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Drug administration and clinical pharmacy column

Availability and affordability of osteoporosis treatment drugs in Wuhan
based on the WHO/HALI standard survey method
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Abstract: In the present study, we aimed to investigate the availability and affordability of osteoporosis (OP) treatment drugs in
Wuhan and provide references for policymakers. We used the WHO/HALI standardization method to investigate the OP drug in
Wuhan and collected drug information for statistical analysis to evaluate the availability and affordability. The results showed
that the availability of bisphosphonates, active vitamin D, and their analogs was relatively high; the availability of denosumab,
salmon calcitonin, and teriparatide was general; and the availability of calcitonin, raloxifene, and strontium ranelate was low.
In terms of affordability, alendronate generic drugs had good affordability, while the other 10 OP treatment drugs had poor
affordability. Generally, the overall availability of OP treatment drugs in Wuhan was average, and the affordability was poor.
As China’s aging problem intensified, relevant government departments might consider including more OP treatment drugs in the
medical insurance catalog and concentrating their quantities in the procurement process to further improve the availability and
affordability of OP treatment drugs.
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1. Introduction over 65 years old, the prevalence rate of women was

as high as 51.6%, which was significantly higher than
Osteoporosis (OP) is the most common skeletal Y )
that of European and American®™¥. As of 2020, China’s
disease in clinical practice. It is characterized by ) o

population over the age of 65 was nearly 176 million

damage to the microstructure of bone tissue and low
(about 12.6% of the total population), making it the

bone mass, resulting in increased bone fragility and
. country with the largest absolute number of elderly
increased risk of fracture!'. The incidence of OP is
) ) people in the world, while the proportion was only 6.9%
closely related to age!®. In 2018, the National Health
o . . . in 1999 As the problem of population aging becomes

Commission conducted an epidemiological survey
more and more serious, OP greatly threatens the health

on OP, the results showed that the prevalence of OP

lity of life of middle- lderl le i
in people over 50 years old in China was 19.2%, and in and quality of life of middle-aged and elderly people in

hi . h . h
people over 65 years old was 32.0%. Among those China, bringing a heavy economic burden to the

patient’s family and society. Moreover, it has become
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OP treatment drugs mainly include bisphosphonates,
calcitonin, vitamin D and its analogs, and parathyroid
hormone analogs. Effective drug therapy can improve
patients’ bone quality, increase bone density, and
significantly reduce fracture risk'*®. However, whether
patients can obtain drugs for the treatment of OP and
whether they can afford the corresponding medical
costs are the key factors for effectively reducing the
incidence of OP. The World Health Organization (WHO)
and Health Action International (HAI) have developed
the WHO/HAI standardized survey methodology!”
to study the price, availability, and affordability of
medicines in public and private institutions in different
countries and regions. To date, the availability and
affordability of OP treatment drugs have not been
reported in China. Based on the WHO/HAI standardization
method, we aimed to investigate the price, availability,
and affordability of OP treatment drugs in medical
institutions and retail pharmacies in Wuhan and provide
a reference for the formulation and improvement of

medical and health policies.

2. Methods
2.1. WHO/HAI standardization method

The WHO/HAI standardization method used to
evaluate the price, availability, and affordability of OP
treatment drugs in Wuhan is a scientific and reasonable
research method, and many published studies have
applied this method to investigate and analyze the
price, availability, and affordability of medicines in
many countries and regions™ ', China is the largest
developing country and the second-largest economy in
the world. It is also a big country for generic drugs.
Drugs with the same International Nonproprietary Names
for Pharmaceutical Substances (INN) often exist in

different dosage forms and specifications from multiple

manufacturers. Therefore, in order to more accurately
reflect the availability of the investigated drugs, for
drugs with the same INN, regardless of the specifications
and dosage forms, all available price information on

