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Now the health care data become the most important assetsﬁb
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RWE is valued in full lifecycle of drugs

Evidence needed

HLT PHARMA
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For innovative pharmaceutical companies, we focus on helping them accelerate the

clinical development of innovative drugs HLT PHARMA
Effectively help clinical research sponsors and researchers to feasibly improve research efficiency and quality
m  Evidence Based Design: Unique in China -have success examples based on evidence Combining with structured RWD and prospective data for R&D
m  HighQuality & Efficiency : Promote 50-60% efficiency & 20-30% quality
m  Empowering Manpower : Reduce 70% of CRC & CRA s data processing cost
m  Service Based on Highly Detailed SOP : Resolve questions effectively
Optimized IND Application Excellent Drug Optimal Clinical Trial Feasibility Study Effective SOP Management Efficient Quality
Develop Strategy PROTOCOL DESIGN and Optimization (CRO SERVICE) Management
v" One-stop Test Design for Safety, (SMO SERVICE)
v HLT Medical Resources v Optimal dlinical Effectiveness and Risk-Benefit v' Feasibility study based on RWD v' Patient Recruitment and v Intelligent patient recruitment
v Optimal IND Approval development strategy ~ Assessment; v" Optimize implementation plan enroliment v Intelligent Patient Visit
Pathway v' Special design for v’ Real-world insight combinedwith  v* Quick Site Selection and patient v" Risk Preparedness and Rapid Management
conditional approval quantitative pharmacology to Enrollment process Response Mechanism v Intelligent AE Discovery and
optimize dosage and subgroup to v Optimal Study Start up pathway v Electronic full Task Management Immediate Processing
improve success rate. v Real-time RBM management v Intelligent Violation Warning
v" Intelligent On Site Data pre-

Optimal IND Application, Clinical Development Strategy
and Clinical Trial Design—Based onRWS

processing
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Core diagnostic and

therapeutic data
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Patients model
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RWD Help NMPA to ACCGpt a Better DDPLAN HAPPY LIFE TECH
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RWD Help NMPA to Accept a Better DDPLAN

HLT PHARMA

A new bio-new drug cooperation case (FOR REFERENCE ONLY)

Clinical Development Path Time (Estimated) Costs (Estimated)
>
Phase Il Clinical Trial Phase I: 1~1'f years
) Phase II: 1.5~2 years
Phase I Clinical Trial (100 effective cases) Phase IIl: 3~4 years
First-in-class New Drug —
Declaration
(Standard Method)
Phase Il Clinical Trial
(300 effective cases)
. . . Time saved by Phase Il Costs saved by skippin
— Phase Il/ ”I.Chmcal Trial Enter the market under certain circumstances; reduce the costs of Phase patient enroll}:‘nent Phase llI: 300}::asepsp* (Ig'\’MB
Phase I Clinical Trial (100 effective cases) clinical trial optimization of RWS: 100,000 ~ 200,000
The best method after (50 effective cases) — (Accurate selection of indications, excellent treatment effects) about 0.5 years yuan/case)
HLT optimization
(without Phase Il1) ®m Real world studies Time saved by skipping

® Pre-IND meeting tries to omit Phase Il clinical trial (enter the market Phase lll: 3~4 years

based on the results of Phase Il clinical trial)

— Phase Il Clinical Trial Time saved by Phase Il Costs saved by Phase Il
o ] (100 effective cases) patient enroliment cases reduction: 150 cases
Phase I Clinical Trial Optimized Phase Il plan, optimization of RWS: * (RMB 100,000 ~ 200,000
Optimized method after R IIEEEI LS about 0.5 years yuan/case)
HLT optimization .
(Reduce Phase IlI Phase Il Clinical Trial Time saved by Phase Il

cases reduction: 1~2 years
control samples) ®m Real world studies (150 effective cases)

