the bloodstream to target tissues. LNPs are
designed to stay in the circulation long enough to accumulate at disease sites and through a
process called endocytocis, cells take up the LNPs which allows them to migrate into the cell.
The LMPs then undergo an interaction within the cell and the siRNA drug is released mediating
RMAI. This technology has a series of benefits that improve effectiveness of delivery. While it
minimizes immunotoxicity and other undesired side effects. The Company has licenced its
technology to Alnylam and Merk&Co with the former providing royalty bearing access to some
of its partners. TKMR has an ongoing research relationship with Bristol-Myers Sguibb
Company, etc outside the field of RNAI they have a legacy licencing agreement with Spectrum
Pharmaceuticals. In addition to RNAi Tekmira's LNP delivery technologies can be used for
mRNA molecules. The mRNA molecules are large, fragile and easily degrade they do not
readily cross plasma membranes to enter target cells and so a delivery solution is required.
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Tekmira's third generation LNP technology demonstrates significant improvements over
previous generations and potent mRNa delivery is readily achieved.

(3) Tekmira has a number of drugs in its pipeline that are focusing on delivering drugs for rare
diseases where the molecular target is found in the liver though their third generation liver
centric LNP. TEM-PLK1 is currently in phase Il trial and is targeting three different forms of
cancer, while TKM-Ebola specialises in the Zaire species of Ebola virus. The Company has two
areas of particular interest in its future research; glycogen storage diseases and rare forms of
hypertriglyceridemia and is expecting to be in a position to identify another development
candidate in 2014,

TEEMIRA PROGRAMS Research Preclinical Phase ]l  Phase Il Phase Il APPROVED Time

THM - PLKL - Oreslagy Phase| started in Jany'1l, Phasell in Sug 13,
Phase |l HCC trial in H1,/14, Gl-Net Phase 1 data in 2H14
TEM-Ebala - Ebola Virus Infection
TKM-HBV - Hepatitis B IHB'H':I Phase| o start 1415
TEM -ALDH2 - Alchal Lie Disorder Proaf of concept near compleb on, ZH14
TEM-Marburg - Marburg Virus Infection
Rare Forms of Hypertriglyeeridemia
Glyoogen Storage Disorder Type IV

s  TKM-PLK1: PLK1 is an abbreviation for Polo Like Kinase 1 which is enzyme that in humans is
encoded by the PLK1 gene and is being studied as a target for cancer drugs. Inhibition of
PLK1 expression prevents the tumour cell from completing cell division, resulting in cell cycle
arrest and death of the cancer cell. By using an RNAi approach and exploiting its naturally
occurring mechanism of action, Tekmira can potentially overcome the limitations of other
approaches and effectively silence PLKL. The clinical trials have been conducted with patients
who have Gastrointestinal Neuroendocrine Tumours (GI-NET), Adrenocortical Carcinoma
(ACC) and will soon begin a Hepatocellural Carcinoma (HCC).

# GI-NET — Refers to a group of usual and complex cancers that neuroendocrine cells
arising in the gastrointestinal tract. It is estimated that there has been a four-fold
increase in the incidence of NETs between 1973 and 2004. Approximately 55k people
are living with GI-NET in the US. There is poor prognosis for advanced metastatic NETSs,
with 25% of patients surviving less than a year. Treatment of patients with GI-NET
remains a challenge, and currently there are no approved anti-tumour drug
treatments indicated specifically for GI-NET.

# HCC - Primary liver cancer, or hepatocellular carcinoma is one of the most common
cancers worldwide, with more than 630,000 people diagnosed each year. HCC
represents a major unmet medical need and is associated with one of the poorest
survival rates in oncology. This is in part because only 10-20% of hepatocellular
carcinomas can be removed completely using surgery.

# ACC-Is arare cancer that forms in the outer layer of tissue of the adrenal gland. The
adrenal gland is on top of each kidney that makes steroid hormones, adrenaline and
noradrenaline to control heart rate, blood-pressure and other body functions. In most
cases patients that have undergone treatment will develop recurrence because of the
underlying tumor biology, so at the moment there is a lack of effective systemic
therapies.