marketed drugs was recorded.
2.2. The choice of institutions

According to the introduction of the second edition
of the WHO/HALI survey manual'”, combined with the
scale of the hospital, firstly, a major public hospital in
Wuhan (usually a tertiary hospital) was selected and
taken as the center. With a 3-h drive as a radius, the
other two public secondary hospitals and three primary
hospitals were selected, and then the nearest retail
pharmacy around each medical institution was selected.
Meanwhile, the corresponding candidate survey units
were selected near the target survey hospital or
pharmacy, and when the drug availability of the target
survey institution was less than 50%, the candidate

institution was investigated.
2.3. The selection of drugs

According to the Guidelines for the Diagnosis and
Treatment of Primary Osteoporosis (2017 Edition), OP
treatment drugs can be divided into bone resorption
inhibitors, bone formation promoters, and other mechanism
drugs based on their mechanism of action. Considering
the comprehensiveness and representativeness of
drug coverage, and combined with the guideline
recommendations and the National Essential Drugs
List (2018 Edition), this study selected seven types of
drugs, with a total of 11 kinds of OP treatment drugs.
The detailed drug information is shown in Table 1.

In addition, this study evaluated the originator brands
(OBs) and lowest-priced generic drugs (LPGs) when
examining the availability and affordability of OP

treatment drugs in healthcare facilities and retail pharmacies.



Wan, M. et al. /J. Chin. Pharm. Sci. 2023, 32 (5), 417425

Table 1. Specifications and dosage forms of 11 OP treatment drugs.
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Drugs INN Dosage form Specification
Alendronate 70 mg Tablet
Bisphosphonates Zoledronic acid 100 mL:5 mg Injection
Ibandronic acid 2 mL:2 mg Injection
L Calcitonin 1 mL:20 U Injection
Calcitonins
Salmon calcitonin 1 mL:50 IU/2 mL:4400 IU Injection/spray
Selective estrogen receptor modulators parathyroid hormone analogs Raloxifene 60 mg Tablet
Parathyroid hormone analogs Teriparatide 20 pug Injection
Strontium salt Strontium ranelate 2g Suspension
Alfacalcidol 0.25 pg Tablet/capsule
Active vitamin D and its analogs
Calcitriol 0.25 pg Capsule
RANKL inhibitors Denosumab 60 mg (1.0 mL) Injection

Note: INN, International Nonproprietary Names for Pharmaceutical Substances; RANKL, receptor activator of NF-kB ligand.

OBs refer to the investigated drugs produced by the
original patent holders, regardless of whether the patent
has expired or not. The LPGs refer to the generic drug
with the lowest unit price that can be found in the
research institution on the day of the survey. The unit
price means the price of each unit of medicine, such as

tablet, grain, press, gram, and milliliter.
2.4. Evaluation indicators

2.4.1. Availability

Based on the introduction of the second edition
of the WHO/HAI survey manual' the availability of
each drug was reported as the percentage of institutions
in which the medicine was found on the day of data
collection. If one institution had at least a specific dosage
or strength of one medicine, this drug was denoted as
available in this institution. Availability is equal to
the number of institutions that can provide the drug
divided by the total number of research institutions
multiplied by 100%.

The availability of original and generic drugs with the
same INN name was evaluated separately. For generic
drugs, the drug was considered available at the institution
when a specification was available. The following ranges

were applied for describing availability: not available

(availability = 0), very low (0-25%), low (25%—50%),
fairly high (50%—75%), and high (> 75%).