B Pre-IND meeting tries to reduce the control samples of Phase
I clinical trial

>

Note:
The assessment on this page is an estimation based on the above test sample hypothesis and the general test completion time. The specific cost savings can only be evaluated in detail after the PRE-IND meeting according to the optimized clinical pathway approved by CDE.
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Case: Optimize patient enroliment plans and accelerate enroliment based on Real-W ata
Prediction of patients enroliment i Improve patient enroliment SPEEd by
for Tumor Drug XXX Phase lll clinical trial I 600/
- e 24 . £z _ b : o
({FE[EFR2016-20185ITRIRBE RS AASFHFRIHE~270( : | |
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Traditional New Generation

Note: The above examples are for illustrative purposes only and the results may vary.
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Case: Optimize patient enroliment plans and accelerate enrollment based on Real-W ata

Ever since January 1, 2016, the number of triple negative breast cancer patients from Second-

line to Third-line therapy who meet the enrolment conditions Enroliment Strategy

1. First of all, when the TNBC patients who had
25 - received third-line treatment before 2016 are not
included, there are 71 patients who have entered
the third-line treatment from second-line
20 treatment during 2016-2018. Besides, there are 47
patients still in the second-line treatment who
have the chance to be enrolled

15 7 2. Secondly,since there are patients who had
entered the third-line treatment before 2016,
there are still 152 people who are likely be still
10 - alive and are still being treated, some of whom
can be recalled through a return visit

5 _
O I I I I I I I I I
2016Q1 2016Q2 2016Q3 2016Q4 2017Q1 2017Q2 2017Q3 201704 2018Q1
—Currently in second-line treatment

==Currently in third-line treatment or more severe BIC T My e ——— I

—Total potential target patients | -
m 2010-2015 (12/31) Already in the third-line treatment

(need to view the cases one by one)

@ :'IE/C-\:N%TOL(!EE Copyright© 2017 HAPPY LIFE TECHNOLOGY All Rights Reserved www.happylifetech.com



World Data
* Patient Flow Chart -
Diagnosed Diagnosed AML patient (prevalent)
Age Adult Patients (>=18 yrs)
IDH2 Tested Underwent IDH2 Test
IDH2 Mutated Positive IDH2 Mutation
Relapse / Refractory (RR) Alive and Relapsed / Refractory

Adequate Physical Situation . .
’ g (e.qg. liver, kidney)

FAB Type Not M3

Limited prior disorders and

Prior Disorders / Complication : :
complications

AD HLT PHARMA

ECOG<3 and of adequate organ function
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S
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Case: Optimize patient enrollment plans and accelerate enrollment based on Real-

Patient No.

~6,000

~5,000

~2,000

~100

AD

HAPPY LIFE TECH

lllustrative

Key Issues Behind

Patient Leakage

Young patients under 18-yr-old

No IDH2 test is prescribed to patients

IDH2 tested, but no available results / reports are
returned
Reported as negative mutation

<2 cycles of evaluable induction Tx
Dead
CR by now

ECOG>=3 or data missing
Inadequate liver / kidney function

AML-M3 patients

Secondary to CML / MPN; CNS Leukemia; GVHD;
HIV/IHBV/HCYV infection; Long-QT




Case: Optimize patient enrollment plans and accelerate enrollment based on Real-
World Data