For the purpose of our analysis we assume that the cost of the PLK1 treatment could be up
to 520k annually and we expect the drug to hit the market no earlier than 2018.
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* TKM-Ebola: The Zaire species of Ebola virus, a highly contagious and lethal human infectious
disease, has been associated with periodic outbreaks of haemorrhagic fever in human
populations with mortality rates reaching 90% making it one of the most feared infectious
diseases. At the moment there are no known cures or vaccines available. In March 5 2014
the FDA announced they granted Fast Track designation for the development of TKM-Ebaola,
an anti-Ebola viral therapeutic. The drug is being developed under a 5140mn contract with
the US. Department of Defense’s Medical Countermeasure Systems BioDefense Therapeutics
(MCS-BDTX) Joint Product Management Office. The FDA ascribed a fast track status to this
drug as it is targeting an unmet medical need since there are no therapies available for acute
Ebola infection. Additionally the haemorrhagic fever that Ebola infection confers is usually
fatal and there have been tangible clinical benefits. The Fast Track status of this drug is
highlighting its importance and confidence on future success but in no way does it guarantee
approval status irrespectively of the clinical trial results. However, based on the results of
preclinical studies on animals where the result was 100% protection from an otherwise
lethal dose of the virus, we are confident that the results of the human clinical trial will
assess the safety and effectiveness of the treatment. The Ebola virus is transmitted from
person to person through bodily fluids, humans first got the virus through contact with the
bodily fluids of infected animals. According to WHO (World Health Organisation) fruit bats are
considered natural hosts for Ebola. The mortality rate of the Ebola fever is up to 90% as
infected individuals usually experience both internal and external bleeding as blood vessels
start to leak, and is a matter of few days. However, what causes death is not intense bleeding
but form viremia (virus enters the bloodstream and gains access to the rest of the body).

For the purpose of our analysis we assume that the cost of such treatment could be up to
5100k annually and we expect the drug to hit the market in 2016.

s  TKM-HBY is focused on addressing Hepatitis B virus (HBV) surface antigen expression in
chronically infected patients. This therapy could prove to be a significant opportunity for
the Company given the size of the addressable market. Currently there are more than
350mn people infected globally with Hepatitis B Virus with the US having c.1.4mn
chronically infected individuals. Small molecule nucleotide therapy is rapidly becoming the
standard care for chronically infected HBV patients but many of them continue to express a
viral protein called surface antigen. This protein can cause inflammation of the liver, leading
to cirrhosis and some cases to hepatocellular cancer. TKM-HBY is designed to block the
surface antigen and may also allow these patients the potential to raise their own antibodies
against the virus, which could lead to a functional cure for the infection. TKM-HBY is
developed as a multi-component RNAI therapeutic that targets different sites on the HBV
genome and will employ a liver-centric- LNP formulation that is more potent than any LNP
currently in clinical development. The Company is expecting to file an Investigational New
Drug (IND) application in the second half of 2014, and also advance the therapy to chronically
infected HBV patients. For the purpose of our analysis we assume that the cost of such
treatment could be up to 55k annually and we expect the drug to hit the US market in 2020
and China approximately one year later.
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s TKM — ALDH2 is a unique application of RNAi and is designed to knockdown the Aldehyde
dehydrogenase 2 [ALDH2) enzyme to induce long term sensitivity to ethanol. By silencing
this enzyme the levels of acetaldehyde are higher and that results into adverse physiological
effects that cause individuals to aveid alcohol consumption. The Company has developed an
extremely potent siRNA trigger combined with a third generation LNF. Although an ALDHZ2
inhibition drug already exists (Disulfiram) it has to be taken daily, while TKM-ALDHZ2 is
expected to prolong ethanol sensitivity and overcome the limitations of patient compliance.
The Company is expecting to complete preclinical work and file for IND in the second half of
2014, and hope for Phase 1 clinical trial data available in 2015. The drug will be developed in
order to target patient population consisting of individuals who have moderate-to-severe
alcohol use disorder and are pursuing treatment. Currently there are approximately 18mn
people with an alcohol use disorder in the US, out of which 2mn seek treatment and c350th
receive pharmacotherapy for alcohol use disorder.

For the purpose of our analysis we assume that the cost of such treatment could be up to
S5k annually and we expect the drug to hit the market not before 2018.