2.4.2. Affordability

According to the WHO/HALI organization, the index
for evaluating affordability is a relative ratio that is
based on the standard treatment guidelines of medicines,
how many times the total drug costs of using the standard
dose to treat a disease is compared with the local
minimum daily wage standard within a certain course of
treatment. According to the WHO/HAI standardization
method, when the ratio is less than 1, it can be considered
that the affordability of the investigated drug is good.
This study estimated the affordability of each investigated
drug based on the first-grade minimum wage standard
of 2010 Yuan/month (about 67 Yuan/d) promulgated
in the city of Wuhan in 202112,

2.5. Data collection and statistics

In the present study, two data collectors carried out the
survey with the designed drug information collection
form and visited the selected survey hospitals and retail
pharmacies. After each survey, the project leader reviewed
the data. After the survey, the data statistician used Excel

software to conduct a statistical analysis of the data.
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3. Results

3.1. The availability of drugs for OP

Table 2 shows that the availability of alendronate,
zoledronic acid, alfacalcidol, and calcitriol was relatively
high, and the availability of strontium ranelate was
zero in both medical institutions and retail pharmacies.
The availability of denosumab and raloxifene LPGs was
zero, and the availability of calcitonins and teriparatide
was moderate.

Table 3 reveals that for original brands, there were
eight kinds that could be obtained in public medical

institutions and retail pharmacies. For generic drugs,

Table 2. The availability of OP treatment drugs (%).
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seven kinds were available in public medical institutions,
and five kinds were available in retail pharmacies.
In public medical institutions, the availability of
two original brands and one generic drug was greater
than 50%. In retail pharmacies, the availability of
four original brands and four generic drugs was greater

than 50%.
3.2. The affordability of drugs for OP

Table 4 shows that the affordability of OP treatment
drugs was not optimistic. Except that the affordability
of alendronate generic drugs was 0.6 times of daily

salary, the cost of the drugs was higher than one time

INN Drug type Public medical institutions Retail pharmacies Average
OBs 100.0 833 91.7
Alendronate
LPGs 0.0 66.7 333
. OBs 333 66.7 50.0
Zoledronic acid
LPGs 333 83.3 583
. OBs 0.0 0.0 0.0
Ibandronic acid
LPGs 16.7 0.0 8.4
L OBs 16.7 0.0 8.4
Calcitonin
LPGs 333 0.0 16.7
L OBs 50.0 333 41.7
Salmon calcitonin
LPGs 16.7 16.7 16.7
. OBs 0.0 16.7 8.4
Raloxifene
LPGs 0.0 0.0 0.0
. . OBs 16.7 66.7 41.7
Teriparatide
LPGs 16.7 0.0 8.4
. OBs 0.0 0.0 0.0
Strontium ranelate
LPGs 0.0 0.0 0.0
. OBs 16.7 333 25.0
Alfacalcidol
LPGs 66.7 83.3 75.0
. OBs 83.3 83.3 83.3
Calcitriol
LPGs 50.0 83.3 66.7
OBs 16.7 50.0 33.4
Denosumab
LPGs 0.0 0.0 0.0
Note: INN, International Nonproprietary Names for Pharmaceutical Substances; OBs, originator brands; LPGs, lowest-priced generic drugs.
Table 3. The availability of OP treatment drugs in public medical institutions and retail pharmacies (n = 11).
o Public medical institutions Retail pharmacies
Availability
OBs LPGs OBs LPGs
0% 3 4 3 6
<25% 4 3 1 1
25%-50% 2 3 3 0
50%—75% 0 1 2 1
>75% 2 0 2 3

Note: OBs, originator brands; LPGs, lowest-priced generic drugs.
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of daily salary in both original brands and generic drugs
from public medical institutions and retail pharmacies,
which would cause a huge economic burden for patients
with OP. In addition, generic drugs were generally more
affordable than original drugs. If generic drugs could
ensure drug efficacy and safety, the economic situation
of patients could be improved. Besides, the treatment
cost of teriparatide was much greater than one times
the daily salary. The unit price of the teriparatide was
relatively high, and the dosage was once a day, which
brought great economic pressure on patients. Denosumab
was 1.6 times the daily salary, and the affordability

was better than other original OP treatment drugs.

Table 4. Affordability of OP treatment drugs (unit: times).