HAPPY LIFE TECH

Incl./excl. criteria logic tree built up as algorithm

Leakage point identification

Diagnosed Diagnosed AML patient (prevalent) ~6,000
® Young patients under 18-yr-old )|
IDH2 (+) with Efficacy Outcome Use all the IDH2 Field Item Value
Age Adult Patients (>=18 yrs) ~5,000 (+) with efficacy 1 Test ANC >1000/uL If 18384: CRp
outcome subtract -
m No IDH2 test is prescribed to patients patient with 2 Test Platelet count =100000/uL If 2&3&4: CRIi
IDH2 Tested Und t IDH2 Test ~2,000 W/ CR/CRI/CRp 3 Test Blast cells <5% If 1&2838&4: CR
2 Teste nderwen 2 Tes -
® |DH2tested, but no available results / reports are CR/CRI/CRp Wio CRICRI/CRp 4 Test Auer rods Not included
returned
IDH2 Mutated Positive IDH2 Mutation ~100 m Reported as negative mutation Field Item Value
i i .-irst-li Cc t 60 -i i
m <2 cycles of evaluable induction Tx ir:':::\:ir\: First-line non-intensi-- urrent age @ > Non-intensive
Rel | Refract ~20 = Dead chemo chemo Current age @ <60
elapse [/ Refracto . -
" (R% Alive and Rela PSEd / Refractory m CRby now after 2 IC ENF (prescription) Ara-C dosage @ 100-200MG/m?&jAra-C Intensive Treatment
I
10 m ECOG>=3 or.data missing . evele Field ltemn Value
Adequate Physical ECOG<3 and of adequate organ function ® Inadequate liver/kidney function 1 Test ANC >1000/uL ,
. . . . PR/SD PR:If (1&(3&4)) | (2 & (3&4))
Situation (e.g. liver, kidney) 2 Test Platelet count >100000/ul SD-failure to PR and not
~7 B AML-M3 patients 3 Test Blast cells 5%-25% meeting the PD
FAB Type Not M3 4 Test Auer rods present
7| gty socut i cus Lakeris v 2R
: . _ ST infection; Long- PD NR
Prior Disorders | Limited prior disorders and i -ong PD 1 Test Blast cells increase>50%.count=20% For 5 to 70% bone blast:1
Complication complications 2 Test Peripheral blood blast  doubling,count>10%10%L For >70% bone blast:2

e Presenting Situation of Eligible Patients Description .
Operation Process :
. : . Role Action g Step1 Step2
All Eligible Pt : g:l e'('jgg_le patlenlitls arg:t f:%n;.lnstltu;e 0; Hemaﬁ\lﬂogd)./ ar|1d : Preliminary Research Official Process
> Igible F1s ood Liseases Hospltal Lhinese Academy ot iedica «  HLT is collaborating with the site in :
= Sciences a GCP project, in which HLT is : Identify and contact with the key ‘ Analyze data to figure out final
.g . HLT permitted to collect and analyze . executor of trial eligible pts (3 pts by now)
o . . " " sensitive data, aiming to facilitate daily . ¢ ¥
& . . . 1/4 haS been N IDH2 related tl‘la| - IDHENTIFY Operation of clinical trials E ‘ Find out Why they’ve not been
o Enrolled in Other Trials + 3/4 have been in “study of AML treatment optimization - Lead the communication with site : ®  Discuss the cooperative enrolled (Unsuitable? Dead?
= i i ification” 5 opportunity w/ Pl , ' ’
O [ according to risk stratification” i - As a global leading CRO, officially | PP il Missed?)
: g : ® confirm the willingness to participate : - - —— v -
° « Last present: 2018/4/23 (7 months ago) . Sponsor in GCP project run by HLT and the : ) Plofficially permit PPD to ‘ Directionally enroll subjects for
c . . L : . : (PPD & site (via mail) : participate in GCP project PPD’s trial
@i  No Presence in 6 mths + Last diagnosis: severe infection : Pharmacy) _ _ : [Certification in need] | [Ethical review
+ Last visit dept: general medicine : *  Sign a contract, entrusting HLT to : v
. enroll patients onsite DI ! the offi fd
. iscuss w/ the office of drug .
_ _ | : - Sign the certification of : clinical trial institution (% %1% /& e e e
F + Patient A: last present in 2018/9/25, @outpatient dept of Investigator authorization as an permission for @ xpaAoaE) and geta P ching .
. - . . - . . . . . potential subjects in a shori-to-mid
. Present within 6 mths 2 hemat0|ogy . (Leading PI) PPD taking part in the GCP project as : operative process from it term (see in next page)
: ‘ - Patient B: last present in 2018/11/15, @leukemia clinic &) RO ek sl : ]
ngh PPD To Do List:

Three eligible patient who highly deserve a further approach (1) Sign with PI to officially participate in GCP project; (2) Sign with HLT to entrust clinical trial enrollment facilitation