Apart from the pipeline products we described above the Company has a series of partnered products
which we present on the table below:

PARTMER PROGRAMS Research Preclinical Phasel Phasell Phase [l APPROVED

Mh—ﬂ.ﬂul‘t‘] hhpﬁd lzukemla{snpe:uum] A.I.'ﬂ Lawnched by Spectrum Pharmea in 3013
ALN -TTROZ - TTR Armyloidosis [Almglam) Phase 1l trial started in 4013

ALN - V5P - Liver Cancer [Alnynam) Phase | testing in China in 2H13

ALN - PCS - High Chalesteral (Alnylam)

BIMS - Target Selaction

Margibo, is a liposomal formulation for the treatment of adult patients with relapsed Leukaemia
(second or greater relapse) or whose disease has progressed following two or more anti-leukaemia
therapies. The drug received accelerated approval from the FDA in 2012 and in 2013 Sprectrum
launched Margibo through its existing haematology sales force. Tekmira is entitled to royalty
payments based on the drug’s commercial sales.

Alnylam’s LNP-Enabled Therapeutics; There are currently three LNP-based products in clinical
development ALM-TTRO2, ALN-VSP, and ALN-PCS02 targeting amyloidosis, liver cancer and high
cholesterol respectively. Anlylam has a licence to use Tekmira's intellectual property to develop and
commercialise products and can also grand access to their LNP Delivery Technology to its partners as
part of a product sublicense. As a result Anlylam will pay low single digit royalties as the drugs are
developed and commercialised.

For the purpose of our analysis we assume that the vast majority of Alnylam’s drugs will hit the
market approximately on 2018.
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Intellectual property

Tekmira has developed a series of expertise and in addition the Company owns a portfolio of patents
and patent applications specific to LNP inventions, formulation and manufacturing of LNP-based
pharmaceuticals, chemical modification of RNAi molecules and RMNAI drugs and processes directed at
particular disease indications. The Company has a portfolio of approximately 95 patent families in the
US and abroad that are directed to various aspects of LNPs and LNP formulations. The portfolio
includes approximately 72 issued US patents, 71 issued non-US patents and 225 pending patent
applications.

Liquidity
The Company successfully completed a capital raising in March 2014 ($56.9mn net proceeds) that

secure the financing of a number of research projects that the Company has in early clinical and
preclinical phase. Post the Capital

Competitors

The main direct competitors of Tekmira are listed below, the majority of these companies are active
on the siRNA sector and have drugs mainly in early stages of clinical trials.

* Dicema (DRNA US) = the Company provides biopharmaceutical products. The Company
discovers and develops ribonucleic acid interference drugs for the treatment of rare inherited
diseases involving the liver and for cancers that are genetically defined. The Company [l
recently (total proceeds of $92.9mn) and is a siRNA formulation developer.

* Arrowhead Research Corporation (ARWR US) — is conducting research projects in the area of
the development of nanotechnologies and applications with the California Institute of
Technology. The Company is also a siRNA developer.

s Silence Therapeutics [SLN LN) = the Company has developed a proprietary short interfering
RMA (siRNA modecule). Silence also has developed a proprietary systematic delivery system
to deliver molecules to targeted disease tissues and cells. The Company is lead drug partner
with Quark & Pfizer and is on Phase | for PKN3-targeted cancer siRNA.

*  Alnylam Pharmaceuticals Inc {ALNY US) = is an early stage therapeutics company. The
Company is developing technology that can specifically and potently silence disease-causing
genes. The Company has a number of siRNA drugs and uses Tekmkira's LNP delivery patents.

* Opko Health [OPK US) — the Company is involved in the discovery, development, and
commercialization of pharmaceuticals products, vaccines and diagnostic products. Their
siRNA pipeline still focused on AMD.

s Isis Pharmaceuticals (ISIS US) = the Company discovers and develops novel human
therapeutic compounds and at the moment it has various compounds in clinical trials for a
variety of diseases such as Crohn's disease, psoriasis, asthma and cancer. Their research
programs support efforts in both antisense and small molecule drug delivery.
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Valuation and risks

For the purposes of this analysis we factor into our numbers the proceeds coming from that are
currently on preclinical/clinical phase with the majority of the revenues occurring from 2016 onwards.
We value the company with a DFC model, we assume a WAAC of 12.7% and LTG of 2.3% which lead
to a target price of C567.