This study conducted a statistical analysis of drug prices
in all surveyed public hospitals and retail pharmacies, and
their respective median prices were calculated. Table 5
shows that compared with retail pharmacies, the
affordability of public hospitals was good, especially
the affordability of original brands. Retail pharmacies
were faced with the dilemma of sales and profitability, and
drug prices were higher than public hospitals, resulting
in the poor affordability of medicines. In addition, this
study also conducted a statistical analysis of the drug
prices of all the original brands and generic drugs.
Table 6 shows that the overall affordability of generic

drugs was better than that of original brands.

INN Drug type Public medical institutions Retail pharmacies
OBs 3.5 3.7
Alendronate
LPGs - 0.6
L OBs 32 3.7
Zoledronic acid
LPGs 2.0 2.1
S OBs — _
Ibandronic acid
LPGs 3.1 -
OBs 4.2 -
Calcitonin
LPGs 3.8 -
o OBs 20.4 34
Salmon calcitonin
LPGs 3.1 3.6
. OBs 45 4.7
Raloxifene
LPGs - -
. . OBs 2390.4 2390.4
Teriparatide
LPGs 58.2 -
. OBs - -
Strontium ranelate
LPGs - -
. OBs 9.2 6.1
Alfacalcidol
LPGs 2.0 1.4
. OBs 49 5.0
Calcitriol
LPGs 3.4 3.6
OBs 1.6 1.6
Denosumab
LPGs - -

Note: OBs, originator brands; LPGs, lowest-priced generic drugs; —, Not obtained.

Table 5. Comparison of the overall affordability of OP treatment drugs in public hospitals and retail pharmacies.

Drug type Median price (Yuan) Times
. o OBs 58.49 0.87
Public medical institutions
LPGs 43.95 0.66
. . OBs 310.00 4.63
Retail pharmacies
LPGs 46.50 0.69

Note: OBs, originator brands; LPGs, lowest-priced generic drugs.
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Table 6. Comparison of overall affordability of OBs and LPGs.

Drug type Median price (Yuan) Times
OBs 1.07
LPGs 0.66

Note: OBs, originator brands; LPGs, lowest-priced generic drugs.

4. Discussion

4.1. The availability of OP drugs with different

mechanisms

The current survey showed that the availability of
classic bisphosphonates, active vitamin D, and its
analogs was relatively high. The availability of strontium
ranelate was zero. The European Medicines Agency
issued an evaluation announcement for strontium ranelate
in 2014, pointing out that the marketing authorization
of strontium ranelate was maintained, while the use of
the drug was restricted only for those who suffered
from severe OP, and the original manufacturer stopped
production. The availability of generic drugs for
denosumab was zero, which was a receptor activator of
NF-«B ligand (RANKL) inhibitor developed in the past
10 years. Denosumab is still in the patent protection
period, and its core patent is expected to expire in 2025.
At present, Qilu Pharmaceutical, Luye Pharma Group,
and other companies have applied for clinical trials of
denosumab and preparations for listing. The availability
of raloxifene generic drugs was zero. It was only produced
by Hengrui Pharmaceutical in China and approved for
marketing on August 31, 2020, and has not yet entered
the market in Wuhan.

The overall availability of OP treatment drugs was
moderate, and the possible reasons included the
following two aspects. On the one hand, the problem
of population aging in China was becoming more and
more serious, and OP greatly threatens the quality of
life of middle-aged and elderly people. The national

level should pay more attention to the harm of OP.

On the other hand, domestic drug manufacturers were
limited by their own scale and capital and had the
insufficient motivation to develop and produce high-quality
and cheap generic drugs. It was suggested that government
departments should formulate corresponding support
policies, strengthen the enthusiasm of drug manufacturers,

and further improve accessibility.