D Case: Through Real-World Data analysis, and combined with PK-PD model, in HA;:LIFE

the dynamic clinical trial desigh, more accurate positioning of the population TECHNOLOGY
and dose groups will raise test success rate

Dose 1 Dose 2 Dose 3 Dose 4

New drug X doses climbing for

Chinese patients in Phase la
[ [ | [ [ | [ [ | [ [ | [ [ | [ | [ [ | [ [ | [ | [ [ | [ [ | [ | [ [ |

PK-PD data Real world baseline

Dose 1 Dose 2 D D 4
Stage B: ‘ . @ Q
Dose exploration for efficacy

safety in Phase Ib/Il
R EETET PR IR VY .-

Dose 1 Dose 2

Stage C: ‘ .

Use RWS evidence as a historical
Standard Treatment + Standard Treatment + Historical RWS Baseline
New Drug x Dose A New Drug x Dose B Evidence

control to reduce placebo control

dﬁ_b :*E/C\&%TOLCEE Copyright© 2017 HAPPY LIFE TECHNOLOGY All Rights Reserved www.happylifetech.com



HLT--Faster, Cheaper, Better AD

HLT PHARMA

\fim Covering nearly 100 top hospital > Clinical Research :

' networks in 22 provinces « Pre-clinical trial: evaluation of clinical trials design, pre-
experiment, selection of center and PI, recruitment of
Intelligent patients

 In clinical trials: project management, clinical trials data
collection, report management, adverse event management

Massive Expert Resources
It covers more than 100,000 1. Explore a previously non-existent clinical pathway

clinicians.More than 200 Ref th CEDA
icademicians and chairman experts erorm wit
 Combining strong registration strategy-making capabilities

 Evidence Based on China's Real World
I Medical Data Integration . Explore a new clinical approach and approval method (adaptive agproval)

and Processing 2. Improving the Efficiency and Success of Clinical Trials

Leading Artificial Intelligence
TechnologyProcessing Massive e Upgraded version feasibility study and protocol optimization based on real

Core Medical Data world and industry experience

 Process management based on the real world and eGCP to reduce patienl‘
dropout rate and data error rate

AD HLT PHARMA



HLT--Faster, Cheaper, Better (fﬁ_b

HLT PHARMA

S CRO/SMO
HLT iClinicalTrial + +

Integrated management PM | 5% Cost
Patient recruitment CRO ! F_a ster_re_crmtment
| Reducing clinical procedures
EDC Automatic input CRC | 35% Cost
CRA | 5% Travel, site visit Cost

Remote SDV Management
DM | 15% Workload

PHARMA



HLT provides dedicated overall solution for medicine sector(fﬁb

HLT PHARMA

- HLT provides dedicated overall solution for medicine sector

Big data science and medical Al technology driven service solution for full life cycle of products.

-
Faster Excellent ¢]11 I Precise UL
R&D Excellence Launch Excellence Marketing Excellence

Drug rational usage i )

HEOR assessment assassment

big-data solution & network big-data solution & network

L
i
eClinicalTrial Al research Mew Product Planning real PV pro-active monitoring
platform world insights evaluation platform & network
L

eGCP solution & network

Data Science & Medical Al Technologies
HAPFPY LIFE TECH

" Clinical trial service
partners

Partner hospital
network

Disease treatment

Core treatment data & knowledge graph

AD HLT PHARMA



HLT Pharma: Leader of Innovative Solution for Healthcare fﬁb

HLT PHARMA

HLT Pharma is a company of HLT Group, We are committed to apply leading big data science and artificial intelligence technology to the
management of drug life cycle services and pre- and post-patient treatment, It will help enterprises to develop new drugs and rational use of

drugs, accelerate the listing of high-quality drugs, improve the safety and effectiveness of drugs in the course of diagnosis and treatment,

supervise the safety of drugs after listing, and benefit patients, medical institutions, pharmaceutical companies and social health, is a Leader of

Innovative Solution for Healthcare.
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