Discounted Cashflows

Cash Flow

Fre

2014E 2015E 2016E 2017E 2Z018E 2019E 2020E Z021E 2022E 2023E
Free Cash Flow -B -9 33 38 57 97 122 169 217 221
PV of cazhil ows -B 26 27 35 54 &0 74 24 Fi-]
PV of terminal Value 741

Long term growth 2.30%
WALCC 13%

Enterprize Value C51,168
Met Debt o]

Eztimated Market price C%1,169

Estimated value per sh. C567
Current Share price C527
upside [ downside 150%)

Risks that could drive the share price lower are (1) delay on the clinical trials compared to our
estimates, (2) not satisfactory outcome of clinical trials for the therapies that are currently undergoing
this process (3) development and commercialization of pipeline products.

Peer Group
Ticker |Share Price(5) | MktCap (5bn) |Share Pricel5)

Tekmira @current TEMR US 52350 55055 523.50
Dicerna Pharma DRMA US 532.20 5564.4 %3220
Arrowhead Research Corp ARWR US 516.37 $728.3 @ 516.37
Silence Therapeutics PLC SLN LN 54.40 52225 54.40
Avg RNAI [early stage) : { $505.07

Alnylam Pharma ALMY S 563.97 540888 ! 56397
Opko Health OFK US 4508 53,6520 E 50.08
Isis Pharma 1515 U5 S42.90 54,8738 E 542.90
Avg RNAi (late stage) : i $4,204.87 |

Avg Total E % $2,355 i
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Ownership — shareholder structure

The main shareholders of the group are listed below:

Major Shareholders
Name

Franklin Resources
MNewby Steven

BMO Financial Corp.
Sabby Managemeant

5.41%
S.61l%
3.45%
2.42%

Grawthwerks Canadian Fund 2.33%

Baker Bross Advisars LLC
Jewell Denald
Pointstate Capital

2.33%
2.23%
1.62%

Summary of Financial Statements

No. Shares

2,022,400
1,206,000
744,599
519,200
500,550
479,755
348,000
245,562

Change
2,022,400
262,000
459,270
515,200
413,253
500,000
1,600
348,000

31/12/2013
1402/ 2014
31/12/2013
31/12/2013
3171242012
31/12/2013
07,/08,/2013
31/12/2013

Ouwr financial assumptions are based on the fact that all products that are on Tekmira's pipeline and
are in a process of clinical trials are going to be approved. We use the Company’s guidance with
regards to royalty rates etc.

2014E 2015E

2016E

2020E

Revenue From TEMRB Pipeline

TEM - PLEL - Oncol agy

TEN-Ebala - Ebala Yirus Infection
TEM-HBV - Hepatitis B [HEV]

TEM -ALOH2 - Alchal Use Disorder
TEMA Revenue |USDmnj

TENR Revenue |CDimn)

Revenue From Partner Pragrams

EEEEBEE

=)
5§31
50

531
535

2017E 201BE 2019E
A0 10 540
32 533 533
A0 &0 &0
A0 53 8
532 £ 481
536 451 4ol

2019E

553
534
45
513
4108
$118

2020E

567
35
530
1B
160
5179

2022E 2023E
S87 5107
536 537
4B6 S04
524 530
5212 5267
5238 5300

2023E

Margibo - Adults Relapsed leuke
ALN -TTROZ - TTR fumiyl pidosis (Al
ALM - WEP - Liver Cancar (Alaynam|
ALN - PCS - High Cholesterol [&lny
TE MR Partrer Revenws [USDmn)
TENMR Partner Revenws ([COmn)