4.2. The affordability of OP treatment drugs

4.2.1. The poor affordability of OP treatment drugs

The affordability of both original brands and generic
drugs was poor, while the affordability of generic
drugs was better than that of original brands. In recent
years, the Chinese government has successively
issued the “Announcement of the State Food and Drug
Administration on Carrying out Self-inspection and
Verification of Drug Clinical Trial Data” (No. 117 of 2015)
and “Opinions on Carrying out Consistency Evaluation
of Generic Drug Quality and Efficacy” (No. 8 of 2016)
to ensure the safety and effectiveness of generic drugs
and clarified the consistency of generic drugs and original
brands. The state could consider increasing the support
and capital investment for the pharmaceutical industry
and supporting domestic pharmaceutical companies to
produce safe, effective, high-quality, and inexpensive
generic drugs, further improving the affordability of
OP treatment drugs.
4.2.2. The affordability and pharmacoeconomics of
OP treatment drugs

Economic factors should also be considered in the
clinical drug treatment plan for OP. Our research group

has previously conducted an economic evaluation of
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31" and the results show that alendronate

alendronate
has a good cost-effectiveness benefit. Further research!'!
has found that compared with the cost and effectiveness
of oral alendronate, zoledronic acid for injection is
an advantageous solution. There are differences in
the economics of different treatment options, and
pharmacoeconomic research can provide a reference
for clinical treatment decisions and health system
policymakers. In recent years, multiple studies have

recommended sequential therapy!'>'®!

. For example,
sequential bisphosphonates after denosumab, since the
discontinuation of denosumab may instead increase
the risk of vertebral fractures, and the potential risks of
long-term bisphosphonate use include osteonecrosis
of the jaw and atypical femoral fractures, sequential
treatment of both would increase patient benefit and
reduce the potential risk!"’"*). Mori et al.*” have
compared the cost-effectiveness of sequential teriparatide/
alendronate and alendronate in female OP patients in
Japan, and the results show that sequential teriparatide/
alendronate is not an economical treatment option.
However, for 75-year-old women, sequential teriparatide/
alendronate is more cost-effective if the price of
teriparatide is reduced by 50%. Reducing prices will
increase the affordability of OP treatment drugs and
further affect the results of pharmacoeconomic evaluations.
Therefore, government departments could implement
relevant inclusive policies to reduce the price of OP
treatment drugs, thereby improving the affordability
of OP treatment drugs and making OP treatment drugs
more economical.

Generally, future research should conduct more
in-depth investigations on the availability, affordability,
and pharmacoeconomics of different types and regimens
of OP treatment drugs to provide information for the
formulation of medical and health policies, clinical drug

regimens, and patients’ economic expenditures?'*.

4.3. Limitations and advantages

This study has some limitations. First of all, due
to the diversity of the medical insurance system,
the different types of patient insurance coverage in
different regions, and the circumstances in which retail
pharmacies cannot use medical insurance to pay, this
study failed to consider the medical insurance payment
situation. Future research can consider the type of
medical insurance, as well as the proportion of medical
insurance reimbursement and self-payment, to evaluate
the affordability of drugs more objectively. Second,
although the time horizon of this study was 1 month,
the price of medicines was mainly affected by policies,

(23241 and it fluctuated

per capita GDP levels, and so on
less in the short term. Therefore, this paper did not
consider the mistake of the time horizon. Finally, this
paper only sampled some OP treatment drugs in Wuhan
and then evaluated their availability and affordability.
The policies and economic levels vary across China,
and the results and conclusions should be cautiously
applied to other regions and cities.

Despite the limitations, to the best of our knowledge,
this was the first time in China to evaluate the availability
and affordability of OP treatment drugs. In addition,
this study included almost all types of OP treatment
drugs, evaluated them comprehensively, and provided

a reference for medical and health policymakers.

5. Conclusions

In general, the availability of OP treatment drugs in
Wuhan was moderate, and the affordability was poor.
With the intensification of the aging problem in China, it
was recommended that relevant government departments
should increase policy support, consider more types of
OP treatment drugs in the medical insurance catalog

and the centralized procurement plan with volume,
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continue to optimize the drug structure and the
reasonable reimbursement ratio of medical insurance,
and further improve the availability and affordability

of OP treatment drugs in China.

References

[1] Consensus development conference: prophylaxis and
treatment of osteoporosis. Am. J. Med. 1991, 90, 107-110.

[2] NIH Consensus Development Panel on Osteoporosis
Prevention, Diagnosis, and Therapy, March 7-29, 2000:
highlights of the conference. South. Med. J. 2001, 94,
569-573.

[3] Chinese Society of Osteoporosis and Bone Mineral
Research. Guidelines for the diagnosis and management
of primary osteoporosis (2017). Chin. J. Osteoporos.
2019, 25, 281-309.

[4] Si, L.; Winzenberg, T.M.; Jiang, Q.; Chen, M.; Palmer, A.J.
Projection of osteoporosis-related fractures and costs in
China: 2010-2050. Osteoporos Int. 2015, 26, 1929-1937.

[5] National Bureau of Statistics of the People's Republic of
China. China Statistical Yearbook. Beijing: China Statistics
Press. 2020.

[6] Chinese Society of Osteoporosis and Bone Mineral
Research. Guidelines for the diagnosis and management
of primary osteoporosis. Chin. J. Osteoporos. 2019, 25,
281-309.

[7] Kheder, S.; Ali, H.M. Medicine prices, availability,
affordability and price components in Sudan. World
Health Organization. 2014.

[8] Zhang, Y.; Li, X. Investigation and analysis of availability
and affordability of essential medicine in Nanjing based
on WHO/HALI standard survey method. China Pharm.
2015, 26, 4188-4192.

[9] Wang, X.; Yang, S.M.; Fang, Y.; Jiang, M.H.; Wu, L.N.
Study on the availability and price of pediatric essential

medicines in public hospitals in Shaanxi Province

using WHO/HAI methodology. China Pharm. 2014, 25,
681-684.

[10] Dong, Z.J.; Tao, Q.C.; Yan, B.B.; Sun, G.J. Availability,
prices and affordability of essential medicines in Zhejiang
Province, China. PLoS One. 2020, 15, €0241761.

[11] Gong, S.W.; Cai, H.B.; Ding, Y.F.; Li, W.J.; Juan, X.;
Peng, J.L.; Jin, S. The availability, price and affordability
of antidiabetic drugs in Hubei Province, China. Health
Policy Plan. 2018, 33, 937-947.

[12] Department of Human Resources and Social Security
of Hubei Province. Circular of the General Office of
the Provincial People’s Government on Adjusting the
Provincial Minimum Wage Standard. 2021 [EB/OL].
(2021-08-31). This article can be found online at
http://www.hubei.gov.cn/zxjy/rdhy/202108/t20210831 _
3730793.shtml.

[13] You, R.; Liu, Z. Economic evaluation of oral alendronate
therapy for osteoporosis in Chinese postmenopausal
women: the impact of medication compliance and
persistence. Front. Pharmacol. 2020, 11, 575893.

[14] You, R.; Zhang, Y.; Wu, D.B.; Liu, J.; Qian, X.; Luo, N.;
Mori, T. Cost-effectiveness of zoledronic acid versus oral
alendronate for postmenopausal osteoporotic women in
China. Front. Pharmacol. 2020, 11, 456.

[15] Eastell, R.; Rosen, C.J.; Black, D.M.; Cheung, A.M.;
Murad, M.H.; Shoback, D. Pharmacological management
of osteoporosis in postmenopausal women: an endocrine
society. J. Clin. Endocrinol. Metab. 2019, 104, 1595—
1622.

[16] Mori, T.; Crandall, C.J.; Ganz, D.A. Cost-effectiveness
of combined oral bisphosphonate therapy and Falls
prevention exercise for fracture prevention in the USA.
Osteoporos. Int. 2017, 28, 585-595.

[17] Mori, T.; Crandall, C.J.; Fujii, T.; Ganz, D.A. Cost-
effectiveness of zoledronic acid compared with
sequential denosumab/alendronate for older osteoporotic

women in Japan. Arch. Osteoporos. 2021, 16, 113.