2014E 2015E
5124 5181
50000 50.00
50000 50.00
50000 50.00
s1.24 51,81
4139 52.14

5346
20.00
S0.00
20.00
53.46
38R

53.55
50,93
50000
50,00

4501

53164 5373
53,56 5487
50068 5262
50000 51.15

7.8 $12.37
5SB.B3 51385

5382
57.45
53.59
54.40
$19.29
42161

391
51023
4,60
*6.02
£24.75
52773

4.0 54.10
513.10 21611
45,65 56.76

48.25 211.06
5320 538,04
53586 4261
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me Statement [CSmn) 2013 2014E 2015E 2016E 2017E Z2018E 2019 2020E 2021E 2X022E 2023E
TEMR Product Pipeline 4] a 0.0 4] 0 34.69 3555 5084 9091 11803 17872 I37.75 299.62
Partner Products Q v} 0.0 1.39 2.14 188 5.01 883 1385 21p1 2773 35B6 42146l
Collaborations and Contracts - 16.1 - 121 104 104 154 156 16.6 19.0 19.0 19.0 190 1%.0 19.0
Licencimg fees and milestone pa -,'mer' os” 2 5.0 50 5.0 6.0 1.0 o 10 1o 70 o 10
Total Revenus " 165" 141 155 169 22.6 B0.2 Bd.2 B5.7 1308 1656 2324 2996 3682
Expenses -271 -37 -ive -0l -37.3 -32.2  -311 -34.F -399 -50.5 -f0g  -914 -11%3
G_.-’I.v- -18.9 -18 1.5 -234 -Z825 -24.0F -Z24F7 -23.13 -22.23 -2BI& -FR52 -508537 -62.6
ofw GEA -6.3 -8.1 55 -6.04 -BI1é -722 -FF0 -10.2F -15.69 -I9BR -2739 -3585 -44.19
a/willl -1 -0.9 be -06F 083 090 -086 -1285 -1.8%61 -2485 -F485 4484 -5523
o/w Loss on purchase & settlement « o 0" oo o a o ] il o a o a [l
Other imcome (loss) 0.60 426 -1.91 i} a a ] il i a i} a il
Net (loss) income -9 297 -141 -132 -14.7 2B.0 3341 51.0 %09 1151 1615 2082 2559
EFS -0.87 2164 -092 076 -0E4 161 1.90 292 5.21 661 927 1185 1468
EFS fully dil -0.87 ZO0TF4 -0 QY6 -0B4 1.61 1.90 192 321 6.61 927 1155 1468
Adj. Net Income 99 -129 -122 -132 -147 2B.0 334 51.0 %09 1151 1615 2082 2559
Ad). EPS -0.87 -094 -0.79 -0%6 -0.Bd4 161 1.90 292 5.21 661 927 1185 1468
Ad). EPS fully dil -0.87 <08 -0.789 076 -0.B4 1.61 1.90 292 5.21 6.61 927 1185 1468
Mumber of Shares 1132 1373 153 1743 1743 1743 1743 1743 1743 1743 1743 1743 1743
Mumber of Shares (diliuted) 1132 1432 153 1743 1743 1743 1743 1743 1743 1743 1743 1743 1743
EEITDA -E9 -12 " -11.5 -126 -138 8.9 34.0 523 928 1176 1650 2127 2614
Margin % -54% -85% -75% -75R -61% 48% 53% a1% Fl% F1% 1% f1% 1%

Disclaimer
IMPORTANT INFORMATION

This document has been prepared solely for the purpose of providing background information to the
person/persons to whom it has been delivered. The information contained herein is strictly confidential and is
only for the use of the person/persons to whom it is sent. The information contained herein may not be
reproduced, distributed or published by any recipient for any purpose. The distribution of this document may
be restricted in certain jurisdictions. The information herein is for general guidance only, and it is the
responsibility of any person or persons in possession of this document to inform them of, and to observe, all
applicable laws and regulations of any relevant jurisdiction. The summary description included herein and any
other materials provided to you are intended only for information purposes and convenient reference and are
not intended to be complete. This information is not intended to provide and should not be relied upon for
accounting, legal or tax advice or investment recommendations. ¥ou should consult your tax, legal, accounting
or other advisors about the issues discussed herein. Material terms of the Fund are subject to change. Past
performance is no guarantee of future performance. This document is not intended as an offer or solicitation
with respect to the purchase or sale of any security. This document is not intended for distribution to, or use by
any persan or entity in any jurisdiction or country where such distribution or use would be contrary to local law
or regulation. In particular this document is not intended for distribution in the United States or for the account
of .5, persons (as defined in Regulation 5 under the United 5tates Securities Act of 1933, as amended (the
"Securities Act")) except to persons who are "gualified purchasers” (as defined in the United States Investment
Company Act of 1940, as amended (the "Company Act”)) and "accredited investors” (as defined in Rule 501(a)
under the Securities Act). No reliance may be placed for any purpose on the information and opinions contained
in this document or their accuracy or completeness. No representation, warranty or undertaking, express or
implied, is given as to the accuracy or completeness of the information or opinions contained in this document
by anyone, and no liability is accepted by such persons for the accuracy or completeness of any such information
or opinions, and nothing contained herein shall be relied upon as a promise or representation whether as to
past or future performance. Bremner Capital LLP's registered address is, 15 Stratton Street, London W1l BLO.
Bremner Capital LLP is authorised and regulated by Financial Service Authority.
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