Wan, M. et al. / J. Chin. Pharm. Sci. 2023, 32 (5), 417-425 425

[18] Li, N.N.; Cornelissen, D.; Silverman, S.; Pinto, D.; Si, L.;
Kremer, 1.; Bours, S.; de Bot, R.; Boonen, A.; Evers, S.;
van den Bergh, J.; Reginster, J.Y.; Hiligsmann, M.
An updated systematic review of cost-effectiveness
analyses of drugs for osteoporosis. PharmacoEconomics.
2021, 39, 181-209.

[19] Cosman, F.; Nieves, J.W.; Dempster, D.W. Treatment
sequence matters: anabolic and antiresorptive therapy for
osteoporosis. J. Bone Miner. Res. 2017, 32, 198-202.

[20] Mori, T.; Crandall, C.J.; Fujii, T.; Ganz, D.A. Cost-
effectiveness of sequential daily teriparatide/weekly
alendronate compared with alendronate monotherapy
for older osteoporotic women with prior vertebral
fracture in Japan. Arch. Osteoporos. 2021, 16, 72.

[21] Lv, F.B.; Yu, K.W.; Gao, W.W.; Yu, S.W. Cost-utility of

erlotinib combined with bevacizumab versus bevacizumab

alone after completion of chemotherapy with bevacizumab
for first-line treatment of advanced non-small-cell lung
cancer. J. Chin. Pharm. Sci. 2017, 26, 447-454.

[22] Chen, J.; Zhao L.B.; Wan Y.S.; Wang L.; Lv, Y.N;
Zhang, Y.; You, R.X. Rapid health technology assessment
of treating osteoporosis with alendronate. Chin. J. Hospital
Pharmacy. 2021, 41, 2227-2235.

[23] Wang, H. Analysis on the principal component of the
factors which effected medicine prices in China. Chin.
Health Econ. 2018, 37, 71-73.

[24] Luo, S.H.; Dong, L.L.; Li, Y.Y.; Xu, D.; Chen, M.
Cost-effectiveness analysis of tyrosine kinase inhibitors
(erlotinib, gefitinib, afatinib and osimertinib) as first-line
therapy for epidermal growth factor receptor-mutated
advanced non-small cell lung cancer. J. Chin. Pharm.

Sci. 2021, 30, 253-263.

FF WHO/HA Ui ¥ PR 2 J5 ¥ R U B BRRAAYR T7 259 Y
AR B AT G E 4 A
!, e ks, B, A, KA, e’
1B AR P XN R EEBe 2570084, widb 20X 430040

2 B REOR S [FAITFER AR AT LRl 255480, Wik B0 430022
3. SRR [RGB S e b Ph AR B 24536, Wk 20 430022

E: AT 1T B B AL T AR AT O, WONARSRBOR IS E R HEZ 5 . BT SR WHO/H AR/
2, o BB BB AR YT 2 BEAT AT, JFUREE 25 i BT e vt o b, X rTERAG MR AT SR PEREAT DAY . S5 REUR,
FERTSRATYE DT T, XUBIR 2K WS PEYEA KD L H S 0 rTIRAT VAR B iy P AT BB 3R DL SRR SL A KR]3R A5
PE— M KBRS 3R RS E 55 SR RIR B IR VERUAR . A2 R G E T T, BT R 017 ) 24 X m] A By, AR 10
B R B ARIRTT 2P AT AR ZE . B AR, DU BB I8 TT 2B S AR TR AR R, R HAT R R
It 5 v T 22 A Il R R IR, A SR 1 R 2% R B 2 MR B B BRAA VR YT 25 MO B R H 35 DA R SR vt BRI AR o,
BE— PR B BB AAIR T 2990 m] AR AN AT faE b

XEiR: WHO/HAL ‘& JRGRFATRTT 2340, I3RS w] fada ik





